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Foreword 

Awareness reveals that everybody active in today's business world 
depends on maintaining good relations with some kind of a cus
tomer or client. Thus, meeting the needs of our customers and 
clients has become the key to running a successful business. 
Quality is the essence of what the client or customer ultimately 
wants. Thus, we all are asked to deliver goods and services by fo
cussing on these quality requirements. 

In the pharmaceutical industry, well-established quality 
systems-GCPs, GLPs, and GMPs-exist; however, there is a nar
row focus on specific functions or operations. Thus, a wide array 
of functions, although of utmost importance to the success of the 
overall business process-if not for the overall healthcare sys
tem-are only beginning to develop a sense for the quality as
pects of their work. Regulatory Affairs is one such function that 
is starting to discover that quality, quality control, and quality 
assurance are essential elements for meeting the objectives of its 
operations. Regulatory Affairs is beginning to realize that a qual
ity system designed to cover its specific work processes-and con
sequently named Good Drug Regulatory Practices (GDRPs)-will 
become a requirement that must be implemented in order to meet 
the challenges of the future. When asking for guidance and ad
vice, however, little could be found, until the idea for this book be
gan to materialize. 

Helene Dumitriu, with 10 years of experience in Regulatory 
Affairs, provides comprehensive coverage of GDRPs as a truly 
holistic quality concept designed to meet the specific needs of 
Regulatory Affairs professionals. Starting with a theoretical ba
sis, the author immediately turns to an organization's imple
mentation of GDRPs as the true objective of this book. Therefore, 

ix 
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a framework for assessing the quality of the existing operation of 
a pharmaceutical department is presented: A list of the key ques
tions is compiled that needs to be answered during an initial 
audit-hopefully, all can be answered favorably within the orga
nization. The Regulatory Affairs professional is not left alone, 
however, whenever a deficiency or a problem is discovered. In
stead, the book provides suggestions and examples for improving 
the quality system by offering a series of policies geared to ensure 
dossier quality, timely submissions, and the maintenance of 
marketing authorizations. Policies and standards are presented 
in a generic fashion to allow for easy amendments and customiz
ing for use in the environment of a specific company or organi
zation. 

To the best of my knowledge, this book is the first attempt to 
provide a holistic approach to GDRPs. Therefore, it deserves to be 
at the top of the essential reading list for all Regulatory Affairs 
professionals. Hopefully, this book will be of value to all in inti
mate contact with Regulatory Affairs, such as the company's pro
ject managers and quality assurance staff as well as those who 
work with Regulatory Bodies. In addition, management will find 
clues for improving and ensuring the quality of operations in its 
Regulatory Affairs function. 

Dr. Thomas Hintze 
Merck KGaA 

July 1997 



Preface 

This book attempts to be the first systematic treatment on what 
should now be named Good Drug Regulatory Practice (GDRP). For 
many years, experienced Regulatory Affairs professionals have 
asked for a guide to the quality management of their work. Thus, 
this Regulatory Affairs Quality Manual was planned and written 
to meet this need. It is intended to serve as a reliable and useful 
source of information and background knowledge on the rela
tionship between the quality of regulatory affairs work and the 
quality obtained and maintained of regulatory (e.g., marketing) 
authorizations. It will be a source of reference for Regulatory Af
fairs professionals as well as for quality controllers, who need in
formation on the relationship between the work of Regulatory 
Affairs and quality in medicinal product development. However, 
this book does not contain information easily accessible else
where and/or likely to require frequent updates (e.g., addresses of 
Regulatory Bodies). The book covers regulatory affairs regarding 
global product development for the European Union, Japan, and 
the United States. 

Part I presents a theoretical basis for quality management. 
Part II consists of policies and standards. Chapter 5 gives back
ground information on policies. The policies (chapter 6) are writ
ten in a uniform format and cover the procedures and/ or work 
results most frequently used or common in regulatory affairs. 
The information was assembled from a wide range of publica
tions covering aspects of these important topics. It also relies on 
the author's extensive experience in over 10 years of involvement 
in international regulatory affairs, during which developmental 
and marketed medicinal products were dealt with on a worldwide 
basis. The policies cover, for example, Application for a Clinical 
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Trial License, Application for a Marketing Authorization. Educa
tion and Training, and Information Management. The standards 
include, for example, sample layouts of dossiers and the regula
tions that must be followed. 

Acknowledgments 

The author wishes to thank her advisory editor, Dr. Thomas 
Hintze, Merck KGaA, for his encouragement, valuable input, and 
helpful criticism of the draft. Without his continuous motivation, 
this work would never have been written. 
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Introduction 

A colleague once said: "Quality management ends with Good 
Clinical Practice (GCP]." He was right in that good practice has 
been extensively discussed for nonclinical and clinical develop
ment. However, Good Practice for Regulatory Affairs has not yet 
been defined. 

This book was written to help improve this situation and to 
make Regulatory Affairs professionals. quality controllers, pro
ject managers, and senior management familiar with the contri
butions of Regulatory Affairs to the quality of medicinal product1 

development and the maintenance process. In order to have regu
latory processes from which Regulatory Affairs professionals in 
both pharmaceutical companies and Regulatory Bodies can ben
efit, the concept of a holistic regulatory quality system is intro
duced. It should ideally comprise both Regulatory Bodies and 
Regulatory Affairs departments in the industry. In compliance 
with this idea, a Regulatory Affairs Quality Manual is proposed 
for the industry (with some suggestions for a complementary 
Quality Manual for Regulatory Bodies). It contains key questions 
to test the quality system. background information including. if 
applicable, regulatory requirements and measures for liability 
prevention, ready-to-use policies and standards, and points to 
consider during the development of the quality system. 

The reader is invited to adapt the policies and/or standards 
to his or her organization and function and, if required, to de
velop quality assurance processes. These processes should form 
the basis of Standard Operating Procedures (SOPs). 

1. Throughout this book, the term medicinal product will be used, rather than other syn
onyms used in literature (e.g .. drug, drug product. pharmaceutical product, or proprietary 
medicinal product). 
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Historical Overview 

WHY REGULATORY AFFAIRS? THE DEVELOPMENT OF 
DRUG LAWS AND DRUG REGULATIONS 

For an understanding of drug laws worldwide, some basic facts 
must be understood and borne in mind. Typically, drug laws are 
regulations after the fact-their development being triggered by 
unwanted and sometimes disastrous events. Information and 
knowledge on the use of medicinal products increase exponen
tially; thus, drug laws are proliferating at an ever growing pace. 
Drug laws provide for special Regulatory Bodies installed explic
itly to ensure compliance with the drug laws. These bodies, once 
installed, begin to influence rule making according to their 
needs. The legislative efforts in the United States, Europe, and 
Japan have had a significant impact on pharmaceutical indus
try; therefore, the development of these legislations will be ad
dressed in this chapter. 

United States of America 

Originally, medicinal products were not regulated by the federal 
government. Food and drug adulteration became a problem when 
the quality of products could no longer be guaranteed by the cus
tomer's knowledge of the producer and/or seller as a result of in
dustrial scale production and mass transportation. When it was 
found that American troops had been supplied with substan
dard, imported medicinal products during the Mexican War, the 
first federal law specifically dealing with medicinal products 

3 
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was passed: the Import Drug Act of 1848. By 1901, the unsani
tary conditions in the meat packing industry gave rise to public 
concern regarding the safety of food and, surprisingly, also of the 
quality of drugs. In fact, drug regulation may be considered as an 
outgrowth of food regulation. In 1902, distribution of contami
nated diphtheria antitoxin in St. Louis caused the death of 
12 children. This event forced legislators to pass the Biologics Act 
of 1902, which demanded the licensing of biological products 
and the production in licensed facilities. Between 1902 and 
1907, the United States (U.S.) Bureau of Chemistry conducted 
studies on the safety of food additives with human volunteers 
that led to the passage of the Pure Food and Drugs Act of 1906 
and, subsequently, the ban of dangerous food additives. such as 
borax, salicylic acid, formaldehyde, and copper sulfate. This first 
U.S. drug law prohibited the mislabeling and adulterating of 
medicinal products and introduced the U.S. Pharmacopeia (USP) 
and the National Formulary (NF) as official standards. The legal 
situation, however. still allowed for practices that from today's 
perspective appear somewhat bizarre. For example, in the case 
U.S. v. Johnson. the promoters of "Dr. Johnson's Mild Combina
tion Treatment for Cancer" were charged for knowingly making 
false therapeutic claims. 

The court's ruling led to the passage of the Sherley Amend
ment of 1912, which prohibits the labeling of medicinal products 
with false therapeutic claims. In 1937, the Massengill Company 
placed on the market a throat medicine that contained sulfanil
amide dissolved in diethylene glycol. a common automobile an
tifreeze ingredient. No clinical trials had been conducted, as this 
was not mandatory at the time. One hundred seven people, 
mostly children, died after taking the medication. This tragedy 
forced legislators to react in a rigorous way: The Food, Drug, and 
Cosmetic Act (FD&C Act). which required proof of the safety of 
medicinal products. was passed in 1938. The industry was now 
allowed to place a medicinal product on the market 60 days after 
a New Drug Application (NDA) only if the Food and Drug Admin
istration (FDA) posed no objections. 

A further development is the Durham-Humphrey Amend
ments of 1951-also referred to as the "prescription drug amend
ments" -that divided products into over-the-counter (OTC) and 
prescription drugs requiring professional supervision. U.S. citi
zens were spared the thalidomide disaster, but the reaction of 
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Congress was the Kefauver-Harris Drug Amendments of 1962, 
thereby requiring proof of efficacy and formal FDA approval 
BEFORE placing medicinal products on the market, as well as 
introducing Good Manufacturing Practice (GMP) (1). 

In the past 20 years, a number of major laws have been 
passed by Congress, such as the Orphan Drug Act, the Safe Med
ical Devices Act (SMDA) of 1990, the Medical Device Amendments 
of 1992, the Nutrition Labeling and Education Act of 1990, the 
Drug Price Competition and Patent Term Restoration Act of 1984 
(Waxman-Hatch Act), the Prescription Drug Marketing Act (pre
venting illegal diversion and sale of prescription drugs), the 
Generic Drug Enforcement Act, and, most recently, the FDA Ex
port Reform and Enhancement Act of 1996 (2). The movement to
ward reinventing the FDA has resulted in several FDA reform 
bills that are presently under consideration. Additionally to U.S. 
legislation, the FDA issues guidance documents that must be 
taken into account by industry. It must also be kept in mind that 
federal legislation applies to interstate traffic and that individual 
states have their own local laws. 

European Union (EU) 

The development of national drug legislation in the European 
Union can be demonstrated using Germany as an example (3). 
German legislation has its roots in the 19th century, focussing 
primarily on pharmacies. Originally, no marketing authoriza
tion for medicinal products produced on an industrial scale was 
required in Germany. When registration (i.e., notification of the 
product without submission of any proof of quality, safety, or ef
ficacy!) was introduced in 1961 (4), this was done mainly to ob
tain an overview of the existing medicinal products: It turned out 
that 55,000 medicinal products were on the market at that time. 
(This large number is due to the fact that every strength and for
mulation of an active ingredient received a separate registration 
number.) The sleeping pill Contergan® (thalidomide) caused birth 
defects when taken by mothers in an early stage of pregnancy at 
the beginning of the 1960s: Children were born without arms
their hands starting at the shoulders; an estimated 10,000 chil
dren in Western Europe were affected. The appetite suppressant 
Menocil® (aminorex), registered in 1966, was responsible for sev
eral cases of death and was withdrawn from the market in 1968. 
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These events and the increased general perception of the risks to 
humans associated with the use of medicinal products for large
scale animal husbandry led to amendments in the legislation. 
However, the assessment of quality, safety, and efficacy by Reg
ulatory Bodies prior to issuance of a marketing authorization be
came mandatory only when the European Community legislation 
(5) had to be introduced into national law. This led to the new 
German drug law of 1976 (6). In addition to introducing the re
quirement for a marketing authorization based on the assess
ment of the medicinal product's quality, safety, and efficacy, it 
also contained new regulations concerning pharmacovigilance 
for marketed medicinal products, the protection of cHnical trial 
subjects, and liability. 

The requirement to prove the efficacy of a medicinal product 
had been greatly debated at the time. It must be kept in mind that 
to this day many products, such as homeopathic and anthropo
sophical products, are marketed in Germany according to the 
principle of pluralism of scientific concepts. Major revisions 
were triggered in 1983 (7) because of misuse of drugs in food
producing animals, and in 1986 (8) by the experience report on 
the impact of the new drug law and the requirement to implement 
further Community legislation into national law (9). In the 
1980s, the Alival® (nomifensin) scandal led to a revised alert pro
cedure. 

United Kingdom legislation can serve as another example for 
the development of national drug laws: Though attempts to regu
late medicinal products date back to the Middle Ages, the simul
taneous control of quality, safety, and efficacy is a very recent 
achievement and was introduced in the United Kingdom through 
the implementation of the Medicines Act of 1968 in 1971. This 
was a reaction both to EU legislation and to the thalidomide 
tragedy that had led to about 500 deformed children in the United 
Kingdom ( 1 0). 

Today's national legislation in the EU Member States has lost 
its drive and basically mirrors the EU legislation, the develop
ment of which is described in the following. 

European Community 

The European Community (EC) was founded by the Treaty of 
Rome in the 1950s with the intention to establish a common 
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market in order to "promote throughout the Community a har
monious development of economic activities, a continuous and 
balanced expansion, an increase in stability, an accelerated rais
ing of the standard of living, and closer relations between the 
States belonging to it" (11). Significant amendments were intro
duced by the 1986 Single European Act, which implemented the 
concept of the Common Market-a market without any internal 
barriers-and reinforced the power of the European Parliament 
as well as of the EC institutions concerning environment, re
search, and technological development. The Maastricht Treaty 
signed in 1992 and enacted in 1993 fundamentally reshaped the 
European Economic Community into the European Union, which 
besides addressing common economic issues also includes a com
mon foreign and security policy and cooperation concerning jus
tice and security. A single currency is to be introduced and the 
responsibilities of the European Parliament were extended. 

The EU legislation on medicinal products consists basically 
of Regulations, Directives, and Decisions. Regulations apply di
rectly in all Member States. This instrument is typically used if 
the subject has not yet been regulated on a national level. Direc
tives must be transferred into national law by the Member States 
prior to becoming effective. This instrument is used if there is 
a need to harmonize and adapt already existing national 
legislation. Decisions are measures intended to bind individual 
pharmaceutical manufacturers or Member States. The EU also 
publishes nonbinding recommendations and opinions to express 
the community view. 

Marketing authorization procedures demanding the assess
ment of quality, safety, and efficacy of medicinal products were 
set first out in the Directive of 1965 (12). The multi-state proce
dure providing for mutual recognition of marketing authoriza
tions by all involved Member States was established as well as 
the Committee for Proprietary Medicinal Products (CPMP). a body 
to facilitate the procedure (13). The multi-state procedure was 
later amended in order to make it more user-friendly (14). A spe
cial procedure, the concertation procedure, was introduced for 
high technology, especially biotechnology-derived medicinal 
products (15). Based on the experience with these two proce
dures, a new system installed in 1993 consisted mainly of the 
establishment of the European Agency for the Evaluation of Med
icinal Products (EMEA) seated in London, the creation of a 
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centralized procedure for biotechnology medicinal products (eli
gible also for other innovative products) leading to a binding De
cision and a marketing authorization valid in all Member States, 
and the creation of a decentralized procedure for mutual recog
nition (16). These procedures will be reconsidered in 1998. 

Additionally, the EU is issuing numerous Guidelines and 
Points to Consider documents that provide advice on require
ments and procedures. A cornerstone is the Notice to Applicants 
of 1989 plus amendments (17) that describe the format for mar
keting authorization applications and procedures. Even though 
the EU guidance documents are not legally binding, they are 
supposed to reflect the state of the art and, therefore, are used by 
Regulatory Bodies as a basis for decision making. However, the 
high time of individual EU Guidelines appears to be over, even 
though the flood of advisory documents is ever rising. The single 
most important factor governing drug regulation today is the 
move toward harmonization between the EU, Japan, and the 
United States by the International Conference on Harmonisation 
of Technical Requirements for Registration of Pharmaceuticals 
for Human Use (ICH). 

Japan 
Legislation about medicinal products originally stems from the 
19th century. Industrial production was first considered sepa
rate from that by pharmacists in 1961 when the Pharmaceutical 
Affairs Law of 1948 was divided into the present Pharmaceutical 
Affairs Law and the Pharmacists Law. The purpose was mainly to 
ensure the quality of medicinal products. However, after the 
thalidomide tragedy, regulatory focus turned also to safety and 
efficacy. Manufacturing and marketing authorization proce
dures were specified in 1967. Good Manufacturing Practice 
(GMP) was established in 1974 (year of enforcement: 1975), Good 
Laboratory Practice (GLP) in 1982 (year of enforcement: 1983). 
and Good Clinical Practice (GCP) in 1989 (year of enforcement: 
1990). Because of liability suits such as the SMON (subacute 
myelo-optical neuropathy) case, the Adverse Drug Reaction Suf
fering Relief and Research Promotion Fund Law (currently, the 
Investigation Organization for Side Effects Relief and Research 
Promotion Law) was enacted in 1979. Provisions for orphan drugs 
and research were made by the revision of the Pharmaceutical 
Affairs Law in 1993 (18). 
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International Conference on Harmonisation (ICH) 

Today. harmonization is a major factor in the development of drug 
laws in the EU, Japan, and the United States. Based on previous 
harmonization efforts. the ICH began to take shape in 1989 when 
the Steering Committee was established. Under its full, official 
name, "The International Conference on Harmonisation of Tech
nical Requirements for Registration of Pharmaceuticals for Hu
man Use". the ICH is a project of both the Regulatory Bodies and 
the pharmaceutical industry from the EU, Japan, and the United 
States. Its goal is to expedite the development and approval 
processes of medicinal products without sacrificing safeguards 
on quality, safety. or efficacy. Its sponsors are as follows: 

• Commission of the European Communities (CEC) and 
European Federation of Pharmaceutical Industries' As
sociations (EFPIA) 

• Ministry of Health and Welfare (MHW) and Japan Phar
maceutical Manufacturers Association (JPMA) 

• Food and Drug Administration (FDA) and Pharmaceuti-
cal Research and Manufacturers of America (PhRMA) 

The International Federation of Pharmaceutical Manufacturers 
Associations (IFPMA) is also an official participant and provides 
the ICH Secretariat. (Observers, such as Canada and the World 
Health Organization [WHO]. may also be involved.) 

The ICH serves as a forum for the identification and discus
sion of differences in the technical (i.e .. scientific) requirements 
for marketing authorizations in the EU, Japan. and the United 
States. It makes recommendations for modifications of technical 
requirements in order to enhance mutual recognition. provide for 
more economical use of resources (human, animal, material). 
and suggest ways to achieve greater harmonization in the inter
pretation and application of technical requirements. Topics for 
harmonization are decided by the Steering Committee. Consul
tation is in a stepwise process: 

Step 1: A preliminary draft is generated by relevant Expert 
Working Groups and, provided consensus has been 
reached, forwarded to the Steering Committee. 

Step 2: The draft is transmitted to the CEC. the MHW, and 
the FDA for consultation according to their usual 
procedures. (In the EU. the CEC consults with the 
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EFPIA, which in turn distributes for discussion to 
national industry associations, who involve their 
members.) 

Step 3: The revised draft is generated by the designated reg
ulatory Rapporteur based on the comments received 
and then referred to the Expert Working Group for 
sign-off by the experts before referral to the Steering 
Committee for adoption. 

Step 4: The final draft is endorsed by the Steering Commit
tee and recommended for adoption in the EU, 
Japan, and the United States. 

Step 5: The recommendations are transferred to the na
tional/regional regulations or legislation according 
to national procedures. 

Key events in the process are major meetings numbered consec
utively: ICH1 took place in Brussels in 1991 (19}, ICH2 in Or
lando in 1993 (20), and ICH3 in Yokohama in 1995 (21). 

World Health Organization 

Another influencing factor for drug laws is certainly to be seen in 
the activities of the WHO. The WHO is an intergovernmental or
ganization of 166 Member States within the Charter of the 
United Nations with the goal of all people attaining the best pos
sible level of health. Its constitution came into force on 7 April 
1948, commemorated each year as World Health Day. The WHO 
works through three principal bodies: the World Health Assembly, 
the Executive Board, and the Secretariat. It is a decentralized or
ganization with headquarters in Geneva, Switzerland, and six 
regions-Africa, the Americas, Eastern Mediterranean, Europe, 
Southeast Asia, and Western Pacific-each with its own Regional 
Committee and Regional Office. 

The WHO is the directing and coordinating authority on in
ternational health work and encourages technical cooperation for 
health with Member States. With regard to the pharmaceutical 
industry, important developments were the 1951 International 
Sanitary Regulations, renamed in 1969 as the International 
Health Regulations. WHO activities include support for min
istries of health concerning the development of methods for 
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assessing quality, effectiveness, and efficiency. Recently, the 
WHO has been paying special attention to primary healthcare 
implementation. WHO publications on medicinal products cover. 
for example, essential drugs, drug policies, drug regulation, the 
international pharmacopoeia, quality control, ethical guidelines, 
safety assessment, drug research and development, and labora
tories. 

Summary 
In addition to legislation, the development of which has been out
lined above, Regulatory Bodies have issued and continue to pro
duce documents intended to provide advice to the industry on 
procedures and requirements. These documents, though not 
legally binding however, are used as a basis for decision making 
by the Regulatory Bodies, as they are supposed to reflect the cur
rent state of the art. The growing number of such guidance doc
uments may be seen with some concern by the industry, as they 
may result in increasing development costs. Indeed, there is some 
danger of requirements augmenting unnecessarily by "Regula
tory Creep". 

In contrast to the marketing of many other products-and 
just like with cars and airplanes-the worldwide legal environ
ment prohibits the marketing of a medicinal product unless the 
sale is explicitly allowed by an approved marketing authoriza
tion. That is why Regulatory Bodies have been created. It is a com
mon misunderstanding that their job is to register your products. 
It is not. Regulatory Bodies have been established to keep medic
inal products off the market unless the applicant can prove qual
ity, efficacy, and safety. 

REGULATORY AFFAIRS: DEVELOPMENT 
IN THE PHARMACEUTICAL INDUSTRY (22) 

Why are Regulatory Affairs departments needed? The answer is 
simple: Because there are regulators and regulations. 

As the regulatory environment has evolved continuously and 
has become extremely complex, (almost all) pharmaceutical com
panies have established Regulatory Affairs departments. They 
did so simply because companies need to understand and fulfill 
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regulators' needs. Within internationally operating companies, 
national and corporate functions are often differentiated. In ad
dition, to cope with EU procedures and the flood of Regulations, 
Guidelines, recommendations, and draft guidance documents, 
European liaison and Regulatory Intelligence functions have 
been created. 

Regulatory Affairs is usually recognized as having three ba-
sic functions today: 

1. The outlet of the company to Regulatory Bodies 

2. The interpreter of regulations to companies 

3. The influencer of new regulations 

All three make Regulatory Affairs THE interface between compa
nies and Regulatory Bodies and, therefore, a key player in the 
medicinal product development and maintenance process. Al
though regulatory requirements were likely to be somehow met by 
nonexperts in the field of regulatory affairs in the past, today's 
rapidly evolving regulatory environment cannot be adequately 
coped with, unless you have dedicated Regulatory Affairs profes
sionals. 

REGULATORY AFFAIRS PROFESSIONAL SOCIETIES 

With the developing regulatory environment and the parallel 
maturation of the regulatory affairs function in the pharmaceu
tical industry, a need was perceived to provide forums for dis
cussion of relevant issues and to establish professional societies 
that would be distinct from trade associations. 

In the past 20 years, regulatory affairs has evolved from a 
clerical activity to play a strategic role in medicinal product de
velopment, requiring broad scientific knowledge, regulatory ex
pertise, and, in particular, great personal communication skills. 
Today's focus is on strengthening the identity of the profession as 
well as to 

• Educate people who want to work in the regulatory af
fairs area. 

• Confer on these people the designation of professional
ism. 

• Provide continuous training for Regulatory Affairs pro
fessionals. 
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Some major professional societies are described in the following 
sections. 

The British Institute of Regulatory Affairs (BIRA) (23) 

BIRA was founded in 1978. Persons professionally involved in 
regulatory affairs may become members-professionals from, for 
example, the pharmaceutical, cosmetic, toiletry, herbicide, pesti
cide, agrochemical, veterinary, animal health, and food indus
tries. Though the majority of members are in the United 
Kingdom, there are also members from the rest of Europe, Aus
tralia, Japan, and the United States. 

The objectives of BIRA are as follows: 

• Establish professional identity and standards for Regu
latory Affairs professionals. 

• Promote education and science in regulatory affairs. 

• Advance the professional competence of members and 
promote cooperative relations with other allied organi
zations. 

• Collect and circulate relevant statistics and informa
tion. 

There are standing committees that represent particular 
sectors (e.g., biotechnology, medical devices) and regional groups 
(e.g., BIRA East and BIRA North). BIRA offers meetings, train
ings, and a diploma course as well as studies to gain a Master of 
Science degree in Regulatory Affairs (organized by the BIRA and 
validated by the University of Wales). BIRA publishes the BIRA 
News and the BIRA Journal. 

The European Society of Regulatory Affairs (ESRA) (24) 

ESRA was established by BIRA in 1986 to reflect the developing 
harmonization within the EU and to serve the needs of the pro
fession in Europe. It is a society for professionals interested in Eu
ropean regulatory affairs (human and animal healthcare). It is 
based in London (its premises and Secretariat are shared with 
the BIRA, and many membership benefits are common between 
the two organizations). Its mission is to increase awareness of the 
importance of regulatory affairs in ensuring public health and 
the economic viability of companies in the healthcare sector. Its 
objectives are as follows: 
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• Information service (e.g .. by publishing the ESRA Rap-
porteur). 

• Education for members. 

• Develop/promote best practices in regulatory affairs. 

• Educate about all aspects of regulatory affairs as a pro
fession. 

• Liaise with other professional groups. media, and Regu
latory Bodies. 

Central European Society for Regulatory Affairs 
(MEGRA-Mitteleuropaeische Gesellschaft fuer 
regulatorische Angelegenheiten e. V.) 

MEGRA was founded in 1988 and focusses on the German
speaking countries in Central Europe. It is an association of 
Regulatory Affairs specialists working for the pharmaceutical 
industry, Regulatory Bodies, or other organizations in the fields 
of medicinal products. devices. and diagnostics. Its goal is the 
advancement of regulatory affairs by education and specific 
training measures as well as by information on regulatory af
fairs in Germany, Austria, and Switzerland. 

The Pan-European Federation of Regulatory Affairs 
Societies (PEFRAS) 

PEFRAS is dedicated to improving the coordination and services 
offered by societies of Regulatory Affairs professionals in the 
fields of information and education. 

The Regulatory Affairs Professionals Society (RAPS) 

RAPS is an international society of Regulatory Affairs profes
sionals working in healthcare (medicinal products, devices. 
biologics) systems regardless of their affiliation (government, in
dustry, academia, or consultancy). It is committed to serving the 
professional development needs of the members by 

• Facilitating the exchange of ideas 

• Fostering cooperation among regulatory professionals in 
industry and government 

• Providing continuing education in regulatory affairs 
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Founded in the United States in 1976, RAPS became an in
ternational society in 1985 and presently has a worldwide mem
bership of over 6000 (25). RAPS is organized regionally, even if 
the U.S. chapter still has a dominating role today. RAPS Europe, 
created in 1985, focusses on regulatory activities within the EU, 
the European Free Trade Association (EFTA), and the Eastern 
European countries. The European educational program started 
in 1992. In 1995, the European Resource Center was installed, 
which provides an independent source of information for regula
tory developments in Europe (26). Cooperative efforts include the 
European Commission, Ministries of Health in major European 
countries, the European Agency for the Evaluation of Medicinal 
Products (EMEA), Notified Bodies, as well as the FDA. RAPS also 
works together with national regulatory organizations and lead
ing trade associations. 

As a logical consequence of the general trend toward regula
tion of the profession, some academic institutions have started 
to offer postgraduate programs in regulatory affairs (27): 

• Temple University, Pennsylvania, U.S.: Masters of Sci
ence in Drug Regulatory Affairs (requires 10 courses and 
the submission of a thesis) 

• Long Island University, New York, U.S.: Masters of Sci
ence in pharmaceutics (with emphasis on regulatory af
fairs and quality assurance; requires 10 courses and the 
submission of a thesis) 

GOOD PRACTICE AND QUALITY MANAGEMENT: 
AN OVERVIEW 

In addition to drug legislation, good practice concepts and, lately, 
quality system concepts began to evolve as it was realized that 
the setting of requirements was not enough to guarantee quality 
medicinal products. 

Good Manufacturing Practice (28) 

The concept of GMP was established when it was realized that 
quality is determined by the manufacturing process rather than 
by subsequent quality control. GMP regulations aim to ensure 
the pharmaceutical quality of medicinal products and, therefore, 
regulate manufacturing personnel, facilities and equipment, 
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documentation, manufacture, quality control, contract manufac
ture, product complaints, recall procedures, and self-inspections. 
The development of GMP was influenced mainly by the FDA, the 
WHO, the Pharmaceutical Inspection Convention (PIC), and the 
European Economic Community (EEC). 

The term Good Manufacturing Practice was first used in 
1962 in the Kefauver-Harris amendment to the Food and Drug 
Act in the United States; the FDA has set the pace for the global 
development of GMP. In the 1970s and 1980s, GMP became the 
subject of regulations in most countries. In 1969, the WHO pub
lished GMP guidelines. The PIC, established in 1970 by the EFTA. 
issued a GMP guide based on the WHO document. In Japan, GMP 
was established in 197 4 and enforced in 1975. The EU published 
GMP guidelines in January 1989, which served as basis for the 
new PIC GMP guidelines of 1989 and the 1992 edition of the WHO 
GMP guidelines. In 1985, the Association of Southeast Asian Na
tions (ASEAN)-Brunei, Indonesia, Malaysia, the Philippines, 
Singapore, and Thailand-published the ASEAN GMP Guide. The 
present WHO GMP guidelines are based on the EEC and the 
ASEAN guidelines and are strongly influenced by the ISO 9000 
series issued by the International Organisation for Standardisa
tion (ISO) (see below). 

Good Laboratory Practice 

GLP originated (29) in the mid-1970s in the United States, when 
a variety of deficiencies were revealed in contract laboratories 
during an FDA inspection. These deficiencies included, among 
others, the conduct of studies, record keeping, archiving, and an
imal husbandry. The scandal widened when inspections of other 
laboratories revealed similar discrepancies. As a response, the 
chemical industry suggested the implementation of a quality 
management system, which was later named GLP. The FDA 
adopted GLP regulations in 1979. The Organisation for Economic 
Cooperation and Development (OECD) issued GLP guidelines in 
1981 for chemicals. There is Community-wide legislation on GLP 
in the EU. In Japan, GLP was established in 1982 and enforced 
in 1983. 

Good Clinical Practice (GCP) (30) 

Cases of violations of human rights and scientific misconduct or 
fraud in connection with clinical trials in the United States in 
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the 1960s and 1970s led the FDA to issue regulations and to con
trol compliance. The European approach was characterized by a 
greater emphasis on guidelines and quality assurance rather 
than on quality control. The development of GCP in the EU was 
influenced by various initiatives, for example, by proposals of in
dividual pharmaceutical companies, but also by FDA regula
tions, which in case of noncompliance would function as a trade 
barrier. A CPMP note for guidance on GCP was issued in 1990 and 
came into force in July 1991. The legal status was that of recom
mendations. Real legal power was given to GCP by Directive 
91/507 /EEC. 

Another contribution to the development of GCP came in the 
form of the Nordic Good Clinical Trial Practice (GCTP) guideline 
of 1989. Between 1985 and 1990, several national GCP docu
ments were published from various countries, including Ger
many, France, Italy, and Spain. Japan introduced GCP in 1989 
(enforced in 1990). The early 1990s saw the rise oftwo global GCP 
initiatives driven by the WHO and by the ICH. The ICH has re
cently issued a Step 4 document that has been approved by the 
CPMP and will be mandatory for studies in the EU commencing 
after January 1997 (31). Yet another important influencing fac
tor for GCP is the Declaration of Helsinki and the development of 
the Ethics Committee system. 

ISO 9000 Series 

ISO 9000 originates from the British standard BS 5750 govern
ing military supply. Because of its special nature, BS 5750 con
centrated on the manufacturing procedures and the quality 
systems of suppliers. The norms for quality systems were subse
quently developed as the present international ISO 9000 series on 
a national and international level-North Atlantic Treaty Organi
zation (NATO)-in order to be applicable to companies in general 
(even if best suited for manufacturers). 

Whereas GMP aims to ensure the pharmaceutical quality of 
a product, aspects such as the overall organization of a company 
are not subject to GMP, even though the quality of the company's 
medicinal products and services may be significantly at risk. The 
ISO 9000 series uses the term quality with a broader meaning, 
encompassing, besides pharmaceutical quality, 

• The interrelationship between the supplier and the cus
tomer(s) 
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• Environmental protection 

• Quality assurance in research and development 

• Social quality (e.g., conditions at the workplace and 
leadership practice) 

• The necessity to define important company goals (e.g., 
company image and profitability). 

The ISO 9000 series thus overlaps with and is frequently equiva
lent to GMP regulations. ISO 9000 surpasses GMP, however, 
when it covers marketing, corrective measures, and the respon
sibility of management. 

The EU adopted the ISO 9000 series as European norms EN 
ISO 9000 to 9004 in order to establish harmonized systems for 
product certification and the registration of quality systems. 
Registration consists of both an audit and the subsequent ap
proval of a quality system against the chosen ISO norm (ISO 
9001, 9002, or 9003) by an independent organization, the so
called third-party registrar. For these testing bodies, standards 
have been developed. Examples include the EN 45000 standards, 
which govern testing, certification, and the accreditation of no
tified bodies (32). 

ISO 9000 deals not merely with product quality but with 
quality systems that will lead to sufficient quality (not necessar
ily to the highest possible quality); it contains information on 
how a product (or service) is arrived at and not on what is pro
duced. 

The series contains recommendations on how to select the 
relevant norms (ISO 9000) and requirements for the quality sys
tem itself (ISO 9001 to 9004). National norms compatible with 
ISO 9000 exist in most countries (e.g., DIN ISO 9001 to 9003 in 
Germany and ANSI/ASQC 091 to 093 in the United States) (33). 

Certification according to ISO 9000 may be driven by some 
of the following needs: 

• Meeting customers' requirements 

• Liability defense 

• Quality improvement 

• Reduction in rejections by internal quality control 

• Higher motivation of employees with regard to quality 
and quality improvement 
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Many companies/organizations have installed quality sys
tems and obtained certification. In September 1996, the first 
pharmacy obtained an ISO certification in Germany (34). There 
is definitely a strong trend toward this kind of total quality man
agement. However, the advantages of a quality system may also be 
achieved without necessarily aiming at ISO 9000 certification, 
as will be set out in the following chapter. 
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Good Regulatory Practice: 
The Application of Quality 

Management to 
Regulatory Affairs1 

GOOD REGULATORY PRACTICE: 
A PROPOSAL FOR A QUALITY SYSTEM 

The problem today seems to be the industry's insufficient quality 
of submissions to Regulatory Bodies. And this problem appar
ently cannot be solved by trying to add quality to the submis
sions through a flood of regulations, guidelines, position papers, 
and internal Standard Operating Procedures (SOPs) that Regula
tory Bodies and the industry alike are producing. Efforts toward 
harmonization (as attempted by the International Conference on 
Harmonisation [ICHJ) and calls for deregulation have been un
successful in improving this situation. The underlying problem 
appears to be that the industry and Regulatory Bodies too often 
perceive each other as opponents rather than as partners with 
common interests and definitely not as part of a holistic quality 
system. Considering how many (repetitive) control steps are 
presently installed by companies (e.g., quality assurance, tech
nical writing, peer review). and Regulatory Bodies (e.g., dossier 
check-in controls), the present system, based on mutual distrust, 

1. Parts of this chapter were based on Dumitriu, H. 1996. Good Regulatory Practice. Reg
ulatory Affairs Journal 7 (10):827-831. 
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obviously involves high costs in terms of time, manpower, and re
jects on both sides without real quality improvement. Further in
dicators of system malfunction are as follows: 

• Revealing all rather than crucial deficiencies 

• Review of varying quality and/or time 

• Additional control steps or even complete control depart
ments being established 

Good Drug Regulatory Practice (GORP) might be the solution to 
this problem. 

The term Good Regulatory Practice (GRP). although nonoffi
cial, has been with us for some time, first used in a clinical con
text (1). Regulatory Affairs professional societies (e.g., the Central 
European Regulatory Affairs Society (MEGRA) and the Pan
European Federation of Regulatory Affairs Societies (PEFRAS), 
have been working on the subject of GRP guidelines to define 
more clearly the role of the Regulatory Affairs manager (2). Reg
ulators have used the term GRP when calling for guidelines by 
Regulatory Bodies in order to give applicants assurance about 
the quality of the review and of further procedures within the 
Regulatory Bodies and describing quality expected from the ap
plicant (3). 

In this book, GORP in its broadest sense means the defini
tion and establishment of a quality system that comprises both 
the industry and the Regulatory Bodies. In fact, it is about turn
ing the focus away from trying to achieve quality by more control 
to producing quality in the first place. As companies strive to im
prove quality, quality management on the part of the Regulatory 
Bodies should be as important as the industry's efforts. 

What is a quality system? It is deciding what the goals are, 
and what must be done by whom and how in order to reach these 
goals, writing this down, adhering to it, watching the results, 
and modifying the system, if required, for improvement. Specifi
cations for materials/services received from other parties and 
specifications for products/work results/services should be dis
cussed and agreed on together by both the supplier(s) and the 
customer(s). A quality system can clarify the requirements, agree 
on contracts, build up confidence in the quality produced by the 
other party, and eliminate, to a certain extent, the duplication of 
tests. 
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What are the ultimate goals of GDRP for Regulatory Bodies 
and the industry? Obviously, quick approvals for medicinal prod
ucts with proven quality, safety. and efficacy. It then follows that 
quick rejections of medicinal products not fulfilling these crite
ria are needed. As the resources of Regulatory Bodies are not 
unlimited (whose are?), industry (and taxpayers) must be certain 
that the available resources are spent in an efficient way. This 
means that Regulatory Bodies must make sure that they do not 
waste time on unapprovable medicinal products. In addition, the 
industry wants Regulatory Bodies to achieve and preserve an im
age of high standing. This point may seem arguable, as high 
standing tends to equal tough requirements and bigger efforts to 
meet those requirements. However, considering that the image of 
a particular Regulatory Body directly impacts the willingness of 
other Regulatory Bodies to accept/recognize its decisions, as
sessment reports, input as rapporteur, inspections, free sale cer
tificates, dossier formats and so on, this is also a worthwhile 
issue for the industry. A good image of a Regulatory Body is a ma
jor advantage for any national industry and helps increase the 
return on investment as it increases the value of company port
folios by casting favorable and universally accepted decisions. 

What are the goals of GDRP? 

• Efficiency: quick and qualified decisions on the quality, 
safety, and efficacy of products 

• Effectiveness/productivity: effective use of resources, 
cost -effectiveness 

• Results: achieve and preserve an image of high standing 

What are the advantages of GDRP? The joint goals of making 
quality medicinal products available to patients in a timely fash
ion will be reached by a holistic quality system rather than by the 
present way of doing things, because the global picture is seen 
and the entire process is designed to produce quality. 

Goals will be perceived as being of mutual interest for all in
terested parties and, therefore, efforts can be combined. The 
quality system will provide for continuous improvement. It will 
also lead to a reduction of duplicate testing, thereby saving time, 
manpower, and resources. One might consider this suggestion 
against the concept of equal treatment for all applicants (and 
Regulatory Bodies). However, this argument is not valid, as the 
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same high quality will be expected from all applicants. Only 
those companies that provide detailed insight into their proce
dures as well as proof that their quality system ensures adequate 
quality on a continuous basis will benefit, as less confirmation 
will be required at a later stage of the marketing authorization 
process. The same applies to Regulatory Bodies: The quality sys
tem should lead to a high degree of recognition of their decisions 
by other Regulatory Bodies and, as a result, to a decrease in the 
need to review again or conduct additional inspections. Eventu
ally, the quality system will lead to the right regulation, whereas 
conflicting or outdated regulations will be abolished. 

What are the advantages of GDRP for Regulatory Bodies? 

• Reaching the goals 

• Looking at the global picture and seeing the whole 
process 

• Common interest(s) of Regulatory Bodies and industry 

• Continuous quality improvement 

• Reduction of duplicate tests for certified companies and 
Regulatory Bodies maintaining a Quality System (sav
ing time/manpower/costs) 

• Abolish conflicting or outdated regulation/right-sizing 
regulations 

GOOD REGULATORY PRACTICE: A PROPOSAL FOR A 
QUALITY SYSTEM FOR REGULATORY BODIES 

The following is a proposal for a generic quality system with the 
aim of starting a discussion on the subject within the industry 
and Regulatory Bodies. The quality system should cover the fol
lowing topics: 

• Archiving 

• Assessment reports 

• Auditing and compliance 

• Certification 

• Authorization process/Change alert 
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• Clinical trial license 

• Contact reports 

• Contact with industry 

• Crisis management 

• Electronic data processing (EDP)/Telecommunication 

• Education/Training 

• EU procedures 

• Environmental protection 

• Import/Export (if applicable) 

• Information management 

• Inspection 

• Joint review 

• Marketing authorization application 

• Periodic safety report 

• Pharmacovigilance 

• Policy 

• Pricing (if applicable) 

• Product labeling 

• Project assignments 

• Promotion/ Advertising compliance (if applicable) 

• Regulations and guidelines 

• Renewal of marketing authorization 

• Review 

• Standardization (format, content requirements) 

• Terminology 

Additional topics may be added during the discussions, as some 
participants may have additional or different preferences. 

These topics should be documented in a Quality Manual 
available at each employee's workplace. The Quality Manual 
should also be agreed to by industry.' It would be desirable to agree 
at the World Health Organization (WHO)/ICH/International 
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Federation of Pharmaceutical Manufacturers Associations 
(IFPMA) level on an internationally accepted part (global policies. 
standards), and then to develop a second, national, or local part 
for each Regulatory Body that translates the global part into lo
cal SOPs tailored to the specific needs of that Regulatory Body. 
Keeping this in mind, the table of contents of a Quality Manual 
for Regulatory Bodies might look as follows: 

1 INTRODUCTION 

1.1 Instructions for use 

1.2 Distribution 

1.3 Purpose and scope 

1.4 Regulatory Authority structure and organization 

1.5 Description of functional units 

2 QUALITY POLICY 

2.1 General statement 

2.2 Policy statement 

2.3 Details of Regulatory Body structure and organiza
tion 

2.4 Statement of authority and responsibility 

3 THE QUALI1Y SYSTEM'S OUTLINE 

4 INDEX 

4.1 Policies 

4.2 Standards 

4.3 Standard Operating Procedures 

5 POLICIES 

6 STANDARDS 

7 STANDARD OPERATING PROCEDURES 

However, the procedures of Regulatory Bodies are beyond the 
scope of this book. Instead, the procedures of the industry and 
especially of Regulatory Affairs professionals/ departments work 
will be emphasized. 
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GOOD REGULATORY PRACTICE: THE ROLE OF 
REGULATORY AFFAIRS IN PRODUCT DEVELOPMENT 

This section focusses on the value contributed by high quality 
regulatory affairs work to product development and discusses 
some obstacles that the Regulatory Affairs professional in the in
dustry may be confronted with, especially when trying to estab
lish a quality system. 

The functions of Regulatory Affairs personnel are to act as 
follows: 

• The outlet of the company toward Regulatory Bodies 

• Interpreter of regulations to the company 

• Influencer of new regulations (i.e., as THE interface be-
tween the company and Regulatory Bodies) 

However, Regulatory Affairs was not always seen like this. Why? 
The most common prejudices that Regulatory Affairs depart
ments are confronted with are as follows: 

• We have always done it like this. 

• Anybody with common sense can do it. 

• We are the experts. 

History 

As the regulatory environment has evolved, more and more peo
ple within companies have become exposed to regulatory re
quirements. This sometimes makes them believe that clinical 
trial licenses or marketing authorizations are easier to obtain 
than the Regulatory Affairs department indicates. Unfortu
nately, the Regulatory Affairs staff is almost always right, as they 
know that they are trying to hit a moving target. Any experience, 
though valuable in itself, will probably be outdated after one to 
two years at the most. Therefore, whatever experience has been 
accumulated, it must be checked continuously against new regu
lations. Hence, the growing importance of Regulatory Intelli
gence and Information Services. 
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Education 

Academic or university degrees are considered as proof of the ca
pability to do highly qualified work. Regulatory Affairs, however, 
is not generally taught at universities (though there seems to be 
a trend in the United States toward offering postgraduate quali
fication and training courses in regulatory affairs). The work is 
thus erroneously considered easy-a job that can be done by al
most anyone and almost without training. 

This aspect has been taken up by Regulatory Affairs profes
sional societies (e.g., the British Institute of Regulatory Affairs 
[BIRA], the Regulatory Affairs Professional Society [RAPS], etc.) 
who offer educational or certification programs. However, regu
latory affairs is not a subject that can be taught in a purely the
oretical way; it also deals with experience gained on the job. This 
learning by doing must include contact with Regulatory Bodies, 
not so much to gain knowledge but to develop a certain instinct, 
which some succeed in developing and others, unfortunately, 
will never achieve. It is this instinct that really makes the differ
ence in an environment, where common sense will simply not do 
the job. Thus, it will take at least three years of continuous in
volvement to become a professional in the field of Regulatory 
Affairs. 

Scientific and Technical Experts 

Scientific and technical experts are probably the most difficult 
group of prejudiced people with whom the Regulatory Affairs pro
fessional is confronted. There are always experts who know bet
ter. The solution of the conflicts between experts and Regulatory 
Affairs professionals is simple. Experts are needed, but more in 
the way of last resort. Let Regulatory Affairs first check the issue 
in the context of the entire submission. The Regulatory Affairs 
professional can act as an "all-around-manager", overseeing all 
aspects of the dossier and of all single documents, as well as act
ing as a scout through more than 100,000 pages and more of doc
uments. Call in the experts only if there really is a need for a 
scientific discussion. While the needs of the reviewer really may 
have been quite simple (e.g., to locate some special information). 
the issue may become more complicated or problems that were 
not even addressed by a reviewer will suddenly surface, as are
sult of the expert's awareness of it. Also, the company's experts 
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tend to believe that they and experts in the Regulatory Bodies 
think along the same lines. This may be true in some respects, 
but this means forgetting that experts from industry speak their 
company's language simply by adapting to this special environ
ment, just as experts of the Regulatory Body speak their own 
language. From this results a need for the Regulatory Affairs pro
fessional to be an interpreter of guidelines, letters of deficiencies, 
and so on. Once the importance of the Regulatory Affairs func
tion is recognized, the question becomes: What is GDRP? 

Good Regulatory Practice 

The nonofficial term Good Regulatory Practice was originally 
used in a clinical context, first by Regulators to signifY guide
lines ruling the Regulatory Body's work in giving applicants as
surance about the quality of the review by and the procedures of 
Regulatory Bodies (4), and then by Regulatory Affairs profes
sional societies to define more clearly the role of Regulatory Af
fairs managers. It is this last aspect that will be discussed in this 
book. A quality system will be proposed for Regulatory Affairs de
partments as being a vital part of an overall quality system en
compassing both the industry and Regulatory Bodies. 

What is GRP? It is an overall quality system for handling the 
regulatory aspects of medicinal products (i.e., Good Practice of 
Regulatory Bodies and Good Practice of Regulatory Affairs de
partments in the industry). But what is high quality in Regula
tory Affairs, or, in other terms, how can a Regulatory Affairs 
department's performance be checked? 

Excellent communication skills are important, but there 
must also be a general attitude that considers internal scientific 
and technical disciplines and Regulators as partners, not as en
emies. Regulatory Affairs should work prospectively-take an ac
tive part in forming the regulatory environment by participating 
in Working Parties and by commenting on evolving guidance doc
uments. It is especially important to be well informed about the 
direction of developing regulations and guidelines. 

In project teams, Regulatory Affairs should play a proactive 
role by suggesting submission strategies, discussing the pros 
and cons, and informing and updating the project team on the 
current status of regulations, while preferring pragmatic ap
proaches over 100 percent (or perfect) solutions. Regulatory Af
fairs should screen regulations and guidelines as well as the 
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competitor's activities in a market-oriented way and point out 
business opportunities from a regulatory perspective (e.g., by ex
tending claims). The main function, of course, is the output of 
customer-oriented dossiers meeting (but not exceeding) regula
tory requirements in a timely fashion. 

Project teams should ask for regulatory expertise and invite 
comments, because medicinal product development is not only 
about speeding up the process to submission. It is primarily 
about knowing in which global direction to head. This requires a 
paradigm shift by focussing on final approval in all major coun
tries, which mandates the incorporation of the activities during 
the review cycles into the plans. 

Some areas where Regulatory Affairs might be of specific 
value to companies to avoid current mistakes are listed below to 
give an idea of the pitfalls of medicinal product development: 

• Calling in Regulatory Affairs after finalization of the de-
velopment/marketing plan. 

• Suppressing critics in the organization. 

• Hiding critical issues. 

• Telling all you know. 

• Trying to make it perfect. 

• Doing all the studies as early as possible. 

• Using in-house methods to structure the documenta-
tion. 

All of these mistakes will cost the company a lot of time and 
money, but by far the worst mistake is to call in Regulatory Af
fairs only after all of the plans for development and marketing 
have been finalized. If this mistake can be avoided, Regulatory 
Affairs will do its best to help avoid most of the other pitfalls. 

Telling everything leads to confusion. Tell only relevant 
things. On the other hand, do not try to make it too perfect. A lot 
of time will be lost and there is a very real danger of raising the 
standards for future applications. A similar mistake is to do all 
of the studies, including those for marketing purposes, BEFORE 
the first submission. Of course, having started them, you must 
report the results, which may not necessarily support your 
efficacy claims but instead cause problems on the safety side. 
Keep in mind that the more patients who receive a medicinal 
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product, the longer the list of possible side effects, interactions, 
and so on. 

Be frank about problems. This is where critics within the or
ganization are very valuable in identifying what these problems 
are, while everybody else is very enthusiastic about the product 
and, therefore, is inclined to see only the sunny sides of it. NEVER 
try to hide anything. Chances are good that a reviewer will spot 
it. Then, in addition to being confronted with the obvious 
problem, the company will earn a bad reputation in the eyes of 
the reviewers and may be subjected to a much closer and longer 
review in the future. Also, there will be a tendency to suspect 
problems even where there are none. 

Another pitfall may be presenting the documentation in the 
same format as the company has always done it. Regulators usu
ally accept this, unless the order is too unusual. However, it will 
cost the company time during dossier check-in and review, and 
the company may loose some of the goodwill of the reviewer. He 
or she may even prefer to look at another company's documenta
tion first, and the company will never learn why the review of the 
application took so long. Therefore, instead of trying to make the 
Regulators adapt to your structure, use theirs. Use their sug
gested table of contents, their headings, and their terminology as 
extensively as possible. 

The project team should make use of Regulatory Affairs! The 
Regulatory Affairs professional is one of the most valuable team 
members, if allowed to live up to full capacity. If the Regulatory 
Affairs department is not proactive, challenge them. Ask for 
project-specific evaluations and scenarios, including regular up
dates on the status of regulations during medicinal product 
development. Request Regulatory Affairs service or input with re
gard to checklists of required documents, document tracking, 
and check-in controls. 

Each project requires the following information: 

• Evaluation of the regulatory environment 

• Checklist of required documents 

• Scenarios for clinical trial license and marketing 
authorization strategy (document tracking, check-in 
controls) 

• Regular updates on the above 
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In order to provide high quality Regulatory Affairs work, the 
mission of Regulatory Affairs in the organization must be clear. 
A quality system should be in place that defines and assures 
quality, standardizes products/work results and procedures, and 
fosters continuous quality improvement. 

The following is a checklist for the performance of Regulatory 
Affairs departments: 

• Perceives disciplines and Regulators as partners, not as 
enemies 

• Establishes/maintains efficient contacts with Regula
tory Bodies 

• Works proactively 

• Proactive in medicinal product development/mainte
nance teams 

• Market oriented and customer focussed 

• Submits dossiers of sufficiently high quality in a timely 
fashion to obtain and maintain marketing authoriza
tions 

• Maintains a quality system 

The following topics should be covered by the quality system: 
archiving, auditing and compliance, change alert/ authorization 
process, clinical trial license application, contact reports, con
tact with Regulatory Body, crisis management, documents for 
regulatory purposes, dossier, EDP /telecommunication, education/ 
training, (electronic) submission, environmental protection, 
import/ export, information management, inspection, labeling, 
marketing authorization application, periodic drug safety re
port, policy, project assignments, promotion/advertising compli
ance, regulations and guidelines, and terminology. The elements 
of the quality system should be documented in a Quality Manual. 
A copy of the Quality Manual should be made available to each 
Regulatory Affairs employee. International companies are well 
advised to develop an international part of the Quality Manual 
containing global policies and standards that are compulsory for 
everybody in the global Regulatory Affairs organization. Subse
quently, each local or national Regulatory Affairs unit should es
tablish a second or local part that translates the global policies 
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and standards into local SOPs tailored to the specific needs of 
that unit. Part II of this book is a proposal for such a Regulatory 
Affairs Quality Manual. 
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Check Your Quality System 

In order to allow you to quickly evaluate the possible benefit of es
tablishing a quality system as set out in Part II and to bench 
mark your present system, the following questionnaire is pro
vided. It has been developed to enable you to check your present 
quality system easily and quickly and to identify potential defi
ciencies. The questionnaire can also be used to check whether in
dividual Regulatory Affairs employees have sufficient knowledge 
and understanding of an already existing quality system. Fur
thermore, it may be used repeatedly at regular intervals in order 
to control and maintain a high degree of quality and under
standing in the quality system. For conclusions from the test re
sults, turn to page 44. 
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QUALITY SYSTEM QUESTIONNAIRE 

Name: __________ Department: Date: -----------

Fill in the questionnaire, ticking "yes", "no", or "not sure" as appropriate. Do not take too long to do this
answers should be spontaneous. 

Policies That 
Question Response Address This Issue 

Are the project team's targets defined with regard to target summary of product 
characteristics (SMPC), target countries, applicant(s), license holder(s), trademark(s), 
dosage form(s), strength(s), primary packaging(s)? yes D no D not sure D 26 

Are Regulatory Affairs employees motivated with regard to environmental 
protection? yes D no D not sure D 12, 14 

Are you involved in industry Working Parties that actively participate in 
discussion processes concerning rule making by Regulatory Bodies? yes D no D not sure D 25 

Are you sure that the labeling of your medicinal products in all markets 
reflects your company's actual state of knowledge? yes D no D not sure D 20 

Are you sure that during the life cycle of your company's medicinal products 
you have a good overview of all product changes, including labeling changes, 
in order to keep the documentation harmonized? yes D no D not sure D 15 

Are there processes in place to guard against electronic data processing (EDP) 
security problems? yes D no D not sure D 18 

Are you using computers for Regulatory Affairs work other than word processing 

I yes 

(e.g., electronic databases for document management, registration status, 
document tracking, patient leaflet information)? D no 0 not sure D 29 

Table continued on next page. 
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Table continued from previous page. 

Question Response 

Are procedures in place to ensure that you are in compliance with your 
policies/standards/SOPs? yes D no D 

Are your company's medicinal products in compliance with registered 
information (e.g., labeling, composition, manufacturer)? yes D no D 

Are you sure you always understand what the Regulators tell you during 
contact with their Regulatory Body? yes D no D 

Are procedures agreed on for communicating information on contacts 
with a Regulatory Body within the company? yes D no D 

Are responsibilities within Regulatory Affairs clear to all employees and 
also to disciplines, departments, affiliates, and licensees with whom you work? yes D no D 

Are contacts with a Regulatory Body coordinated by a control desk or a 
responsible person/department? yes D no D 

Are processes in place to protect your data (including personal data)? yes D no D 

Are you sure that nobody is tampering with personal data captured by EDP? yes D no D 

Are you sure that actually used patient leaflets concerning your company's 
medicinal products (also in foreign languages) inform patients adequately? yes D no D 

Are your databases protected from viruses? yes D no D 

Are key terms used with the same meaning within Regulatory Affairs/the company? yes D no D 

Are there established standards for the generation of dossiers in your department? yes D no D 

Policies That 
Address This Issue 

not sure D 2 

not sure D 6 

not sure D 7, 8 

not sure D 7 

not sure D 23 

not sure D 8 

not sure D 18 

not sure D 18 

not sure D 20 

not sure D 18 

not sure D 28 

not sure D 11 
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Table continued from previous page. 

Question 

Can Regulatory Affairs submit applications in every country within less than one 
month from receipt of the dossier/documentation? yes D no 

Can you swear that all promotion/advertising for your company's medicinal 
products is in compliance with registered labeling and local legal requirements? yes D no 

Can you provide on-the-spot copies of all presently used package leaflets of your 
company's medicinal products? yes D no 

Can you produce the presently valid documentation for all of your company's 
medicinal products on the spot (e.g., for an inspection)? yes D no 

Could you submit in less than one month renewal applications, including 
documentation, for all of your company's medicinal products in one country? yes D no 

Do you know what to do if you find that an important product change requiring 
prior approval has already been carried out and unauthorized product is being 
sold? yes D no 

Do you know what to do if you have missed the deadline for the application 
of the renewal of a marketing authorization for your company's biggest 
product in a major market? yes D no 

Do you have all of your Regulatory Affairs policies/standards/SOPs available in 
case of an inspection? yes D no 

Do you know how many cubic metres of archived documents you have? yes D no 

Do the disciplines provide you with documents for regulatory purposes that 

I yes 

have gone through a quality assurance process prior to being shipped to 
Regulatory Affairs? D no 

Policies That 
Response Address This Issue 

D not sure D 27 

D not sure D 24 

D not sure D 5 

D not sure D 15 

D not sure D 15 

D not sure D 9 

D not sure D 9 

D not sure D 2 

D not sure D 5 

D not sure D 10 

Table continued on next page. 
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Table continued from previous page. 

Question 

Do you have a good knowledge of the Contract Research Organizations (CROs) 
available for Regulatory Affairs work, and the quality of their work, cost 
effectiveness, and reliability? yes D 

Do you comment on draft guidelines to industry association(s)/Regulatory Body(ies)? yes D 

Do you frequently receive phone calls from people hunting for the responsible 
Regulatory Affairs manager for a specific medicinal product? yes D 

Do you closely monitor the actual regulatory environment in all relevant 
countries and on a global level (ICH, WHO, major EU, or U.S. developments)? yes D 

Does your company save money through environmental protection measures 
in your department? yes D 

Does everybody within Regulatory Affairs/the company understand the 
abbreviations for key Regulatory Affairs terms? yes D 

Does Regulatory Affairs provide different scenarios to the project team (e.g., 
with regard to wording of claims, procedures to be used)? yes D 

Does every Regulatory Affairs employee have the quality policies, standards, SOPs 
available at his or her workplace and does he or she use them in everyday work? yes D 

Has responsibility for contact with the Regulatory Body been defined? yes D 

If you are using software programs or databases in Regulatory Affairs, is there an 
added value to the Regulatory Affairs department or company? yes D 

If the department head had a heart attack, would you know what to do? Could 
you replace him or her? yes D 

Policies That 
Response Address This Issue 

no D not sure D 21 

no D not sure D 25 

no D not sure D 23 

no D not sure D 25 

no D not sure D 14 

no D not sure D 28 

no D not sure D 26 

no D not sure D 12 

no D not sure D 8 

no D not sure D 29 

no D not sure D 9, 12 

Table continued on next page. 
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Table continued from previous page. 

Question Response 

Imagine your whole building burned down today. Would you again be operative 

within the next two working days? yes 0 no 0 

Imagine that key personnel in submission management became ill. Would 

Regulatory Affairs still be able to do the same high quality submissions? yes 0 no 0 

In case of an EDP security problem, would it be possible to identify the culprit? yes 0 no 0 

In case of a crisis, would you know which CRO to turn to for help? yes 0 no 0 

In case of absence (e.g., illness, vacation), do you give access to your E-mail 

or databases to authorized person(s) (e.g., department head, secretary) rather 

than passing on your password(s)? yes 0 no 0 

Is there a uniform format for Regulatory Affairs policies/standards/SOPs? yes 0 no 0 

Is it generally true that an electronic submission could delay an application 

for a marketing authorization for as much as half a year? yes 0 no 0 

Is Regulatory Affairs work governed by policies, standards, or SOPs? yes 0 no 0 

Is layout regarding format, structure, and content of submissions in a country 

similar (or does each Regulatory Affairs employee create his or her own style)? yes 0 no 0 

Is promotion/advertising compliance the responsibility of Regulatory Affairs 

in your company? yes 0 no 0 

Is it generally true that an electronic submission might put an application for 

a marketing authorization into the top priority group for review? yes 0 no 0 

Is the education/training of Regulatory Affairs employees monitored continuously? yes 0 no 0 
--- - ------ --- -------------------·-··-·· --··-·- -- -

Policies That 
Address This Issue 

not sure 0 5, 9 

not sure 0 27 

not sure 0 18 

not sure 0 21 

not sure 0 18 

not sure 0 1 

not sure 0 13 

not sure 0 1 

not sure 0 27 

not sure 0 24 

not sure 0 13 

not sure 0 12 
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Table continued from previous page. 

Question 

Marketing authorization application(s) of your company have never been rejected. yes D no 

Marketing authorization application(s) of your company have never been 
delayed because of a failure/delay in obtaining clinical trial license(s). yes D no 

Most/all documents for regulatory purposes are written by the scientific disciplines 
(not Regulatory Affairs). yes D no 

Once a product is marketed, do you have the periodic Safety Update Report 
available? yes D no 

Projects have never been delayed by the absence (e.g., illness, vacation) of the 
responsible Regulatory Affairs manager. yes D no 

Regulatory Affairs in your company renounces double-checking each document 
for regulatory purposes (e.g., format, structure and content, typing errors). yes D no 

Studies have never been delayed due to problems with the import of study 
medication. yes D no 

There has never been a shortage of product on the market due to export 
problems from the country of manufacture. yes D no 

There has never been an unauthorized disclosure of confidential information 
or distribution of wrong information. yes D no 

When an inspection is announced, this does not cause special excitement I 
in the company. yes D no 

Would you feel embarrassed if suddenly confronted with your company's 
patient leaflets used in developing countries? yes D no 

You have never lost/misplaced an original marketing authorization document. yes D no 

Response 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

D not sure D 

Policies That 
Address This Issue 
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CONCLUSIONS FROM THIS TEST 

In all cases where you have answered "no", you definitely have a 
problem. If you have answered "not sure", this may indicate a 
problem or at least a lack in the transparency of your quality sys
tem. If you wish to work on the most pressing deficiencies of your 
quality system, turn directly to the policy or policies indicated for 
the respective question in the questionnaire. However, make sure 
that you eventually work through the entire Quality Manual. 



Part II 

THE REGULATORY 
AFFAIRS QUALITY 

MANUAL 
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The Quality Manual Explained 

INTRODUCTION 

Instructions for Use 

The Quality Manual should be read carefully in order to obtain a 
complete picture on the purpose and the scope of the quality sys
tem. For special topics, see the policies. Revisions should be in
tegrated immediately after receipt in order to keep the Quality 
Manual up-to-date. 

Distribution 

The Quality Manual is distributed by Regulatory Affairs within 
Regulatory Affairs to all employees. The Quality Manual should 
be available to each Regulatory Affairs employee at his or her 
workplace. Distribution and update lists will be maintained 
showing who holds which copy number of the Quality Manual 
and the issue status of each copy. If possible, the Quality Manual 
may also be made available electronically to all Regulatory Af
fairs employees. However, such electronic systems must be vali
dated in order to guard against unintentional modifications of 
the texts. 

Any Regulatory Affairs employee can suggest modifications 
or improvements. Decision making will be at the highest decision 
level by the Quality Steering Committee. Regulatory Affairs will 
produce and distribute revisions to the Quality Manual in a 
timely fashion. Revisions will be accompanied by a cover sheet 
identifying pages to be added, replaced, or deleted. 

47 
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Each recipient will be required to return the signed and dated 
cover sheet with the statement that the changes have been inte
grated. This information will be reflected in the distribution and 
update lists. 

Purpose and Scope 

The purpose of this Quality Manual is to define the quality of 
work results, such as dossiers. services, and procedures for Reg
ulatory Affairs worldwide. 

Regulatory Affairs Structure and Organization 

The functions of Regulatory Affairs (internationally operating 
companies, adjust to your organization) are as follows: 

• Quality Steering Committee 

• Corporate Regulatory Affairs 

• Regulatory Intelligence 

• European liaison 

• National Regulatory Affairs 

Responsibility of Functional Units 

1. Quality Steering Committee: decision making on quality 
management and quality system 

2. Corporate Regulatory Affairs: 

• Accompanying the medicinal product development 
process and providing regulatory input (e.g., generating 
regulatory strategies) 

• Providing dossiers (1). and, if applicable, global dossiers 
(2). to national Regulatory Affairs 

3. Regulatory Intelligence: monitoring the regulatory environ
ment, interpreting guidelines, influencing evolving regula
tions 

4. European liaison: interface, facilitator, coordinator regarding 
the EU procedures, and contact with the European Agency 
for the Evaluation of Medicinal Products (EMEA) 
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5. National Regulatory Affairs: generating submissions (3) 
based on dossiers, or global dossiers; managing the submis
sion process and maintenance for the company's medicinal 
products 

REGULATORY AFFAIRS QUALITY POLICY 

General Statement: Company Guidelines for 
Quality Management 
(Insert your company's quality statement. The following subjects 
should be covered: quality, employees, quality as a top manage
ment function, quality management Steering Committee.) 

Regulatory Affairs Quality Policy Statement (4) 

Quality means fitness for the intended purpose in all aspects of 
regulatory affairs. Regulatory Affairs will strive to meet the 
needs of its internal and external customers efficiently through a 
continuous quality improvement process and development and 
maintenance of a quality system. 

• All Regulatory Affairs employees are requested to comply 
with the provisions of the quality system as documented 
in the Quality Manual. 

• All Regulatory Affairs employees are responsible for 
quality improvement and development and maintenance 
of the quality system. 

• All Regulatory Affairs employees are invited and allowed 
to participate in quality improvement activities. 

• There will be a measurable annual assessment of the 
quality of Regulatory Affairs, and, if required, a quality 
improvement process will establish defined quality ob
jectives for the quality system. 

• The quality system will be implemented systematically 
in every part of Regulatory Affairs. 

• Education and training are vital to the quality improve
ment process and the development and maintenance of 
the quality system. 
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• Emphasis must be on prevention rather than on control, 
quality built in, not inspected in. 

• Regulatory Affairs will involve internal as well as exter
nal suppliers and customers as far as possible in the de
velopment and maintenance of the quality system and 
the quality improvement process. 

• A Quality Steering Committee will be responsible for de
cision making on quality management and the quality 
system and coordination of the quality improvement 
process. 

Authorization: 

Effective date: 

Implementation date: 

Details of Regulatory Affairs Structure and Organization 

Quality Steering Committee 

Responsibility: Decision making on quality management 
and the quality system 

Because quality management is the top management task, this 
committee should consist of the highest authorized persons re
quired to ensure empowerment for developing and maintaining 
the quality system as well as for the continuous quality improve
ment process. The head(s) of Regulatory Affairs might elect qual
ity controllers to be supporting members of the Quality Steering 
Committee. 

Corporate Regulatory Affairs 

Responsibility: Accompanying the medicinal product devel
opment process and providing regulatory in
put (e.g., generating regulatory strategies). 
providing dossiers or global dossiers to na
tional Regulatory Affairs 

Corporate Regulatory Affairs will typically be located at the prod
uct development site of the company. The function will be 
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performed by very experienced Regulatory Affairs professionals. 
Ideally, they should have previously had a function in national 
Regulatory Affairs of one or two major countries and also have ex
perience with the EU procedures (i.e., having acted in the Euro
pean liaison function) in order to enable them to be efficient 
project team members 

Regulatory Intelligence 

Responsibility: Monitoring the regulatory environment, in
terpreting guidelines, influencing evolving 
regulations 

Typically, Regulatory Intelligence is a task for a small group of 
specialists, knowledgeable in the sources of regulatory inform a
tion relevant to the specific company and the development of its 
medicinal products. Monitoring the regulatory environment in
cludes screening literature, also via electronic libraries and the 
Internet; maintaining a database or repository for relevant guide
lines; distributing information within the organization; and 
evaluating and interpreting guidelines to the company. On a 
higher level, Regulatory Intelligence will also mean influencing 
evolving regulations by actively participating in Working Parties 
and commenting on draft guidance documents (in collaboration 
with the scientific disciplines concerned). 

European Liaison 

Responsibility: Interface, facilitator, coordinator regarding 
the EU procedures, and contact with the 
EMEA 

The European liaison function is usually performed by a very 
small group of very experienced Regulatory Affairs professionals 
(ideally, they should have previous national regulatory experi
ence from one or two EU Member States) with some technical as
sistance (the Secretariat). They are typically seated close to the 
EMEA, as their job is to develop and maintain excellent contacts 
with this agency and to steer the EU procedures for the company. 
With regard to applications in the EU, they act as the interface 
between corporate Regulatory Affairs and national Regulatory 
Affairs departments. 
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National Regulatory Affairs 

Responsibility: Generating submissions based on dossiers or 
global dossiers; managing the submission 
process and maintenance for the company's 
medicinal products 

Regulatory Affairs staff performing this function should develop 
and maintain excellent contacts with the national Regulatory 
Body and be knowledgeable about local regulatory requirements. 
They should have excellent command of the national language. 

Statement of Authority and Responsibility 
The responsibility, authority, and interrelation of all Regulatory 
Affairs personnel who manage, perform, and verify work affect
ing quality is defined by job descriptions that are to be updated 
as required. The actual job descriptions are available at the per
tinent personnel department. 

THE QUALITY SYSTEM'S OUTLINE 

The quality system covers the quality of work results, the quality 
of processes, the social quality, and the environmental quality. It 
consists of policies, standards, and Standard Operating Proce
dures (SOPs). Policies define the basic principles under which 
Regulatory Affairs is to operate. Standards are definitions of 
items that are required to be identical throughout the Regulatory 
Affairs organization. SOPs define how policies are implemented 
and standards are met in daily operations. 

Decision making on policies. standards, and SOPs is by the 
Quality Steering Committee. Authorized person(s) are responsi
ble for the implementation of the policies, standards, and SOPs 
and for appropriate compliance with their provisions. This will 
be adequately documented by developing the corresponding 
SOPs. 

Quality will be defined for each work result (e.g., dossier) 
and/or service or process (e.g., auditing) by the policies. It will be 
defined in a measurable way (as far as possible) by standards 
and/or SOPs. For each work result, as far as possible, together 
with internal as well as external supplier(s) and customer(s). the 
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necessary quality of input and output will be defined, focus
sing on 

• Specifications (e.g .. critical items to be controlled) 

• Limits or ranges of tolerance (e.g., in a dossier, number 
of missing pages) 

• Frequency I extent of checks 

• Documentation of check results 

• Responsibility for such checks 

• Necessity for duplication of checks by customer(s) 

Quality training will be continuously available for all Regulatory 
Affairs employees. Continuous feedback is an important part of 
the quality system. Responsibility for feedback lies with each in
dividual employee. 

Once per year, an audit of all Regulatory Affairs policies, 
standards, and SOPs will be performed. It will be preannounced. 
An audit plan will be written and distributed in advance. The re
sults of the audit will be documented in an audit report. Based 
on the principle of objectivity. there should be representations of 
supplier(s) and customer(s) during the audit. Additionally, a neu
tral third party should be present. If deficiencies are identified, 
adequate measures will be taken to improve the quality of the 
particular work result or process. 

The Quality Steering Committee will report to upper man
agement on the status of the quality system once per year. The re
port will be signed by authorized person(s). 

NOTES 

1. Dossier: In this book, "dossier" will be used to signify a compilation 
of documents relevant to a specific regulatory purpose (e.g., appli
cation for a clinical trial authorization or application for a 
marketing authorization) in a specified country(ies) for a develop
mental or marketed medicinal product in a structured form. It is a 
subset of the global dossier. The dossier is the basis for the sub
mission. 

2. Global dossier: In this book, "global dossier" will be used to signify 
a compilation of all documents required for international regula
tory purposes for a developmental or marketed medicinal product. 
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It is maintained continuously throughout the life cycle of the med
icinal product and serves as a repository for the generation of 
dossiers and submissions. 

3. Submission: In this book, Ksubmission" will be used to signify a 
country-specific compilation of documents for a specific regula
tory purpose (e.g., application for a clinical trial license or appli
cation for a marketing authorization) for a developmental or 
marketed medicinal product in a structured form according to na
tional regulatory requirements. It is based on the dossier or, if ap
plicable, the global dossier. It may contain additional national 
documents (e.g., national leaflets or application forms). 

4. Adapted from Peach, R.W., ed. 1994. The ISO 9000 Handbook, 2nd 
ed., Fairfax, VA: CEEM Information Services. 
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APPENDIX: NUMBERS AND TITLES OF POLICIES AND 
STANDARDS IN THIS MANUAL 

Policies 
01: Policy 

02: Auditing and Compliance 

03: Application for Clinical Trial License 

04: Application for Marketing Authorization 

05: Archiving Management 

06: Change Alert/ Authorization Process 

07: Contact Report 

08: Contact with Regulatory Body 

09: Crisis Management 

10: Documents for Regulatory Purposes 

11: Dossier 

12: Education/Training 

13: Electronic Submission 

14: Environmental Protection 

15: Global Dossier 

16: Import/Export 

17: Information Management 

18: Information Technology 

19: Inspection 

20: Labeling 

21: Outsourcing 

22: Periodic Safety Update Report 

23: Project Assignments 

24: Promotion/ Advertising Compliance 

25: Regulations and Guidelines 
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26: Regulatory Strategy 

27: Submission 

28: Terminology 

29: Tools 

Standards 
01.01: Policy 

01.02: Standard Operating Procedure 

03.01: U.S. Application for Clinical Trial License: 
IND Content and Format 

04.01: EU Application for Marketing Authorization: 
Chemical Active Subsatnce(s) 

04.02: EU Application for Marketing Authorization: 
Biological(s). Part II 

04.03: U.S. Application for Marketing Authorization: 
NDA Content and Format 

07.01: Regulatory Body Contact Report 

10.01: Regulatory Document Types 

11.01: Dossier 

15.01: Global Dossier 

20.01: Labeling 

27.01: Submission 

28.01: Terminology 



5 

The Philosophy 
Behind the Policies 

This chapter provides key questions to increase the awareness for 
the need of the suggested policies as well as background infor
mation on the topics. It also generally introduces the reader to 
the philosophy behind the policies. Key policies on "policy" and 
auditing will be discussed first in order to give the general out
line of the quality system. The other topics will be presented in 
alphabetical order. Consideration was given to clustering topics 
that are closely linked and sometimes overlapping (e.g., docu
ments for regulatory purposes, dossier, electronic dossier, global 
dossier, and submission; electronic submission, information 
technology, and tools); however, this was not done, because it 
would have caused too much repetition. Instead, related policies 
have been referenced where applicable. 

57 
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POLICY 01. 
THE POLICY ON POLICY 

Why Is This Policy Needed? 

Do you want everybody to create their own format, structure, and 
content of policies? Should you go to the trouble of harmonizing 
documents after they have been generated in an individual style? 
Do you prefer to settle a few basics before starting? Do you believe 
you can start with SOPs right away? Then good luck to you. How
ever, if you are willing to listen to reason and experience, you will 
use a top-down approach to reach general agreement first (poli
cies), then settle on details (standards and Standard Operating 
Procedures [SOPs]). It will be much easier for everybody. 

Policies as Part of the Quality System 

The intention and goals of the Quality Manual require that the 
Manual contains a Policy on Policy, which defines the standard 
for format and content. For a Regulatory Affairs department, this 
is done in the Policy on Policy. 

If a company already has a quality system in place, either for 
the whole company or on a higher hierarchical level than Regu
latory Affairs, it may be necessary to adapt the standard for for
mat and content and subsequently all policies. The policy on 
Auditing and Compliance and the Policy on Policy are the two 
key policies of the quality system, therefore, they are presented 
first, with all of the other topics following in alphabetical order. 

POLICY 02. 
THE POLICY ON AUDITING AND COMPLIANCE 

Why Is This Policy Needed? 

Just imagine: A Regulatory Body inspects your company and 
asks to see your procedures. They also want to make sure that 
you are in compliance with your policies, standards, and SOPs. 
Without regular auditing, you can never be sure whether your 
quality system works and whether the necessary improvements 
take place. 



The Philosophy Behind the Policies 59 

If you intend to use this Quality Manual only to show off and 
do not intend to make it happen-yet another good idea stopped 
dead in its tracks-do not read on! 

Auditing and Compliance 
Regular auditing is a prerequisite for a functioning quality sys
tem. After the mission and goals are clear. and the quality of the 
products and procedures required to achieve these goals has been 
defined by policies, standards, and SOPs, it is important that the 
following takes place: 

• A Quality Manual containing all policies, standards. and 
procedures is appropriately maintained and updated. 

• Revisions are distributed to the appropriate person(s) in 
a timely fashion. 

• The current version of the Quality Manual is available to 
each Regulatory Affairs employee during everyday work. 

• Regular trainings are conducted to ensure the correct 
performance of the quality system. 

• The Quality Manual is adhered to in everyday work. 

• Regular feedback is solicited concerning the need for im
provements in quality and modification(s) to the Qual
ity Manual. 

Regular auditing of the quality system ensures this by not
ing/analyzing the actual status and also increasing awareness. 
Audits should not be perceived as controls but rather as a regu
lar assessment of the status of the quality system. It is also a 
chance for self-assessment and a development tool for each em
ployee. This is also related to the culture of the company (e.g., 
whether mistakes are seen as chances for improvement rather 
than as punishment). 

The purpose of an audit should be clearly stated to all de
partment(s)/function(s) prior to any audit. An audit plan should 
be prepared and distributed in advance. It is equally important 
that the department(s)/function(s) to be audited are represented 
during the audit, as well as internal or external customer(s) and 
supplier(s). It may also be helpful to include somebody to act as 



60 Good Drug Regulatory Practices 

neutral third party (e.g., a member of a Contract Research Orga
nization [CRO] or an employee from Corporate Quality Assurance). 

Any observations made during the audit should be docu
mented immediately and made known to the audited department(s)/ 
function(s). This avoids omissions and misunderstandings. The 
department(s)/function(s) being audited may be able to clarify 
any observations. However, if there is indeed a deficiency, the au
dited department(s)/function(s) must not be allowed to manipu
late or influence the auditor(s). However, if the deficiency is 
corrected during the audit or measures that will correct it are es
tablished, such corrective measures may be acknowledged in the 
audit report. 

From the notes taken during the audit, the auditor(s) pre
pare the audit report that should contain at least the following 
information: 

• Place 

• Date 

• Name(s) of auditor(s) 

• Unit(s) audited 

• Policies/ standards/procedures audited 

• List of observations and deficiencies 

• If applicable, measures already taken to correct defi-
ciencies 

• Recommendations for corrective measures 

• Signature(s) of members of the audit team 

The audit report should be distributed to upper management, the 
Quality Steering Committee, and the audited unit(s). It should be 
discussed in detail, especially within the department(s)/ 
function(s) audited, to fully understand the observations and de
ficiencies and their relevance. Thorough analysis must be made 
to identify the reasons for the deficiencies and define adequate 
countermeasures. It should also be considered whether deficien
cies are due to a lack of understanding or training on the part of 
employees. 

Selected Reading 
Kowal, S.M. 1995. Confidential Audits May Not Always Remain Confi

dential. RAPS News (June): 11-12. 
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POLICY 03. 
THE POLICY ON APPLICATION FOR 
CLINICAL TRIAL LICENSE 

Why Is This Policy Needed? 

Would you like to pay a high fine or even go to jail? Would you like 
to delay your approvals or not receive marketing authoriza
tion(s)? If your answer is yes to these two questions, you do not 
need this policy. But in all probability, you will need a good 
lawyer and a psychiatrist! 

The failure to obtain the Clinical Trial License simply means 
that you cannot conduct clinical trials in a respective country. If 
you start the clinical trials without prior approval, you are con
ducting illegal experiments on humans. This is a severe crime, 
which may result in a high fine or even a prison sentence; it will 
also ruin the image of your company. 

Clumsy handling of the procedure or a failure to fulfill the 
regulatory requirements may delay your marketing authoriza
tion. If local studies are required for the marketing authorization 
in a particular country, a failure to meet the requirements for the 
clinical trial license may eventually lead to denial of the market
ing authorization. 

Clinical Trial Authorization Application Procedures 

Japan 

Specific forms must be used that outline toxicity, pharmacology, 
and other information on use in foreign countries. If applicable, 
a comparison with similar medicinal products on the market 
and a scientific rationale for the planned clinical trial may be 
necessary. Clinical trial samples should be supplied free of 
charge, otherwise the reason for charging should be given. Noti
fication to the appropriate division of the Ministry of Health and 
Welfare (MHW) at least two weeks before the start of the trial 
must be submitted separately for every clinical trial phase. 

A summary should be provided to the clinical investigator 
containing data on physicochemical properties. toxicity studies, 
pharmacological actions. pharmacokinetics, and, if applicable, 
clinical results. 
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United States 

The Food and Drug Administration (FDA) is responsible for issu
ing clinical trial authorizations and reviews Investigational New 
Drug (IND) applications. Generally, the following information is 
required: 

• Product and applicant 

• Active substance(s) 

• Finished dosage form(s) 

• Pharmacology, pharmacokinetics. and toxicology in an
imals 

• Pharmacology and pharmacokinetics (if available from 
foreign studies) in humans 

• Foreign clinical data (if available) 

• Clinical Trial Protocol(s) 

• Institutional Review Board (IRB) approval of each protocol 

• Investigators' names, addresses, and qualifications 

• Annual reports and Adverse Event Reports 

The investigator's brochure should summarize the actual state of 
knowledge on the product, nonclinical tests, and, if applicable, 
prior clinical tests relevant to the clinical investigation in 
question. 

European Union (EU) 

So far, only national procedures for clinical trial authorization 
exist in the EU; however, a draft proposal (1) is now available. 

Note 
1. III/5778/96, final draft (l/97), Proposal for a Directive ... of the 

European Parliament and of the Council of ... on the approxima
tion of provisions laid down by law, regulation, or administrative 
action relating to the implementation of Good Clinical Practice in 
the conduct of clinical trials on medicinal products for human 
use. 
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Selected Reading 
Fox, T. 1996. The U.S. IND: Practical Aspects. Regulatory Affairs Jour

nal? (5):371-377. 

IFPMA. 1994. Compendium on Regulation of Pharmaceuticals for Hu
man Use. Geneva: International Federation of Pharmaceutical 
Manufacturers Association. 

Legrand, C. 1995. Clinical Trial Initiation Procedures in Europe: The 
Legal Framework and Practical Aspects. Drug Iriformation Journal 
29:201-259. 

Yakugyo Jiho Co., Ltd. 1992. Drug Approval and Licensing Procedures 
in Japan. Tokyo. 

Yakugyo Jiho Co., Ltd. 1993. Supplement to Drug Approval and Licens
ing Procedures in Japan. Tokyo. 

POLICY 04. 
THE POLICY ON APPLICATION 
FOR MARKETING AUTHORIZATION 

Why Is This Policy Needed? 

Would you like to pay a high fine or go to jail? Would you like to 
risk losing your manufacturing license? If your answer is yes, do 
not read on, but get a good lawyer and (possibly) a psychiatrist! 

The failure to obtain a marketing authorization simply means 
that you cannot market the medicinal product in the respective 
country. If you do, you will be accused of selling potentially harm
ful medicinal products illegally which makes you eligible for pay
ing a high fine or a sentence in jail. This does not even include what 
will happen to the image of your company. Clumsy handling of the 
procedure or a failure to fulfill the regulatory requirements may 
delay your time to market or, as a worst case, will exclude your 
medicinal product from this market forever. 

Procedures for the Marketing Authorization Application 

The data requirements of the three regions-EU, Japan, and the 
United States-are very similar. Typical differences in the mar
keting authorization procedures are as follows: 
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• Japan requires the submission of a summary document. 
The documentation must be on file and available on re
quest. For obvious reasons, (some) trials must be con
ducted on Japanese subjects. 

• The EU uses a top-down approach to data assessment as 
the basis for the assessment report. The expert opinion 
and summaries thereby acquire great importance. 

• The United States uses a bottom-up approach with re
viewers doing their own data evaluation, hence the 
requirement for the submission of clinical data as SAS 
files. 

japan 

Before submitting an application for a marketing authorization, 
the applicant may informally contact the MHW to obtain advice. 
In case of a new chemical entity that is expected to be a major in
novation, prior consultation may also be available on clinical 
trial plans for late phase II and phase III trials. 

The submission of the application for a marketing autho
rization is to the Pharmaceutical Affairs Bureau of the MHW, 
through a prefectural government. There is a dossier check-in 
concerning the format and content of the application and sup
porting data. MHW staff also conducts hearings on the application 
and, if applicable, inspections of original data and laboratories 
to assure compliance with Good Laboratory Practice (GLP). Spec
ifications and analytical methods are assessed by the National 
Institute of Hygienic Sciences or the National Institute of Health. 
The application is then processed by the Central Pharmaceutical 
Affairs Council. The applicant is directly informed of the results 
and may submit additional documents and/or request a hearing. 
The responsibility for issuing a marketing authorization is with 
the MHW. 

For orphan drugs and life-saving medicinal products, prior
ity review was introduced with the revision of the Pharmaceuti
cal Affairs Law in April 1993. 

Although the requirements are the same for foreign manu
facturers and Japanese applicants, a local agent is required for 
foreign manufacturers. Prefectural Authorities may grant mar
keting authorizations for active substances for pharmaceutical 
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preparations listed in the "Standards of Pharmaceutical Ingredi
ents", and nonprescription drugs (e.g., cold remedies) for which 
approval standards were established. 

United States 

The FDA is the body responsible for issuing marketing autho
rizations. Reviews of the New Drug Application (NDA) are done in 
parallel by a chemist, pharmacologist, toxicologist, medical offi
cer, biometrician, and biopharmaceutics reviewer. The review 
results in summaries that are incorporated into the final FDA 
recommendations. The FDA may also make use of advisory 
committees. Applicants may request a hearing. The law (Section 
505 of the Food, Drug, and Cosmetic Act (FD&C Act]) requires the 
NDA to be processed within 180 days; however, this deadline is 
often exceeded. There are also special provisions for orphan 
drugs under the Orphan Drug Act. 

European Union (1) 

An outline of and comments on the EU procedures, such as na
tional, decentralized/mutual recognition, and centralized proce
dures, as well as the community referral are given below. 

The EU provides for two separate systems for the issuing of 
marketing authorizations: National procedures exist in each 
Member State. They can be followed, if marketing interest is re
stricted to this market only, or, as will be described below, dur
ing a transitional period. However, these national procedures 
will not be discussed in detail. Guidance on national procedures 
can be obtained from the national Regulatory Bodies. There are 
also EU procedures. Guidelines have been issued on the format 
and content of the applications and the technical operation of 
these procedures (2). 

Some key terms, vital for understanding the procedures, are 
explained below: 

• "Days" usually means calendar days, except where oth
erwise stated. 

• ''The person responsible for placing the medicinal prod
uct on the market" (3) may be identical to the applicant; 
sometimes also the license holder or distributor. In 
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internationally operating companies with structures 
that include corporate. European liaison, and national 
functions, it may have to be decided on a case-by-case 
basis who or which institution will act as the "person re
sponsible for placing the product on the market". 

• "Identity", referring to the dossier or the summary of 
product characteristics: Total identity is neither possi
ble, nor does it make sense (e.g., because of differences 
in language or legal requirements on wording of patient 
leaflets). Therefore, these passages should be read as 
calling for identity in content and general structure. 

National procedures for issuing marketing authorizations or 
notification procedures came first. After the establishment of the 
EU. the concept of a joint market was extended to include medic
inal products. In principle, there should be one standard set of 
requirements applicable in all Member States that allows a med
icinal product to be marketed in all Member States of the EU. The 
Commission believes that all Member States should be able to ac
cept the decision of another Member State on the quality. effi
cacy, and safety of a medicinal product without additional 
scientific review, thereby not only guaranteeing free movement of 
products (once approved) but also cutting costs for both the in
dustry and Regulatory Bodies. These procedures. however, apply 
only if the product is to be marketed in more than one Member 
State either by decision of applicant or because of Community 
interest (see below). 

The procedures first created were the so-called multi-state 
and concertation procedures, precursors of today's decentralized 
and centralized procedure, respectively. However, mutual recog
nition did not work out satisfactorily because of differences 
among the Member States (e.g., political. procedural, medical 
culture). Industry acceptance of the procedures was minimal be
cause they were too complicated and too slow. Currently. there
vised procedures-decentralized and centralized-are being 
tested. By January 1998, it will be decided whether further revi
sion will be necessary. One option would be to decide that more 
products will be handled centrally by the European Agency for 
the Evaluation of Medicinal Products (EMEA) by extending the 
centralized procedure (or its successor) to more, if not all medic
inal products. Presently, there is a proposal to extend the defini
tion of innovative drugs eligible for the centralized procedure, 
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which is a step in this direction. On the other hand, the Com
mission may conclude that the concept of mutual recognition 
works satisfactorily and the decentralized procedure should be 
maintained either in its present form or only as a moderately re
vised form. 

European Agency for the Evaluation of Medicinal Products (EMEA). The 
EMEA (Figure 1). usually referred to as the Agency, was estab
lished by Council Regulation (EEC) 2309/93 (4). Its structure 
includes a Management Board, a Permanent Secretariat, and 
Scientific Committees. The EMEA is NOT intended to be an Euro
pean FDA or super-regulatory body; it should play an adminis
trative and coordinating role. This is also emphasized by the fact 

Figure 1. EMEA: Structural Organization 
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that its Scientific Committees work together with experts from 
Regulatory Bodies of the Member States during evaluations. 

Bearing in mind the reevaluation of the procedures by Jan
uary 1998, it becomes apparent that not only the procedures-de
centralized versus centralized-are competing with one another; 
the Regulatory Bodies in the Member States are also competing 
with the EMEA. Time will tell which approach will be the most 
effective. 

National Applications. All Member States have national procedures 
(Figure 2) in place for issuing marketing authorizations. The re
quirements for format and content, as well as the technical as
pects of the procedures, are set out in national guidelines. 

When multiple, parallel national applications for a market
ing authorization for a medicinal product are submitted in more 
than one Member State, the Member State(s) may choose to enter 
the decentralized procedure (i.e., suspend their own review and 
await the assessment report of the originating Member State). 
Until January 1998 (5), they may choose to continue their own 
national review. After January 1998, however, the decentralized 
procedure becomes a requirement in situations where multiple, 
parallel national applications have been submitted. The time 
frame in which Member States are expected to accept the origi
nating Member State's decision and issue their marketing au
thorization is 90 days from receipt of the assessment report (6). 

After January 1998, national procedures and, consequently, 
national Regulatory Bodies will lose some of their current impor
tance, as they will no longer review all applications. They 
will maintain their function (except for the possibility of the 
rapporteur role in the decentralized procedure) primarily for 
purely national applications and for homeopathic and similar 
products (7). (The national route may also remain available for 
generics if mutual recognition is not possible.) 

Decentralized Procedure. The decentralized procedure (Figure 3) is 
set out by Directives 65/65/EEC (8) and 75/319/EEC (9) as 
amended for human medicinal products and is applicable for full 
and abridged applications as well as for variations, provided the 
original marketing authorization was issued following a 
decentralized procedure or a multi-state procedure converted to a 
decentralized procedure (10). It is strongly recommended to in-
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Figure 2. National Application/Mutual Recognition 
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Figure 3. Decentralized Procedure/Community Referral 
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The decentralized procedure is applicable for all medicinal 
products except 

• Products that must undergo the centralized procedure 
(11) 

• Variations to marketing authorizations not issued fol
lowing decentralized procedure or authorized following 
a committee opinion before 31 December 1994 (12) 

• Medicinal products not yet authorized according to EU 
standards (13) 

• Homeopathic products (14) 

The decentralized procedure can be initiated either by a 
Member State or the person responsible for placing the product 
on the market. 

If multiple, parallel national applications for a marketing au
thorization for a medicinal product are submitted in more than 
one Member State, the Member State(s) may choose to enter the 
decentralized procedure (i.e., suspend their own reviews and await 
the assessment report of the originating Member State). Until 
January 1998, they may also choose to continue their own na
tional review (i.e., they are free not to embark into the decentral
ized procedure). After January 1998, however, the decentralized 
procedure becomes a requirement in situations where multiple, 
parallel national applications have been submitted. The time 
frame in which Member States are expected to accept the origi
nating Member State's decision and issue their national market
ing authorization is 90 days from receipt of the assessment report. 

The person responsible for placing the product on the mar
ket may start the decentralized procedure provided the goal is 
marketing the medicinal product in at least two Member States. 
The second (or further) Member State(s) are requested to accept 
the first Member State's decision by mutual recognition. Of 
course, the submissions must be identical, especially the sum
mary of product characteristics (otherwise modifications must 
be indicated). Changes to the documentation may be required to 
update the documentation to represent the up-to-date status or 
on request by the first Member State. It may be necessary to re
submit to the rapporteur Member State before the start of the 
procedure in order for them to review the dossier and become ac
customed to it. 
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The clock starts after all concerned Member States have no
tified the originating Member State of the receipt of a valid ap
plication and the assessment report. The time frame is 90 days 
in which objections should be clarified between the originating 
Member State, the concerned Member States, and the applicant. 
As far as possible, objections should be resolved bilaterally be
tween the originating Member State and the concerned Member 
State(s). In case of potential risk to human (or animal) health, 
the concerned Member State(s) must inform the originating 
Member State, other concerned Member State(s), the applicant, 
and the Committee. Major objections must be accompanied by 
detailed reasons and an action plan to correct the application. 
This is usually completed within 60 days. The applicant may re
spond in writing or request a hearing in order to resolve the is
sues. If all objections can be answered satisfactorily, concerned 
Member State(s) will issue marketing authorizations following 
mutual recognition within a 90-day period. 

The advantage of the decentralized procedure lies primarily 
in the shorter time to a marketing authorization compared to 
some of the national procedures, as priority is given by Member 
State(s) to EU applications over purely national applications. 
However, it must be remembered that the clock stops during the 
time that the company compiles the answers to objections. Also, 
the documentation should be watertight as the procedure tends 
to uncover most of the deficiencies in the medicinal product. The 
agreement between concerned Member States tends to apply the 
sum of each and every relevant requirement. For the industry, 
this may result in the lowest common denominator regarding la
beling claims. It may even happen that the objections are so 
strong that the marketing authorization issued by the originat
ing Member State must be amended! 

For major objections and/or unresolved issues, the matter is 
referred to the Committee (see below). In the case of deficient ap
plications, there exists the risk of a negative opinion with the 
consequences of no marketing authorization in the EU at all. 
This may then have a negative impact on decisions of other coun
tries. The risk of spilling over of decisions is much higher in the 
case of a negative EU opinion than in the case of a rejection of 
an application in one Member State only. 

Community Referral. It would be a mistake to think of the Commu
nity Referral (Figure 3) as just a part of the decentralized 
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procedure for unresolved objections. Listed below are six cases 
in which the matter MUST be referred to the Committee. Note 
that it need not be started by the applicant. which means 
that the Community Referral could be used, for example, by 
Member State(s) or the Commission, to proactively harmonize 
marketing authorizations of active substances eligible for reim
bursement! 

1. Supposed risk to human or animal health (15): con
cerned Member State 

2. Divergent (16) decisions in Member States concerning 
authorization/suspension/withdrawal, if related to 
identical dossiers and applications submitted according 
to Section 4, 4a of 65/65/EEC as amended (17): Member 
State, Commission, applicant/marketing authorization 
holder 

3. Cases where the interests of the Community are in
volved (application/suspension/withdrawal/variation) 
(18): Member State, concerned Member State, applicant/ 
marketing authorization holder 

4. Variations initiated by the responsible person for a 
product authorized through the decentralized procedure 
or the Commission's arbitration (19): Applicant/ 
marketing authorization holder 

5. Variations/suspension/withdrawal initiated by a Mem
ber State for a product authorized through the decen
tralized procedure in order to protect human (or animal) 
health (20) (especially as a result of the evaluation of Ad
verse Events Reports): Member State 

6. No. 4 above and No. 5 above also apply to medicinal 
products authorized following Committee opinion before 
1 January 1995 (21): Member State, applicant/marketing 
authorization holder 

The procedure sets a time frame of 90 days until Committee 
opinion on behalf of the EMEA, which may be shortened by the 
Committee in urgent cases. Extension is possible under No. 1 and 
No. 2 for an additional 90 days. It is important to the industry 
that the rapporteur in this procedure is appointed by the Com
mittee and is not necessarily from the originating Member State. 
For negative opinions, the applicant may, within 15 days, 
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request a second opinion under the same procedure. For positive 
opinions. the draft summary of product characteristics and, if 
applicable, conditions will be annexed to it as a basis for the 
draft decision issued within 30 days by the Commission. The ap
plicant again has the right to appeal the opinion within 15 days, 
but must also submit to the EMEA detailed written grounds for 
the appeal within 60 days from the receipt of the opinion. Within 
30 days. a new assessment will be prepared on which the Com
mittee will decide within 60 days. The applicant has the right to 
a hearing. Should there still be unresolved objections from other 
Member States. to be stated within 28 days. the matter is referred 
back to the EMEA for scientific issues. A final decision will be 
taken by the standing committee. If there is no qualified major
ity. the matter is referred to the council for decision within 
3 months. The resulting decision is binding for all concerned 
Member States who will comply with the decision within 30 days. 

Centralized Procedure. Council Regulation (EEC) 2309/93 (22) es
tablished the centralized procedure (Figure 4) with the purpose 
of rapidly granting access to important new medicinal products 
in the entire EU. For biotechnology products (23). the centralized 
procedure MUST be used, even if the applicant intends to market 
the medicinal product in only one Member State. For other inno
vatory products (24). the applicant may decide to use the proce
dure. An extension of the definition of innovative medicinal 
products has been suggested with a view to giving more products 
access to the centralized procedure (25). Variations and renewals 
subsequently undergo the same procedure. The procedure itself is 
similar to the decentralized procedure: however, it must be 
stressed that early contact with the EMEA is of the utmost im
portance. especially for biotechnology products, to clarify re
quirements. but also for other innovative products to confirm 
that the EMEA shares the applicant's view that the product in
deed is eligible for centralized procedure. 



The Philosophy Behind the Policies 75 

Figure 4. Centralized Procedure 
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Notes 
1. A completely revised and updated chapter based on a previous 

publication: Dumitriu, H. 1995. Draft Notice to Applicants 
III/5445/94: What Is New? Drug Information Journal 29:1125-
1131. 

2. III/5944/94: Notice to Applicants for Marketing Authorization for 
Medicinal Products for Human Use in the European Community 
(December 1994); III/5429/96, draft (5/96): Notice to Applicants 
for Marketing Authorization for Medicinal Products for Human 
Use in the European Union-Revised Version of Parts of Volume 
IIA; Volume liB: The Notice to Applicants-Presentation and Con
tent of the Application Dossier, final (1/97). 

3. Must be established in the EU, see Art. 2 (EEC) No. 2309/93 (OJ L 
214 24.08.93, p. 1) (OJ = Official Journal of the European Com
munities). 

4. (EEC) No. 2309/93: (OJ L 214 24.08.93, p. 1). 

5. i.e., during the transitional period from 1 January 1995 to 1 Jan
uary 1998. 

6. See III/5447 /94 Guideline on the assessment report of 16 Novem
ber 1994. 

7. Art. 14.5, 75/319/EEC as amended. 

8. 65/65/EEC: (OJ 022 09.02.65, p. 369). Derogated from 172 B M by 
94/1/EGKS, EG (OJ L 001 03.01.94, p. 263); amended by 
66/454/EEC (OJ P 144 05.08.66, p. 2658); amended by 75/319/EEC 
(OJ L 147 09.06.75, p. 13); amended by 83/570/EEC (OJ L 332 
28.11.83, p. 1); amended by 87/021/EEC (OJ L 015 17.01.87, p. 
36); amended by 89/341/EEC (OJ L 142 25.05.89, p. 11); extended 
by 89/342/EEC (OJ L 142 25.05.89, p. 14); extended by 89/343/EEC 
(OJ L 132 25.05.89, p. 16); amended by 92/027 /EEC (OJ L 113 
30.04.92, p. 8); amended by 93/039/EEC (OJ L 214 24.05.93, 
p. 22). 

9. 75/319/EEC: (OJ L 147 09.06.75, p. 13); amended by 94/1/EGKS, 
EG (OJ L 001 03.01.94, p. 263); amended by 83/570/EEC (OJ L 
332 28.11.83, p. 1); amended by 89/341/EEC (OJ L 142 25.05.89, 
p. 11); amended by 89/342/EEC (OJ L 142 25.05.89, p. 14). amended 
by 89/343/EEC (OJ L 142 25.05.89, p. 16); amended by 
89/381/EEC (OJ L 181 28.06.89, p. 44). amended by 92/027 /EEC 
(OJ L 113 30.04.92, p. 8), amended by 93/039/EEC (OJ L 214 
24.08.93, p. 22). 

10. 87 /22/EEC: (OJ L 015 17.01.87, p. 38); amended by 93/041/EEC 
(OJ L 015 17.01.87, p. 38); Art. 4 deals with the Committee opin
ion; 93/41/EEC repeals 87 /22/EEC and contains transitional 
provisions for applications referred to the CPMP before 1 January 
1995 and not having received an opinion before 1 January 1995. 
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11. Except in the case of applications that were made in accordance 
with list A (biotechnology products) or B (other "high-tech" prod
ucts) of Directive 87 /22/EEC as amended, for which the CPMP had 
issued a positive opinion before 1 January 1995. 

12. In accordance with Art. 4 of 87 /22/EEC. 

13. Art. 12 of 75/319/EEC as amended. 

14. Art. 14.5 of 75/319/EEC as amended. 

15. This refers to quality, safety, and/or efficacy of the medicinal 
product. Issues not resolved in the decentralized procedure may fall 
under this heading. See Art. 7, 7a, 10 of 75/319/EEC as amended. 

16. Significant divergencies include, for example, a marketing autho
rization in one Member State versus refusal in another; or differ
ent indications or suspension or withdrawal of the marketing 
authorization(s) based on new data on quality, safety, or efficacy 
in some but not all concerned Member States. Art. 11 of 
75/319/EEC as amended. 

17. See Art. 4, 4a of 65/65/EEC as amended. For marketing authoriza
tions granted before 1 January 1995, see transitional regulations. 
For marketing authorizations issued before 1 January 1995, there 
were different deadlines for products placed on the market 15 years 
before notification of Art. 39 of 75/319/EEC as amended: for medi
cinal products for human use (May 1990) for radiopharmaceuticals, 
immunologicals, and blood products for human use (89/342/EEC, 
89/343/EEC, 89/381/EEC as amended) (December 1992). 

18. However, this should not be interpreted as setting up an alternative 
procedure for new applications; preference must always be given to 
either the centralized or decentralized procedure. Equally, a refer
ral must be in the interests of the Community and, therefore, must 
be determined only on a case-by-case basis. For example, an ap
plication for a product of high importance from the point of view of 
protection of human or animal health or the environment (but not 
eligible for the centralized procedure); suspension/withdrawal be
cause of new data on quality, safety, or efficacy; or a variation be
cause of new pharmacovigilance information. 

19. Art. 15 of 75/319/EEC as amended. 

20. Art. 15a of 75/319/EEC as amended. 

21. Art. 15b of 75/319/EEC as amended. 

22. (EEC) No. 2309/93: (OJ L 214 24.08.93, p. 1). 

23. Medicinal products developed by one of the following biotech 
processes: recombinant DNA technology; controlled expression of 
genes coding for biologically active proteins in prokaryotes and eu
karyotes, including transformed mammalian cells, hybridoma, 
and monoclonal antibody methods. 
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24. Extract from Annex to Regulation 2309/93: 

• Medicinal products developed by other biotechnological 
processes that, in the opinion of the Agency, constitute a sig
nificant innovation. 

• Medicinal products administered by means of new delivery 
systems that, in the opinion of the Agency, constitute a sig
nificant innovation. 

• Medicinal products presented for an entirely new indication 
that, in the opinion of the Agency, is of significant therapeu
tic interest. 

• Medicinal products based on radioisotopes that, in the opin
ion of the Agency, are of significant therapeutic interest. 

• New medicinal products derived from human blood or human 
plasma. 

• Medicinal products in which the manufacturing process, in 
the opinion of the Agency, demonstrates a significant techni
cal advance, such as two-dimensional electrophoresis under 
microgravi ty. 

• Medicinal products intended for administration to humans 
that contain a new active substance that, on the date of entry 
into force of this Regulation, was not authorized by any Mem
ber State for use in a medicinal product intended for human 
use. 

25. Van Essche, R., with the key support of Prof. Benzi, Member of Eu
ropean Parliament (MEP). 1996. European Development of Innova
tive Drugs. Paper presented at the RAPS meeting Amsterdam, 
22 April 1996. 

Extract from Annex 1 on human innovative drugs (evaluation 
scale): 

1. Drugs that show therapeutic efficacy for a disease or a symp
tom for which there is no active drug available. 

2. Drugs that show therapeutic efficacy for a disease or a symp
tom for which an effective drug is already available but whose 
effect is necessary for a subset of the affected population. 

3. Drugs that are more effective and/or show less serious ad
verse effects than the reference drug of an equivalent thera
peutic effect. 

4. Drugs that may be given to special groups of patients with in
creased efficacy or reduced toxicity. 

5. Drugs that are presented in a form that is more practical 
and/or convenient for the patient. 
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Selected Reading 
IFPMA. 1994. Compendium on Regulation of Pharmaceuticals for Hu

man Use. Geneva: International Federation of Pharmaceutical 
Manufacturers Association. 

Yakugyo Jiho Co., Ltd. 1992. Drug Approval and Licensing Procedures 
in Japan. Tokyo. 

Yakugyo Jiho Co., Ltd. 1993. Supplement to Drug Approval and Licens
ing Procedures in Japan. Tokyo. 

POLICY 05. 
THE POLICY ON ARCHIVING MANAGEMENT 

Why Is This Policy Needed? 

Have you ever lost a marketing authorization document? Your 
company's management will "love" you for it. Hopefully, the Reg
ulatory Body is willing to issue another one. However, it has hap
pened that Regulatory Bodies have requested a copy from the 
applicant because they could not find their copy. 

How long does it take you to provide copies of all presently 
used package leaflets of your company's medicinal products? If it 
takes longer than the time to read this sentence, then it is sim
ply too long if a pharmacovigilance issue is cooking or if phar
maceutical critics are after your company. 

Do you know how many cubic metres of archived documents 
you have? No? Then you are probably wasting your company's 
money on unnecessary archiving and at the same time running 
a serious risk of not archiving what should be archived. What 
would happen if your whole building burned down today? How 
soon would you be operative again? Any answer except "the next 
working day" is NOT COMPETITIVE. 

Archiving Management 

The importance of archiving may not exactly spring to mind 
when pondering important functions in the medicinal product 
development and maintenance process. However, it is of the ut
most importance for a company to reach a common understand
ing and a general consensus on the necessity, scope, and 
responsibilities for archiving. 
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Archiving presents itself as a two-edged problem: the danger 
of not fulfilling legal obligations due to incomplete knowledge of 
all applicable requirements versus the danger of redundant and/ 
or excessive archiving of records. 

Pros of Archiving 

In order to meet all applicable legal and/ or business obligations, 
an assessment must be carried out by country, business obliga
tion, contract. and record type. Storage requirements should be 
clearly stated both for original and duplicate, specifying at least 
the time and medium of archiving. Other requirements might 
also apply to location and limitation of access. Remember that 
different legal and/or business obligations may apply to one 
record type (e.g .. drug law, good practice requirements, commer
ciallaw, and tax law). 

Companies operating in more than one country should 
assess the possible consequences of the application of one coun
try's legislation in another country(ies). For example, in Ger
many. any records that might be of relevance in liability suits 
must be archived for a period of 30 years following the damaging 
event (1) which means that they must be archived for 30 years af
ter the medicinal product is withdrawn from the German mar
ket, even if the company is not based in Germany. Therefore, 
companies are well advised to meet the highest applicable stan
dards for archiving. 

Storage media must also be considered. In a court of law, oral 
testimony often has precedence over written testimony, which is 
generally considered hearsay evidence (2). Furthermore, a signed 
original has precedence over record forms that could have been 
tampered with more easily (e.g., paper copy or microfiche/ 
image/electronic record). Now considering the long product de
velopment times and the frequency with which personnel change 
jobs, it will often be difficult to have the author of a document 
testify in court. hence the importance of records and, especially, 
original documents. An inability to produce an original or mas
ter copy (e.g., in case of patent or liability suits) could weaken 
your position considerably. 

Besides legal and/ or business obligations, some records may 
be needed by individuals or departments in their everyday work. 
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It is important to define customer needs (e.g .. frequency of access. 
access time, and the need for copies). 

For some companies, historical interest must also be consid
ered: Records may allow future generations valuable insight into 
the organization and functions of the company, and into the de
velopment of major medicinal products and therapeutic break
throughs. 

Cons of Archiving 

Consider the rental costs per cubic metre of archived material as 
well as personnel and handling costs. Because cost cutting is of 
the essence today. only those records that are needed in order to 
fulfill legal and/or business obligations or that are required for 
everyday work should be archived. 

Archived material may also turn against you in court; there
fore, the company should have information management guide
lines governing the generation and distribution of information 
as well as the generation of records. The company policy on 
archiving should state the following: 

• Avoid the generation of unnecessary records. 

• Limit the storage of records by defining times when 
records may be destroyed. 

• Provide for regular cleanup and reporting. 

• State responsibilities clearly. 

Notes 
l. German Drug Law (including 5th amendment). § 84 in conjunction 

with§ 90. 

2. Dixon, R. 1995. Document Image Processing-Ross Dixon Discusses 
Some Problems and Developments Concerning the Legal Admissi
bility of DIP in the UK. Regulatory 1-\ffairs Journal6 (5):370-375. 
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POLICY 06. 
THE POLICY ON CHANGE ALERT I 
AUTHORIZATION PROCESS 

Why Is This Policy Needed? 

Would you be surprised by what is actually being sold by your 
company in the marketplace? Are there tablets of different color 
and shape, leaflets with different labeling from what is known by 
the Regulatory Bodies? You do not know? You are not sure? Then 
I strongly recommend that you learn this information or secure 
the services of a good lawyer. There is an imminent threat in con
nection with selling unauthorized or mislabeled drugs. This 
criminal offense could cost you dearly-either a large fine or a 
sentence in jail, not to mention liability suits. This is what will 
happen if unauthorized product is put on the market. Do you 
want anybody, including yourself, to come to harm? 

Product Variations 

Any product variation should be considered under the following 
aspects: 

• Impact on the quality, safety, and efficacy of the medic
inal product 

• Impact on the information submitted to Regulatory 
Bodies 

Variations to a medicinal product can consist of changes in 
the source and synthetic pathway of the active ingredient and ex
cipients, in qualitative or quantitative composition (including 
packaging), in the manufacturing process, in the specifications, 
in the analytical methods used, in the stability claim, and in the 
labeling and product information. Some variations cannot be to
tally avoided, for example, the product information must be 
adapted if broader use reveals rare or very rare side effects. How
ever, the majority of variations can be avoided by careful phar
maceutical development and validation of the manufacturing 
processes as well as adequate establishment of the right dose dur
ing clinical testing. Consider how much time and capacity are 
spent on variations by both the industry and Regulatory Bod
ies-time and capacity that might be spent better. 
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Variations are generally undesirable from a regulatory per
spective as the dossiers and the submissions for a medicinal 
product become more complex and thus more difficult to handle. 
The potential negative consequences of variations are as follows: 

• For variations during development: Proof, even bridging 
studies, may be required to demonstrate the equivalence 
of dosage forms. The pooling of clinical data may be im
possible. There may not be enough patients treated with 
the dosage form that is intended to be marketed. 

• The need to update already submitted information in all 
applicable countries with considerable capacity and 
time consumed by Regulatory Affairs and the concerned 
Regulatory Bodies. 

• Differing claims in different countries that may be con
sidered unethical and may make the company vulnera
ble to pharmaceutical critics. Differing claims may even 
invite questions from the Regulatory Bodies. 

• Different quality standards may result in separate med
icinal products and, thus, to the burden of extra costs 
for separate manufacture. 

• Illegal products, if notification or approval of variation is 
required and was not submitted or applied for. Conse
quences could include product recall, fines, liability 
suits, and even loss of the manufacturing license. 

Therefore, companies must deploy adequate in-house procedures 
that guarantee that each and every proposal for a variation is 
evaluated by Regulatory Affairs. Regulatory Affairs must have 
the right to veto proposals for variations. In any event, Regula
tory Affairs must have the right to specify the conditions that 
must be fulfilled before the variation is developed and the modi
fied medicinal product is placed on the market. 

Selected Reading 
Dumitriu, H. 1997. Postapproval Changes in the United States-Is Life 

Getting Easier for Industry? Drug Information Journal 31 (l): 
143-149. 

Quilliet, A., Ratouis, R., and Scheeren, J. 1996. Variation of Marketing 
Authorizations. Regulatory Affairs Journal 7 (4):288-294. 
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POLICY 07. 
THE POLICY ON CONTACT REPORT 

Why Is This Policy Needed? 

Do you always understand what the regulators tell you? If so, you 
should seriously consider a career as a mind-reader. For the rest of 
us, the only possibility is to make sure that we have really under
stood each other by writing things down and exchanging notes. 

If, during the marketing authorization procedure, the agree
ments that you thought you had seem to have vanished into thin 
air and your management does not recall the same things, you 
will probably wish that you had written a contact report. 

Contact Report 

Regulatory Affairs is responsible for managing contact with the 
Regulatory Bodies. When internal or external experts or other 
representatives of the company wish or are requested to contact 
the Regulatory Bodies, Regulatory Affairs should arrange the 
contact and be present during the meetings. 

A contact report should be written for each contact. The writ
ing of contact reports is important and should be done carefully 
in order to 

• Fix in writing the results of the contact or any other im
portant information received. 

• Make sure that all parties to the contact have the same 
understand in g. 

• Distribute to interested parties for information and ac
tions to be taken. 

• Provide a document for future reference. 

Great care should be taken to adequately represent the results or 
positions taken during the contact. Adequately in this context 
means fully, without omitting important items, with fairness to 
the contact partners (e.g., no negative comments on the Regula
tory Body's representatives or their concerns; not too optimistic, 
because this might create unrealistic expectations within the or
ganization; not too pessimistic, as this might lead to a loss in 
reputation). 
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POLICY 08. 
THE POLICY ON CONTACT WITH REGULATORY BODY 

Why Is This Policy Needed? 

Imagine what might happen if the reviewer during his or her re
view of your company's medicinal product is contacted in paral
lel by company management, the experts in your company, the 
project manager, or Regulatory Affairs-all with the same ques
tions and concerns or contradictory or seemingly contradictory 
statements. How would you react? Obviously, the reviewer will be 
somewhat irritated, which will probably result in a less favour
able opinion about your medicinal product. 

Contact with Regulatory Bodies 

Direct contact with the Regulatory Bodies is extremely helpful in 
order to achieve the goals of Regulatory Affairs (e.g., to reach/ 
maintain high quality marketing authorizations). Good contacts 
with the Regulatory Bodies will enable you to communicate the 
standpoint of the company effectively and to establish a friendly 
and productive atmosphere. It is also important to prove contin
uously that the quality standards of the company are adequate 
in order to let the Regulatory Body build up a certain amount of 
trust in the company and Regulatory Affairs as its representa
tive. It must be borne in mind that there is often a considerable 
amount of mutual distrust and lack of information on both sides, 
which Regulatory Affairs should help to overcome. Industry rep
resentatives sometimes regard themselves as the only experts 
and the regulations primarily as an obstacle to placing the prod
uct on the market. Regulators are perceived as bureaucrats far 
away from practice. On the other hand, regulators sometimes re
gard themselves as the only body that protects patients from haz
ardous medicinal products. Thus, they challenge the intentions 
and objectivity of the industry. Regulatory Affairs should per
ceive itself as a mediator and interpreter between the Regulatory 
Bodies and the company. It must give its best efforts to commu
nicate each party's interests and concerns to the other ade
quately. 

Regulatory Affairs is solely responsible for contact with 
the Regulatory Bodies. If internal or external experts or other 
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representatives of the company wish or are requested to contact 
the Regulatory Bodies, Regulatory Affairs should arrange the 
contact and be present during meetings. 

Regulatory Affairs is also responsible for maintaining the 
list of addresses of the relevant Regulatory Bodies. and, if applic
able, lists of addresses of the contact partners within the 
Regulatory Bodies for special medicinal products or groups of 
medicinal products. Furthermore, Regulatory Affairs is responsi
ble for the technical organization of contacts (e.g .. meetings or 
hearings). 

A contact report should be written for each contact. The writ
ing of contact reports is important and should be done carefully 
in order to 

• Fix in writing the results of the contact or any other im
portant information. 

• Make sure that all parties to the contact have the same 
understanding. 

• Distribute to interested parties for information and ac
tions to be taken. 

• Provide a document for future reference. 

Great care should be taken to adequately represent the results or 
positions taken during the contact. Adequately in this context 
means fully, without omitting important items. with fairness to 
the contact partners (e.g., no negative comments on the Regula
tory Body's representatives or their concerns; not too optimistic, 
because this might create unrealistic expectations within the or
ganization; not too pessimistic, as this might lead to a loss in 
reputation). 

POLICY 09. 
THE POLICY ON CRISIS MANAGEMENT 

Why Is This Policy Needed? 
What would you do if you missed the deadline for the renewal of 
the marketing authorization for your company's biggest product 
in its largest market? What if the Regulatory Body simply re
quests that you to take the product off the market and apply for 
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a new marketing authorization? Don't laugh! This happened to a 
well-known company in Europe. 

What would you do if your whole building/facility burned 
down? What if this happened in the middle of an application 
process, for example an EU procedure? What would you do if an 
important product change requiring prior approval has been al
ready completed and unauthorized product is being marketed 
worldwide? What would you do if the department head has a 
heart attack? 

These are only a few examples. If your only reaction is, "it has 
never happened so far and hopefully never will", you will almost 
certainly be floored when it does happen. And you can bet that it 
will happen-at the worst time possible! 

Some Reflections on Crisis Management 

A crisis may be defined as a situation with a high potential of 
danger or damage to the company's reputation, substances, 
medicinal products, or personnel. Usually, a crisis will appear 
unforeseen or suddenly, or a situation that appeared under con
trol will worsen within a short period of time. Typically, a crisis 
produces both time pressure and emotional pressure. Quick and 
well-planned action will be required to improve the situation 
and/or prevent further damage. 

Since the mid 1980s, considerable research has been done on 
the subject of crisis management. Meetings and workshops on 
this subject are abundant (1) as well as literature. Today, a crisis 
is viewed not so much as an event but rather as a process, for 
which the company should assume responsibility (2). 

If you analyze past situations of crisis that have developed 
into catastrophes (e.g., the sinking of the Titanic). you will find 
that, as a rule, they were unforeseen but not unforeseeable. They 
were not so much an event (the Titanic ramming into an iceberg) 
as a process of several things, where quality standards were not 
met: If binoculars had been available in the lookout, they might 
have seen the iceberg in time (binoculars have now been found on 
board the wreck, carefully locked away). Failing that, if only they 
had enough lifeboats, the crisis would have never turned into the 
catastrophe. 

A crisis might also be defined as a situation so disagreeable 
that you would prefer even not to imagine it. This mental block is 
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a normal reaction. However, it is difficult to identify any advan
tage, except to shield from momentary discomfort. On the other 
hand, if your mind circles around crises permanently, the danger 
of self-fulfilling prophecy arises. 

From the treatment of anxiety disorders, we find that not 
thinking about a crisis is not the key to the solution. The same 
applies to possible crisis situations: Identify and discuss possible 
crisis situations in order to bring them into perspective and to 
gain confidence that you will be able to handle them. This will 
make you fit to deal with truly unexpected crisis situations that 
cannot even be imagined. 

The basic principles that should be followed in case of crisis 
are as follows: 

• Immediately elevate the crisis to the highest applicable 
decision-making level. 

• Isolate the problem and develop solution(s). 

• Create a communication plan with a single voice or con
tact directed to interested parties. 

• Drive management to do the right thing. 

• Follow up on measures to be taken (3). 

Try to perceive crisis situations as events that will occur. Do not 
overly concentrate on the negative aspects of a crisis. The posi
tive aspects of crisis might lead to a greater maturity of a com
pany, similar in nature to the growing maturity of a person from 
childhood to adulthood. A crisis can lead to the elimination of 
counterproductive efforts and may be used as the starting point 
for radical change in an organization (4). 

Notes 
1. For example, workshops and meetings organized by Drug Informa

tion Association (DIA) and Institute for International Research 
(IIR). For addresses of these and other organizations offering 
education and training, see the respective chapter on education 
and training. 

2. Forgues, B. 1996. New Approaches to Crisis Management. Rev-Fr
Gestion 108:72-78. 

3. McHenry, J. 1996. Panic-Free PR Crisis Management. Marketing 
Computers 16 (2):26-27. 
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4. Pauchant, T. and Morin, E.M. 1996. Systemic Crisis Management 
and the Avoidance of Counter-Productivity. Rev-Fr-Gestion 
108:90-99. 
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POLICY 10. 
THE POLICY ON DOCUMENTS 
FOR REGULATORY PURPOSES 

Why Is This Policy Needed? 

When it comes to regulatory documents, you have two options: 

1. You can just pass on everything you receive from the sci
entific disciplines and leave it to the Regulatory Body to 
sort it all out. If so, then why do you call yourself Regu
latory Affairs? The company post office would be a bet
ter name. 
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2. You can also check each and every document-format, 
structure, content, and on to typing errors. It would be 
better to write them yourself. Only, do not expect thanks 
from anybody. 

But there is a compromise between these two options: Tell 
the scientific disciplines what the Regulatory Bodies expect to 
see and agree on internal standards. Then let the disciplines do 
their job and you do yours. 

The Standardization of Documents for 
Regulatory Purposes 

Definitions 

• Document for regulatory purposes: Any document that is 
intended for regulatory purposes (e.g., application for 
clinical trial authorization or application for marketing 
authorization). 

• Dossier: A compilation of documents relevant for a spe
cific regulatory purpose (e.g., application for clinical 
trial authorization or application for marketing 
authorization), in a specified country(ies) for a develop
mental or marketed medicinal product in a structured 
form (i.e., submission-like). If applicable, it is a subset of 
the global dossier. The dossier is the basis for the sub
mission(s). 

• Global Dossier: A compilation of all documents required 
for international regulatory purpose(s) for a developmen
tal or already marketed medicinal product. It is main
tained continuously throughout the life cycle of the 
medicinal product and serves as a repository for the gen
eration of dossiers and submissions. 

• Submission: A country-specific compilation of docu
ments for a specific regulatory purpose (e.g., application 
for clinical trial authorization or application for mar
keting authorization) for a developmental or marketed 
medicinal product in a structured form according to 
national regulatory requirements. It is based on the 
dossier, or, if applicable, the global dossier. It may con
tain additional national documents (e.g., national 
leaflets or application forms). 
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Regulatory Requirements 

Documents for regulatory purposes must meet regulatory 
requirements. However, as the information contained in docu
ments for regulatory purposes is mainly generated outside Regu
latory Affairs by various scientific disciplines, the regulatory 
requirements can be met only by a joint effort between Regulatory 
Affairs and the disciplines. The final target is the customer out
side the company (i.e., the Regulatory Body). The internal cus
tomer of such documents is Regulatory Affairs, who acts as the 
interpreter of the Regulatory Body's requirements by drawing on 
experience in Regulatory Affairs. However, the disciplines should 
interpret the same regulations using their scientific education 
and experience. This makes sense as it mirrors the way regula
tions are originally generated within the Regulatory Bodies, 
namely in collaboration with scientific and administrative regu
lators. 

Documents for regulatory purposes typically must also serve 
other purposes as well, including the following: 

• Good practice (e.g., documents used as operating proce
dures) 

• Company requirements for content and format (e.g., cor
porate logo) 

• Legal/business requirements (e.g., marked as confiden
tial) 

It follows that the process of generating documents for regu
latory purposes must provide for adequate input from both the 
scientific disciplines and Regulatory Affairs and also feedback 
from Regulatory Bodies (e.g., by letters of deficiency). However, for 
the sake of empowerment, the responsibility for the documents 
should remain with the individual authors. The approach to the 
generation of documents for regulatory purposes will vastly de
pend on the company's organization and the number of products, 
involved departments, and so on. Generally, there are three pos
sible strategies a company might choose to solve this problem: in 
one casting, modular approach, or fractal approach. 

In One Casting. To make a dossier or a part of it (e.g., the CMC sec
tion). in one casting offers the benefits of a harmonized docu
ment with a logical structure. The expert, who is writing the 
expert report and summary, is also the person preparing the 
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whole section. The resulting dossier is usually a very convincing 
one. However, the drawbacks are that-except in very small 
companies-the people responsible for manufacturing, carrying 
out the tests, and so on cannot relate to the document for regu
latory purposes. This results in a danger that changes are not ad
equately reflected in the documentation. Also, the documents 
and the dossier will be written for a specific regulatory purpose. 
For submission in other countries, it will have to be rewritten to 
adapt at least the structure to the regulations of those countries. 
The process itself involves an immense concentration of know
how in one person. The process is also quite slow, and not many 
dossiers can be generated in this way at the same time. The ap
proach is quite similar to the creation of a unique masterpiece in 
contrast to mass production. 

The Modular Approach. The modular approach (1) is the other ex
treme, typically used in very large companies and somewhat sim
ilar to the manufacturing technologies that Japanese companies 
have used successfully. The dossier is broken down into the 
smallest possible single units, according to regulatory require
ments and departmental organization. Each department issues 
these modular documents under its own responsibility. There is 
a system in place that informs all departments/authors about 
changes in regulations or in-house agreements. Usually, a final 
coordination and harmonization of these documents is required 
before submission. The benefit of this approach is that the re
sponsibility for the individual documents for regulatory pur
poses remains with the author. Every type of dossier can be 
easily generated simultaneously from the modules without hav
ing to write country-specific documents. But there is also a draw
back: The number of required modules is quite large (300-600). 
Considerable capacity is required for the maintenance and the 
follow-up of internal agreements, templates, and so on. It may 
also be difficult for individuals to relate to the complete submis
sion. 

The Fractal Approach. In the automobile industry, there is a trend 
away from individual steps performed at the assembly line 
toward the organization of workers in larger groups that manu
facture complete subsystems in a more or less complex array of 
working steps, typically not more than 100, generated in team
work to create the finished product. Because these fractals still 



The Philosophy Behind the Policies 93 

show a clear relationship to the finished product. the responsible 
team can better relate its work to the finished product. This 
approach seems to combine the benefits of the assembly line 
(e.g., standardization and parallel work) with the benefits of 
craftsmanship (e.g .. high motivation and quality work). The frac
tal approach might be the solution on how to generate documents 
for regulatory purposes and submissions most effectively. In 
practice, this would mean that the individual teams would as
sume the responsibility of creating specific sections of the 
dossier-one team each for the CMC. preclinical, and clinical 
sections. 

Summary. Based on the above considerations. Regulatory Affairs 
must ensure that procedures are in place that allow adequate in
put from Regulatory Affairs on content and format of documents 
for regulatory purposes. Early input is more effective than after
the-fact criticism. The example of other industries (e.g .. automo
bile or aircraft) show that the most successful way is to agree on 
specifications with suppliers and abstain from repeating con
trols. 

The ideal situation is to not only inform the disciplines on 
regulatory requirements but also provide an evaluation. This is 
where Regulatory Affairs can be of major benefit to the organiza
tion. Also. Regulatory Affairs should not follow in the steps of 
some CROs who ask for 90-100 percent fulfillment of require
ments in order to ensure their own success rate. Regulatory Af
fairs should also consider the company's need to save time and 
costs. A certain risk of questions from Regulatory Bodies or even 
rejection of the application in a country may be acceptable if 
stated clearly to all concerned parties (e.g .. the project team and 
upper management). 

Notes 
l. The modular concept began to take shape in the 1980s. Selected ar

ticles on the modular approach include the following: 

Cartwright, A.C. and Zahn, M. 1995. The Format and Content of a 
Global Chemical Pharmaceutical Documentation-A Proposal. 
Drug Information Journal 29: 1225-1236. 

Dumitriu, H. 1995. The Industry View of International Standard
ization of Regulatory Dossiers. Drug Information Journal 29: 
1125-1132. 
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Gurien, H. 1991. A Module System for the Preparation of Interna
tional Dossiers, Manufacturing, and Controls (New Chemical Enti
ties). Drug Information Journal25:285-287. 

Jackson, O.K., Piasecki, S. and Adornato, F.A 1989. Regulatory 
Perspective on Worldwide Marketing Authorization Applications. 
Drug Information Journal 23:81-86. 

Margerison, R. 1989. Recommendations for a Truly International 
Registration Dossier. Drug Iriformation Journal23:417-420. 

O'Brien, M. 1989. U.S. and EEC Requirements for Documenting the 
Stability of the Active Constituent. Drug Information Journal 
23:411-416. 

Ostmann, M. 1996. Standardization of Report Formats for Chem
istry Pharmacy Documents. Drug Iriformation Journal 30:201-
206. 

McKenna, K. 1989. An Overview and Comparison of the U.S. and 
EEC Chemical and Pharmaceutical Requirements for the Market
ing Authorization/New Drug Application. Drug Iriformation Jour
nal23:371-377. 

McKenna, K. 1989. Working Group 2: The Final Dosage Form-A 
Model International Registration Dossier. Drug Iriformation Jour
nal 23:529-538. 

Ramsay, AG. 1989. Working Group 1: The Active Constituent-A 
Model International Registration Dossier. Drug Iriformation Jour
nal23:515-528. 

Schuermans, V., Raoult, A, Moens, M., Heykants. J., Reyntjens, A, 
Saelens, R., and van Cauteren, H. 1987. International Drug Regis
tration Efforts. J. Clin. Pharmacol. 27:253-259. 

POLICY 11. 
THE POLICY ON DOSSIER 

Why Is This Policy Needed? 

Do you want to lose a lot of time and capacity reinventing the 
wheel every time a dossier is required? Or do you want to make 
use of experience gained and prepare guidelines that will quicken 
the process and give you the time for real project-specific fine
tuning? 
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Dossiers/Submissions 

Definitions 

Because there is big intercompany and intracompany varia
bility concerning the use of terms like dossier, submission, 
standard dossier, and global dossier, definitions will be given 
first. 

• Document for regulatory purposes: Any document that is 
intended for regulatory purposes (e.g., application for 
clinical trial authorization or application for marketing 
authorization). 

• Dossier: A compilation of documents relevant for a spe
cific regulatory purpose (e.g.. application for clinical 
trial authorization or application for marketing autho
rization) in a specified country(ies) for a developmental 
or marketed medicinal product in a structured form 
(i.e .. submission-like). If applicable, it is a subset of the 
global dossier. The dossier is the basis for the submis
sion(s). 

• Global Dossier: A compilation of all documents required 
for international regulatory purpose(s) for a develop
mental or already marketed medicinal product. It is 
maintained continuously throughout the life cycle of the 
medicinal product and serves as a repository for the gen
eration of dossiers and submissions. 

• Submission: A country-specific compilation of docu
ments for a specific regulatory purpose (e.g .. application 
for clinical trial authorization or application for mar
keting authorization) for a developmental or marketed 
medicinal product in a structured form according to na
tional regulatory requirements. It is based on the dos
sier, or, if applicable, the global dossier. It may contain 
additional national documents (e.g .. national leaflets or 
application forms). 

Goal 

One of the major functions of Regulatory Affairs is to apply for 
and to obtain regulatory approvals (e.g.. clinical trial author-
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ization, marketing authorization, and renewal of marketing 
authorization). Hence the importance of dossier I submission 
generation. Regulatory Affairs has the primary responsibility for 
the resulting product, namely, the dossier and/or the submis
sion. The ultimate goal is to receive qualified approval quickly by 
meeting the necessary requirements only. 

Quality Before Time Before Costs! 

Quality will be achieved by meeting the necessary requirements 
through the submission of data sufficient to meet regulatory re
quirements and to provide assurance on quality, efficacy, and 
safety of the medicinal product. Time to market is of the essence. 
Therefore, time will be cut as much as possible during the sub
mission and review phase. It may even be necessary to submit 
additional data just to speed up the procedure even if it is dis
putable whether they are really needed. Costs are a factor when 
defining the necessary requirements. However, quality and time 
must have precedence. 

Quality for a dossier/submission is quality in terms of con
tent, format, and timely finalization. Quality in terms of content 
must be created by early and continuous input from Regulatory 
Affairs during the development process via the generation of in
ternal company standards for documents for regulatory purposes 
and adequate procedures. The actual contents of a global dossier I 
dossier/submission should be handled by standards and adapted 
to specific medicinal products/regulatory requirements. If re
quired, the same applies for quality in terms of format. 

Responsibilities and workflow for the generation of docu
ments for regulatory purposes, dossiers, global dossiers, and 
submissions should be clear in advance. Use procedures that are 
set up as local Standard Operating Procedures (SOPs). 

For locally operating companies, there will be no need to cre
ate a global dossier. Also, the dossier and submission generation 
will usually be combined. For internationally operating compa
nies, there may be two opposing interests in the company: 

1. To save time in development and later in maintenance by 
creating, if possible, one single (global) dossier or, if this 
is not possible, regional dossiers (e.g., a single dossier for 
the EU). 
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2. To customize submissions to the local requirements in 
order to save time for local approval. 

These two opposing interests are often mirrored by the existence 
of a corporate and a local regulatory affairs function. Corporate 
Regulatory Affairs will be more knowledgeable about the medici
nal product and international regulatory requirements and har
monization efforts. while local Regulatory Affairs will be more 
knowledgeable about specific local requirements. Therefore, it is 
advisable to have corporate Regulatory Affairs accompany the de
velopment process and generate the dossier and to let local Regu
latory Affairs generate the specific submission. In this way, it 
should be possible to reach the best possible compromise. 

As the quality requirements for contents are discussed in 
other policies. the technical and formal aspects of dossier and 
submission generation will be focussed on here. As the require
ments are similar for dossier and global dossier, only the term 
dossierwill be used. 

Today, as much as 30 percent of the capacity of the Regula
tory Affairs departments is required for the generation of dossiers 
and/or submissions. The reason for this capacity is, besides a 
possible lack of standardization, the paper-based approach, 
which involves a lot of manual work. The use of electronic tools 
will hopefully improve this situation. 

Dossier generation may involve the following steps: 

• Generation of a table of contents (TOC) 

• Generation of cover pages for individual parts 

• Compilation of copies of documents for regulatory pur-
poses according to the TOC 

• Pagination* 

• Other imprints (e.g .. "confidential". date)* 

• Cross-referencing from the TOC and the summary part 
to the documentation* 

• Copying from dossier Master File 

• Insertion into binders 

*May also be done as part of the submission generation 
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• Insertion of separation pages 

• Labeling of binders 

Submission generation may involve the following steps: 

• Generation of the TOC 

• Generation of documents for specific regulatory pur
poses (e.g., application forms, national labeling, proof 
of payment, list of samples) and inclusion in the sub
mission 

• Pagination** 

• Other imprints (e.g .. "confidential", date)** 

• Cross-referencing from the TOC and the summary part 
to the documentation** 

• Copying from submission Master File 

• Insertion into binders 

• Labeling of binders 

• Insertion of separation pages 

• Production of a cover letter 

• Addition of any other material (e.g., samples) 

Technical Aspects of Quality 

Bear in mind that the Regulatory Bodies will expect generally 
used terminology and format in the TOC. Any other format will 
make the dossier check-in procedure and location of information 
during the review more difficult for the Regulatory Body, thereby 
losing valua!Me time for clarification. Also, whenever a header or 
section is not applicable to the specific medicinal product, this 
should be so stated rather than the header I section being deleted 
from the TOC. It is also advisable to adopt the numbering system 
of the Regulatory Bodies as far as possible. 

There is no specific requirement for the cover page, but it is 
useful to use such cover pages for the whole dossier and the main 
parts, without overdoing it. Cover pages should state the title and 
number of the section. Some companies also add the name of 

**May also be done as part of the dossier generation 
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applicant, the date of application, the name(s) of medicinal prod
uct, the dosage form, and the strength. When cover pages are 
kept as neutral as possible, they can be printed in advance, 
which greatly facilitates the process and helps to reduce costs. 
Also, there may be problems encountered with details (e.g., appli
cants or trade names might be different from country to coun
try). Some companies combine cover pages with separation 
pages. 

The compilation of copies of documents for regulatory pur
poses is the most time-consuming step when using a paper
based method. The copying process from originals may lead to 
deficiencies (e.g., missing pages or bad copying quality). This is 
where electronic tools are a major improvement. Using an optical 
archive enables the printing of documents in similar quality as 
the original and directly in the order of the TOC. 

The pagination of a paper file can be done by special ma
chinery or directly by specially equipped photocopiers. Ideally, 
pagination should be done electronically during the compilation 
process, including other imprints, such as the date. It may be 
worthwhile to consider paginating each part or even each volume 
separately instead of the whole dossier to allow parallel work in 
order to save time. 

When using a paper-based method. cross-referencing can be 
done only after the documentation has been finalized and pagi
nated. When using electronic compilation tools, hyperlinks make 
it possible to do a lot of work in advance or in parallel, thus cut
ting the time to submission. 

Again, the copying process by itself can lead to deficiencies 
in the resulting copies of the Master File. At least one copy should 
be checked in its entirety; in other copies, spot checks should be 
made. 

Good advance planning/organization of material, workflow, 
and rooms is essential for binder preparation (insertion, separa
tion, and labeling). Considering that a marketing authorization 
application for a New Chemical Entity (NCE) consists of 300-
600 volumes per copy, electronic tools make it possible to process 
the printout as it is printed. 

Last-minute changes should be avoided as much as possible, 
especially because of the major impact on the TOC, the pagina
tion. the cross-referencing, and the resulting loss of time. Here, 
too, electronic compilation tools can be helpful. When using 
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electronic tools, the finalization of the dossier 1 submission can 
be started immediately after the last document has been received 
at Regulatory Affairs. The time to submit depends mostly on the 
speed of the printer. 

Presently, time estimates for dossier generation range from 
one to six months and one month or less for the generation of the 
submission. By using electronic tools and adequately standard
ized procedures, it should be possible to submit documentation 
within one month after the receipt of the last document at Regu
latory Affairs. 

POLICY 12. 
THE POLICY ON EDUCATION/TRAINING 

Why Is This Policy Needed? 

Usually, it is no problem to obtain education/training, especially 
specialized training, for newcomers. However, consider life-sav
ing measures. You probably had training at some time during 
your life. But would you really be prepared to effectively reani
mate someone? 

How much do you think you will use a Quality Manual that 
just sits there on a shelf? Probably never-it is just another glossy 
binder. How much do you think you will use a Quality Manual 
that is developed by you and all others concerned? In the begin
ning you will use it, but what about six months from now? 

Let us be realistic: Working within a quality system requires 
continuous training, and you will need to monitor the trainings 
-both frequency and outcomes. 

People Are Our Most Important Resource 

Appropriate quality in terms of regulatory affairs work is deter
mined by the quality of the work of PEOPLE. It may be possible 
to achieve the goals with insufficient equipment if you have the 
right people. Recruitment, education, and training are of the ut
most importance for the success of the Regulatory Affairs de
partment. Some general guidelines are given in the sections 
below. 
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Recruitment 

Great care should be employed in generating job descriptions and 
respective requirements profiles and in the maintenance of these 
documents. The requirements profile for the Regulatory Affairs 
manager is as follows: 

• Degree in life sciences (preferably pharmacy or medical), 
Dr./Ph.D. level 

• At least three years of experience in Regulatory Affairs 

• Excellent communication skills 

• Team player 

• Languages: English, national language (if applicable), 
other languages as required 

When a position is to be filled, do you aim for the best or do you 
let your competitor grab key personnel? You might consider using 
personal contacts, head hunters, or newspaper ads, even the In
ternet, depending on the kind of position involved. Wording 
should be based on the respective job description/requirements 
profile and should be carefully chosen in order to attract only the 
applicable subset. Otherwise, you will receive many inappropri
ate job applications. 

The next step is to assess the applications and determine 
who is the best candidate. Usually, this is done through an as
sessment center and/or an interview. In any case, there should 
be at least two independent interviews of the candidate (more if 
possible) in order to have a complete evaluation of a prospective 
candidate. Try to obtain as much information as possible on the 
candidate. Sources of information might be references from for
mer positions. However, these can never replace the interview 
and your personal evaluation. When evaluating many candi
dates, you might develop a questionnaire for the sake of confor
mity and later comparison. Use open-ended questions in order to 
obtain a maximum of information. Questions you should ask in 
the interview include the following: 

• Which assignments in your former position did you like 
best? 

• What do you know about our company? 
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• Why do you wish to work for us specifically? 

• Which aspect of your work do you consider fun? 

• What is your professional goal in the next two years? 

• What do you consider as your personal assets? 

• Which role do you allocate to your family? 

• How do you see the future of our area of business? 

• Which aspect of the job offered by us attracts you most? 

• What do you expect from us? 

You should give the applicant a clear idea of the job and the re
quirements profile. Be honest about the negative aspects of the 
position. 

Education 

The previous education of a Regulatory Affairs professional will 
vastly determine his or her further education and/ or training 
needs. Preferably, the Regulatory Affairs manager's background 
should be a degree in life sciences at the Ph.D. level or an equiva
lent. Experience has shown that the broad education of pharma
cists provides an easy entree to Regulatory Affairs, as they have a 
good working knowledge of chemistry and pharmaceutical devel
opment, pharmacokinetics and pharmacodynamics, medical and 
medicinal information, and, to some extent, regulations. A med
ical background would also be acceptable because medical knowl
edge is most difficult to acquire. Biologists and chemists would be 
acceptable provided they acquire medical knowledge. Many good 
Regulatory Affairs professionals have varied backgrounds and 
have succeeded in establishing a career for themselves. However, 
the trend of the future is away from learning by doing and toward 
a professionalization through university courses and degrees in 
Regulatory Affairs. At the end of this policy, various organiza
tions and schools that provide these courses are listed. 

Training 

Training can be viewed as consisting of six learning objectives: 
Knowledge, comprehension, application, analysis, synthesis, 
and evaluation. Employee training programs and continuous 
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learning are a necessity today because the half-life of informa
tion is generally one to two years! This is especially true in the 
fast-moving field of regulatory affairs. The expression "trying to 
hit a moving target" still applies. The Regulatory Affairs profes
sional must strive to maintain a high degree of knowledge and 
skills in specialist know-how concerning Regulatory Bodies. pro
cedures. and regulations. as well as in the areas of quality man
agement and electronic data processing. 

Training should be planned in advance with employee input 
and should be closely monitored. It should be viewed as an ongo
ing process for which the individual employee, the department 
head, and the personnel department bear responsibility. Train
ing should be documented and feedback should be given. 

Long-Term Career 

The company I department heads should have clear concepts and 
ideas of how they perceive the long-term career opportunities of 
employees and should regularly discuss them with the employees 
(at least once per year). In the beginning of regulatory affairs, it 
was the rule that people stayed in the same position until the end 
of their working life (unless they became head of Regulatory Af
fairs). This is not acceptable today as the only solutions for em
ployees would be to give up hope of career advancement or else 
leave the company. Both would result in a loss in motivation and 
know-how for the company. In the long-term it would lead to a 
negative selection during recruitment, while the best go to work 
for the competitors. Leadership today involves identifying and 
helping potentials. Regulatory affairs is THE department in a 
pharmaceutical company. offering unique insight into the whole 
development process and working together with all of the involved 
departments. Depending on personal assets. the next step might 
be a specialist career (e.g.. leading a local Regulatory Affairs 
group or a documentation/technical writing department) or a po
sition in project management in order to begin a general man
agement career. 

Training/Education Goals 

Knowledge and Motivation. Quality work depends not only on know
how but also on the motivation of employees. Therefore, both 
should be considered when planning education/training 
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measures. It should also be kept in mind that knowledge and mo
tivation do not originate from single trainings but are the result 
of the work situation in Regulatory Affairs. Department head(s) 
are responsible for creating an appropriate working climate and 
serve as an example. 

Corporate Identity. Employees must be knowledgeable about the 
company and its Regulatory Affairs department in order to 
perform high quality work. Education and training must, there
fore, include information on organization, substance(s) and/ or 
medicinal product(s). mission(s), short-term and long-term 
goal(s), competitor(s), the political environment, and develop
ment(s) relevant to the industry. 

Social Skills. The Regulatory Affairs manager typically works on 
teams (e.g., project teams, Regulatory Affairs teams, and indus
try association working parties). making things happen by mu
tual agreement in a nice working atmosphere rather than by 
exercising authority. Contacts with Regulatory Bodies require 
diplomacy for the establishment of rapport. Therefore, regular 
education and training will be required with regard to commu
nication, cooperation, and leadership. Conflict management, ne
gotiation skills, rhetorics, and presentation techniques may also 
be considered. 

Quality. In order to maintain a quality system, it is mandatory 
that regular trainings on all policies, standards, and SOPs are 
planned and monitored. Documentation of these trainings and 
feedback must be part of the system. Keep in mind that it is by 
maintaining/improving the quality system that the organization 
is learning. Learning is a manageable process, just like manu
facturing or marketing. 

Specialized Education/Training. Specialized education/training mea
sures and/or certification programs are offered by Regulatory Af
fairs professional societies and several industry or for-profit 
organizations. Addresses for information on education/training 
programs (not a complete list) are as follows: 
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British Institute of Regulatory Affairs (BIRA) 
7 Heron Quays 
Marsh Wall 
London E 14 9XN 
Tel: +44 171 538 9502 
Fax: +44 171 515 7836 

Drug Information Association (DIA) 
321 Norristown Rd., Suite 225 
Ambler, PA 19002-2755 
Tel: +1 215 628 2288 
Fax: +1 215 641 1229 

or 

Postfach 
4012 Basel, Switzerland 
Tel: + 41 61 382 9019 
Fax:+ 41 61 382 9050 

European Society of Regulatory Affairs (ESRA) (see BIRA) 

Central European Society of Regulatory Affairs 
(MEGRA-Mitteleuropaische Gesellschaft 
fUr regulatorische Angelegenheiten e.V.) 

Megra Seminars 
P.O. Box 190325 
D-60090 Frankfurt/M, Germany 
Tel: +49 69 9738 2024 
Fax: +49 69 9738 2033 

Institute of Applied Technology, Ltd. 
Division of Interpharm International, Ltd. 
P.O. Box 2115 
L-1 021 Luxembourg 
Luxembourg 

Institute for International Research (IIR) 
708 Third Avenue 
4th floor 
New York, NY 10017 
Tel: +1 212 661 8740 
Fax: +1 212 661 6677 
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International Business Communications (IBC) 
UK Conferences 
Gilmoora House 
57-61 Mortimer Street 
London WIN BJX 
Tel: +44 171 637 4383 
Fax: +44 171 631 3214 

Management Forum 
48 Woodbridge Road 
Guildford, Surrey GU 1 4RJ 
Tel: +44 1483 570099 
Fax: +44 1483 36424 

Regulatory Affairs Professionals Society (RAPS) 
12300 1\vinbrook Parkway 
Suite 350 
Rockville, MD 20852-1606 
Tel: 1 301 770 2920 
Fax: 1 301 770 2924 

or 

15, Boulevard St. Michel 
B-1 040 Brussels, Belgium 
Tel: +32 2 743 15 41 
Fax: +32 2 743 15 50 

Rostrum Personal Development 
Mildmay House 
St. Edwards Court 
London Road 
Romford, Essex RM7 9QD 
Tel: +44 1708 776016 
Fax: +44 1708 734876 

The Center for Professional Advancement 
P.O. Box 1052 
144 Tices Lane 
East Brunswick, NJ 08816-1052 
Tel: + 1 908 238 1600 
Fax: +1 908 238 9113 
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University Courses 
Temple University. Pennsylvania, U.S.: Masters of Science 
in Drug Regulatory Affairs (requires 10 courses and the 
submission of a thesis) 

Long Island University, New York, U.S.: Masters of Science 
in Pharmaceutics (with an emphasis on regulatory affairs 
and quality assurance; requires 10 courses and the sub
mission of a thesis) 

POLICY 13. 
THE POLICY ON ELECTRONIC SUBMISSION 

Why Is This Policy Needed? 
Do you realize that an electronic submission could delay your ap
plication for marketing authorization by as much as half a year? 
On the other hand, it just might put your application into the top 
priority group. 

Some Thoughts on CAN DA and 
Other Electronic Applications 
Definitions and Scope 

CANDA seems to have become a household word with manage
ment. However, when asked to submit a CANDA for one of your 
company's medicinal products. your first question should be: 
What exactly is meant by CANDA? 

CAMA (1). CANDA (2}, CAPLA (3), and CARS (4) have been 
used to signify electronic submissions for regulatory purposes. 
However, it should be clarified on a case-by-case basis what ac
tually will be the electronic part of the submission. This can 
range from a few text files of some parts to the completely elec
tronic submission of the dossier, including databases using 
imaging technology and hyperlinks. 

Text Files. Submissions that contain some parts of the dossier on 
a diskette in word processing format or in ASCII format are often 
considered to be electronic submissions. Therefore, any statistics 
on CANDA submissions should be looked at with great caution. 
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The parts frequently required (e.g., in European countries) in 
a word processing format are as follows: 

• The application form(s) 

• The summary of product characteristics (SMPC) 

• The proposed labeling (i.e., texts for the patient leaflet, 
professional information, wording on the packaging) 

• The summary part(s) of the dossier (i.e., the expert re
ports and the actual summaries) 

Most frequently, the Regulatory Bodies will ask for submis
sion in Microsoft Word®; the Food and Drug Administration 
(FDA) used to prefer WordPerfect®, less often, ASCII is required. 
The Regulatory Bodies should be contacted in advance to inquire 
about their preferred word processing format. 

The reason for this requirement is that part of the informa
tion is required for processing the application within the Regu
latory Body, thus, it can be directly transferred to the databases 
without any retyping, thus speeding up the process within the 
Regulatory Body. In addition, during the assessment of the sub
mission, the Regulatory Bodies produce their own documents 
(e.g., SMPC and assessment report) based on the texts submitted 
by the applicant. Making the texts available in a word processing 
format speeds up the process as only the required modifications 
need to be carried out instead of reinputting the whole texts. 

Making the text available in an electronic format should pre
sent no problem to the company; in most cases, the texts will 
have already been generated with word processing systems. How
ever, it must be kept in mind that most of these systems are not 
validated and might lead to unintended modifications of the 
texts. Therefore, the paper copy of the original should always be 
submitted as the primary reference for regulatory purposes in 
case of doubt or legal issues. Also, beware of using word process
ing systems as the sole archival tools for documents for regula
tory purposes! 

Adding Images and Cross-References. Imaging technology is now be
ing used for electronic submissions (e.g., the DAMOS [5] stan
dard). In addition to the submission in paper format, the whole 
dossier is made available as images on an optical disc. Cross
references from the TOC to individual documents and from the 
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summary part to the documentation help the reviewer to access 
the required information quickly. Obviously, it must be ensured 
that the reviewer is in possession of the appropriate hardware 
and/or software in order to be able to access the information con
tained in the electronic submission. At a minimum, the software 
should be supplied by the applicant. The FDA also accepts spe
cializing training together with loan of hardware and/or soft
ware by the applicant. 

The electronic image may be the primary reference in case of 
doubt or legal issues only if the procedure by which the images 
are derived is validated. However, it should be specified for each 
submission whether the paper copy or the electronic images are 
to be the primary reference. 

The reason for using imaging technology stems from archival 
considerations. Over time, dossiers have become bigger and big
ger. Today's marketing authorization application for an NCE 
comprises about 500 volumes, which must be submitted in mul
tiple copies to each Regulatory Body. Management, review, and 
archiving of such a dossier presents problems for companies and 
Regulatory Bodies alike if done in paper; the electronic dossier, 
however, can be easily archived on a few optical discs. 

In order to navigate through the dossier, hyperlinks/cross
references will be important as well as the options to access in
dividual pages by page number. Because cross-referencing must 
be done manually, it is the most time-consuming step in the 
preparation of this type of electronic submission. However, it 
must be conceded that some of the cross-referencing needs to be 
done on paper as well (e.g., for EU applications). If the dossier is 
a printout of the electronic submission, there is not much addi
tional work. If, on the contrary, a paper submission is used to 
produce the electronic submission, the referencing is double 
work. Some other problems may be encountered, for example, the 
identity of page numbers with that of the electronic submission. 

Though the benefit to Regulatory Bodies is obvious, elec
tronic submissions are also welcomed by the dossier check-in 
function and the administrative staff. For reviewers. the image 
technology probably does not provide any significant advantages. 
Reading and reviewing on screen-even a big one-is no fun. 
Some may enjoy additional gimmicks, such as optical character 
recognition (OCR) or the ability to produce electronic annota
tions, but it is the author's feeling that most reviewers browse 
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through the electronic submission to obtain an overview and 
then start their essential work by accessing the paper documen
tation. 

Adding Databases. For a long time, the FDA has been requesting 
SAS® files, and any application containing these data is auto
matically considered a CANDA by the FDA. The reason for this re
quest is that FDA reviewers use a bottom-up approach and insist 
on doing their own evaluation of the data. The EU, on the con
trary, favours a top-down approach: Reviewers are obliged to 
start with the expert reports and the summaries/tabulated 
study report and access the documentation only in cases of 
doubt. The submission of case record forms or databases is thus 
not required in the EU. A check of the validity of the sponsor's 
evaluation is considered to be sufficient. However, companies ne
gotiating electronic submissions within the EU frequently en
counter individual reviewers who wish to receive databases for 
the sake of performing their own queries. 

Great care must be taken to ensure that all pertinent data, 
but only that, is made available in an appropriate format. 
Ensuring this and checking the database by doing some queries 
of your own may take some time, unless your company uses such 
software on a regular basis. 

Requirements 

Regulatory Bodies. Guidance on electronic submissions is available 
from a number of Regulatory Bodies (e.g., in Germany and in the 
United States). In the United States, CANDAs are mandatory to
day for New Drug Applications (NDAs). However, it is advisable to 
contact the Regulatory Body early when considering an elec
tronic submission in order to know the actual requirements of its 
reviewers. 

Experiments, Projects. The aspect of adverse drug reaction (ADR) re
porting is predominant for Regulatory Bodies when considering 
electronic tools. A number of electronic ADR reporting initiatives 
exist, such as ADROIT (6), AEGIS (7), Euroscape (8). ICH Working 
Group E2b (9). INTDIS (10), CIOMS (11). MEDORA (12), and AERS 
(13). Active submissions/communication initiatives include the 
following: CANDA/CAPLA, DAMOS, DDM (14). and ECPHIN (15). 
Other electronic submission-related initiatives are MANSEV 
(16), MERS (17). SEDAMM (18). and SMART (19). 
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Standardization. So far, no electronic standard has been agreed on. 
(Even though DAMOS seems to be close to becoming the Euro
pean standard, acceptance in the United States is slow.) As this 
has been identified as an issue for the International Conference 
on Harmonisation (ICH), hopefully there soon will be a standard 
agreed on, because standardization is a must for the use of elec
tronic submissions or in lieu of paper applications. 

Who Is the Customer? 

The above considerations have been presented in order to update 
you on history and the present status. However, instead of asking 
what is exactly meant by CANDA, which in most cases will reveal 
only pitiful ignorance on all aspects of a CANDA, you should ask: 
Why should we do a CANDA? Who is it good for? This question is 
not silly, considering the many ways in which companies have 
been using CANDAs, namely to produce submissions, to compile 
the dossier, to track documents, to manage processes, or to 
maintain documentation throughout the life cycle of the medici
nal product. 

The customer need not only be the Regulatory Body. Compa
nies using electronic tools might benefit even if they never make 
an electronic submission to a Regulatory Body. Though the deci
sion to use electronic submission is triggered by the submission 
aspect, this author believes that the biggest benefits are to 
be gained in-house by streamlining and reengineering the 
documentation process, which decreases the time to submission 
and increases the quality of the submission with regard to for
mat and content. 

Submission-Oriented Electronic Submissions. Electronic submissions 
used to be submission oriented, and many companies still tend 
to perceive them as something that is created because the regu
lators want it-just another requirement to be followed. Thus, 
companies create a paper submission first and then add the elec
tronic part, whatever that may be. In the case of text files, this 
does not consume much time. However, for dossiers of hundreds 
of volumes that must be scanned and then hyperlinks and/or 
cross-references added and the whole thing quality controlled, 
between one and six months will be added to your time to submit. 
What Regulatory Affairs basically needs to do in order to obtain 
a high quality submission is to mimic the review process at the 
Regulatory Body. This will help you identify mistakes, missing 
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items, and inconsistencies. As a rule of thumb, the electronic 
submission provides greater transparency. The benefits to the 
Regulatory Body lie in the areas of handling, dossier check-in 
control, archiving, and browsing; the issuance of documents, 
such as the assessment report and the SMPC; if databases are 
submitted, also query. Review time will not be shortened mark
edly (unless the submission is of higher quality because of the 
company's internal electronic review). 

Dossier-Oriented Electronic Submissions. Some companies are begin
ning to use their electronic tools earlier, namely by scanning in
dividual documents for regulatory purposes as soon as they 
become available in the final version and organizing the images 
to produce the submission. In this way, some parts may be final
ized early and the time to submit will be shortened considerably 
because referencing and quality checks can be done sooner. Ide
ally, submission should be possible immediately after the last 
document is received at Regulatory Affairs. The paper dossier will 
simply be a printout of what has been generated electronically. 

Project Management-Oriented Electronic Submissions. From a project 
management point of view, the finalization of a document for reg
ulatory purposes is the last step of a work package (e.g., for 
single-dose toxicity, this is the issuance of the study report). Ex
tending the electronic tool to provide for the tracking of 
documents and work packages also makes it useful not only to 
Regulatory Affairs but also to Project Management and the re
spective scientific disciplines. 

Process-Oriented Electronic Submissions. From here it is but a step to 
demanding an electronic system that manages the whole project 
documentation process, including the finalization of study 
reports, document flow, and the compilation of complete submis
sions. This virtual dossier allows all participants in the medici
nal product development process to relate their work to the 
completion of the final submission. This is highly motivating. De
velopment time can be shortened considerably as loops or possi
ble problems are identified at an early point in time. The system 
provides a different look at your processes, as some things are 
made possible by EDP that were not possible before (e.g., simul
taneous review). Therefore, new and simpler ways of doing things 
will be found. 
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Maintenance-Oriented Electronic Submissions. The most refined applica
tion would also handle all updates for all medicinal products dur
ing their entire life cycle. Obviously, this would prolong all of the 
benefits mentioned previously even further and would make life 
easier for the company concerning variations. renewals, and so on. 

Functiona I ity 

It should now be apparent that every company may need different 
functionalities with regard to electronic tools. This section fo
cusses on archiving, compilation, tracking, and review. Docu
ment management, of course, is an issue by itself, but this will 
not be discussed here as there are plenty of publications avail
able on this subject. 

Archiving. Imaging technology has been developed explicitly for 
archiving purposes. If the process is validated, there seem to be 
no objections to the use of an optical archive. However, as no ex
perience is available as to long-term storage, it is suggested to 
keep the paper originals until this issue is resolved. Migration to 
more advanced systems will eventually become necessary as 
technology evolves (as it did from film to video, cassette to com
pact disc) but should be feasible. Today, in addition to optical 
archives (images). truly electronic archives (text, databases) are 
being established. 

Both types of electronic archiving offer easy access to docu
ments, depending at least partly on the quality of the biblio
graphical information and the indexing. The latter means 
additional initial work. However, bear in mind that the mainte
nance of a large paper archive makes some kind of indexing 
obligatory as well. 

When electronically archiving not only submissions after 
the fact, but single documents for regulatory purposes as soon as 
they become available, the electronic archive becomes a valuable 
repository from which-providing the required compilation tools 
are available-dossiers can be easily generated. 

Compilation. Once the images are available-either from an opti
cal archive or scanned in for a specific submission-a tool that 
compiles the dossier on screen and amends the dossier, if neces
sary, becomes very valuable. Remember about 30 percent of the 
capacity of the Regulatory Affairs department is consumed by 
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dossier compilation when using the paper format. Amendments 
to a paper dossier are capacity- and time-consuming, more so if 
changes in pagination and cross-references are involved. Keeping 
the dossier virtual until it is ready for submission makes life so 
much easier for the Regulatory Affairs professional. Under these 
conditions, the time to submission is only limited by the printer's 
capacity once the last document has been received by Regulatory 
Affairs. 

Tracking. Tracking documents in-house, in dossiers, or after sub
mission is one of the most time-consuming tasks of the Regulatory 
Affairs professional. It is vital that modifications are appropri
ately distributed. After marketing authorizations have been 
issued, the registration status becomes more and more complex 
and electronic tools become a must. So why not use them at an 
earlier stage of medicinal product development? 

Review. The completely electronic submission with its images and 
cross-references, and. if applicable, databases, is much more 
transparent than a big paper dossier. It presents a unique oppor
tunity to cross-check the documentation. You can simulate the 
review of the Regulatory Body to some extent: by simply following 
through the cross-references, you can identity inconsistencies 
and missing information. Most CANDA surveys have revealed 
this function to be a major benefit to companies and, in conse
quence, to the Regulatory Bodies. 

Who Should Be the Supplier of the Electronic Submission? 

Determining the supplier of a company's electronic submission is 
a key decision. On the one hand, this may require specialized 
knowledge of EDP; if carried out additionally to the generation of 
the paper submission, it costs additional time and capacity. On 
the other hand, generating the electronic submission provides an 
unique experience and the opportunity to have a fresh look on 
processes and on the documentation. Furthermore, frequent in
teraction with the Regulatory Body before submission and dur
ing review may become necessary, which offers the opportunity 
to contact on a different level and footing than normally achiev
able. 
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Regulatory Affairs. Electronic submissions should preferably be 
generated in-house, possibly with support from the Information 
Technology department or the vendor of the system, in order to 
gain and maintain maximum knowledge and experience in
house. Also, Regulatory Affairs can benefit most from frequent 
contact with reviewers. 

Abstain from doing the electronic submission in-house only 
in the following cases: If you are under time pressure or it is your 
first electronic submission. In these cases leave it to a CRO spe
cializing in this type of submission, but try to learn from them 
as much as possible in order to be better prepared next time. 

The In-House Information Technology Specialists. In-house information 
and technology specialists may be deployed if you have a 
submission-oriented approach (i.e., a finished paper dossier is 
converted to electronic submission). However, the beneficial con
tact between Regulatory Affairs and reviewers during the gener
ation and review of the electronic submission may be lost when 
selecting this approach. 

Contract Research Organization. If it is your first electronic submis
sion or if you are under time pressure, this author strongly rec
ommends that you leave generation of the electronic submission 
to a CRO specializing in this type of submission. However, this 
should not become your standard procedure, considering how 
much experience the CRO is gaining over the years, while you are 
paying for it. 

The EDP Solution 

When all previously covered aspects have been given thorough 
consideration, it is time to look for an appropriate EDP tool. 
There are three options: Buy, buy and adapt, or develop your own 
tools. 

Buy. Buying is the best solution. It should always be chosen pro
vided there is a product that offers at least 60 percent of your re
quired functionalities. It is the cheapest solution because you 
have no development to do; you also benefit from the experience 
of others (development, feedback of other users) by receiving 
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updates, you can use it at once, training will be available and 
there will be a hot line. There are good solutions available con
cerning document management, archiving, and retrieval/review. 
The news is not all good however. The compilation and tracking 
systems available today are not quite what we would like them to 
be. Yet this author doubts whether developing your own solution 
in this area makes much sense because these tools should be up 
to expectations soon. 

Buy and Adapt. When working on the big solution (i.e., integrating 
the different tools), most companies up to now follow the buy and 
adapt route. Small-scale development or adaptation is done with 
the vendor(s) to tailor the system to the company's needs. How
ever, it should be realized that even the smallest project of this 
kind will take a lot of time and capacity from Regulatory Affairs, 
initially for defining the specifications and later on for testing 
and implementing. Do not kid yourself into believing .that the 
resulting system will be more user-friendly than any solution 
that can be purchased on the market: You are lucky if 60 percent 
of your requirements are fulfilled satisfactorily. Always remember 
that Regulatory Affairs personnel, though highly skilled in their 
job, are not software geniuses trained in programming. You can
not compete with the people working on commercial information 
systems, including the large number of frustrated users of the 
first version! 

Develop Your Own System. Developing your own tools is a big deci
sion that must not be taken lightly. This author is unsure about 
recommending it even for very large companies trying to handle 
their processes as a whole by a single electronic system. The rea
son is that EDP solutions are very short-lived. They tend to be 
outdated in six months to one year. Thus, you plan a system now; 
need at least two years to realize it; and what you get at enormous 
costs in terms of money, capacity, and time is an outdated sys
tem. When it finally becomes productive, you can probably buy 
superior solutions at every corner. The only reason to attempt 
this would be that your company is the only one who requires 
something just like it (which makes one wonder whether it is re
ally needed at all) and that nothing like it is in the foreseeable 
future. Of course, information technology specialists love it, be
cause it will keep them occupied for the rest of their lives. 
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Assessment of Risks and Benefits 

The evaluation of risks and benefits must be done by each com
pany and also on a submission-by-submission basis. Generally 
speaking, this author recommends that you try to gain at least 
some experience with electronic submissions. However, do not 
engage yourself in the development of information technology 
systems. Concerning electronic submissions, make sure that 
there is added value to the company (i.e., that reviewers really are 
interested in receiving an electronic submission and that it will 
be reviewed at least as quickly as paper submissions). 

Notes 
l. Computer-Assisted Marketing Authorization: an universal term 

used for any type of electronic submission; see also CANDA. 

2. Computer-Assisted New Drug Application: the most frequently 
used, universal term for the electronic submission for marketing 
authorization, originating in the United States. 

3. Computer-Assisted Product License Application. 

4. Computer-Assisted Regulatory Submission: a synonym for CAMA 
or CANDA. 

5. Drug Application Methodology with Optical Storage (German 
BfArM, UK Medicines Control Agency [MCA), and selected pharma
ceutical companies). 

6. Adverse Drug Reaction On-line Information Tracking System 
(MCA). 

7. ADROIT Electronically Generated Information Service (MCA and 
selected pharmaceutical companies). 

8. Regulatory Bodies of Spain, France, and the United Kingdom. 

9. Regulatory Bodies of the EU, Japan, the United States, and indus
try associations. 

10. International database accessible via SWEDIS (WHO; maintained 
by PharmaSoft AB, Sweden). 

11. Council for the International Organization of Medicinal Science. 

12. Medical Dictionary for Drug Regulatory Affairs (MCA, CIOMS, 
FDA, ICH Working Group M1). 

13. Adverse Reaction System (FDA). 

14. Drug Dossier Manager (Sweden). 
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15. Electronic communication of pharmaceutical information (now 
EudraMat) (EMEA). 

16. Market Authorization by Network Submission and Evaluation (EU). 

17. Multiagency Electronic Regulatory Submission Project (headed by 
Canada). 

18. Soumission Electronique des Dossiers d'Autorisation de Mise sur le 
Marche (France). 

19. Submission Management and Review Tracking (United States). 

Selected Reading 
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POLICY 14. 
THE POLICY ON ENVIRONMENTAL PROTECTION 

Why Is This Policy Needed1 

How sensitive are you about the environment? The younger gen
eration has been brought up to care about environmental protec
tion, and certainly your company has some statement on 
environmental protection in one of its glossy brochures. Envi
ronmental protection just might save you a lot of money. 

Environmental Protection 

Some people may be disappointed to find that this section does 
not deal with regulatory requirements but with the contribution 
of Regulatory Affairs departments to the conservation of the en
vironment. Indeed, environmental issues must be addressed 
within Regulatory Affairs today. There have already been in
stances where Regulatory Bodies have renounced on receipt of 
additional copies or even certain parts of the dossier (e.g., litera
ture). The German Regulatory Body has started to fight against 
the flood of plastic wallets for documents. 
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Common sense should rule the utilization of energy. Waste 
production should be avoided wherever possible in favor of waste 
separation and recycling. If the company does not already have a 
policy or general guidance on environmental protection, Regula
tory Affairs should ask for the creation and implementation of 
such a policy. Especially in bigger departments, an environmen
tal working party should be created with the following responsi
bilities: 

• Conceptual work 

Concept/plan for waste disposal 

Plan and implement measures for improvement in 
waste reduction and recycling (e.g., use of long-lived 
products) 

Measures to avoid noise (e.g., use of low-noise equip
ment) 

Development of evaluation criteria for ecologic pur
chase 

Input and advice concerning plans or measures 
with possible environmental impact (investments, 
renovation) 

• Everyday work 

Monitoring of waste disposal 

Carrying out inspection and analysis of weak spots 

Implementation and monitoring of legal require
ments (e.g., workplace safety) 

Organisation and carrying out of education/train
ing for Regulatory Affairs employees 

Continuous advice to Regulatory Affairs employees 
with regard to environmental protection 

Close cooperation with the company's environmen
tal health officer 

Motivation is very important; therefore, introductory courses 
should be held to acquaint newcomers with the concepts and 
principles of environmental protection. Continuous training will 
be required to maintain motivation. In larger departments, a 
responsible coordinator and contact partner for environmental 
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protection should be appointed. Try to involve as many Regula
tory Affairs employees as possible in the planning of environ
mental protection measures. Individuals who have been part of 
the planning and implementation of an environmental protec
tion measure will be more likely to adhere to it and make sure 
others also adhere to it. Involve practical persons to ensure that 
measures are realistic. Apart from the environmental working 
party suggested above, you might also consider competitions for 
the best idea to improve environmental protection and videos for 
information and training. 

Common sense should rule the utilization of energy. Waste 
production should be avoided whenever possible in favor of waste 
separation on recycling. 

General Guidelines and Ideas on 
Environmental Protection (1) 

Purchase. When considering a revision of your ordering system, 
preference should be given to environmentally conscious manu
facturers using the following criteria: 

• Less packaging (no unnecessary packaging) 

• Packaging made of recyclable material (no mixed plastic 
materials) 

• No Polystyrene®, Styrofoam® 

• No polyvinylchloride (PVC) 

• Ecologic product design (e.g .. small volume/weight, en-
vironmentally friendly materials) 

• No promotional gifts 

• Exclusive use of recycling paper 

• Environmental protection part of company strategy 

Workplace. Materials used should be free of noxious substances 
and effects as much as possible. Consider also humane work
place design (e.g., protection from stress through absence of nat
urallight, harmful artificial light, noise, and unergonomic seats). 
Today there exists a whole range of manufacturers specializing 
in environmentally friendly alternative products. Before 
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ordering, obtain information on composition (and, if applicable, 
also manufacture)! 

Paper. The work of regulatory affairs consumes enormous 
amounts of paper. About 80 percent of the waste of a Regulatory 
Affairs department consists of paper. Did you know that for one 
ton of paper two trees have to be cut and 120,000 litres of water 
are needed? For one ton of recycled paper, no trees are cut and 
only about one tenth of the water is needed. Environmentally 
friendly measures include the following: 

• Use recycled paper, in photocopiers and for forms. The 
ecologic advantage of recycled paper is the protection of 
resources and a reduction in waste disposal. saving ap
proximately 90 percent of water consumption and 
wastewater pollution and 80 percent of the energy de
mand. 

• Restrict use of white (bleached without use of chlorine!) 
paper. 

• Use envelopes. folders. and files made from recycled 
paper. 

The following are responsible uses of paper: 

• For in-house communication, use phone and E-mail 
rather than fax or letter. 

• For notes and letters. use both sides of a sheet of paper. 

• Use the reverse side of sheets for notes. 

• Reduce copying, especially by copying on both sides or 
scaling down. 

• For mailing, use smallest possible envelope (also saves 
postage). 

• Use postcards if possible. 

• Do not accept expensive brochures (ask for recycled 
paper). 

• Do not accept unwanted flyers or advertising. 

Writing Materials. Give preference to pencil whenever possible. If 
crayons are used, give preference to products manufactured 



122 Good Drug Regulatory Practices 

using food colorants. Felt-tip pens containing solvents are a 
problem; typically, the casing is made of plastic and they do not 
rot. Ballpoint pens are not recommended if the casing is made of 
plastic. In case you must use them, they should be of the refill
able type. 

Give preference to pencils or crayons as text markers rather 
than highlighting markers. Use water-based products (without 
organic solvents) for correction fluid. 

Cleaning and Eating. The choice and use of cleaning agents is influ
enced by the following: 

• Reduce number of cleaning agents. 

• Give preference to low-waste products. 

• Consider central refill stations for cleaning agents (col
lection and use of residues in containers). 

How can waste be reduced in the kitchen? Instead of drinks 
in cans or nonreturnable bottles, prefer reusable bottles made of 
glass. Avoid using disposable kitchen utensils (also includes 
plastic plates). 

Responsible Use of Water. 
• Use water-saving fittings. 

• Reservoir for flush should not exceed six litres. 

• Control faucets regularly. 

• Dishwashers should be filled completely; use water
saving types. 

• Consider using rainwater for toilet flush. 

Responsible Use of Energy. 
• Room temperature should not be higher than 20°C. 

• Reduce central heating (and air conditioning) during 
the night and on weekends. 

• Hot water heating should not be above 45°C. 

• Draw blinds overnight (up to 10 percent reduction in en
ergy costs). 
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• Use daylight (avoid thick curtains). 

• Use energy-saving bulbs. 

• Consider using solar energy. 

• Consider company bicycles for short distances. 

• Consider carpooling to work. 

Waste Disposal. In principle. waste is not dangerous and presents 
no special problems in disposal. The exceptions are batteries and 
expired samples of medicinal products in which special arrange
ments apply (i.e .. disposal through the company itself or through 
a pharmacy). The quantity of expired samples should be reduced 
by regular inventorying and by adapted ordering. 

Waste mainly consists of 

• Household waste (e.g.. newspapers, magazines, paper, 
plastic materials, and glass) 

• Packaging materials and cardboard 

• Kitchen waste and scraps 

Provided that recycling is ensured, collection via separate 
containers should be available for the following: 

• Paper/cardboard: Newspapers. magazines, books. writ
ing paper, brochures. forms. wrapping paper, outer car
tons (Paper must be dry and clean, without large labels 
or foil.) 

• Plastic materials (e.g., packaging material like chips 
and foils) 

• Green. brown, and white glass (in separate containers 
for each type) 

• Aluminum 

• Polystyrene®. Styrofoam® 

• Kitchen scraps (fruit, vegetables, coffee. tea) (These can 
be either fed to agricultural animals or composted.) 
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A Special Focus on Regulatory Affairs 

A dossier will contain over 100,000 pages, not counting the num
ber of copies required for parallel review by different departments 
at the Regulatory Bodies. Hopefully, electronic submissions and 
electronic review tools can help to overcome this situation in the 
future; in the meantime, the adequate use of paper should be a 
must for all Regulatory Affairs employees. When planning 
dossiers/submissions, one should always check whether the extra 
cover sheet, separation carton, or plastic wallet is really required 
for the quality of the dossier/submission. This is the responsibil
ity of Regulatory Affairs because there have been cases in which 
Regulatory Bodies for administrative reasons and/or environ
mental considerations have renounced on receipt of additional 
copies or even certain parts of the dossier (e.g., literature). The 
German Regulatory Body, for example, fought against the flood of 
plastic wallets for documents. One should not hesitate to argue 
this point with the Regulatory Bodies. Many companies already 
successfully combine the cover sheet and separation pages by im
printing the cover sheet information on a different -colored stock 
that can be inserted/imprinted by the photocopier. This saves 
also space and freightweight. In the EU, it is perfectly sufficient to 
use cover sheets/ separation pages only for the major parts of the 
dossier instead of each subsection/binder I document. 

Note 
1. The general measures suggested in this chapter are based on 

Daschner, F. 1994. Umweltschutz in Klinik und Praxis. Berlin: 
Springer-Verlag. 

POLICY 15. 
THE POLICY ON GLOBAL DOSSIER 

Why Is This Policy Needed? 

Can you produce the complete, presently valid documentation for 
all of your company's medicinal products on the spot, let us say, 
for an inspection by a Regulatory Body? Or, if Marketing decides 
to register a medicinal product in a new market, is the documen
tation ready? Or, what if a Regulatory Body decides to call up a 
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whole range of products for immediate renewal (as has happened 
in the Near East)? Are you sure that you have a good overview of 
all product changes, including labeling, in order to keep the 
documentation harmonized during the entire life cycle of the 
medicinal product? If any of these questions have started you 
wondering, read on! 

The Global Dossier-Can It Be Done? (1) 

Definitions 

Because there is big intercompany and intracompany variability 
concerning the use of terms like submission, standard dossier, 
and global dossier, definitions will be given first. 

• Document for regulatory purposes: Any document that is 
intended for regulatory purposes (e.g., application for 
clinical trial authorization or application for marketing 
authorization). 

• Dossier: A compilation of documents relevant for a spe
cific regulatory purpose (e.g., application for clinical 
trial authorization or application for marketing autho
rization) in specified country(ies) for a developmental or 
marketed medicinal product in a structured form (i.e., 
submission-like). If applicable, it is a subset of the global 
dossier. The dossier is the basis for the submission(s). 

• Global Dossier: A compilation of all documents required 
for international regulatory purpose(s) for a develop
mental or already marketed medicinal product. It is 
maintained continuously throughout the life cycle of the 
medicinal product and serves as a repository for the gen
eration of dossiers and submissions. 

• Submission: A country-specific compilation of docu
ments for a specific regulatory purpose (e.g., application 
for clinical trial authorization or application for mar
keting authorization) for a developmental or marketed 
medicinal product in a structured form according to na
tional regulatory requirements. It is based on the dos
sier, or, if applicable, the global dossier. It may contain 
additional national documents (e.g., national leaflets or 
application forms). 
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Good Regulatory Practice 

Here we will concentrate on one single aspect of GRP, namely the 
necessity and feasibility of a global dossier, which has been dis
cussed since at least the 1980s (2). What is the regulatory envi
ronment as we approach the end of the century? 

Harmonization efforts have certainly accomplished a lot, but 
many areas still need to be harmonized. The regulatory environ
ment outside the EU, Japan, and the United States is evolving 
quickly and not in a harmonized way, especially in Eastern Eu
rope and the Far East. The concepts of joint review and mutual 
recognition in the EU have been shown to work in some cases, 
but they are more often the exception rather than the rule. The 
industry in general is confronted with a growing flood of regula
tions: thus, there are calls for deregulation (3). Medical and reg
ulatory terminology is undefined and sometimes misleading: 
hence, there are initiatives for standardization (4). 

Therefore, there is a definite need for a global dossier in 
order to cut costs, time, and capacity involved on the side of 
industry and of the Regulatory Bodies. On the other hand, the 
regulatory environment is not altogether favourable to such a 
task. 

What factors must be taken into account for a global dossier? 

• Costs (time, capacity) reduction for the industry and the 
Regulatory Bodies 

• Harmonization efforts ongoing 

• Regulatory environment outside the EU, Japan, and the 
United States evolving unharmonized 

• Joint review /mutual recognition not fully implemented 

• Deregulation requirements 

• Terminology unharmonized 

Therefore, the generation of a global dossier should be attempted 
only under the following conditions: The company's aim should 
be at least the EU and the U.S. markets (special requirements in 
Japan must be considered separately): otherwise, the format for 
the target market should be applied directly. Both international 
and national regulatory know-how are a prerequisite. The com
pany must arrive at a company position on how to interpret and 
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implement regulatory requirements, also comprising the actual 
state of the art. Last. but not least, a documentation manage
ment system should be in place that enables the modularization 
and standardization of documents regarding their format and 
content in order to facilitate the output in submission formats as 
required. A quality system to ensure quality (and standardiza
tion) of work results, in this case, dossiers and submissions, and 
procedures within Regulatory Affairs is advisable. 

The process of developing a global dossier is in itself benefi
cial. The internal discussion process, which will have to be initi
ated as a consequence of the decision to produce a global dossier, 
will result in an increased awareness of the pertinent regulatory 
requirements. This increased awareness will eventually be re
flected in procedures, job descriptions, and the organizational 
structure of the company. Other benefits may be a reduction in 
the time to market and a greater degree of harmonization con
cerning claims in the target countries, which facilitates later 
maintenance. 

The term global dossier might signify any of the following ap
proaches: The global dossier might be completely virtual (i.e., 
evolving during medicinal product development) and existing 
only as the total sum of documents for regulatory purposes 
required to fulfill the needs of the EU and the United States, with 
no need for a specific structure except clear identification of doc
ument content and position in the EU or the U.S. dossier. The vir
tual approach is facilitated by electronic document management 
and archiving systems with quick output in the required format 
(e.g., paper, compact disc [CD)), magneto-optical platter [MOl or 
Computer-Assisted New Drug Application [CANDA]). 

The term global dossier may also signify a dossier compiled 
at the end of medicinal product development in a structured for
mat. Based on the output format, the company may choose to 
produce the specific submission directly or else to supply its sub
sidiaries with a dossier and leave the fine-tuning to them. In the 
latter case, the format might be (a) company-specific, (b) EU-like 
with additions/omissions for the U.S. submission, or (c) U.S.
like with additions/omissions for the EU submission. 

This discussion in fact shows that unless global harmoniza
tion of requirements is achieved, there is no absolutely true solu
tion to this problem, but it is the only best solution for a specific 
organization! 
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The question of a company specific structure versus an EU 
or U.S. structure may be elaborated on a bit further. Obviously, 
the EU and U.S. submission structures are easily available (5), 
whereas the company specific dossier structure must be gener
ated specifically. This process, as well as maintenance, involves 
certain costs in terms of discussion, consent, and updates. Direct 
implementation of the EU or U.S. structures and terminology 
may result in a greater degree of regulator orientation. On the 
other hand, there will be problems associated with this approach, 
like resistance ("not invented here"), cultural differences, and 
company politics, whereas the company solution might be re
garded as a fair compromise and, therefore, easier to accept in
house. However, it may be associated with the danger of a lower 
success rate with the regulators. Apart from the different struc
ture of the dossier, there are some differences between the EU and 
United States that should be kept in mind (see Table 1). 

With a different dossier structure, the TOC and the sum
mary part of the dossier will have to be written specifically for 
the EU or the United States, and the respective pertinent appli
cation forms need to be completed. 

Table 1. Comparison of EU and U.S. Structures and the 
Global Dossier 

Structure of Structure of an EU Structure of a 
Global Dossier Submission U.S. Submission 

Application Forms EU specific U.S. specific 

Table of Contents (TOC) EU specific U.S. specific 

Summary Part (may be submitted) required 

Expert Reports (evaluation part) required (may be submitted) 

Written Summaries (may be submitted) required 

Marketing History N/A required 

Labeling Text with Annotations N/A required 

GMP/GLP Statements part of expert report(s) separate statements 

Statistical Section/Summary integrated separate section 

Case Report Forms on request only required 

Environmental Assessment toxicological part CMC part 

Method Validation Package integrated separate package 
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Some real differences still have not been harmonized because 
they are based on the approach of the different reviewers. In the 
EU, the reviewer relies on the evaluation by the company's 
expert(s) and uses a top-down approach via the expert reports and 
the tabulated summaries (written summaries if available) when 
accessing the documentation. The United States, on the contrary, 
though requiring summaries, relies primarily on the FDA re
viewers' evaluation of the data. However, an acceptable solution to 
this difference is to use the U.S. summaries in the EU dossier in 
place of written summaries and to include the evaluation of the 
expert in the U.S. dossier. The marketing history and the anno
tated labeling text are not required by the EU, as labeling claims 
are to be justified in the expert report. Including this information 
in the EU dossier, however, does no harm. Concerning GMP/GLP 
statements, the statistical section, the methods validation pack
age and, if applicable, the microbiology section, the difference 
lies not so much in the required data but in the presentation as a 
separate package or explicit single statement(s) in the United 
States versus integrated presentation in the EU, or in a different 
position in the dossier, as in the case of the environmental as
sessment. Case report forms are definitely considered to be a part 
of the application basis, but only by the United States. Again, this 
is a result of the different approach to the review. 

Notes 
1. Based on Dumitriu, H. 1996. Good Regulatory Practice. Regula

tory Affairs Journal7 (10):827-831. 

2. Selected articles including the following: 

Cartwright, A.C. and Zahn, M. 1995. The Format and Content of a 
Global Chemical Pharmaceutical Documentation-A Proposal. 
Drug Iriformation Journal29: 1225--1236. 

Dumitriu, H. 1995. The Industry View of International Standard
ization of Regulatory Dossiers. Drug Iriformation Journal29: 1125--
1132. 

Gurien, H. 1991. A Module System for the Preparation of Interna
tional Dossiers, Manufacturing, and Controls (New Chemical Enti
ties). Drug Information Journal25:285--287. 

Jackson, D.K., Piasecki, S., and Adornato, F.A. 1989. Regulatory 
Perspective on Worldwide Marketing Authorization Applications. 
Drug Information Journal 23:81-86. 
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Margerison, R. 1989. Recommendations for a Truly International 
Registration Dossier. Drug Information Journal23:417-420. 

McKenna, K. 1989. An Overview and Comparison of the U.S. and 
EEC Chemical and Pharmaceutical Requirements for the Market
ing Authorization/New Drug Application. Drug Information Jour
nal23:371-377. 

McKenna, K. 1989. Working Group 2: The Final Dosage Form-A 
Model International Registration Dossier. Drug Information Jour
nal23:529-538. 

O'Brien, M. 1989. U.S. and EEC Requirements for Documenting the 
Stability of the Active Constituent. Drug Information Journal 
23:411-416. 

Ostmann, M. 1996. Standardization of Report Formats for Chem
istry Pharmacy Documents. Drug InjormationJournal30:201-206. 

Ramsay, A.G. 1989. Working Group 1: The Active Constituent-A 
Model International Registration Dossier. Drug Information Jour
nal23:515-528. 

Schuermans, V., Raoult, A, Moens, M., Heykants, J ., Reyntjens, A., 
Saelens, R., and van Cauteren, H. 1987. International Drug Regis
tration Efforts. J. Clin. Pharmacal. 27:253-259. 

3. e.g., by the Center of Medicines Research. 

4. Medical Dictionary for Drug Regulatory Affairs (MEDORA) initia
tive to standardize terminology used in drug research. 

5. Notice to Applicants and Code of Federal Regulation. 

POLICY 16. 
THE POLICY ON IMPORT /EXPORT 

Why Is This Policy Needed? 
Ever had a study delayed because the study medication could not 
be imported? Ever had a shortage of product on a major market 
due to export problems from the country of manufacture? It is 
necessary to attend to these regulatory details carefully. 

Import/Export 

National import/export regulations (1) must be adhered to. 
It should be clarified who is responsible for dealing with im
port and export licenses. In most internationally operating 
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companies, this task will be assigned to the respective national 
Regulatory Affairs department. 

Note 
1. See IFPMA. 1994. Compendium on Regulation of Pharmaceuticals 

for Human Use. Geneva: International Federation of Pharmaceuti
cal Manufacturers Association. 

POLICY 17. 
THE POLICY ON INFORMATION MANAGEMENT 

Why Is This Policy Needed? 

Just imagine the damage that could be done to your company 
due to a leakage of proprietary or confidential information 
about your company to your competitors. What if the dissemina
tion of false information affects your company's share price? 
On the contrary, what will happen if reports on, for example, 
adverse events are not passed on to the responsible person im
mediately? 

There are also the apparently simple things that may hap
pen: Projects are delayed by weeks simply because somebody is 
on a business trip and nobody else feels entitled (or qualified) to 
check that person's mail for crucial items. Even if a substitute 
has been appointed, what is this person to do if nobody is able to 
grant him or her access to the travelling person's E-mail? Do you 
think that anybody will acknowledge such an error-prone proce
dure, if such a gap in the flow of information will cause legal or 
business problems? 

Information Management 

Definition 

The term iriformation in this context means any knowledge on the 
company's substances or medicinal products that might be rele
vant for partners within Regulatory Affairs or other contact part
ners as defined by legal and/or business obligations. This covers 
information received directly by phone, E-mail, fax. letter, or 
other route. 
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The Importance of Information 

We live in an information society. The half-life of all scientific 
knowledge is about five years. Consider that the information ex
changed (and the way it is communicated) is what really matters. 
There is no reality, no truth, except what we say or write about it. 
Therefore, the basic law for success is to communicate as clearly 
and honestly as possible. 

Some may wish to challenge this statement as the moral cli
mate becomes colder. However, consider what would happen in a 
world where everybody was lying to everybody else. Clearly, this 
would be the end of successful relationships, including business 
relationships. In the long run, the saying holds true: "You can 
fool all of the people for some of the time and some of the people 
for all of the time, but never all of the people all of the time". 
Eventually, there will be severe consequences for your image and 
your relationships. 

Another basic law for success is to inform the relevant peo
ple adequately. Now this may seem to be a rather weak statement, 
especially as the terms relevant and adequately obviously need 
to be defined. However, consider that misinformation, typically 
upper or middle management failing to inform the lower hierar
chy, is often at the root of severe mismanagement that endangers 
the success and survival of companies. 

It is often difficult for management to define the borderline 
between the need-to-know and the nice-to-know. A solution to 
this problem is not by distributing information but by providing 
people access to it if they want to (barring of course legal and/or 
business obligations, secrecy agreements, or very sensitive infor
mation). Information must be made accessible but also must be 
accessed. In this respect, Intranet applications or electronic tools 
offering discussion groups might be helpful. 

Depending on the type of information, a multitude of legal 
and/or business obligations may apply. Meet these legal and/or 
business obligations. A careful assessment of such obligations is 
needed, and procedures should be in place that ensure adequate 
information handling. One of the most critical aspects in this 
context is to protect individual rights and personal data. During 
the medicinal product development process, lots of personal data 
are being handled, for example, data on the age, gender, and ill
nesses of patients; therefore, the proper handling of such data is 
a must. 
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General Guidelines on Information Management 

The management of information by Regulatory Affairs concern
ing the company's substances and medicinal products must 

• Ensure compliance with legal and/or business obliga
tions by the adequate transfer of information to the ap
propriate contact partners. 

• Avoid delays in information, misrepresentation, or lack 
of information. 

• Assure correct interaction with other procedures/ 
departments involved within Regulatory Affairs and its 
contact partners worldwide. 

Therefore, the following should be adhered to: 

• Information on the company's substances or medicinal 
products should be distributed only on a need-to-know 
basis. 

• With regard to the management of information, the lev
els of detail and time frames specified by applicable laws 
and regulations and/ or business obligations must be 
appropriately met. 

• All information that may substantially impact the legal 
and/ or business obligations of the company must be 
communicated in an adequate fashion without undue 
delay. 

• All vital information must be identified and appropri
ately communicated. A lack of communication of infor
mation that could be of importance to the company must 
be avoided. 

• All information communicated by Regulatory Affairs 
should be true, plausible, or received from a reliable 
source; however, applicable laws and regulations on the 
management of information have precedence. If un
checked, incomplete, or dubious information must be 
passed on, this must be made clear to the recipient of 
such information. 

• The needs of internal and external customers in terms of 
level of detail and access time must be appropriately met. 
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• The general business rules concerning secrecy agree
ments, rules for noncompany personnel, and rules for 
correspondence and signatures must be appropriately 
met; for example, 

Corporate design and forms for correspondence 
must be adhered to, where applicable. 

External correspondence should be on standardized 
paper /format (e.g.. company name, logo) and with 
signatures as required by legal and/ or business oblig
ations. Authorizations to sign must be adhered to. 

Name, function, department, and address of each 
author must be clearly stated. 

Electronic mail (telex, fax, E-mail): The rules for ex
ternal correspondence apply unless the attached doc
uments are signed accordingly and the electronic 
mail serves only as a cover letter. Texts sent via com
puter must be signed in the original and stored by 
the sender. The document must state "signed". For 
external correspondence, an explanatory sentence 
must be added: 'This text has been created electron
ically and therefore bears no signature". 

Going through the mail: A Regulatory Affairs em
ployee should be appointed to open external and in
ternal mail, except documents marked as "private", 
"confidential", or "personnel matter". In these cases, 
the department head will make sure proper han
dling occurs during the absence of the recipient. 
Mail that does not bear a sufficiently clear address 
will be opened to identify the recipient by the con
tents of the document. 

According to legal and/or business obligations, em
ployees are bound to secrecy toward unauthorized 
persons concerning information received on the 
company. subsidiaries, customers, and substances/ 
medicinal products. They must not use such knowl
edge outside their function for Regulatory Affairs. 

Generally confidential documents should be 
marked "for internal use only" and treated accord
ingly. 
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Highly confidential documents should be marked 
"confidential" and treated accordingly (i.e.. stored 
with limited access. sent only in closed envelopes, 
mailed as registered letters marked "private"). The 
envelope must not be marked as "confidential". The 
copying/distribution of such documents should be 
by only the permission of the sender. 

The disclosure of confidential information should be 
made only for regulatory affairs purposes. In all 
other cases, the relevant departments (e.g., legal) 
should be contacted to obtain advice. 

The transportation of confidential business papers 
should be restricted to specifically authorized Reg
ulatory Affairs personnel. Authorizations should be 
as needed. 

The distribution of circular letters and minutes of 
regularly recurring meetings should be clearly de
fined, indicating the record type with a definition, 
initiator, and a distribution list. Distribution should 
be on a need-to-know basis. 

• Lectures and publications: Special release procedures 
should be in place for the release of publications. The 
following items should be checked: 

Are research results included? 

Could competitors significantly benefit from the 
publication? 

Is release by other concerned departments/ 
disciplines needed? 

• Information on suspected or proven risk associated with 
the company's substances or medicinal products (or in
formation on other substances or medicinal products 
that could also apply to the company's substances or 
medicinal products) should be passed on without undue 
delay to the appropriate department (e.g., Drug Safety). 
This applies regardless of whether the information refers 
to approved or unapproved use. 

• Insider knowledge: Discrete handling of information 
that could impact the share price is a must. Also 
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business and/or legal obligations must be appropriately 
met (e.g., in some countries, it must be assured that im
portant information that could impact the quotation of 
shares is communicated in an adequate and timely 
fashion). 

• Contact with the Regulatory Bodies (see policy 08) 

• Suggestions for improvement: Creativity is a key factor 
to success and crucial to the continuous process of qual
ity improvement. In order to capture as many ideas as 
possible, all Regulatory Affairs employees should be en
couraged to make suggestions for improvement. Areas 
for improvement might include profit, cost-effectiveness, 
ecology, medicinal product development, safety, organi
zation, and procedures or working conditions. Gener
ally, the company should establish procedures to 
evaluate and decide on the implementation of sugges
tions for improvement. For suggestions that are approved 
and implemented, there should be adequate rewards of
fered in relation to the degree of improvement/benefit to 
the company. 

What Information Is Required for Regulatory Affairs? 

• Regulatory Affairs employees should receive the infor
mation they require for their everyday work in an ade
quate level of detail and in a timely fashion. 

• There should be clear job titles or functions, with job de
scriptions, stating responsibilities, the level of author
ity, and the authority to sign. 

• Regulatory Affairs employees should be given the oppor
tunity to take courses and/or attend congresses for their 
continuing education on a need-to-know-basis (see also 
policy 12). 

• Subscriptions to newspapers and journals should be on 
a need-to-know basis. Multiple subscriptions to the 
same publication should be avoided in order to save 
costs. 

• When doing literature queries and requesting copies, ra
tional use should be made of external services; this also 
applies to the ordering of information on CD-ROM. 
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• Important visitors, such as those from Regulatory Bod
ies, to Regulatory Affairs should be announced in ad
vance with the agenda, in order to allow other interested 
persons to arrange for additional meetings. 

POLICY 18. 
THE POLICY ON INFORMATION TECHNOLOGY 

Why Is This Policy Needed? 
Ever had a data security problem? Would it be possible to identify 
the culprit or are passwords passed around freely in your orga
nization? Are your databases protected from viruses? What would 
happen if computer hackers or thieves gained access to your most 
vulnerable databases? How sure are you that nobody is tamper
ing with personal data (e.g., yours)? What are you doing to pro
tect your data (and possibly your job security)? 

Information Technology 

Regulatory Affairs work is increasingly dependent on and influ
enced by the use of EDP and/ or telecommunication. Most of 
these electronic tools are beneficial to work as they speed up 
communication and reduce paper handling. However, it must be 
ensured that general business obligations and the confidential
ity of data are still adhered to. Another concern is the protection 
of personal data. Procedures in Regulatory Affairs often reflect 
the paper-based process. It should be considered whether the use 
of information technology requires new procedures that allow for 
the parallel review of electronic documents and electronic, in
stead of paper, archiving. It must be kept in mind, however, that 
these electronic tools can be used efficiently only with regular 
training. 

POLICY 19. 
THE POLICY ON INSPECTION 

Why Is This Policy Needed? 
Is your company in a state of turmoil every time an inspection is 
announced? Is there a general feeling that you would rather not 
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be inspected? Then things are not as they should be in your com
pany! Remember, if an inspection identifies serious problems, the 
Regulatory Body may shut down the plant, recall your products, 
put you on the black list, and so on. 

Inspection 

When an inspection by a Regulatory Body takes place, few com
panies really welcome it. Typically, there will be a certain amount 
of tension, if not of hasty preparation. However, if the company 
has an adequate quality system in place and working, an inspec
tion should really not be that different from an audit or a self-in
spection-it is a chance for self-assessment and development. 

However, there are some simple guidelines that should be ad
hered to because a negative inspection report can result in severe 
damage to the company's image and necessitate the closing down 
of a site or discontinuing production. Like with all Regulatory 
Body contacts it is important to understand the needs of the 
representatives of the Regulatory Body-the inspector(s). The 
Regulatory Body basically requires assurance that the documen
tation submitted depicts the actual status, that there are no vari
ations to procedures or products that have not been previously 
notified/approved, and that certain standards are adhered to 
(e.g., Good Manufacturing Practice [GMP]). The individual in
spector will not just take your word for it; it must be ascertained 
by himself or herself. Typically, limited time will be available in 
which to carry out the inspection. Thus, good planning is im
portant. There have been cases where the inspector arrived only 
to find that the manufacture of this specific medicinal product 
had been discontinued because of renovation or cleaning. With 
good preparation, this should not happen. Also, the inspector will 
require your help in showing him or her what he or she wants to 
see. It is advisable to put together a team of company representa
tives to accompany the inspector, coordinated by Regulatory Af
fairs. Regulatory Affairs should write a contact report (see policy 
07) in addition to the inspection report in order to record the 
company's perception of the inspection. 

Some general considerations on quality inspections are as 
follows (1): 
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• There should be an inspection program/procedure 
within the Regulatory Body to ensure consistency in in
spections and the sharing of expertise. 

• If possible, a single, comprehensive inspection should 
cover all relevant medicinal products of the company. 

• Inspectors should be knowledgeable about and familiar 
with the subject. 

• Before the inspection, detailed background information 
(including product changes, compliance issues) for each 
company to be inspected should be obtained (e.g., from 
files and/ or databases) and documented in an inspec
tion protocol. 

• An inspection plan should be developed. 

• Early contact should be made with the company, identi
fying sites/products/procedures to be inspected. 

• Observations should be documented in written form im
mediately and made known to the company representa
tives, such as at the end of each day, to allow for the 
correction of misunderstandings (company representa
tives should also take notes). 

• A written inspection report should be prepared, contain
ing, if applicable, corrective measures already taken by 
the company, and they should be distributed appropri
ately. 

• Measures taken by the Regulatory Body based on in
spection reports must be consistent concerning the ex
tent of such measures. 

Note 
1. Sanborn. E. 1996. Biological Inspection Program Undergoing Nu

merous Changes. Regulatory Affairs Focus 1 (8): 12. 

Selected Reading 
Jensen. K.B. 1995. Good Manufacturing Practice Inspection in Europe. 

in Light of the New Central Agency and Current International 
Agreements. Drug Information Journal29: 1211-1216. 
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POLICY 20. 
THE POLICY ON LABELING 

Why Is This Policy Needed? 

How sure are you that the labeling of your medicinal products in 
all markets reflects your company's actual state of knowledge? 
Are you open to liability claims or pharmaceutical critics? Would 
you feel embarrassed if suddenly confronted with your company's 
patient leaflets used in developing countries? How certain are 
you that texts in foreign languages adequately inform patients? 

Labeling-Some Considerations 

The primary customer for labeling is the patient and/or the pro
fessional. The person responsible for placing the medicinal prod
uct on the market must ensure adequate information to the best 
actual state of knowledge. Information on the medicinal product 
is required for correct use and understanding the possible risks 
associated with it, but also, if applicable, with noncompliance or 
abuse. 

Not all countries require patient and/or professional infor
mation, but the number is increasing. Therefore, the Regulatory 
Affairs professional is confronted with the task of 

• Putting the actual knowledge concerning the product in 
a nutshell 

• Stating the same information twice: in scientific termi
nology for the professional and in normal, everyday lan
guage for the patient 

• Informing about possible risks without encouraging 
noncompliance 

Summarizing the Actual State of Knowledge 

Summarizing the actual state of knowledge should present no 
problem if the medicinal product has really been proven, through 
well-controlled studies, to be effective in the claimed indications. 
It may be difficult if the claims are too flowery. However, there are 
cases, such as antibiotics, when the simple listing of susceptible 
germs will elongate the text considerably. With the amount of 
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information required today. a very long text may present some 
technical difficulties, as it must fit in the package without un
duly increasing the size of the package. However, there are nat
urallimits by what will fit into a pharmacist's storage drawers. 
Using smaller print may be a solution, but there are limits set by 
regulations. Regulations also cover the information to be pre
sented. Items to be covered by labeling include the following: 

• Pharmaceutical and therapeutic category 

• Prescription status 

• Active ingredient(s) 

• Other excipients with pharmacodynamic or medicinal 
significance 

• Other excipients 

• Storage and stability 

• Storage and stability after opening the container 

• Information on handling, preparation of final dosage 
form, opening, and measurement of doses 

• Mode of action 

• Toxicological information 

• Pharmacodynamic properties 

• Pharmacokinetic properties 

• Interaction with other medicinal products and other 
forms of interaction (e.g .. caffeine, alcohol, nicotine, and 
food) 

• Indications 

• Posology and method of administration 

• Contraindications 

• Special warnings and precautions for use 

• Undesirable effects 

• Use in women with childbearing potential; use during 
pregnancy and lactation 

• Tolerance 
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• Dependence 

• Off-label use 

• Overdose 

• Interference with laboratory tests 

• Warnings 

Identical Information for the Patient and the Professional 

Usually, it is not the professional information that presents prob
lems. However, it really becomes difficult when you get to the pa
tient leaflet and try to explain the same things as in the 
professional information (e.g., the mode of action of calcium an
tagonists) while also trying to avoid scientific terminology. Stud
ies conducted on terminology indicate that the majority of 
patients do not fully understand the information presented in 
patient leaflets, so this remains a challenge. 

Information on Risks Without Encouraging Noncompliance 

Today, Regulatory Bodies require thorough information on con
traindications, side effects, and interactions. Rare and very rare 
effects and even suspected effects must be mentioned-nearly all 
medicinal products will have an impressive amount of this nega
tive information associated with them. Where the professional 
will be able to appreciate the subtle differences between rare and 
very rare side effects, the result may well be noncompliance from 
the patient. However, adequate information must have prece
dence because of possible liability issues. Harmonization within 
a group of medicinal products with the same active ingredient or 
belonging to the same group should be attempted. 

Additionally, for companies operating in more than one 
country, the Regulatory Affairs professional is responsible for the 
harmonization of the labeling. This means that, barring active 
resistance by the Regulatory Body, all national labeling for a 
medicinal product should contain the same essential statements. 
This is required not only by ethics, but is also necessary to guard 
against liability suits and criticism by pharmaceutical critics. 

Last, but not least, advertising/promotional material must 
comply with labeling (see policy 24). 
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Selected Reading 
Advertising and Promotion. 1995. Regulatory Affairs Journal6 (4):342. 

AMELIAs Available. 1995. Regulatory Affairs Journal6 (4):335. 

Amery. W.K. 1995. Van Winkel M: Patient Package Inserts for Prescrip-
tion Drugs in an International Pharmaceutical Company. Drug In
formation Journal29:51-60. 

Kendall, V. 1995. Medicines and Patient Information. EPLC PharmaLaw 
Report No. 15. 

Labeling of POMs. 1995. Regulatory Affairs Journal6 (3):277-280. 

Reijnders, P. 1995. Packaging and Labeling: Both Distributor and Mar
keting Authorisation Holder May Be Named. Regulatory Affairs 
Journal6 (7):591-592. 

POLICY 21. 
THE POLICY ON OUTSOURCING 

Why Is This Policy Needed? 

In case of a crisis. would you know to which CRO to turn? Are you 
sure that you have a good knowledge of the CROs available for reg
ulatory affairs work, the quality. cost-effectiveness. and reliabil
ity of their work? 

Outsourcing 

It is probable that at some point in time regulatory affairs work 
will have to be outsourced. Outsourcing in this context means in
sourcing, co-sourcing, or outsourcing of Regulatory Affairs work 
to external parties. Possible reasons might include, for example. 
a shortage in personnel, a lack of a specific expertise. or crises 
hindering Regulatory Affairs from providing the necessary func
tions as usual. The quality system should provide procedures in 
this case, otherwise there would be a danger of circumventing 
the quality system by temporary personnel or CROs. 

It is the responsibility of the outsourcing person or depart
ment to ensure this by adequately informing the consultant or 
CRO staff about the quality system. Consider providing special 
training. It is advisable to prepare a standard contract that binds 
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the consultant or CRO to all applicable business and legal 
obligations, as well as the standards set out in the quality sys
tem on behalf of the outsourcing person or department. 

When considering outsourcing, bear in mind that you pay 
others to broaden their experience at your expense. On the other 
hand, by using a CRO, you may benefit from the experience of 
others. In all cases, enough expertise must be developed and 
maintained in Regulatory Affairs to evaluate and monitor CRO 
performance. 

POLICY 22. 
THE POLICY ON PERIODIC SAFETY UPDATE REPORT 

Why Is This Policy Needed? 

Once a medicinal product is marketed, do you have available the 
document that is a prerequisite for renewal of the marketing au
thorization? 

Periodic Safety Update Reports 

Apart from regular reporting on adverse reactions, regular safety 
updates are requested by both the EU and the United States. 
From a regulatory affairs point of view, this is yet another docu
ment for regulatory purposes, for which content and format 
should be defined by in-house standards. Typically, the docu
ments will be generated under the joint responsibility of Drug 
Safety and Regulatory Affairs. For the sake of harmonization 
and in order to save time and effort, attempt to create one such 
document for each medicinal product (instead of one for each Reg
ulatory Body) and update it regularly. 

In all cases, Regulatory Affairs should closely monitor the 
possible impact of the information contained in the safety update 
on the labeling as part of the dossier, if applicable, the global 
dossier, the submissions, and already existing marketing autho
rizations. 
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POLICY 23. 
THE POLICY ON PROJECT ASSIGNMENTS 

Why Is This Policy Needed? 
Do you frequently receive phone calls from people looking for the 
responsible Regulatory Affairs manager for a specific medicinal 
product? Are responsibilities within Regulatory Affairs clear to 
all Regulatory Affairs employees and also to the scientific disci
plines, departments, affiliates, and licensees with whom Regula
tory Affairs works? Think of all the time and energy spent when 
a simple listing could work wonders in this respect. 

Responsibility 
Quality is also about responsibility; therefore, clear project as
signments are a must, as well as clear indications of alternates 
in case of illness or vacation. For major Regulatory Affairs func
tions, this may be transparent from the organizational struc
ture. A list of responsible Regulatory Affairs managers per 
developmental and/or marketed substance/medicinal product 
should be made available to each Regulatory Affairs employee, as 
well as to frequent contact partners, especially scientific disci
plines, departments, and affiliates. Think of all the time that can 
be saved if these people can easily identify the correct contact 
partner within Regulatory Affairs. Electronic tools may be help
ful to not only generate and maintain the list, but also to make 
queries for different types of information possible and to allow ac
cess by and/or distribution to interested parties. 

POLICY 24. 
THE POLICY ON PROMOTION/ 
ADVERTISING COMPLIANCE 

Why Is This Policy Needed? 
Can you swear that all promotion/ advertising for your company's 
medicinal products is in compliance with registered labeling and 
local legal requirements? If not, you are open to liability suits. It 
is not your responsibility? You had better make it your business 
or at least get involved to keep out of danger. 
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Promotion/ Advertising 

Compliance of promotional/advertising material with registered 
labeling is not always considered to be the responsibility of Reg
ulatory Affairs. However, bearing in mind that liability suits, 
especially for over-the-counter (OTC) products, might be based on 
promotional/advertising material, regardless of patient informa
tion supplied with the medicinal product, a company would be 
well advised to ensure that the promotional/ advertising material 
is harmonized and complies with registered labeling. 

Promotion/ advertising is restricted by regulations for nar
cotics and/or prescription only medicinal (POM) products in or
der to discourage the use of products that might lead to tolerance 
and/ or abuse or increase pressure on budgets for reimbursement. 
However, also with regard to OTC products. guidelines must be 
observed, whether issued by Regulatory Bodies or through self
control by industry associations. Generally speaking, promo
tional/advertising material must not be misleading and must not 
arouse fear of illness. Also, direct comparison to competitors is 
usually not allowed. Care should be taken that, together with the 
promotional/advertising material, the minimum required infor
mation on safety and risks is given. The quantity of print or-for 
commercials in radio/television-the time allocated to this state
ment should be adequate. 

Selected Reading 
Advertising and Promotion. 1995. Regulatory Affairs Journal6 (4):342. 

Kamp, J .F. 1995. An Advertising Agency Perspective of Food and Drug 
Administration Pharmaceutical Regulation. Drug Information 
Journal29: 1301-1306. 

POLICY 25. 
THE POLICY ON REGULATIONS AND GUIDELINES 

Why Is This Policy Needed? 
How can you expect to develop medicinal products successfully 
and to get clinical trial license and marketing authoriza
tion when you do not closely monitor the actual regulatory 
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environment? Do not just take anything the Regulatory Bodies 
throw at you lying down-get involved; they expect and invite dis
cussion. After all, you are the people who really are knowledge
able in the company's medicinal products. 

Regulations and Guidelines 

The pharmaceutical industry is heavily regulated: Placing medi
cinal products on the market and conducting clinical trials in 
humans without marketing authorization and clinical trial li
cense is prohibited by law. The flood of new drafts/final docu
ments issued by the Regulatory Bodies to specify the conditions 
for marketing and clinical trials and to provide guidance to ap
plicants is ever rising. 

The regulatory environment must be carefully screened for 
applicable national (or for the European Union (EU]) regulations. 
The guidelines of the World Health Organization (WHO) and In
ternational Conference on Harmonisation (ICH) apply. It is im
portant to realize that not only final documents with legal status 
(e.g., laws and regulations) must be adhered to; documents that 
still have to be transferred into national law (e.g., EU Directives 
and ICH guidelines) must also be adhered to. The same applies to 
guidance documents-Guidelines, recommendations, and Points 
to Consider documents-even if only drafts, as they define the 
actual state of the art: Regulatory Bodies will use them as a ba
sis for decision making. In a court of law (e.g., in liability suits), 
the fact of not considering such final or draft documents may 
considerably weaken your position. 

It is the job of Regulatory Affairs to monitor closely and eval
uate the regulatory environment. In order to make sure that you 
obtain all required information on a regular basis, it is suggested 
to combine external services as needed. Unfortunately, no single 
vendor covers all Guidelines and Regulations worldwide. Another 
reason to use parallel sources is that the quality or completeness 
of documents received may be an issue. Up to now, Guidelines 
from Regulatory Bodies are received in paper format. However, 
U.S. and EU documents may also be obtained in electronic for
mat via the Internet. 

For internationally operating, large organizations, it is ad
visable to maintain a repository of the relevant Guidelines in a 
database with bibliographical information and full texts. Full 
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electronic texts are a must, as experience shows that keywords 
are not sufficient for all queries. Also, the process of assigning 
adequate keywords to each document and the maintenance of the 
keywords list or thesaurus is very capacity intensive (more than 
one man/year). not to mention intra- and interperson variability 
in assigning keywords, which could impact the quality of query 
results. 

Regulations/Guidelines may be obtained from the following 
addresses (this is not a complete list; for national regulations, 
contact the national Regulatory Body or national industry asso
ciation): 

AAC Catalog of Regulatory Documents 
AAC Information Services Division 
7575 Wisconsin Avenue 
Suite 850 
Bethesda, MD 20814 
Tel: + 1 301 986 4440 
Fax: + 1 301 986 4448 

Celex/ Eurolex 
Amt fiir Amtliche Veroeffentlichungen der Europaeischen 
Gemeinschaften 
Dienststelle Vertrieb 
L-2985 Luxembourg 

Drug Information Association 
P.O. Box 3113 
Maple Glen, PA 19002 
Tel: +1 215 628 2288 
Fax: +1 215 641 1229 

EuroDirect Publications Office 
Room 1205 Market Towers (Information Centre) 
Medicines Control Agency 
1, Nine Elms Lane 
London SW8 5NQ 
Tel: +44 71 273 0343 
Fax: +44 71 273 0334 

European Federation of Pharmaceutical Industries' 
Associations (EFPIA) 

Avenue Louise 250 Boite 91 
1050 Brussels, Belgium 
Tel: +32 2 626 2555 
Fax: +32 2 626 2566 



The Philosophy Behind the Policies 149 

European Pharma Law Centre LTD (EPLC) 
18-20 Hill Rise 
Richmond, Surrey 1W 10 6 UA 
Tel: +44 81 948 3262 
Fax: +44 81 332 8992 

Information Medicales & Statistiques 
IDRAC Division 
Immeuble La Defense-Bergeres 
345 Avenue Georges Clemenceau 
TSA 30001-9282 
Nanterre CTC Cedex 9 
Tel: 1 41 35 10 00 
Fax: 1 41 35 13 44 

Interpharm Press 
1358 Busch Parkway 
Buffalo Grove, IL 60089 

Regulatory Affairs Professionals Society 
12300 Twinbrook Parkway Suite 630 
Rockville, MD 20852 
Tel: + 1 301 770 2929 
Fax: + 1 301 770 2949 

Rostrum Regulatory Guideline Service MCRC Group Ltd. 
1, Mildmay Road 
Romford, Essex RM7 7DA 
Tel: +44 708 735191 

Selected Reading 
Nightingale, S.L. 1995. Challenges in International Harmonization. 

Drug Information Journal29: 1-10. 

Versteegh, L.R. 1995. Bringing Information on Evolving FDA Standards 
to Bear on Ongoing Drug Development Programs. Drug Information 
Journal29: 1097-1104. 

Worden, D.E. 1995. The Drive Toward Regulatory Harmonization: What 
is Harmonization and How Will it Impact the Global Development 
of New Drugs. Drug Information Journal 29: 1663S-1679S. 
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POLICY 26. 
THE POLICY ON REGULATORY STRATEGY 

Why Is This Policy Needed? 
Are you sure you have understood your project team's targets? Is 
it to register as soon as possible, even if some claims have to be 
dropped, or is it the exact wording of the labeling? Is there a ma
jor market that has top priority, or is there a strategic need to ac
cess all markets at the same time? Are all countries absolutely 
necessary, even if it means waiting for some trials against yet 
another gold standard? Is the situation harmonized enough 
(product status and therapy) to allow an EU procedure, or should 
you go national? 

Regulatory Strategy 
Determining the regulatory strategy is one of the major functions 
of Regulatory Affairs. This function offers high visibility to the 
Regulatory Affairs professional in the organization. 

The ultimate goal is to receive qualified approval quickly by 
meeting only the necessary requirements. Regulatory Affairs 
should always consider the company's need to save time and 
costs. A certain risk may be acceptable if it is stated clearly to all 
concerned parties (e.g., project team and upper management). 

The quality of a regulatory strategy is defined by timely 
approvals of target claims in target countries. Therefore, it is nec
essary to clarify in advance with upper management and mar
keting, for example, what the major targets really are. 

Before generating a regulatory strategy, clarity must be 
reached regarding the following items: 

• Target SMPC 

• Target countries 

• Applicant(s) 

• License holder(s) 

• Trademark(s) 

• Dosage form(s) 

• Strength(s) 

• Primary packaging(s) 
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Ideally during medicinal product development, a target 
SMPC should be generated and maintained, and agreement 
should have been reached regarding the importance of core state
ments versus exact wording, and the priority of the indications. 
This will be an important basis in evaluating the chances and, if 
applicable, the different procedures for obtaining the desired ap
proval(s). 

By identifying the target countries, the territory in which 
the regulatory environment must be screened with regard to 
therapeutic culture, standard therapy, competitor products, re
quirements for national trials, or trials with special ethnic 
groups can be established. 

Applicant(s) should be clarified for administrative reasons. 
The conditions for the possible transfer of a marketing autho
rization should be assessed. The legal/regulatory obligations of 
the license holder should be carefully monitored so that licens
ing does not violate these obligations. 

The advance registration of a trademark(s) is desirable, as 
this may take considerable time. It must be ascertained whether 
the trademark is not too similar to another, already registered 
trademark. By inference, the trademark must not suggest a very 
high quality or make false claims. In the EU, a single trademark 
should be used. 

The dosage form(s}, strength(s}, and/or primary packaging(s) 
will determine which dossier(s)/submission(s) can be prepared 
jointly, and, for EU procedures, which submission(s) can be con
sidered as identical. Also, most Regulatory Bodies require infor
mation on marketing history and/ or submission status of the 
(identical) medicinal product. 

It is not possible to list all of the considerations that are part 
of the generation of a regulatory strategy. However, as an exam
ple, some questions are given below, which might be considered 
helpful for generating a regulatory strategy in the EU. If any of 
these questions must be answered negatively, no EU procedure 
should be attempted. 

• Are the indication(s) defined similarly in target Member 
States? 

• Are therapy standards (e.g., gold standards) either sim
ilar or has the product been tested against all of the gold 
standards in the target Member States? 

• Is product status the same (e.g., food, cosmetic or medi
cinal product) in the target Member States? 
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• Is the quality of the documentation either good or 
excellent? 

• Is access to at least two Member State markets intended? 

• Is the product not a homeopathic? 

When deciding whether to use the decentralized or the cen
tralized procedure, remember that biotechnology products MUST 
undergo the centralized procedure. In the case of innovative prod
ucts, the applicant may decide to use either the decentralized or 
the centralized procedure. Given below are the conditions for in
novative medicinal products eligible for the centralized proce
dure. (Confirmation by the European Agency for the Evaluation 
of Medicinal Products on a case-by-case basis is advisable.) 

• Medicinal products developed by other biotechnological 
processes that in the opinion of the Agency constitute a 
significant innovation 

• Medicinal products administered by means of new deliv
ery systems that in the opinion of the Agency constitute 
a significant innovation 

• Medicinal products presented for an entirely new indi
cation that in the opinion of the Agency are of signifi
cant therapeutic interest 

• Medicinal products based on radioisotopes that in the 
opinion of the Agency are of significant therapeutic in
terest 

• New medicinal products derived from human blood or 
human plasma 

• Medicinal products whose manufacture employs pro
cesses that in the opinion of the Agency demonstrate a 
significant technical advance, such as two-dimensional 
electrophoresis under microgravity 

• Medicinal products that are intended for administration 
to humans and that contain a new active substance 
that, on the date of entry into force of this regulation, 
were not authorized by any Member State for use in a 
medicinal product for human use 
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An extension of the definition of innovative medicinal prod
ucts has been suggested with a view to giving more products ac
cess to the centralized procedure (1). 

Generally, EU procedures become more difficult if the prod
uct is a combination because of the different perceptions of com
bination products in the Member States. The same applies if the 
active constituent is a known active ingredient in some, but not 
all, Member States. The submission of confidential information 
(e.g., Drug Master Files (DMFs] by subcontractors) may also pre
sent a problem, if it is not available in the required language or 
not completely identical. 

Note 
1. Van Essche, R. with the key support of Prof. Benzi, Member of Eu

ropean Parliament (MEP), 1996. European Development of Innova
tive Drugs. Paper presented at the RAPS meeting, Amsterdam, 
22 April 1996. 

Extract from Annex 1 on human innovative drugs (evaluation 
scale): 

1. Drugs that show therapeutic efficacy for a disease or a symp
tom for which there is no active drug available 

2. Drugs that show therapeutic efficacy for a disease or a symp
tom for which an effective drug is already available but whose 
effect is necessary for a subset of the affected population 

3. Drugs that are more effective and/or show less serious ad
verse effects than the reference drug of an equivalent thera
peutic effect 

4. Drugs that may be given to special groups of patients with in
creased efficacy or reduced toxicity 

5. Drugs that are presented in a form that is more practical 
and/or convenient for the patient 

Selected Reading 
Versteegh. L.R. 1995. Bringing Information on Evolving FDA Standards 

to Bear on Ongoing Drug Development Programs. Drug Information 
Journal29: 1097-1104. 
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POLICY 27. 
THE POLICY ON SUBMISSION 

Why Is This Policy Needed? 

Can you submit in less than one month from receipt of the 
dossier/documentation? Is the layout of the submissions to each 
country similar or does each Regulatory Affairs employee create 
his or her own style? How do you think that suits regulators
having to adjust to yet another way to present the data? What if 
key personnel became ill? Would Regulatory Affairs still be able 
to do the same high quality submissions? 

Dossier/Submission 

Definitions 

Because there is big intercompany and intracompany variability 
concerning the use of terms like dossier, submission, standard 
dossier, and global dossier, definitions will be given first. 

• Document for regulatory purposes: Any document that is 
intended for regulatory purposes (e.g., application for 
clinical trial authorization or application for marketing 
authorization). 

• Dossier: A compilation of documents relevant for a spe
cific regulatory purpose (e.g., application for clinical 
trial authorization or application for marketing autho
rization) in specified country(ies) for a developmental or 
marketed medicinal product in a structured form (i.e., 
submission-like). If applicable, it is a subset of the global 
dossier. The dossier is the basis for the submission(s). 

• Global Dossier: A compilation of all documents required 
for international regulatory purpose(s) for a developmen
tal or already marketed medicinal product. It is main
tained continuously throughout the life cycle of the 
medicinal product and serves as a repository for the gen
eration of dossiers and submissions. 

• Submission: A country-specific compilation of docu
ments for a specific regulatory purpose (e.g., application 
for clinical trial authorization or application for 
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marketing authorization) for a developmental or mar
keted medicinal product in a structured form according 
to national regulatory requirements. It is based on the 
dossier, or, if applicable, the global dossier. It may con
tain additional national documents (e.g., national 
leaflets or application forms). 

One of the major functions of Regulatory Affairs is to apply for 
and to obtain regulatory approvals (e.g., clinical trial authoriza
tion, marketing authorization, and renewal of marketing 
authorization). Hence the importance of dossier/submission gen
eration. Regulatory Affairs has the primary responsibility for the 
resulting product, namely, the dossier and/or the submission. 
The ultimate goal is to receive qualified approval quickly by meet
ing the necessary requirements only. 

Quality Before Time Before Costs! 

Quality will be achieved by meeting the necessary requirements 
through the submission of data sufficient to meet regulatory re
quirements and to provide assurance on quality, efficacy, and 
safety of the medicinal product. Time to market is of the essence. 
Therefore, time will be cut as much as possible during the sub
mission and review phase. It may even be necessary to submit 
additional data just to speed up the procedure even if it is dis
putable whether they are really needed. Costs are a factor when 
defining the necessary requirements. However, quality and time 
must have precedence. 

Quality for a dossier/submission is quality in terms of con
tent, format, and timely finalization. Quality in terms of content 
must be created by early and continuous input from Regulatory 
Affairs during the development process via the generation of in
ternal company standards for documents for regulatory purposes 
and adequate procedures. The actual contents of a global dossier I 
dossier I submission should be handled by standards and adapted 
to specific medicinal products/regulatory requirements. If re
quired, the same applies for quality in terms of format. 

Responsibilities and workflow for the generation of documents 
for regulatory purposes, dossiers, global dossiers, submissions 
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should be clear in advance. Use procedures set up as local 
SOPs. 

For locally operating companies, there will be no need to cre
ate a global dossier. Also, the dossier and submission generation 
will usually be combined. For internationally operating compa
nies, there may be two opposing interests in the company: 

1. To save time in development and later in maintenance by 
creating, if possible, one single (global) dossier or, if this 
is not possible, regional dossiers (e.g., a single dossier for 
the EU). 

2. To customize submissions to the local requirements in 
order to save time for local approval. 

These two opposing interests are often mirrored by the existence 
of a corporate and a local regulatory affairs function. Corporate 
Regulatory Affairs will be more knowledgeable about the medici
nal product and international regulatory requirements and har
monization efforts, while local Regulatory Affairs will be more 
knowledgeable about specific local requirements. Therefore, it is 
advisable to have corporate Regulatory Affairs accompany the de
velopment process and generate the dossier and to let local Regu
latory Affairs generate the specific submission. In this way, it 
should be possible to reach the best possible compromise. 

As the quality requirements for contents are discussed in 
other policies, the technical and formal aspects of dossier and 
submission generation will be focussed on here. (As the require
ments for dossier and global dossier, only the term dossier will be 
used.) 

Today, as much as 30 percent of the capacity of the Regula
tory Affairs department is required for the generation of dossiers 
and/or submissions. The reason for this capacity is, besides a 
possible lack of standardization, the paper-based approach, 
which involves a lot of manual work. The use of electronic tools 
will hopefully improve this situation. 

Dossier generation may involve the following steps: 

• Generation of a TOC 

• Generation of cover pages for individual parts 

• Compilation of copies of documents for regulatory pur
poses according to the TOC 
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• Pagination* 

• Other imprints (e.g., "confidential", date)* 

• Cross-referencing from the TOC and the summary part 
to the documentation* 

• Copying from dossier Master File 

• Insertion into binders 

• Insertion of separation pages 

• Labeling of binders 

Submission generation may involve the following steps: 

• Generation of the TOC 

• Generation of documents for specific regulatory pur
poses (e.g., application forms, national labeling, proof of 
payment, list of samples) and inclusion in the submis
sion 

• Pagination** 

• Other imprints (e.g., "confidential", date)** 

• Cross-referencing from the TOC and the summary part 
to the documentation** 

• Copying from submission Master File 

• Insertion into binders 

• Labeling of binders 

• Insertion of separation pages 

• Production of a cover letter 

• Addition of any other material (e.g., samples) 

Technical Aspects of Quality 

Bear in mind that the Regulatory Bodies will expect generally 
used terminology and format in the TOC. Any other format will 
make the dossier check-in procedure and location of information 
during the review more difficult for the Regulatory Body, thereby 

*May also be done as part of the submission generation 

**May also be done as part of the dossier generation 
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losing valuable time for clarification. Also, whenever a header or 
section is not applicable to the specific medicinal product, this 
should be so stated rather than the header I section being deleted 
from the TOC. It is also advisable to adopt the numbering system 
of the Regulatory Bodies as far as possible. 

There is no specific requirement for the cover page, but it is 
useful to use such cover pages for the whole dossier and the main 
parts, without overdoing it. Cover pages should state the title and 
number of the section. Some companies also add the name of ap
plicant, the date of application, the name(s) of medicinal product, 
the dosage form, and the strength. When cover pages are kept as 
neutral as possible, they can be printed in advance, which 
greatly facilitates the process and helps to reduce costs. Also, 
there may be problems encountered with details (e.g., applicants 
or trade names might be different from country to country). Some 
companies combine cover pages with separation pages. 

The compilation of copies of documents for regulatory pur
poses is the most time-consuming step when using a paper
based method. The copying process from originals may lead to 
deficiencies (e.g., missing pages or bad copying quality). This is 
where electronic tools are a major improvement. Using an optical 
archive enables the printing of documents in similar quality as 
the original and directly in the order of the TOC. 

The pagination of a paper file can be done by special ma
chinery or directly by specially equipped photocopiers. Ideally, 
pagination should be done electronically during the compilation 
process, including other imprints, such as the date. It may be 
worthwhile to consider paginating each part or even each volume 
separately instead of the whole dossier to allow parallel work in 
order to save time. 

When using a paper-based method, cross-referencing can be 
done only after the documentation has been finalized and pagi
nated. When using electronic compilation tools, hyperlinks make 
it possible to do a lot of work in advance or in parallel, thus cut
ting the time to submission. 

Again, the copying process by itself can lead to deficiencies 
in the resulting copies of the Master File. At least one copy should 
be checked in its entirety; in other copies, spot checks should be 
made. 

Good advance planning/ organization of material, workflow, 
and rooms is essential for binder preparation (insertion, separa
tion, and labeling). Considering that a marketing authorization 
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application for an NCE consists of 300-600 volumes per copy, 
electronic tools make it possible to process the printout as it is 
printed. 

Last-minute changes should be avoided as much as possible, 
especially because of the major impact on the TOC, the pagina
tion, the cross-referencing, and the resulting loss of time. Here, 
too, electronic compilation tools can be helpful. When using elec
tronic tools, the finalization of the dossier/submission can be 
started immediately after the last document has been received at 
Regulatory Affairs. The time to submit depends mostly on the 
speed of the printer. 

Presently, time estimates for dossier generation range from 
one to six months and one month or less for the generation of the 
submission. By using electronic tools and adequately standard
ized procedures, it should be possible to submit documentation 
within one month after the receipt of the last document at Regu
latory Affairs. 

POLICY 28. 
THE POLICY ON TERMINOLOGY 

Why Is This Policy Needed? 

Are key terms used with the same meaning within Regulatory 
Affairs and the company? Does everybody who needs to under
stand the abbreviations? Better make sure you use the same 
lingo! 

Terminology-Some Reflections on Nomenclature, 
Standards, and Other 

Language is one of our most important tools in life. We use it to 
communicate objective information, our emotions, our feelings, 
and thoughts about the relationship to the other parties and 
what we would like them to do. Any time we communicate, we do 
it on these four levels simultaneously. What will be received/un
derstood by the other party depends on (a) what has been trans
mitted and how, and (b) the disposition of the receiver. 
Obviously, we can control to some extent what and how we trans
mit, but the disposition of the receiver is largely beyond our 
control and our information on it is also limited. This very brief 
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summary of a fascinating field makes clear that effective com
munication is above all clear communication. 

Not only should ideas and concepts be clear, but terms and 
expressions used by the communicating parties should have the 
same meaning. This is important in order to understand each 
other. It is not by chance that the expression "speak the same 
language" is synonymous with understanding each other. This is 
also why technical languages and specialist terminologies are 
developed and shared by various disciplines. Using agreed-on ter
minology helps to communicate effectively. It also speeds up 
processes, as misunderstandings or lengthy definition processes 
are reduced. 

Especially for Regulatory Affairs, the importance of lan
guage and terminology cannot be overestimated. For example, 
drug, a term commonly used in the United States for a finished 
product, should not be used in the EU, as it recalls drug abuse 
and addiction. Instead, the term medicinal product should be 
used. The term Computer-Assisted New Drug Application 
(CANDA) can signify anything from a few texts on a floppy disc to 
a virtual dossier, including image technology, hyperlinks, coded 
text, and databases. The terms dossier, submission, and docu
mentation are often used indiscriminately. These are only a few 
examples to illustrate the necessity of clear terminology and de
finitions. Consider also that Regulatory Bodies do not approve 
your medicinal products (most reviewers will never see them even 
if samples are required with the submission). They approve THE 
INFORMATION communicated. Your communication with the 
Regulatory Body vastly depends on how clearly, interestingly, 
and convincingly you state your case in written form. Thinking 
of adverse reaction reporting and labeling claims, the impact of 
terminology becomes even clearer. 

The need for a common terminology has been realized by the 
Regulatory Bodies. The ICH is pursuing a medical thesaurus for 
international premarketing and postmarketing regulatory pur
poses based on the Medical Dictionary for Drug Regulatory Af
fairs (MEDDRA) developed in the United Kingdom, replacing 
Coding Symbols for a Thesaurus of Adverse Reaction Terms 
(COST ART) and the World Health Organization's (WHO's) Adverse 
Reaction Terminology (WHOART) and including International 
Classification of Diseases (lCD) 9 and 10. It covers side effects, 
adverse drug reaction reporting, indications, over-the-counter 
(OTC) classification, and clinical trial reactions. It will be the 
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basis for a common terminology for Regulatory Bodies and 
industry in the ICH triad. Implementation will be in phases in 
the EU, Japan, and the United States. The availability of common 
terminology will enhance communication and harmonization, 
and simplify regulatory processes. 

Other efforts include a project to develop software for a multi
language version of medical terminology in the regulatory 
process under the EU on-line system EudraLex. In the United 
States the National Library of Medicine (NLM) and the Agency for 
Healthcare Policy and Research (AHCPR) are evaluating with re
gard to the description of real clinical data NLM's Unified Med
ical Language System and 38 other vocabularies including 
Systematized Nomenclature of Medicine (SNOMED) and the Read 
codes, both structured nomenclatures for medical use. A common 
language within the company and within the Regulatory Affairs 
community is of great value to assure common understanding, to 
speed up processes, and to make joint efforts possible. 

Integrating dictionaries may present some problems, as re
sponsibility will typically lie within different departments (1). It 
must be kept in mind that the development and maintenance of 
a thesaurus is capacity and time-consuming. Therefore, prefer
ence should always be given to thesauri developed and main
tained extramurally. As long as several dictionaries are used by 
the Regulatory Bodies, translation between them remains an is
sue. Some companies have already established terminology sys
tems of their own (e.g., Merck's autoencoder (2) or use systems 
that can convert terminology (e.g., Takeda's TRAC (3). Also, non
exhaustive compilations of abbreviations most often employed in 
drug regulation are offered as reference tools (4). 

Notes 
l. Jolley, S. 1995. Clinical Safety, Administration and Data Systems: 

How Should They Be Integrated? Drug Information Journal 29: 
661-663. 

2. Gillum, T.L. 1995. George, R.H, Leitmeyer, J.E. An Autoencoder for 
Clinical and Regulatory Data Processing. Drug Information Jour
nal29 (l): 107-113. 

3. Sakurai, Y., Kugai, N., Kawana, T., Fukita, T. and Fukumoto, S. 
1995. A Comprehensive Adverse Events Management System for 
the Pharmaceutical Industry: The Takeda TRAC System. Drug In
formation Journal29:645-659. 
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4. e.g .. Carre Llopis, M.C. and Jimenez, V.J. 1995. Abreviaturas, Si
glas y Acronimos en el Mundo de los Medicamentos (Abbreviations, 
Initials. and Acronyms, in the World of Drugs). Farmacia Clinica 
12:62-75; Fleschar M.H. and Kimbal R.N. 1996. Glossary of Bio
technology Terms. Basel, Switzerland: Technomic Publishing AG. 

POLICY 29. 
THE POLICY ON TOOLS 

Why Is This Policy Needed? 
Is Regulatory Affairs enthusiastic about new programs and data
bases, but do they seldom work out as expected? Or are you 
barely using computers except for word processing? In both cases 
you want this policy. 

Tools for Regulatory Affairs 
Our culture deals primarily with information. Also. Regulatory 
Affairs departments process and add to the information received 
from the scientific disciplines and the Regulatory Bodies (e.g .. 
creating the dossier structure and cross-references) and generate 
information (e.g .. evaluations of Guidelines). 

Today. 60-80 percent of this information is handled in paper 
format. However. with word processing and E-mail. there is a 
strong trend toward electronically generated and processed in
formation. We also wish to make the best use of the existing in
formation (e.g.. via databases). which allow query and the 
retrieval of data in varying output formats. 

Therefore. the Regulatory Affairs professional will increas
ingly be confronted with the question of which electronic tools 
might be beneficial. He or she will be requested to come up with 
specifications and requirements and later on be expected to 
learn how to use these tools efficiently. 

Apart from the most commonly used areas (i.e .. word pro
cessing. calculations. and graphical programs). electronic tools 
might be beneficial in the areas of archiving (e.g.. DAM OS. 
Documentum®. Interleaf®); document management (e.g., Docu
mentum®. Interleaf®. Saros); dossier compilation (e.g .. Documen
tum®. Interleaf®, Pharmbridge®); product information (e.g., 
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PII.S); and the tracking of documents and dossiers, marketing 
history and registration status, regulations, and guidelines (e.g., 
EPLC, IDRAC®). An internationally operating company may even 
want to create its own programs to capture regulatory know-how 
(e.g., Merck's regulatory query tracking system) (1). 

When considering and evaluating electronic tools, it is ad
visable to work closely together with Information Technology spe
cialists. When developing programs, it is helpful to form user 
groups and to set up test plans as well as to do random testing 
in order to identify flaws. However, generally speaking, it is 
advisable to use commercially available tools rather than adapt 
or develop your own. 

The Regulatory Affairs department should have a clear con
cept of where electronic tools might be most beneficial for this 
specific department and where the concept fits in with the over
all EDP concept of the company. Also consider combining several 
programs or databases with interfaces in order to avoid the du
plication of work (e.g., for data entry). 

Note 
1. Michalak, R.A., Mathews, R.A., Leslie, W.O., Jenkins, A.A., Mehta, 

M.S., and Asbjorn, D.T. 1996. The Query Response System: A Data
base Which Captures Regulatory Questions/Responses. Drug In
formation Journal30:207-215. 
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Policies 

This chapter provides policies that define the basic principles under which 
Regulatory Affairs is to operate worldwide. Policies reflect the agreed-on 
quality requirements. They are concise and contain generalized wording. 
Policies may reference recommendations; guidelines; regulations; and sci
entific, legal, ethical, or other standards. 

Key policies on "policy" and auditing are presented first in order to give 
the general outline of the quality system. The other topics are presented in 
alphabetical order. Consideration was given to clustering topics that are 
closely linked and sometimes overlapping (e.g., documents for regulatory 
purposes, dossier, electronic dossier, global dossier, and submission; elec
tronic submission, information technology, and tools); however, this was not 
done because if would have caused too much repetition. 

For background information on the topics of policies, see chapter 5, 
"The Philosophy Behind the Policies". For definitions of items that must be 
the same throughout the organization, see chapter 7, "Standards". 

The reader is invited to adapt the policies and/or standards to his or her 
organization and function and, if required, to develop quality assurance 
processes. These processes should form the basis of Standard Operating Pro
cedures (SOPs). If required, further policies may be established; however, 
they must not deviate from existing policies. 
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01: Policy 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

A Policy of Department XYZ 

Policy 

01 

(enter company-specific code) 

Policy 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Standard for Policy (S-01.01) 

2. Policy on Auditing and Compliance (P-02) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MMIYY 
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1. PURPOSE 

This policy is a set of rules developed to govern the scope, content, format, 
and intent of Regulatory Affairs policies, standards, and standard operating 
procedures (SOPs) as elements of the quality system within Regulatory Af
fairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way the language of the staff of your organization 
can be incorporated. 

• Policies define the basic principles under which Regulatory Affairs 
is to operate worldwide. 

• Standards are definitions of items that are required to be the same 
throughout the organization. 

• Standard Operating Procedures (SOPs) define how policies are 
implemented and standards are met in daily operations. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic Pol
icy, rulings should be available for the following items: 

3.1. Policies will be established as needed to govern the work of Regula
tory Affairs worldwide. 

3.2. Policies reflect the agreed-on quality requirements. They are concise 
and contain generalized wording. Policies may reference recom
mendations; guidelines; regulations; and scientific, legal, ethical, or 
other standards. 

3.3. The format of policies is set out by a Standard (1 ). 

3.4. Standards and SOPs will be established (if required separately, also 
on a national level) to assure that all Policies are fully implemented 
and that all Standards are met in daily operations. SOPs must fully 
reflect the Policies as far as applicable; however, SOPs may surpass 
them or be more stringent or elaborate, if required. If required, ad
ditional Standards and/or SOPs may be created; however, they must 
not deviate from existing Policies or Standards. 

P-01 page 2 of 8 
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3.5. Policies, Standards, and SOPs are authorized by authorized per
son(s). 

3.6. Audit procedures and adequate feedback mechanisms will be estab
lished to assure adequate maintenance of the quality system (2). 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENTTO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

General Principles for Applying Policies 

Before implementation, read the policy and the points to consider carefully. 
The latter are designed to help you fully understand the meaning of the pol
icy and the reasons why this specific wording has been chosen. 

In all probability, it will be necessary to adapt the policy to your spe
cific department/organization. Bear in mind that changes should be carried 
through by an in-depth discussion process between all interested parties 
with mutual agreement only. This process is required to ensure a common 
understanding and interpretation of the policy as well as full commitment 
for complying with its provisions. Therefore, it is suggested that you docu
ment the reasons for changes in your own version of points to consider as a 
justification document for future reference. 

Every policy consists of a cover sheet stating the DocumentType, Code, 
Title, Date, Revision, Scope, References, Authorization, and the body of the 
policy consisting of 

1. Purpose 

2. Definitions 

3. Statement of pol icy 

4. Responsibility for policy implementation 

5. Ruling pertinent to existing procedures 

P-01 page 3 of 8 
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6. Ruling applicable in the case of outsourcing 

7. Points to consider during the deployment of the policy 

The cover sheet fulfills organizational needs by stating the type, code, date, 
and revision number (= version) of document together with its organiza
tional number (and applicable references) so that exact identification is pos
sible (very important for updates). It also gives the authority of the document 
and its scope. An issue date (= signature date) is given, as well as the date 
by when the policy must be implemented. 

The purpose enables the reader to understand scope and intent of the 
policy. Then definitions that are important for understanding the policy are 
given. A statement of policy that sets the quality standard for this topic fol
lows the definitions. The function(s) having responsibility for implementation 
are then given, as well as rulings pertinent to other already existing proce
dures and rulings applicable in the case of outsourcing. 

Each policy should be a separate file/document paginated consecu
tively (suggested format: page x of xx) to assure consistent handling. It is rec
ommended to indicate the author, file name, date, and word processing 
program in the footer and to indicate the document type (here: Regulatory 
Affairs Policy), code, date (of revision, not necessarily identical with that of 
file), and revision number in the header of all pages of the policy. 

Cover Sheet 

• State the issuing department. 

• Document type: "Policy" indicates that it is a policy; therefore, it 
is a more general type of document than, for example, Standard 
or SOP. 

• Document code: For example, P-21. P signifies Policy, S signifies 
Standard, and SOP signifies Standard Operating Procedure. The 
numbers should be given consecutively to ensure correct identifi
cation (in conjunction with the revision number). You may wish to 
consider another numbering system, for example, forming clusters 
of related topics. However, the adequate handling of such a num
bering system becomes difficult over time. As the number of re
quired policies for a department is quite low (because of the 
general character of policies), a consecutive numbering system is 
recommended. 

• Title: The title should be as short as possible, stating the subject 
only. 

P-01 page 4 of 8 
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• Date/Revision No.: The date is the date of finalization; the revision 
is the number of the version. Both help to identify any specific 
document correctly. It is suggested to count the draft versions only 
until a final version is agreed. This is then revision 1. Otherwise, 
the numbers get too high. Once the final version is available, there 
should be little interest in previous draft versions. However, all 
signed revisions must be stored in order to maintain and docu
ment the quality system. Any modification to a document requires 
a new revision number with a full printout. It is recommended to 
exchange the complete document in the Quality Manual rather 
than single pages. (See also above on recommendations for 
header and footer of the document.) 

• Scope: Defines the range of applicability for the specific organi
zation (e.g., global for internationally operating companies); adapt 
as required. In the policies set out here, "global" is entered as they 
contain sufficiently generalized wording. 

• References: If other documents, standards, or regulations are ref
erenced, it is part of good practice to clearly identify such docu
ments. For the purpose of easy update, the references are given on 
the cover sheet and numbered consecutively as they appear in the 
text. 

• Authorization: All functions that are responsible for assuring the 
standard of quality set out by the policy must authorize the policy 
by signature to ensure common understanding, mutual agree
ment, and full commitment. When presented together in a man
ual, it may seem redundant to sign individual policies; however, 
for the sake of greater awareness and later maintenance of revi
sions, it is advisable to handle each policy individually. For each 
policy, consider whether co-signatures from other function(s) are 
required. If so, let them participate in the discussion process as 
early as possible. 

• Issue date: The signature date is entered. 

• Implementation date: The date when the policy must be imple
mented; it may or may not be identical to the issue date. 

P-01 page 5 of 8 
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Policy 

7. 1. Purpose 

This policy, together with the policy on auditing and compliance, forms the 
backbone of the quality system. It defines the structure of the system and its 
key elements. The opening sentence must be standardized for the sake of 
harmonization: "This policy is a set of rules developed to ... " At the end 
of this section for global policies, the scope is addressed by stating that the 
policy is applicable for Regulatory Affairs worldwide. 

7.2. Definitions 

The key terms pertaining to this policy should be defined. As there are no 
uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The key terms required for a full understanding of this 
policy are policies, standards, and standard operating procedures. 

7.3. Statement of Policy 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic Pol
icy, rulings should be available for the following items: 

7.3.1. Rather than develop a manual governing each and every aspect of 
Regulatory Affairs work that could possibly impact quality (e.g., 
length of breaks), another approach has been chosen, namely to de
velop policies only as needed. The advantages are increased com
pliance because the quality system is considered by employees as a 
help rather than as a straightjacket. If a need for a policy is per
ceived, people will be willing to participate in the discussion and 
drafting process. 

7.3.2. It is important to keep in mind that the policy is a contract (i.e., the 
quality agreed on by the function(s) signing the policy and the gen
eral requirements to achieve this quality). Policies should be kept 
general, as specific details or procedures should be developed in the 
form of standards and/or SOPs. The reason is that it will be possible 
to agree on a general goal or quality first. Then it will be far easier to 
discuss the procedures leading to this quality. It is also envisaged that 
standards and SOPs will be amended more often than policies, thus 
avoiding continual discussions on fundamental issues. 
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7.3.3. If required, policies can make provisions for the establishment of 
standards. This is always advisable when formal details or time 
frames must be determined or the quality can be specified in num
bers. In this special case, a standard format has already been sug
gested and followed for all draft policies in this Quality Manual. 

7.3.4. The quality system lives only if the policies are discussed and agreed 
on and standards and/or SOPs are developed to implement the gen
eralized policies into wording for everyday work. What must happen 
to provide the feeling that this policy is appropriately met? 

While all policies agreed on should be completely implemented, 
there may be a need for additional standards or SOPs. This is ac
ceptable, but make sure that they are integrated into the quality sys
tem and do not form an additional or contradictory system. Bear in 
mind that too many SOPs tend to lead to a decrease in compliance. 

7.3.5. The highest hierarchical level affected should sign the policy in or
der to ensure not only willingness but also the power to take the nec
essary measures for implementation. Quality is a management task. 
It should not be left to an appointed quality manager without em
powerment. 

7.3.6. Audit procedures and feedback mechanisms are required if the qual
ity system is to function appropriately. Otherwise it will be outdated 
the moment it is published. Although most organizations object to 
being controlled or inspected, audits are absolutely necessary to im
prove quality. Audits are usually accepted if it is made clear that the 
employees participate and that an agreed-on audit plan is used. 

7.4. Policy Implementation 

Give the name and title/function of authorized person(s) responsible for pol
icy implementation. This must be in line with the authorization given on the 
cover sheet. Responsibility is not only for implementation of the respective 
policy but also for appropriate compliance with its provisions. Responsibil
ity is more than signing the policy. The person responsible for implementa
tion must see to it that adequate standards and/or SOPs are developed and 
that they are sufficiently detailed to ensure correct reflection in everyday 
work. Appropriate compliance means that the policy must be totally (not 
partially) implemented. The idea behind it should be followed rather than 
twisting its meaning. 
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7.5. Ruling Pertinent to Existing Procedures 

If applicable, the impact of the document on already existing document(s) 
and vice versa should be discussed here. Such rulings include, for example, 
replacing, to be read in conjunction with, or implementation of another 
document issued at a higher decision level. 

7.6. Ruling Applicable in the Case of Outsourcing 

Generally speaking, all Regulatory Affairs work can be outsourced. There
fore, the quality system requires that adequate provisions are established for 
outsourcing regarding each work result or process governed by a policy. 
General guidelines are given in the policy on outsourcing (P-21 ). 

7.7. Points to Consider During the Deployment of This Policy 

For the application of this and all other policies, the general principles given 
above apply. They will not be repeated but will be referenced in the other 
policies. Additionally, special points to consider for the specific policy will 
be listed in section 7 of each policy, numbered according to the section of 
the policy they apply to (e.g., 7.3.1. will mean points to consider concern
ing section 3.1. of that particular policy). 
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1. PURPOSE 

This policy is a set of rules developed to specify principles for auditing and 
measures to ensure the compliance of Regulatory Affairs with the quality 
system. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term employee in this context means a person per
manently employed by Regulatory Affairs, except if otherwise specified. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic au
diting and compliance, rulings should be available for the following items: 

3.1. All Regulatory Affairs employees are requested to comply with the 
provisions of the quality system as documented in the Quality Man
ual. 

3.2. All Regulatory Affairs employees are responsible for quality im
provement and the development and maintenance of the quality sys
tem. 

3.3. All Regulatory Affairs employees are invited and allowed to partici
pate in quality improvement activities. 

3.4. There will be a measurable, annual assessment of Regulatory Affairs's 
quality and, if required, a quality improvement process by setting de
fined quality objectives in the quality system. 

3.5. Education and training are vital to the quality improvement process 
and the development of and maintenance of the quality system (1 ). 
Quality training will be continuously available for all Regulatory Af
fairs employees. 

3.6. Emphasis must be on prevention rather than on control-quality 
built in, not inspected in. 

3.7. Regulatory Affairs will involve internal as well as external suppliers 
and customers in the development and maintenance of the quality 
system and the quality improvement process. Quality will be defined 
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for each work result, for example, dossiers, and/or service or process 

by Policies. It will be defined in a measurable way by Standards 
and/or SOPs. For each work result, together with internal as well as 

external supplier(s) and customer(s), the necessary quality of input 
and output will be defined, focussing on the following: 

• Specifications (e.g., critical items to be controlled) 

• Limits or ranges of tolerance (e.g., in a dossier: number of 
missing pages) 

• Frequency/extent of checks 

• Documentation of check results 

• Responsibility for such checks 

• Necessity for duplication of checks by customer(s) 

3.8. A Quality Steering Committee will be responsible for decision mak
ing on quality management and the quality system and coordination 
of the quality improvement process. 

3.9. Continuous feedback is an important element of the system. Re
sponsibility for feedback lies with each individual Regulatory Affairs 
employee. 

3.1 0. Once per year, an audit of all Regulatory Affairs Policies, Standards, 
and SOPs will be performed. It will be preannounced. An audit plan 
will be written and distributed in advance. The results of the audit 
will be documented in an audit report. Based on the principle of ob
jectivity, there should be representation of supplier(s) and cus
tomer(s) during the audit. Additionally, a neutral third party should 
be present. If deficiencies are identified, adequate measures will lbe 
taken to improve the quality of the particular work result or process. 

3.11. The Quality Steering Committee will report to upper management on 

the status of the quality system once per year. The report will be 

signed by authorized person(s). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.2. Consider whether this policy should not also apply for nonperma
nently employed persons who are replacing permanent employees 
for a lengthy period of time. 

7.3.1. This sounds trivial, but the active involvement of everybody is the 
key to the success of any quality system. Use all of the resources and 
ideas available within Regulatory Affairs. Make sure that there is mo
tivation and full commitment. 

7.3.2./7.3.3. Ensure that there are multiple opportunities for suggestions of 
improvement. Do not rely on people to forward ideas proac
tively. Combining the annual evaluation of employee perfor
mance with the question for suggestions for improvement 
sounds like a good idea. Ask people to contribute ideas. The 
establishment of permanent quality circles may be another 
means of active involvement. 

7.3.4. At least once per year, review the whole system. Think about the fol
lowing: 

• Is the quality as defined? 

• Is this quality sufficient to meet the department's overall ob
jectives? 

• Are the customers satisfied? 

Finally, reevaluate the system and set the objectives for next year's 
quality improvement measures as precisely as possible. Keep in 
mind that the goals should be realistic and measurable. 
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7.3.5. Continuous education is a key factor to ensure commitment. Poli
cies, standards, and SOPs must become an integral part of every
body's daily life. 

7.3.6. Control may produce anxiety among the employees, which may lead 
to even more mistakes and, consequently, higher rejection rates. Pre
vention only can produce sufficiently high quality with low rates of 
rejection. Control requires a lot of manpower and leads to lower 
commitment, whereas emphasis on prevention goes along with the 
empowerment of responsible people. 

7.3.7. Quality depends, to a crucial extent, on internal and external sup
pliers. The definition of quality depends on what the customer per
ceives as quality. Both aspects should be borne in mind when 
defining quality for the department. This can be best achieved by in
tegrating internal and external suppliers in the discussion process 
and, if possible, also reaching agreements. Quality is not a goal in it
self, but the quality sufficient to reach departmental goals. Agree
ment on quality should be reached by a careful and detailed process 
of discussion. Beware of quick agreements or a high degree of har
mony-they might be indicators of misunderstanding or failure to 
understand or accept the consequences. The process of defining 
measurable goals usually helps to avoid these pitfalls. Do not be dis
couraged if the discussion consumes a lot of time. It is time well 
spent. 

Depending on the items, consider the extent of checks (e.g., by in
ternal/external supplier, Regulatory Affairs department, internal/ex
ternal customer). As a rule of thumb, checks for the quality of input 
should be left to the supplier. Make sure that the supplier operates 
according to agreement by a system of spot checks with frequency, 
the extent of tests adapted to the novelty of the agreement, and de
viations identified. 

7.3.9. Feedback concerning experience with the system and suggestions 
for improvement are of great importance. Responsibility lies with 
each employee. 

7.3.1 0. Regular audits are required to check compliance with the elements 
of the quality system. This should be performed at least once per 
year. As people usually object to surprise audits, preannounce audits 
if at all possible. Good Regulatory Practice (GRP) is a new thing. 
Therefore, it is advisable to develop in advance an audit plan with 
the key elements to be checked. The development of such a plan is 
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beneficial in that it helps to promote further understanding of the 
quality system. It is important to document the results in an audit re
port. Subsequent discussions should result, if required, in quality im
provement measures. The Quality Steering Committee should 
carefully review the audit report in conjunction with the last audit re
port and the present quality goals to upper management. 

An objective audit is hard to achieve. The suspicion of bias and prej
udice prevails if audits are performed by only a single person. Thus, 
it is advisable to have audits performed by an audit team. Such teams 
should be composed of representatives of 

• The audited unit 

• The supplier(s) 

• The customer(s) 

• A member of a "neutral" institution 

Make sure in advance, however, that the "neutral" member of the 
audit team is recognized as being neutral. Otherwise, suspicion will 
produce resistance. 

P-02 page 6 of 6 



180 Good Drug Regulatory Practices 
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03: Application for Clinical Trial License 
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1. PURPOSE 

This policy is a set of rules developed to govern the generation of an Appli
cation for a Clinical Trial License by Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term Application for a Clinical Trial License signi
fies a notification or application to a Regulatory Body with the purpose of 
starting local trials in humans. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic Ap
plication for a Clinical Trial License, rulings should be available for the fol
lowing items: 

3.1. For each trial in humans with the company's developmental and/or 
already marketed medicinal product(s), the applicable regulatory re
quirements will be adequately met. 

3.2. Responsibility and a single point of reference for the generation and 
documentation of the Application for a Clinical Trial License is with 
the assigned Regulatory Affairs manager. Assignments are docu
mented in the submission assignments listing (see the policy on sub
mission [1 ]). 

3.3. The Application for a Clinical Trial License is generated after the of
ficial decision to request a Clinical Trial License in a specific coun
try. 

3.4. The Application for a Clinical Trial License will be generated in a 
timely fashion, as per the policy on submission (1 ). 

3.5. Each organizational unit responsible for generating the Application 
for a Clinical Trial License provides and maintains a standard for for
mat and structure (2). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.2. Additional, related documentation may include the Clinical Trial Ex
emption (CTX), the Clinical Trial Certificate (CTC), and the Investi
gational New Drug (IND) application. 

7.3.1. For applicable regulatory requirements, see national regulations and 
guidelines. Adequately meeting these requirements will mean fulfill
ing the requirements from a scientific and/or strategic point of view. 
Above all, the company must ascertain that the medicinal product is 
safe for human use in the intended dose range and under the in
tended conditions of the planned clinical trial. 

7.3.4. Define the time frame for your organization. A suggested time frame 
is within one month from the official clinical trial submission deci
sion date. 

7.3.5. Develop a standard for the format and the structure of an application 
for a clinical trial authorization in countries relevant for your com
pany. For INDs in the United States, see S-03.01. 
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04: Application for Marketing Authorization 
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1. PURPOSE 

This policy is a set of rules developed to govern the generation of an Appli
cation for Marketing Authorization by Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term Application for Marketing Authorization sig
nifies a notification or application to a Regulatory Body with the purpose of 
placing a medicinal product on the market. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic Ap
plication for Marketing Authorization, rulings should be available for the fol
lowing items: 

3.1. For each of the company's developmental and/or already marketed 
medicinal product(s), the applicable regulatory requirements will be 
adequately met. 

3.2. Responsibility and a single point of reference for the generation and 
documentation of the Application for Marketing Authorization is 
with the assigned Regulatory Affairs manager. Assignments are doc
umented in the submission Assignments Listing (see the policy on 
submission [1 ]). 

3.3. The Application for Marketing Authorization is generated after the of
ficial decision to request a marketing authorization in a specific 
country. 

3.4. The Application for Marketing Authorization will be generated in a 
timely fashion, as per the policy on submission (1 ). 

3.5. Each organizational unit responsible for generating the Application 
for Marketing Authorization provides and maintains a standard for 
format and structure (2,3,4). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. For applicable regulatory requirements, see national regulations and 
guidelines. Adequately meeting these requirements will mean fulfill
ing the requirements from a scientific and/or strategic point of view. 
Above all, the company must be sure that the medicinal product is 
of adequate quality, efficacy, and safety. 

7.3.4. Define the time frame for your organization. Suggested time frame is 
within one to two months from official decision to request a Mar
keting Authorization in a specific country. 

7.3.5. Develop a standard for format and structure. For the EU and U.S. Ap
plication for Marketing Authorization, see Standards S-04.01-03 
(2,3,4). 
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1. PURPOSE 

This policy is a set of rules developed to govern the identification, retention, 
storage, protection, and disposal of the records of Regulatory Affairs world
wide. The objective of this policy is to 

• Eliminate unnecessary records 

• Ensure that records worth archiving are defined 

• Specify archiving rules for records 

• Ensure compliance with legal and business obligations by ade
quate archiving of records 

• Avoid redundant or excessively long archiving of records in order 
to save costs (e.g., rent, personnel, and handling) 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term record includes written documents and records main
tained on microfilm, optical disc, magnetic tape, or other media. 
Records are kept in official archives (or centralized repositories) 
and records are kept in individual files. 

• Archiving management refers to identification, retention, storage, 
protection, and disposal of the records of Regulatory Affairs, in
cluding records on the developmental research of medicinal prod
ucts and already marketed medicinal products. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic 
archiving management, rulings should be available for the following items: 

3.1. Records that need archiving should be created and distributed 
strictly as needed. 

3.2. A standard (1) will be developed to define and identify record types 
for which Regulatory Affairs is responsible for the archiving of the 
original or the master copy on behalf of the company because of 
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legal and/or business obligations and other record types that are 
created or received during everyday work in Regulatory Affairs. Spe
cial attention should also be given to records created by electronic 
storage media (e.g., word processing systems, E-mail, or databases). 
The standard for these record types will specify retention times and 
requirements (e.g., storage, need for safety copy and access limita
tions) and, if necessary, identify locations and contact persons. 

3.3. In order to facilitate access to relevant information on registration 
status and submissions worldwide, Regulatory Affairs maintains an 
archive of all Regulatory Affairs documents. 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.2.1. As the decision to create and distribute records lies within the re
sponsibility of the individual author of a record, it is important that 
this policy is clearly understood by all Regulatory Affairs employees. 
However, they should be encouraged to consider whether they ac
tually need to receive copies regularly or need to be included in 
standard distribution lists. 

7.3.1. It is important to agree on the mentioned types of record lists. You 
will find that agreeing on the terms and definitions and, if required, 
examples, is a lengthy but rewarding process. It is especially benefi
cial for large organizations. This discussion process will help you to 
use one terminology and greatly reduce misunderstandings. Review 
the applicable legal and/or business obligations and then list the re
tention times and requirements. It is suggested that the legal depart
ment be involved at this stage to ensure that the archive location(s), 
personnel, and safety copies meet the requirements. In case of more 
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than one archive location, it is necessary to identify the location(s) 
and the contact person(s) to facilitate user access to records or copies 
of records. 

7.3.2. Develop a standard for Regulatory Document Types, based on the 
suggested S-1 0.01. It is advisable that Regulatory Affairs maintain a 
(centralized) archive for easy access to relevant information on key 
Regulatory Affairs activities (e.g., registration status, information on 
submissions), as this information is typically needed within hours 
(e.g., by upper management or by Drug Safety). 
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06: Change Alert/ Authorization Process 
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1. PURPOSE 

This policy is a set of rules developed to specify the principles applying to 
changes, namely authorization process and change alert procedures, for 
Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term change in this policy signifies any changes or variations 
concerning the company's substances or medicinal products 
worldwide. This includes, for example, changes in starting materi
als, manufacturing process/equipment/batch size/site, dosage 
form, packaging, controls, patient leaflet, labeling, or outer pack
aging. If subject to submission to the Regulatory Bodies, any ad
ditional information, such as advertising/promotional material, is 
also included. 

• The terms substance and medicinal product in this policy apply 
both during the development life cycle and the market life cycle. 
They also apply whenever the company has legal responsibility, 
be it as the contract manufacturer, the person responsible for 
bringing the product into the market, the partner in co-marketing, 
the licensor or licensee, the holder of a Drug Master File (DMF) or 
of a letter of authorization, or as a partner in joint development. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic 
change alert/authorization process, rulings should be available for the fol
lowing items: 

3.1. No change concerning the company's substances or medicinal prod
ucts may be implemented after the submission of the dossier in at 
least one country without approval by Regulatory Affairs. For change 
alert, a special procedure must be in place (1 ). 

3.2. Responsibility for input concerning regulatory requirements is with 
Regulatory Affairs. 
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3.3. Legal and business obligations will be observed. Special attention 
will be given to the registration status of the product and the regula
tory requirements for variations in the countries concerned. 

3.4. If required, the global dossier (2) and labeling (3) will be adapted by 
Regulatory Affairs in a timely fashion. 

3.5. Regulatory Bodies will be informed of changes appropriately and in 
a timely fashion. Policies on information management (4), dossier 
(5), submission (6), contact with regulatory bodies (7), contact re
ports (8), and archiving management (9) apply. 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.2. This policy deals exclusively with the regulatory aspect of changes 
or variations. Total change management lies beyond the scope of this 
policy. Note that the definition of life cycle may vary from country 
to country. With regard to liability claims, however, the life cycle, as 
a rule of thumb, is assumed to end 30 years after withdrawal from 
the market. 

7.3.1. As there are different regulations in countries for variations (e.g., re
quiring notice, approval, or marketing authorization), every internal 
application to change a product must be carefully evaluated by Reg
ulatory Affairs on a case-by-case basis. If no in-house change autho
rization procedure is in place, it should be established. The following 
functions should be involved: Manufacturing, Quality Control, Drug 
Safety, Marketing, Regulatory Affairs, and others as needed. Regula
tory Affairs should also be involved in determining the distribution 
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per case. For a change alert, a special procedure that ensures ade
quate quick action should be in place. 

7.3.3. Consider whether documents for regulatory purposes must be 
amended. Have previous versions been submitted to Regulatory 
Bodies? Which regulatory requirements apply for notification/ 
approval of variations in the countries where the change is pro
jected? What is the impact on other countries (e.g., free sales certifi
cate or reimport)? 

7.3.4. If the change is approved, make sure that the required documents for 
regulatory purposes are written and included in the global dossier in 
a timely fashion. This applies also to labeling changes. 

7.3.5. For changes that require approval or a new marketing authorization, 
no change should be carried out until the official permission has 
been received. 
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1. PURPOSE 

This policy is a set of rules developed to specify the principles applying to 
the contact with Regulatory Bodies worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term contact report signifies a report on contact with Regula
tory Bodies in a standardized format. 

• The term contact with Regulatory Body signifies any communica
tion between Regulatory Affairs and a Regulatory Body, directly, 
by phone, E-mail, fax, telex, letter, or during a personal meeting. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic con
tact report, rulings should be available for the following items: 

3.1. Responsibility for contact with Regulatory Bodies lies with Regula
tory Affairs (1 ). 

3.2. Within 24 hours following each contact with a Regulatory Body, a 
contact report must be written by Regulatory Affairs (unless a self
explanatory document was written/received). 

3.3. The format and content of the contact report are defined (2). For in
spections, see also the policy on inspection (3). 

3.4. Distribution of the contact report will be to appropriate persons, and 
the policy on archiving applies (4). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. The responsibility for contact with Regulatory Bodies is a topic un
der debate in some companies. In U.S.-based companies, contact is 
as suggested by this policy, through Regulatory Affairs. In other com
panies company experts contact the Regulatory Body exclusively or 
in addition to Regulatory Affairs. However, it is strongly recom
mended for the sake of clear and good communication to identify a 
single contact person. Ideally, a specific person should be named for 
each project. This person should be the most knowledgeable about 
the dossier and the location of information in it and have profound 
knowledge of the ways and procedures of the Regulatory Body in 
question. This will usually be the Regulatory Affairs manager. How
ever, in case of a lawsuit, for example, delegate responsibility for 
contact with Regulatory Bodies to a lawyer because of the special
ized legal wording and procedures involved. 

7.3.2. It is important to write down the summary results of the contact as 
soon as possible in order not to omit important details or to include 
too much interpretation. 

7.3.3. The format and minimum content should be standardized. Thus, a 
standard is suggested (see S-07.01 ). 

7.3.4. It is suggested to define distribution lists, if required, on a project-by
project basis. Contact reports must be archived, as they document an 
official contact with a Regulatory Body. 
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A Policy of Department XYZ 

08: Contact with Regulatory Body 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 
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Policy 

08 

(enter company-specific code) 

Contact with Regulatory Body 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Information Management (P-17) 

2. Policy on Crisis Management (P-09) 

3. Policy on Change Alert/Authorization Process 
(P-06) 

4. Policy on Contact Report (P-07) 

5. Policy on Dossier (P-11) 

6. Policy on Submission (P-27) 

7. Policy on Periodic Safety Update Report (P-22) 
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Authorization: 
Signature of authorized person(s) 

Name of authorized person(s) 

job title/Function of authorized person(s) 

Issue Date: DD/MMNY 

Implementation Date: DD/MMNY 
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1. PURPOSE 

This policy is a set of rules developed to specify the principles applying to 
the contact with Regulatory Bodies by Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 

can be incorporated. The term contact with Regulatory Body signifies any 
communication between Regulatory Affairs and a Regulatory Body, directly, 
by phone, E-mail, fax, telex, letter, or during a personal meeting. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic con
tact with Regulatory Body, rulings should be available for the following 
items: 

3.1. Responsibility for contact with Regulatory Bodies lies with Regula

tory Affairs. No contact by the company personnel, experts, or con
sultants acting on the company's behalf may be made without prior 
knowledge and agreement by Regulatory Affairs. However, Regula

tory Affairs may appoint qualified person(s) to act on its behalf. 

3.2. The Regulatory Affairs representative may, if necessary, ask to be 
accompanied by other persons (e.g., experts from the scientific dis
ciplines or legal). Responsibility for the selection of appropriate ac
companying persons and the preparation of the meeting is with 
Regulatory Affairs. 

3.3. Information communicated to/from the Regulatory Bodies will be 
handled adequately. Policies on information management (1 ), crisis 

management (2), change alert/authorization process (3), contact re
port (4), dossier (5), submission (6), and the periodic Safety Update 

Report (7) also apply. 

3.4. A contact report will be written by Regulatory Affairs for each con

tact with a Regulatory Body (4) (unless a self-explanatory document 
has been written/received). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. The responsibility for contact with Regulatory Bodies is a topic un
der debate in some companies. In U.S.-based companies, contact is 
as suggested by this policy, through Regulatory Affairs. In other com
panies, company experts contact the Regulatory Body exclusively or 
in addition to Regulatory Affairs. However, it is strongly recom
mended for the sake of clear and good communication to identify a 
single contact person. Ideally, a specific person should be named for 
each project. This person should be the most knowledgeable about 
the dossier and the location of information in it and have profound 
knowledge of the ways and procedures of the Regulatory Body in 
question. This will usually be the Regulatory Affairs manager. How
ever, in case of a lawsuit, it is recommended to delegate responsi
bility for contact with Regulatory Bodies to a lawyer because of the 
specialized legal wording and procedures involved. 

7.3.2. If required, inside and/or outside experts can also be consulted. Reg
ulatory Affairs should play a key role in deciding when a hearing can 
be beneficial. 

7.3.4. Documenting the contact by writing a contact report for future ref
erence is important. Therefore, an individual policy on contact re
ports is suggested. 
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A Policy of Department XYZ 

09: Crisis Management 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

09 

(enter company-specific code) 

Crisis Management 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Information Management {P-17) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
----------------------------------------
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1. PURPOSE 

This policy is a set of rules developed to specify the principles governing cri
sis management in Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term crisis in the context of this policy signifies any 
situation with a high potential of danger or damage to the company's repu
tation, substances, or medicinal products, or personnel within the scope of 
responsibilities of Regulatory Affairs or closely connected with its function 
or directly affecting Regulatory Affairs personnel in their function. Usually, a 
crisis will appear unforeseen or suddenly, or a situation that appeared to be 
under control will worsen within a short period of time. Typically, a crisis in
volves both time pressure and emotional pressure. A quick and well-planned 
action will be required to improve the situation and/or prevent further dam
age. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic cri
sis management, rulings should be available for the following items: 

3.1. For situations where Regulatory Affairs is informed of possible dan
ger to the company's reputation, substances, or medicinal products 
but is not immediately responsible or concerned, see the policy on 
information management (1 ). 

3.2. In a crisis, the responsibilities of Regulatory Affairs functions remain 
as defined. However, in a crisis, every employee should act to the 
best of his or her abilities to help solve the crisis or prevent or limit 
damage as far as possible. 

3.3. Possible situations of crisis will be listed and then explored on a 
generic basis in order to reach a good understanding of the risks in
volved. Crisis scenarios will be developed. Appropriate measures 
will be put in place to prevent the advent of such a crisis situation. 
Action plans will be developed as needed in order to be available in 
case of crisis. 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.3 Prepare a list of potential crises for your organization. For example, 

• Severe product-related problems with regard to safety, qual
ity, or efficacy 

• Intervention by a Regulatory Body (e.g., revocation of mar
keting authorization, product recall, cancelling of indica
tions, addition of contraindications, interactions, warning 
statements) because of safety, quality, or efficacy concerns 

• Failure in performance by Regulatory Affairs (e.g., missing 
the deadline for the application for renewal of a marketing 
authorization with the risk of losing marketing authorization) 

• Inability to carry out a regulatory function appropriately 
(e.g., absence of key personnel, breakdown of electronic 
data processing [EDP] systems or other machines, power 
failure, or sudden need for relocation to nonfully equipped 
site) 

• Loss/theft of confidential information (e.g., theft of single 
documents or dossiers within Regulatory Affairs or in the 
mail), or a breach of a confidentiality agreement by Regula
tory Affairs employees 

• Loss of records or documents on Regulatory Affairs premises 
by accident (e.g., fire, water damage, breakdown of EDP 
systems) 
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• Imminent danger to health and/or life of Regulatory Affairs 
personnel (e.g., fire or heart attack) 

Establish alarm and/or action plans for each of these situations and 
include these in regular training measures. 
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A Policy of Department XYZ 

1 0: Documents for Regulatory Purposes 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

10 

(enter company-specific code) 

Documents for Regulatory Purposes 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Global Dossier (P-15) 

2. Policy on Regulations and Guidelines (P-25) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MMIYY 
----------------------------------------
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1. PURPOSE 

This policy is a set of rules developed to specify the principles governing the 
standardization of documents for regulatory purposes and the general input 
of Regulatory Affairs concerning the development and maintenance of dos
siers, submissions, and, if applicable, global dossiers, for the company's 
medicinal products. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term document for regulatory purposes signifies any docu
ment that is intended for regulatory purposes (e.g., application for 
clinical trial authorization or application for marketing authoriza
tion). 

• The term internal company standard for documents for regulatory 
purposes signifies a generic (not product-specific) document that 
gives the company's evaluation and summary of actual regulatory 
requirements for the format and content of documents for regula
tory purposes and cross-references regulations and guidelines. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic doc
uments for regulatory purposes, rulings should be available for the following 
items: 

3.1. The responsibility for input concerning documents for regulatory 
purposes with regard to regulatory know-how is with Regulatory Af
fairs. 

3.2. Regulatory Affairs input will be via internal company standards or 
via the project team for product-specific requirements. 

3.3. Internal company standards reflect the current state of the company's 
evaluation of actual regulations and guidelines. 

3.4. Decision making on internal standards of the company for docu
ments for regulatory purposes is a joint process between Regulatory 
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Affairs and other concerned department(s) and/or scientific disci
pline(s). The coordination and maintenance of internal company 
standards for documents for regulatory purposes is the responsibility 

of Regulatory Affairs. 

3.5. Internal company standards for documents for regulatory purposes 
are updated continuously as needed and made available by Regula
tory Affairs to other concerned departments and/or scientific disci
plines. 

3.6. Product-specific documents for regulatory purposes meeting the in
ternal standards of the company form the basis for dossiers. 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENTTO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.2. The requirements for documentation should consider general as
pects (i.e., applicability to all or to a range of medicinal products) 
and product-specific requirements. 

7.3.3. Much of the time and repetition of efforts in projects can be avoided 
by considering the requirements in advance and documenting the 
company's evaluation or agreement in written form. Of course, Reg
ulatory Affairs must closely monitor evolving guidelines that may 

impact internal company standards. Even though many guidance 

documents are not legally binding, such as recommendations, notes 
for guidance, and points to consider (also in draft stage!), these doc
uments form the actual state of the art and wi II, therefore, be used as 
a basis for decisions by Regulatory Bodies. 

P-1 0 page 3 of 4 



Policies 209 

7.3.4. The coordination of internal company standards is typically the re
sponsibility of Regulatory Affairs because Regulatory Affairs is the in
ternal customer of documents for regulatory purposes. 

7.3.6. It must be ensured that all documents for regulatory purposes meet 
internal company standards. The various scientific disciplines must 
guarantee that their documents meet such standards. Otherwise, a 
time-consuming, detailed check by Regulatory Affairs will be neces
sary to guarantee the quality of dossier(s). 
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11: Dossier 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

A Policy of Department XYZ 

Policy 

11 

(enter company-specific code) 

Dossier 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Global Dossier (P-15) 

2. Policy on Documents for Regulatory Purposes 
(P-1 0) 

3. Policy on Project Assignments (P-23) 

4. Policy on Submission (P-27) 

5. Departmental operational procedures 

Signature of authorized person(s) 

Name of authorized person(s) 

job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MMIYY 
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1. PURPOSE 

This policy is a set of rules developed to govern the generation of a dossier 
by Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term dossier signifies a compilation of documents for a spe
cific regulatory purpose (e.g., application for clinical trial autho
rization or application for marketing authorization) in a specified 
country(ies) for a developmental or already marketed medicinal 
product in a structured form (i.e., submission-like). If applicable, 
it is a subset of the global dossier. The dossier is the basis for the 
submission(s}. 

• The term global dossier signifies a compilation of all documents 
required for international regulatory purpose(s) for a developmen
tal or already marketed medicinal product. It is maintained con
tinuously throughout the life cycle of the medicinal product and 
serves as a repository for the generation of dossiers and submis
sions. 

• The term submission signifies a country-specific compilation of 
documents for a specific regulatory purpose (e.g., application for 
clinical trial authorization or application for marketing authoriza
tion) for a developmental or already marketed medicinal product 
in a structured form according to national regulatory require
ments. It is based on the dossier, or, if applicable, the global 
dossier. It may contain additional national documents (e.g., na
tional leaflets or application forms). 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic 
dossier, rulings should be available for the following items: 
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3.1. If applicable, the dossier is a subset of the global dossier (1 ). The 
structure, format, and content of elements are defined by internal 
company standards (2). 

3.2. Responsibility and a single point of reference for the generation and 
documentation of the dossier is with the assigned Regulatory Affairs 
manager. Assignments are documented in the listing of project as
signments (3). 

3.3. The dossier is generated after the official decision to submit an ap
plication for a medicinal product in at least one country. 

3.4. The dossier will be made available in a timely fashion to the Regu
latory Affairs unit responsible for the submission (4). 

3.5. Each organizational unit responsible for generating a dossier pro
vides a written procedure for processes and responsibilities (5). 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.1. One of the most important Regulatory Affairs functions is to generate 
dossiers for submission for regulatory purposes (e.g., to obtain a clin
ical trial license, a marketing authorization, or a renewal of a mar
keting authorization). The technical part of this process is reflected 
by policies on global dossier, dossier, and submission. 

7.2. For companies continuously maintaining a global dossier, this may 
be identical with the dossier. However, most companies provide lo
cal Regulatory Affairs units not with the complete documentation but 
with only the documentation subset relevant for the intended 
submission. Usually, the dossier is provided in a submission-like 
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structure to facilitate generation of the submission. Based on your 
procedures, define whether the dossier will or will not be paginated 
and referenced. The submission typically contains additional locally 
required documents (e.g., application forms and national leaflet 
texts). 

7.3.1. In order to guarantee the quality of the dossier, the various scientific 
disciplines should confirm that their documents for regulatory pur
poses are generated according to internal company standards. Oth
erwise a time- and capacity-consuming check by Regulatory Affairs 
becomes necessary for all documents. 

7.3.4. Timelines apply only if separate Regulatory Affairs units are respon
sible for the generation of the dossier and the submission. If this is 
not the case, reflect this in your in-house procedure. Define the time 
frames for your organization. A suggested time frame is within one 
month from the receipt of the last document at Regulatory Affairs. 

7.3.5. Develop SOP(s) for generating a dossier. 
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A Policy of Department XYZ 

12: Education/Training 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

12 

(enter company-specific code) 

Education/Training 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Information Management (P-17) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
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1. PURPOSE 

This policy is a set of rules developed to specify the principles that apply to 
the training and education of Regulatory Affairs staff worldwide. As people 
are the most important resource in ensuring high quality work in Regulatory 
Affairs, it must be recognized that Regulatory Affairs has an obligation to 
manage the training and education of its staff together with the personnel 
department. Regulatory Affairs staff must develop and maintain expertise in 
a wide range of regulatory-related activities and have a thorough under
standing of current regulations governing worldwide medicinal product de
velopment. As only a few traditional educational facilities offer Regulatory 
Affairs training, it is important to organize in-house training. Staff should be 
sent to extramural training courses for general as well as specialized educa
tion (e.g., trainings, certification programs organized by Regulatory Affairs 
professional societies). 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The terms training and education in this policy mean 
both internally and externally organized, theoretical, and/or practical mea
sures to ensure achievement and/or maintenance of a high standard of 
knowledge, skills, and experience required within Regulatory Affairs. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic 
education/training, rulings should be available for the following items: 

3.1. For newcomers, attendance at a seminar that provides comprehen
sive information about the company-its organization, areas of busi
ness, and medicinal products-is obligatory with the aim to obtain 
knowledge about the company and the organization. 

3.2. A mentor from the Regulatory Affairs department is recommended 
for newcomers for their first year. 

3.3. For newcomers, feedback should be solicited from/to the department 
head after 3, 6, and 12 months. 
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3.4. A general education plan should be established for newcomers (to 
be modified according to his or her education and training and the 
function). 

3.5. Attendance is required at presentations of departments/scientific dis
ciplines with which Regulatory Affairs frequently interacts (e.g., Drug 
Safety, Clinical Pharmacology, Biometry, Project Management, Mar
keting) with the aim to obtain insight into structure and working 
methods and to establish contacts that should aid future collabora
tion. 

3.6. Regulatory Affairs will hold various trainings and further educational 
seminars at regular intervals as a source of knowledge of and train
ing in Regulatory Affairs and to enable the acquisition of the exper
tise needed for the work. 

3.7. For extramural seminars and congresses, see the policy on informa
tion management (1 ). 

3.8. A trip report should be written for each extramural event and dis
tributed to the interested parties. 

3.9 An evaluation as to the quality and the value to the attendee should 
be given for each seminar or congress. This feedback should be taken 
into account when selecting future seminars. 

3.1 0. For all managers or personnel in leading positions, seminars on lead
ership must be available. 

3.11. Seminars on communication and cooperation, environmental pro
tection, industrial safety, and quality are mandatory for all. 

3.12. As the result of the regular performance evaluations or by request, 
further trainings or seminars may be required. 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7 .1. Carefully monitor the trainings and certification programs organized 
by professional societies. Regulatory Affairs professional societies of
fer complete trainings with regard to regional requirements for new
comers. Maintain a list of recommended programs. 

7.3.1. The Regulatory Affairs professional must be knowledgeable about 
the company, its organization, and its medicinal products in order to 
identify with the goals of Regulatory Affairs. 

7.3.2. A senior professional should be appointed as a mentor for each new
comer, because Regulatory Affairs work is usually best acquired by 
on-the-job training. The mentor should be the primary contact for the 
newcomer and should suggest and discuss the specific education 
plan with the newcomer and the department head. The mentor 
should also monitor the implementation of the education plan and, 
if required, adjust it. He or she should advise the department head 
regarding the level of responsibility to be transferred to the new
comer and report progress on a regular basis. 

7.3.3. Newcomers should be given regular feedback from the department 
head, at least after 3, 6, and 12 months. The newcomer, too, should 
also be encouraged to give feedback. This feedback should result in, 
if required, corrective actions for this specific education plan and/or 
future education plans. 

7.3.4. A general education plan for similar function(s) should be developed 
on a generic basis. For each newcomer, however, the education plan 
should be reviewed with regard to the newcomer's background (e.g., 
education and previous training) and the function to be performed; 
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if required, the education plan should be modified as necessary. 
General education can include seminars on the following: 

• Company, organization, products 

• Organization and work of departments with which Regula-
tory Affairs frequently interacts 

• Leadership (if leading position) 

• Communication and cooperation 

• Environmental protection 

• Industrial safety 

• Quality management 

Specialized education can include the following: 

• Trainings and certification programs by professional societies 

• Extramural seminars and congresses 

• In-house training and education 

Develop the education plan together with the personnel department. 
Careful consideration should be given to the exact outline of the 
seminars, on which a decision will be made whether the seminars 
will be organized in-house or outsourced. As a rule of thumb, there 
must be a large group of interested people to make regular in-house 
seminars profitable. The more specific the group of interested peo
ple, the more likely an in-house seminar will make sense. 

7.3.5. Good knowledge, including good interpersonal relationships, of the 
most important departments with which Regulatory Affairs cooper
ates is also very important. A presentation of departmental work to 
Regulatory Affairs professionals helps to ensure good communica
tion. 

7.3.6. The Regulatory Affairs department should consider organizing its 
own trainings. This would result in an increased feeling of responsi
bility for quality training within the department in general, a higher 
degree of education for trainers, and the chance to deliver a very 
specialized education. 

7.3.8. Trip reports (e.g., congresses) are necessary. Besides spreading the 
information, they enable the writer to review the results once more. 
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7.3.9 Bearing in mind the flood of congresses and trainings offered, com
panies and employees should carefully evaluate the cosVbenefit ra
tio for each educational measure. Feedback from participants helps 
to evaluate the value of future participation. 

7.3.10. As people are the greatest resource you possess in order to attain 
your goals, seminars on leadership are required. 

7.3.11. Specialized education and training (here: in Regulatory Affairs), 
however, is not sufficient to ensure quality. Therefore, regular train
ings should be held on communication and cooperation, environ
mental protection, industrial safety, and quality. 

7.3.12. As result of regular performance evaluations, education on further 
topics can be offered as necessary. 
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A Policy of Department XYZ 

13: Electronic Submission 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

13 

(enter company-specific code) 

Electronic Submission 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Submission (P-27) 

2. Policy on Dossier (P-11) 

3. Policy on Global Dossier (P-15) 

4. Policy on Tools (P-29) 

5. Policy on Information Technology (P-18) 

6. Departmental operational procedures 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
--------------------------------------
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1. PURPOSE 

This policy covers the work associated with the generation of an electronic 
submission. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term electronic submission signifies a submission that con
tains some or all of its information in an electronic format. 

• The term submission signifies a country-specific compilation of 
documents for a specific regulatory purpose (e.g., application for 
clinical trial authorization or application for marketing authoriza
tion) for a developmental or already marketed medicinal product 
in a structured form according to national regulatory require
ments. It is based on the dossier, or, if applicable, the global 
dossier. It may contain additional national documents (e.g., na
tional leaflets or application forms). 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic elec
tronic submission, rulings should be available for the following items: 

3.1. The electronic submission is based on either the submission (1 ), the 
dossier (2), or, if applicable, the global dossier (3). 

3.2. Responsibility for generation and documentation of the electronic 
submission is with the appointed Regulatory Affairs manager. As
signments are documented in the submission assignments listing (1 ). 

3.3. The electronic submission is generated after an official decision is 
made to submit an electronic application for a medicinal product in 
a specific country. The prerequisites are favourable cost-benefit ratios 
and agreement with the Regulatory Body. 

3.4. The electronic submission should be generated in a timely fashion. 
The policies on submission (1 ), tools (4), and information technology 
(5) apply. 
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3.5. Each department responsible for generating an electronic submission 
provides a written procedure for processes and responsibilities (6). 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.2. Electronic submissions might be paper submissions that contain ad
ditional summary parts on disc in Microsoft Word® or WordPerfect®, 
or a Computer Assisted New Drug Application (CANDA) using SAS® 
files. 

7.3.1. The source data depend on the process. Most companies first com
plete a paper documentation, then create the electronic form; how
ever, it may be possible in the future to maintain the global dossier 
electronically and from this create the electronic submission, with 
the paper format as a printout. 

7.3.3. Electronic submissions should be generated only as needed. Though 
the process is beneficial in itself because it augments the trans
parency of processes, it is capacity- and time-consuming. Today, 
there is no routine procedure for both the industry and Regulatory 
Bodies. Therefore, it is of the utmost importance to determine early 
in the process not only whether the Regulatory Body is willing to ac
cept an electronic submission and whether there is a real interest by 
the designated reviewer(s). Closely monitor regulatory requirements. 
Make sure that in-house decision making is well documented and 
that you have the full support of upper management. 

7.3.5. Develop the SOP(s) on generating an electronic submission. 
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A Policy of Department XYZ 

14: Environmental Protection 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

14 

(enter company-specific code) 

Environmental Protection 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MM!YY 
----------------------------------------
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1. PURPOSE 

This policy is a set of rules developed to specify the principles that apply to 
environmental protection in the work of Regulatory Affairs worldwide. With
in the company, Regulatory Affairs has an obligation to regulate the use of 
energy and materials with regard to environmental protection. Environmen
tal protection in the field of regulatory affairs is less obvious than in other 
departments. Unfortunately, it is an area that is all too often neglected. How
ever, for cost-effectiveness, this is an area that must be regulated. Therefore, 
the objective of this policy is to ensure adequate environmental protection 
by Regulatory Affairs staff in order to reach and maintain the required high 
standard of quality in terms of the function within Regulatory Affairs world
wide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term environmental protection in this policy 
means the responsible use of energy and material within Regulatory Affairs. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic en
vironmental protection, rulings should be available for the following items: 

3.1. The responsible use of energy 

3.2. The responsible use of use raw materials 

3.3. The avoidance of waste 

3.4. The responsible disposal of waste 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.1. Explore possibilities for energy saving: use energy-saving bulbs, put 
machines on standby or turn them off if not used, monitor tempera
ture settings of central heating and air conditioning. 

7.2. The responsible use of energy and materials includes the use of wa
ter and paper. 

7.3. Consider at least the following: 

7.3.1. Waste disposal should be considered when purchasing office sup
plies/equipment. Explore the possibilities of using recycled material 
(e.g., paper). 

7.3.2. In order to avoid extensive paper waste, determine who requires spe
cific documentation. Before sending out documents, be sure that the 
information is important for the recipient. Attachments should be 
avoided when possible; a solution might be to indicate that they are 
on file (i.e., available on demand). 

Printouts should be done only when needed. Additionally, limita
tions can be activated by the number of pages. Corrections in texts 
from word processing systems should be done on screen rather than 
on paper. If a printout is required, the back side of former printouts 
can be used to save paper. Careful planning can help avoid unnec
essary copies of documents or dossiers. 

E-mail should be used for interoffice mail within the department/ 
company. 

7.3.3. When compiling dossiers/submissions, no unnecessary materials 
should be used. 
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The quality of presentations is usually increased when fewer trans
parencies are presented. As rule of thumb, no more than 5-1 0 trans
parencies should be required (or used) per presentation. 

7.3.4. Explore waste separation and recycling possibilities (e.g., separating 
paper and other waste; shred confidential documents to allow for re
cycling). 
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A Policy of Department XYZ 

15: Global Dossier 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

15 

(enter company-specific code) 

Global Dossier 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Standard for Global Dossier (S-15.01) 

2. Policy on Documents for Regulatory Purposes 
(P-1 0) 

3. Policy on Project Assignments (P-23) 

4. Departmental operational procedures 

Signature of authorized person(s) 

Name of authorized person(s) 

job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
----------------------------------------
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1. PURPOSE 

This policy is a set of rules developed to govern the generation of a global 
dossier by Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term dossier signifies a compilation of documents for a spe
cific regulatory purpose (e.g., application for clinical trial autho
rization or application for marketing authorization), in a specified 
country(ies) for a developmental or already marketed medicinal 
product in a structured form (i.e., submission-like). If applicable, 
it is a subset of the global dossier. The dossier is the basis for the 
submission(s). 

• The term global dossier signifies a compilation of all documents 
required for international regulatory purpose(s) for a developmen
tal or already marketed medicinal product. It is maintained con
tinuously throughout the life cycle of the medicinal product and 
serves as a repository for the generation of dossiers and submis
sions. 

• The term submission signifies a country-specific compilation of 
documents for a specific regulatory purpose (e.g., application for 
clinical trial authorization or application for marketing authoriza
tion) for a developmental or already marketed medicinal product 
in a structured form according to national regulatory require
ments. It is based on the dossier, or, if applicable, the global 
dossier. It may contain additional national documents (e.g., na
tional leaflets or application forms). 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic 
global dossier, rulings should be available for the following items: 

3.1. For each developmental or already marketed medicinal product, a 
global dossier is generated and maintained throughout the entire life 
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cycle of the medicinal product. The structure of the global dossier is 
defined (1 ). The format and content of elements are defined by in
ternal company standards (2). 

3.2. Responsibility for generation and maintenance of the global dossier 
is with the appointed Regulatory Affairs manager. Assignments are 
documented in the listing of project assignments (3). 

3.3. The global dossier is prepared after an official company decision is 
made to develop a medicinal product. It is maintained throughout 
the entire life cycle of the medicinal product. Updates are processed 
in a timely fashion after availability at Regulatory Affairs. Changes to 
the global dossier are adequately documented. 

3.4. Each department responsible for the generation and maintenance of 
a global dossier provides a written procedure for processes and re
sponsibilities (4). 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.1. One of the most important Regulatory Affairs functions is to generate 
dossiers for regulatory purposes (e.g., to obtain a clinical trial autho
rization, a marketing authorization, or a renewal of a marketing au
thorization). The technical part of this process is reflected by the 
policies on global dossier, dossier, and submission. For companies 
operating in a single market, the policies for dossiers and submis
sions should be combined. 

7.2. For companies continuously maintaining a global dossier, it may be 
identical with the dossier. However, most companies provide 
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national Regulatory Affairs units only with the relevant subset for the 
intended submission, not the entire documentation. Usually, the 
dossier is provided in a submission-like structure to facilitate the 
generation of the submission. Based on your organization needs, de
fine whether the dossier will or will not be paginated and cross
referenced. 

7 .3.1. The standard for the generation of the global dossier should be 
adapted to the needs of your organization. 

7.3.3. Define the time frame and adequate documentation requirements for 
your organization. 

7.3.4. Develop the SOP(s) for generating a global dossier. 
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A Policy of Department XYZ 

16: Import/Export 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

16 

(enter company-specific code) 

Import/Export 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Contact with Regulatory Body (P-08) 

2. Departmental operational procedures 

3. List of responsible persons for import/export 
by country 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
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1. PURPOSE 

This policy is a set of rules developed to govern the import/export of the 
company's substances and medicinal products for Regulatory Affairs world
wide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term substance or medicinal product in this policy 
means both development/research products and already marketed medici
nal products for which the company has legal responsibility, be it as a con
tract manufacturer, the person responsible for bringing the product into the 
market, the partner in co-marketing, the receiver or giver of a license, the 
Drug Master File (DMF) holder or letter of authorization holder, or the part
ner in joint venture development. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic 
import/export, rulings should be available for the following items: 

3.1. Define responsibility for import/export according to your organiza
tion and procedures. 

3.2. Regulatory Affairs is responsible for contact or activities with the 
Regulatory Bodies in regard to import/export. The policy on contact 
with regulatory body (1) applies. 

3.3. The person(s) responsible for import/export should follow the appro
priate organizational procedure(s) (2) to meet the respective national 
regulatory requirements. 

3.4. A list of responsible persons for import/export by country will be 
generated and maintained (3). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
{The general principles are given in 7.1-7.7 of P-01.) 

7.3.3. Regulatory Affairs is responsible for the monitoring of the regulatory 
environment; in this case, the applicable regulations concerning im
port/export. If Regulatory Affairs is responsible for import/export, de
velop and add the standard and/or SOP to the Quality Manual. 

7.3.4. Develop the list of responsible persons according to the procedures 
of your organization. 
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A Policy of Department XYZ 

17: Information Management 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 
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Policy 

17 

(enter company-specific code) 

Information Management 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Information Technology (P-18) 

2. Policy on Crisis Management (P-09) 

3. Policy on Change Alert/Authorization Process 
(P-06) 

4. Policy on Promotion/Advertising Compliance 
(P-24) 

5. Policy on Contact Report (P-07) 

6. Policy on Periodic Safety Update Report (P-22) 

7. Policy on Labeling (P-20) 

8. Policy on Contact with Regulatory Body (P-08) 

9. Policy on Education/Training (P-12) 
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Authorization: 
Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

Issue Date: DD/MM/YY 

Implementation Date: DD/MM/YY 
-----------------------------------------
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1. PURPOSE 

This policy is a set of rules developed to specify the principles that apply to 
the management of information on the company's substances and medicinal 
products by Regulatory Affairs worldwide with the objective of 

• Ensuring compliance with legal and/or business obligations by the 
adequate transfer of information to the appropriate contact part
ners 

• Avoiding delays in information, misrepresentation, and lack of in
formation 

• Assuring correct interaction with other procedures/departments 
involved within Regulatory Affairs and its contact partners world
wide 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term substance or medicinal product in this policy means 
both development/research products and already marketed medi
cinal products for which the company has legal responsibility, be 
it as a contract manufacturer, the person responsible for bringing 
the product into the market, the partner in co-marketing, the re
ceiver or giver of a license, the Drug Master File (DMF) holder or 
letter of authorization holder, or the partner in joint venture de
velopment. 

• The term information in this context means any knowledge on the 
company's substances and/or medicinal products that might be 
relevant for partners within Regulatory Affairs or other contact 
partners as defined by legal and/or business obligations. This cov
ers information received directly, by phone, E-mail, fax, letter, or 
other route. 

• The term contact partner in this context means the person(s), 
department(s), company(ies), and/or Regulatory Body(ie)s with 
which Regulatory Affairs personnel interact in a business environ
ment. 
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• The term contact with Regulatory Bodies signifies any communi
cation between Regulatory Affairs and a Regulatory Body directly, 
by phone, E-mail, fax, telex, or letter, or during a personal meet
ing. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic in
formation management, rulings should be available for the following items: 

3.1. Distribution of information on the company's substances/medicinal 
products. 

3.2. Requirement to meet applicable laws and regulations and/or busi
ness obligations. 

3.3. Communication of information that may substantially impact the le
gal and/or business obligations of the company without undue delay. 

3.4. Identification and appropriate communication on information that is 
vital in nature. 

3.5. Truth, plausibility, and reliability of information communicated by 
Regulatory Affairs. 

3.6. Communication of information that could be of importance to the 
company. 

3.7. Requirement to meet internal and external customers' needs in terms 
of level of detail and access time. 

3.8. Requirement to meet general business rules concerning secrecy 
agreements, rules for noncompany personnel, rules for correspon
dence and signatures, e.g., such as the following: 

• Corporate design/forms for correspondence 

• Business correspondence-external 

• Business correspondence-internal 

• Electronic mail (telex, fax, E-mail) (1) 

• Going through the mail 

• Secrecy, confidentiality of documents 
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• Taking confidential business papers beyond company's 
premises 

• Distribution of circular letters, or minutes of regularly recur
ring meetings 

3.9. Release procedures for lectures and publications. 

3.1 0. Consult the following policies for more information: crisis manage
ment {2), change alert/authorization {3), promotion/advertising com
pliance {4), contact report {5), periodic Safety Update Report {6), 
labeling {7). 

3.11. Procedures are required for communication of information on actual 
or suspected harm or risk connected with the company's sub
stances/medicinal products, or information on other substances/ 
medicinal products that could also apply to the company's sub
stances/medicinal products {regardless whether the information 
refers to approved or unapproved use of the substances/medicinal 
products). 

3.12. Procedures in case of suspected illegal or criminal exploitation of the 
company's work by other companies {e.g., patent infringement and 
counterfeit products). 

3.13. Procedures on use of insider knowledge. 

3.14. Contact with Regulatory Bodies {8). 

3.15. Procedures for suggestions for improvement should be written down. 

3.16. Regulatory Affairs employees will receive the information they re-
quire for their everyday work in adequate level of detail in a timely 
fashion. 

3.17. Requirement for clear organization and function{s). 

3.18. Regulatory Affairs employees will be given the opportunity to take 
courses and attend congresses on a need-to-know basis {9). 

3.19. Regulations on subscriptions to newspapers, journals, and other 
pub I ications. 

3.20. Regulations on the ordering of copies of publications. 

3.21. Procedure for the announcement of visitors and the generation of 
their agenda. 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENTTO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. Name the responsible department for the distribution of information 
on the company's substances/medicinal products. 

7.3.6. A lack of information is serious mismanagement; therefore, great 
care should be taken to avoid this. 

7.3.8. General rules may seem so evident as to make a policy on secrecy 
agreements, confidentiality, and so on superfluous; however, prac
tice shows that there should be established standards for easy refer
ence to guarantee quality. A simple thing, such as an incorrect 
signature on an important communication or agreement, may lead 
to great damage to the department and/or company. 
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A Policy of Department XYZ 

18: Information Technology 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

18 

(enter company-specific code) 

Information Technology 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MMIYY 
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1. PURPOSE 

This policy is a set of rules developed to specify the principles that apply to 
electronic data processing (EDP) and telecommunication for Regulatory Af
fairs worldwide with the objective of 

• Ensuring compliance with legal and/or business obligations 

• Avoiding delays and/or costs because of incompatible or other
wise unsuitable hardware and/or software 

• Assuring correct interaction with other procedures/departments 
involved within Regulatory Affairs and its contact partners world
wide 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term information in this context means any knowledge on the 
company's substances and/or medicinal products that might be 
relevant for partners within Regulatory Affairs or other contact 
partners as defined by legal and/or business obligations. This cov
ers information received directly, by phone, E-mail, fax, letter, or 
other route. 

• The term contact partner in this context means the person(s), 
department(s), company(ies), and/or Regulatory Body(ies) with 
which Regulatory Affairs personnel interacts in a business envi
ronment. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic in
formation technology, rulings should be available for the following items: 

3.1. To ensure data security, every user must have a unique user ID and 
password(s). Access to personal computers and electronic networks 
should be regulated via a security check. The user ID and pass
word(s) must be kept confidential and must not be used by other per
sons. The user ID and password(s) must be assigned by appropriately 
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defined and validated procedures. These guidelines also apply when 
replacement workers stand in for someone who is ill or on vacation. 

3.2. Legal and/or business obligations will be appropriately met. The 
rights of the individual will be respected, regardless of whether the 
employee is in Regulatory Affairs or another department. 

3.3. In order to ensure the cost-effective use of personal computers (PCs) 
as well as compatibility and integratability into existing networks 
within the company, the acquisition of such hardware and software 
should be according to standards developed by the responsible per
son/department (usually the Information Technology department). 
This also applies to portable PCs. 

3.4. Users of PCs with external connections must take appropriate safety 
precautions against hackers and viruses. 

3.5. There is no guarantee on availability and/or reliability of information 
or services on the Internet and no guarantee of confidentiality or in
tegrity of information transfer. Therefore, the Internet should be used 
only on a need-to-know basis, with adequate measures for protec
tion (e.g., with a fire wall). 

3.6. In order to ensure the cost-effective use of telecommunication equip
ment as well as compatibility and integratability into existing com
munication networks within the company, the acquisition of such 
equipment should be according to standards developed by the re
sponsible person/department (usually the Information Technology 
department). This also applies for to digital equipment (e.g., ISDN 
telephones, ISDN PC cards, and cellular telephones). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

Regulatory Affairs professional(s) should not attempt to finalize or im
plement this policy without help from Information Technology professionals 
(internal and/or external)! In the context of this policy, you should think 
about who are the contact partners and what the optimal communication 
would look like. The draft policy deals primarily with avoiding the pitfalls; 
however, you may also wish to think about ways to improve existing com
munication. 

7.1. The aspects to keep in mind concerning EDP and telecommunica
tion are legal/business obligations, compatibility, and communica
tion. Legal obligations might include the following: 

• Protection of the rights of individuals concerning the elec
tronic storage of personal information 

• Restrictions concerning the storage of data that could be 
used to control employee performance. 

Business obligations might be the confidentiality of certain data. 

Compatibility is a key issue if several individuals work and commu
nicate using EDP and/or telecommunication equipment. Compatible 
systems help to save time, costs, and capacity. 

The optimal transfer of information is vital for good communication. 

7.3.1. Every user should assume responsibility. Therefore, unique user ID 
and password(s) for each user are a must. You may wish to choose 
computer-assisted generation of password(s) where random pass
word(s) are suggested at regular intervals. Experience shows that 
creativity is frequently wanting when it comes to the selection of 
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passwords. Because of the danger of unauthorized use, password(s) 
must be changed on a regular basis. It is NOT acceptable for a re
placement worker to use the same password(s) as the person for 
whom he or she is replacing. In these specified cases, access rights 
should be granted instead. It is vital that appropriately defined and 
validated procedures cover all aspects of user ID and passwords. 

7.3.2. The rights of the individual should be respected. Especially with 
electronic databases, great care must be taken so that information on 
individuals does not violate their rights. 

7.3.3. Adequate electronic tools are of key importance to process quality. 
This does not necessarily mean the most up-to-date hardware and 
software. However, development in this sector should be carefully 
screened and equipment provided to users based on a benefit/cost 
ratio. Also monitor the situation at contact partners with whom you 
wish to interact (e.g., Regulatory Bodies). This applies especially to 
word processing programs and data exchange formats. 

7.3.4. External communication should be allowed only on a need-basis as 
it involves the risk of a breach of confidentiality. Up-to-date mea
sures against hackers and viruses should be taken. It is recom
mended to analyze the possible dangers of each type of external 
communication and to make adequate provisions. Commercial virus 
protection services should be evaluated. 

7.3.5. The Internet is of special interest to the Regulatory Affairs profes
sional, especially as it offers up-to-date information on Regulatory 
Bodies and guidelines issued by the European Agency for the 
Evaluation of Medicinal Products (EMEA) and the Food and Drug Ad
ministration (FDA). However, it must be kept in mind that the infor
mation presented may not always be complete and/or reliable. 

7.3.6. Up-to-date equipment can prove to be a major benefit. Consider in
stalling answering machines and voice mail. 
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1. PURPOSE 

This policy is a set of rules developed to govern inspections of a company 
by Regulatory Bodies worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term Regulatory Body in the context of this policy will mean· 
any Regulatory Body authorized to carry out inspections of the 
company. 

• The term inspection in the context of this policy signifies inspec
tions by Regulatory Bodies with regard to Regulatory Affairs (e.g., 
inspection before issuing a marketing authorization). 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic in
spection, rulings should be available for the following items: 

3.1. Regulatory Affairs is responsible for the organization of such inspec
tions and accompanies all inspectors. The policy for contact with 
Regulatory Bodies applies (1 ). 

3.2. If the inspection is preannounced, Regulatory Affairs is responsible 
for adequate preparation (e.g., internal audit, preparation for proba
ble questions, strategy) with the departments/scientific disciplines 
concerned. 

3.3. In addition to the Regulatory Body's inspection report, Regulatory Af
fairs will write a contact report (2). The inspection and contact re
ports will be adequately archived (3). 

3.4. If required, areas for improvement will be identified and adequate 
measures suggested, and implementation will be monitored by Reg
ulatory Affairs. If required, an internal postinspection meeting will be 
held with the departments/scientific disciplines inspected, with the 
aim of defining measures for improvement. The organization of such 
a meeting is the responsibility of Regulatory Affairs. 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. The organization/accompanying of inspections is not always there
sponsibility of Regulatory Affairs. However Regulatory Affairs is best 
suited for this task because of their close contact with Regulatory 
Bodies and intimate knowledge of their procedures. 
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1. PURPOSE 

This policy is a set of rules developed to govern the generation and mainte
nance of labeling with the purpose of specifying and harmonizing essential 
statements on the company's medicinal products worldwide. 

2. DEFINITIONS 

Here the key terms pertaining to this policy should be defined. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term labeling means a document reflecting the 
company's actual state of knowledge on its medicinal products, by docu
menting per medicinal product the scientifically relevant and essential 
statements. This labeling is the basis for patient leaflet(s), professional infor
mation(s), and promotional material(s). 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic la
beling, rulings should be available for the following items: 

3.1. Labeling shows the information per medicinal product that the com
pany requires to be reflected in national labeling and promotional 
material. The general content is defined by a standard (1 ). 

3.2. Labeling is an element of the dossier and, if applicable, the global 
dossier. However, it is for in-house use only. It is the basis for na
tional labeling and, if applicable, promotional material. 

3.3. The responsibility for the generation and maintenance of labeling is 
with Regulatory Affairs, as well as the responsibility for national la
beling. The policy on promotion and advertising also applies (2). 

3.4. For variations to labeling, the change alert/authorization process ap
plies (3). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.2. Elaborate on the suggested standard for labeling as required by your 
organization and the actual regulatory environment. 

7.3.3. Some companies require translations of the exact wording of in
house labeling to be used for national labeling; others require only 
the reflection of core statements. It is the company's responsibility to 
supply adequate information to affiliates, Regulatory Bodies, and, ul
timately, to patients, and thus to ensure correct labeling. Beware of 
very marketing-oriented texts. On the other hand, do not hesitate to 
discuss critical issues with the Regulatory Bodies. 
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1. PURPOSE 

This policy is a set of rules developed to govern the outsourcing of Regula
tory Affairs work. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term outsourcing for the purpose of this policy means in
sourcing, co-sourcing, or outsourcing of Regulatory Affairs work 
to external parties. 

• The term external parties for the context of this policy means 
individuals, consultants, or Contract Research Organizations 
(CROs) outside Regulatory Affairs that can supply functions re
quired for Regulatory Affairs. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic out
sourcing, rulings should be available for the following items: 

3.1. If required, Regulatory Affairs work may be outsourced to external 
parties. 

3.2. The criteria for the selection of such external parties will be adequate 
quality and cost-effectiveness. If available, previous experience will 
also be considered (see under section 3.5. of this policy). 

3.3. The person/department outsourcing will be responsible for the con
duct and performance of such external parties and will take the nec
essary measures to ensure that they appropriately meet all business 
and legal obligations on behalf of such person/department. 

3.4. The person/department outsourcing will make sure that functions 
performed by such third parties on behalf of Regulatory Affairs meet 
the standards established by the quality system. 

3.5. A list will be developed and maintained on such external parties that 
might stand in for Regulatory Affairs in cases of crisis (1 ). 
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3.6. The actual performance of such external parties for Regulatory Af
fairs will be evaluated and experience documented in the list (see 
under section 3.5. of this policy). 

3.7. Special rulings applicable in the case of outsourcing will be defined 
in the individual policies of the quality system. 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. This should not be interpreted as a call for the outsourcing of some 
or all of Regulatory Affairs' work; however, there must be provisions 
in place in case some work must be outsourced in order to achieve 
the goals of Regulatory Affairs. 

7.6. This is not a typing error: Even outsourcing can be outsourced; 
namely, you can delegate the responsibility of selecting and moni
toring CROs to someone else. In this case, you need to make the ap
plicable provisions. 
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1. PURPOSE 

This policy is a set of rules developed to govern the generation of periodic 
Safety Update Reports by Drug Safety and Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term periodic Safety Update Report signifies a doc
ument for regulatory purposes issued by Drug Safety and Regulatory Affairs 
for the company's marketed medicinal products for safety updates or phar
macovigilance according to regulatory requirements. It is part of, if applica
ble, the global dossier, and, if nationally required, part of dossier(s) and 
submission(s). 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic pe
riodic Safety Update Report, rulings should be available for the following 
items: 

3.1. For each of the company's marketed medicinal products, the peri
odic Safety Update Report will be generated and updated according 
to current regulations. 

3.2. The responsibility for the periodic Safety Update Report lies with 
Drug Safety and Regulatory Affairs. 

3.3. Develop a standard for the structure, format, and content of the pe
riodic Safety Update Report (1 ). Develop procedures for all depart
ments responsible for generating the periodic Safety Update Report 
(2). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. Regulatory Affairs is responsible for closely monitoring the regula
tory environment. 

7.3.2. Principal ownership and responsibility lies with Drug Safety; how
ever, Regulatory Affairs shares the responsibility. The periodic Safety 
Update Report is a key document for regulatory purposes to which 
Regulatory Affairs also contributes, for example, the marketing his
tory. Regulatory Affairs is the internal customer of the periodic Safety 
Update Report. 

7.3.3. Develop the standard and the respective SOPs. 
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A Policy of Department XYZ 
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1. PURPOSE 

This policy is a set of rules developed to govern project assignments and to 
provide for a listing of these. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term global dossier signifies a compilation of all 
documents required for international regulatory purpose(s) for a develop
mental or already marketed medicinal product. It is maintained continu
ously throughout the life cycle of the medicinal product and serves as a 
repository for the generation of dossiers and submissions. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic pro
ject assignments, rulings should be available for the following items: 

3.1. The responsibility for the generation and maintenance of the global 
dossier (1) for the company's developmental or marketed medicinal 
products is with the appointed Regulatory Affairs manager. 

3.2. Regulatory Affairs will generate and maintain a listing of responsible 
Regulatory Affairs managers per medicinal product. Distribution will 
be according to an agreed on standard distribution list of interested 
parties. Every update/modification will be made available to such in
terested parties within five working days (2). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. Make it clear in your organization that the responsibility for the con
tent of the individual documents for regulatory purposes incorpo
rated into the global dossier remains with the respective authors/ 
scientific disciplines. 

7.3.2. Consider making the list electronically available. 
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A Policy of Department XYZ 

24: Promotion/ Advertising Compliance 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

24 

(enter company-specific code) 

Promotion/Advertising Compliance 
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DD/MM/YY 

Implementation Date: DD/MM/YY 
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1. PURPOSE 

This policy is a set of rules developed to specify the procedures by which 
promotion/advertising compliance is assured by Regulatory Affairs world
wide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term promotion/advertising in the context of this 
policy refers to any published information on the company's substances or 
medicinal products that is published with a view of making the product 
known and/or augmenting sales (e.g., newspaper ads, television commer
cials). It excludes patient information and physician's information, which is 
regulated by the policy on labeling (1 ). 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic 
promotion/advertising compliance, rulings should be available for the fol
lowing items: 

3.1. Responsibility for promotion/advertising compliance is with Regula
tory Affairs. (In case responsibility is with another functional unit, en
sure that promotion/advertising complies with approved labeling by 
involving Regulatory Affairs in the approval process.) 

3.2. Promotion/advertising must never be unethical. 

3.3. Promotion/advertising must comply in a timely fashion with legal 
and/or business obligations, and the policies on labeling (1) and in
formation management (2). 

3.4. Adequate procedures for compliance and release will be estab
lished, including the documentation of changes; change manage
ment applies (3). 

3.5. The policies for submission (4) and archiving management (5) apply. 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. Promotion/advertising is considered to be the responsibility of Regu
latory Affairs in some but not all countries. If preapproval is required 
by Regulatory Bodies for promotional material, Regulatory Affairs is 
then responsible. For the sake of harmonization of promotional ma
terial with registered labeling, it seems advisable to unite the re
sponsibility for both in one function. 

7.3.2. For example, it would be unethical to arouse a fear of illness for pro
motional purposes. 
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A Policy of Department XYZ 

25: Regulations and Guidelines 
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Global 
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1. PURPOSE 

This policy is a set of rules developed to specify the principles governing for 
Regulatory Affairs worldwide regarding the collection, evaluation, archiving, 
and distribution of any relevant guidelines for the company's substances and 
medicinal products, with the aim of achieving and maintaining a high de
gree of understanding and knowledge of the regulatory requirements within 
the organization and to agree on a company position, which provides a ba
sis for the standardization of documents for regulatory purposes (1 ). 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term guidelines in the context of this policy signifies world
wide guidelines, regulations, laws, relevant publications, position 
papers, and company experience (e.g., contact reports, deficiency 
letters, Regulatory Affairs know-how) that may impact the com
pany's substances and/or medicinal products (e.g., medicinal 
product development, marketing authorization, and surveillance 
programs). 

• The term company position in the context of this policy signifies 
for each important guideline the result of interpretation/discussion 
by Regulatory Affairs, and, if applicable, other concerned depart
ments/disciplines. It will contain a summary and an evaluation of, 
for example, critical issues, possible consequences for the com
pany, and recommendations. 

• The term company comment in the context of this policy signifies 
a document communicating to Regulatory Bodies comments sug
gestions for changing a guideline. Typically, it will be in letter for
mat and contain comments, suggestions, and critical issues, with 
references to the original document. It may be submitted via in
dustry associations and/or Regulatory Affairs professional societies 
or directly to the Regulatory Bodies. 
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3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic reg
ulations and guidelines, rulings should be available for the following items: 

3.1. In order to make guidelines easily accessible, Regulatory Affairs 
maintains a guideline archive (for regulatory documents, see the pol
icy on archiving management [2]). Regulatory Affairs will be re
sponsible for acquiring copies of relevant new guidelines in a timely 
fashion (if required with translation) and for making them available, 
preferably in electronic form. Interested parties will be informed ap
propriately on a quarterly basis on new guidelines; very important 
guidelines will be communicated not later than one month after re
ceipt. 

3.2. The evaluation/assessment of important guidelines will be coordi
nated by Regulatory Affairs in a timely fashion. Discussions will be 
between Regulatory Affairs and the departments/scientific disci
plines concerned. The result will be a company position summarized 
by Regulatory Affairs according to the standard for format and con
tent (3). The company position will made accessible by Regulatory 
Affairs with cross-references to the original document, preferably in 
electronic form. Interested parties will be informed appropriately on 
a quarterly basis. 

3.3. If required, a company comment based on the company position 
will be sent to industry associations, Regulatory Affairs professional 
societies, and/or Regulatory Bodies. It is the responsibility of Regu
latory Affairs to compile the company comment in conjunction with 
the other departments/scientific disciplines concerned. 

3.4. If required, Regulatory Affairs will participate in working parties of 
industry associations and/or Regulatory Affairs professional societies 
to introduce the company's position at an early stage of discussion. 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENTTO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.2. Important guidelines should be interpreted by a company position. 
Obviously, the company must define the term important in this con
text. For internationally operating companies, the definition will be 
different from that of companies operating in a single market. How
ever it should be noted that guidelines applying worldwide, such as 
World Health Organization (WHO) guidelines, or to the major mar
kets, such as International Conference on Harmonisation (ICH) 
guidelines, have considerable influence on the rule making in other 
countries; therefore, knowledge of these guidelines helps to adapt 
in-house standards in time and to foresee developments. 

7.3 .1 . So far, there are several marketed products that offer segments of reg
ulations in electronic format. It is suggested that each company care
fully monitor the market in order to purchase this service. In the 
future, the Internet will possibly provide all U.S. and EU guidelines. 
At present, this does not seem to be a practical solution, as queries 
and downloading are a time-consuming process. With regard to in
ternational operations, there are no CROs that offer the complete 
guidelines worldwide. 

7.3.2. Texts should be evaluated/interpreted by the respective scientific dis
cipline(s) and Regulatory Affairs in order to capture both viewpoints. 
Also bear in mind that within the Regulatory Bodies, both scientists 
and regulators have worked on the document; so in addition to the 
scientific aspect, the procedural and political aspects must also be 
evaluated. The consequences to the company and its medicinal 
products should also be discussed. 
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7.3.3. This applies primarily to draft documents. 

7.3.4. Though time- and capacity-consuming, the department/company 
should consider actively participating in working parties, as this pro
vides a real opportunity to bring your ideas to the discussion process. 
Once a draft is released for comments, it may be difficult to change 
it significantly, unless, of course, there are major flaws in it. 
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A Policy of Department XYZ 

26: Regulatory Strategy 

Document Type: 

Document Code: 

Title: 
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Issue Date: 

Policy 

26 
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Regulatory Strategy 
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Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
----------------------------------------
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1. PURPOSE 

This policy is a set of rules developed to govern the generation and mainte
nance of the regulatory strategy by Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term regulatory strategy signifies the selection of 
the appropriate submission strategy in terms of the content and presentation 
of dossier(s), as well as time point(s) for submission(s), and procedure(s) to 
be used, and considering the target summary of product characteristics 
(SMPC) for the developmental or marketed medicinal product and the regu
latory environment. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic reg
ulatory strategy, rulings should be available for the following items: 

3.1. Responsibility for the generation and maintenance of the regulatory 
strategy is with the appointed Regulatory Affairs manager. 

3.2. The generation of the regulatory strategy starts with the official deci
sion of the company to develop a medicinal product and is main
tained until the company's target has been reached. It is regularly 
presented to the project team for discussion. 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.1. One of the most interesting and challenging tasks for the Regulatory 
Affairs professional is to develop and maintain a regulatory strategy 
for a given medicinal product. It requires continuous and careful 
overview and evaluation of the actual regulatory environment as set 
out by regulations and guidelines in the light of experience. The reg
ulatory strategy should also be discussed within Regulatory Affairs in 
order to use all available experience. Also consider contacting the 
Regulatory Bodies in advance to obtain their input on critical issues. 

7.3.2. When discussing the regulatory strategy with the project team, it is 
important to first discuss all of the targets identified by Clinical and 
Marketing. Are all of the indications equally important? Is the exact 
wording essential? Are all of the markets to be accessed at the same 
time? It is important to develop jointly the most beneficial strategy 
for the company. Clearly give to all participants the benefits and risks 
for each scenario. Involve the project team members, as decisions on 
the regulatory strategy should be supported by the whole team. 

Good documentation of agreements reached (and changes) is re
quired, as product development and registration are lengthy pro
cesses and the team members may change. Documentation of the 
discussion process will also help to avoid going round in circles. 
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Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policies 271 

A Policy of Department XYZ 

Policy 

27 

(enter company-specific code) 

Submission 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Dossier (P-11) 

2. Policy on Global Dossier (P-15) 

3. Policy on Documents for Regulatory Purposes 
(P-1 0) 

4. Submission Assignments Listing 

5. Departmental operational procedures 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
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1. PURPOSE 

This policy is a set of rules developed to govern the generation of a submis
sion by Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term dossier signifies a compilation of documents for a spe
cific regulatory purpose (e.g., application for clinical trial autho
rization or application for marketing authorization) in a specified 
country(ies) for a developmental or already marketed medicinal 
product in a structured form (i.e., submission-like). If applicable, 
it is a subset of the global dossier. The dossier is the basis for the 
submission(s). 

• The term global dossier signifies a compilation of all documents 
required for international regulatory purpose(s) for a developmen
tal or already marketed medicinal product. It is maintained con
tinuously throughout the life cycle of the medicinal product and 
serves as a repository for the generation of dossiers and submis
sions. 

• The term submission signifies a country-specific compilation of 
documents for a specific regulatory purpose (e.g., application for 
clinical trial authorization or application for marketing authoriza
tion) for a developmental or already marketed medicinal product 
in a structured form according to national regulatory require
ments. It is based on the dossier, or, if applicable, the global 
dossier. It may contain additional national documents (e.g., na
tional leaflets or application forms). 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic sub
mission, rulings should be available for the following items: 
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3.1. The submission is based on the dossier (1 ), or, if applicable, the 
global dossier (2). The structure, format, and content of elements are 
defined by internal company standards (3). 

3.2. Responsibility and single point of reference for the generation and 
documentation of the submission is with the assigned Regulatory Af
fairs manager. Assignments are documented in the submission as
signments listing (4). 

3.3. The submission is generated after an official decision is made to sub
mit for a medicinal product in a specific country. 

3.4. The submission must be generated in a timely fashion. 

3.5. Each organizational unit responsible for generating a submission 
provides a written procedure for processes and responsibilities (5). 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7 .1. One of the most important Regulatory Affairs functions is to generate 
dossiers for submission for regulatory purposes (e.g., to obtain a clin
ical trial license, a marketing authorization, or a renewal of a mar
keting authorization). The technical part of this process is reflected 
by the policies on global dossier, dossier, and submission. For com
panies operating in a single market, the policies on dossier and sub
mission should be combined. (Small, unstructured submissions, e.g., 
single documents or statements, are not covered by this policy). 

7.2. For companies continuously maintaining a global dossier, it may be 
identical with the dossier. However, most companies provide local 
Regulatory Affairs units with only the relevant subset for the intended 
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submission, not the entire documentation. Usually, the dossier is 
provided in a submission-like structure to facilitate the generation of 
the submission. Based on your organization's needs, define whether 
the dossier will or will not be paginated and referenced. The sub
mission may also contain locally required documents (e.g., applica
tion forms or national leaflet texts). 

7.3.1. For companies operating in a single market, the dossier may be iden
tical to the submission. 

7.3.2. Develop the submission assignments listing. 

7.3.4. Define the time frame for your organization. A suggested time frame 
is one month or less after the receipt of the dossier, or, if applicable, 
the global dossier. 

7.3.5. Develop the SOP(s) for generating a submission. 
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A Policy of Department XYZ 

28: Terminology 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

28 

(enter company-specific code) 

Terminology 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Standard for Terminology (S-28.01) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MM/YY 
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1. PURPOSE 

This policy is a set of rules developed to specify the terminology to be used 
by the staff of Regulatory Affairs worldwide. The objective of the policy is to 
ensure effective communication in order to achieve and maintain the re
quired high standard of quality in terms of the function of Regulatory Affairs 
within the company worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term terminology in this policy means expressions 
(including abbreviations, if applicable) frequently used within Regulatory Af
fairs and/or requiring definition to clarify and standardize the meaning. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic ter
minology, rulings should be available for the following items: 

3.1. Terminology used by Regulatory Affairs should be clear and not mis
leading. 

3.2. Terminology will be fixed as needed by a standard supplying an in
dex with the long form, abbreviation if applicable, and a definition 
if necessary (1 ). 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.3.2. Check and elaborate on the suggested standard. Add any terms you 
require in everyday work. 
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29: Tools 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

A Policy of Department XYZ 

Policy 

29 

(enter company-specific code) 

Tools 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Information Technology (P-18) 

2. Policy on Information Management (P-17) 

3. Policy on Electronic Submission (P-13) 

4. Policy on Education/Training (P-12) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
--------------------------------------

P-29 page 1 of 3 



Policies 279 

1. PURPOSE 

This policy is a set of rules developed to govern the choice and use of tools 
by Regulatory Affairs worldwide. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. The term tools signifies all programs or databases de
signed/purchased for the purpose of facilitating specific functions of Regula
tory Affairs. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when 
working according to the principles of the quality system. For the topic tools, 
rulings should be available for the following items: 

3.1. The market will continuously be monitored for solutions/improve
ments concerning tools. 

3.2. Tools will be established only as needed. Policies on information 
technology (1 ), information management (2), and electronic submis
sion (3) apply. 

3.3. Only validated tools will be used by Regulatory Affairs. 

3.4. Employees will receive adequate training. The policy on educa
tion/training (4) applies. 
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4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. 
(The general principles are given in 7.1-7.7 of P-01.) 

7.1. Tools might be beneficial in the areas of marketing history/registration 
status, the tracking of documents/dossiers, document management, 
the compilation of dossiers, archiving/retrieval, product information, 
regulations, and guidelines. 
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7 

Standards 

This chapter provides the standards as definitions of items that must be the 
same throughout the organization. Standards are established to assure that 
policies are fully implemented. For background information on the topics of 
standards, see the relevant policy in chapter 6, "Policies"; for more exten
sive background information, see chapter 5, "The Philosophy Behind the 
Policies". 

The reader is invited to adapt the policies and/or standards to his or her 
organization and function and, if required, to develop quality assurance 
processes. These processes should form the basis of Standard Operating Pro
cedures (SOPs). If required, further standards and SOPs may be established 
(if required separately, also on a national level); however, they must not de
viate from existing policies or standards. 
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A Department XYZ Standard 

01.01: Policy 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

01.01 

(enter company-specific code) 

Policy 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

implements Policy on Policy (P-01) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MMIYY 
----------------------------------------
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TEMPLATE AND CONTENT EXPLANATION 
FOR POLICY COVER PAGE 

A Policy of Department XYZ 

XX: XXXXX (document code and title) 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Policy 

(two-digit numbering) 

(enter company-specific code) 

(document title-brief) 

(e.g., June 96 I rev 2) 

(functional units and/or regional or geographical 
areas affected, e.g., Global) 

(entc- policies, standards, SOPs of your department/company, or 

other documents !e.g., guidelines] that should be considered in this 

context) 

(references to other documents; namely, other 

Policies, Standards, or SOPs, especially from other 

functional units; P = Policy, S = Standard, SOP = 
Standard Operating Procedure [e.g., SOP-04]) 

(authorization is determined for each type of docu
ment by the concerned functional unit) 
Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

(date of [last} signature) 

Implementation Date: (date by which policy must be implemented) 

P-XX page 1 of XX 
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TEMPLATE AND STANDARD TEXT 
FOR BODY OF POLICY 

1. PURPOSE 

This policy is a set of rules developed to ... 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are no 
uniform and globally accepted definitions available, please develop your own 
definitions. In this way, the language of the staff of your organization can be in
corporated. 

3. STATEMENT OF POLICY 

This section covers the actual rulings that should be complied with when work
ing according to the principles of the quality system. For the topic (insert sub
ject of policy), such ruling should be available for the following items: 

4. RESPONSIBILITY FOR POLICY IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

7. POINTS TO CONSIDER 
DURING THE DEPLOYMENT OF THIS POLICY 

For the application of this and all other policies, general principles apply. (The 
general principles are given in 7.1-7.7 of P-01.) 
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A Department XYZ Standard 

01.02: Standard Operating Procedure 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

01.02 

(enter company-specific code) 

Standard Operating Procedure 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

Signature of authorized person(s) 

Name of authorized person(s) 

job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MM!YY 
--------------------------------------
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TEMPLATE AND CONTENT EXPLANATION 
FOR SOP COVER PAGE 

A Department XYZ Standard 

XX: XXXXX (document code and title) 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

(two-digit numbering of the policy plus the two-digit 
numbering of the standard, separated by a decimal, 
e.g., 01.02) 

(enter company-specific code) 

(document title-brief) 

(e.g., June 96 I rev 2) 

(functional units and/or regional or geographical areas 
affected, e.g., Global) 

(enter policies, standards, SOPs of your department/company, or 

other documents [e.g., guidelines] that should be considered in this 

context) 

(references to other documents; namely, other 

Policies, Standards, or SOPs, especially from other 

functional units; P = Policy, S = Standard, SOP = 
Standard Operating Procedure [e.g., SOP-04]) 

(authorization is determined for each type of 
document by the concerned functional unit) 
Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authoriled person(s) 

(date of [last] signature) 

Implementation Date: (date by which policy must be implemented) 

SOP-XX page 1 of XX 
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TEMPLATE AND STANDARD TEXT 
FOR BODY OF SOP 

1. PURPOSE 

This Standard Operating Procedure (SOP) covers the work associated with 

2. DEFINITIONS 

The key terms pertaining to this SOP should be defined here. As there are no 
uniform and globally accepted definitions available, please develop your own 
definitions. In this way, the language of the staff of your organization can be in
corporated. 

3. STATEMENT OF SOP 

This section covers the actual procedures that should be complied with when 
working according to the principles of the quality system. For the topic (insert 
subject of SOP), procedures should be available for the following items: 

4. RESPONSIBILITY FOR SOP IMPLEMENTATION: 
NAME AND TITLE/FUNCTION OF AUTHORIZED PERSON(S) 

5. RULING PERTINENT TO EXISTING PROCEDURES 

6. RULING APPLICABLE IN THE CASE OF OUTSOURCING 

SOP-XX page 2 of XX 
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A Department XYZ Standard 

03.01: U.S. Application for Clinical Trial License: 
IN D Content and Format 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

03.01 

(enter company-specific code) 

U.S. Application for Clinical Trial License: 

IND Content and Format 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Code of Federal Regulations 21 § 312.23 

(1996 Edition) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MM/YY 
-------------------------------------
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U.S. Application for Clinical Trial License: 
IN D Content and Format 

See also Code of Federal Regulations 21 § 312.23 (1996 Edition) (1) 

Cover sheet (Form FDA 1571) 

1.i Name, address, and telephone number of sponsor; date of appli
cation; name of investigational new drug 

1.ii Identification of the phase or phases of the clinical investigation to 
be conducted 

1.iii Commitment not to begin clinical trials until an IND covering 
them is in effect 

1.iv Commitment that an Institutional Review Board (IRB) will be re
sponsible for initial and continuing review and approval of each 
study 

1.v Commitment to conduct the investigation in accordance with all 
other applicable regulatory requirements 

1.vi Name and title of the monitor 

1.vii Name(s) and title(s) of person(s) responsible for review and evalu
ation of information relevant to the safety of the drug 

1.viii CRO's name and address in case of obligations transferred and a 
listing of these 

1.ix Signature(s) 

2 Table of contents 

3 Introductory statement and general investigational plan 

3.i Introductory statement giving name of drug and active ingredi
ent(s), drug's pharmacological class, structural formula (if known), 
formulation of dosage form(s) to be used, route of administration, 
broad objectives, and planned duration of the proposed clinical 
investigation(s) 

3.ii Brief summary of previous human experience with the drug, with 
reference to other I NOs if pertinent, and to investigational or mar
keting experience in other countries that may be relevant to the 
safety of the proposed clinical investigation(s) 
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3.iii Countries where the drug was withdrawn from investigation or 
marketing and the reason for withdrawal 

3.iv Overall plan for investigating the drug product for the following 
year, including: 

3.iv.a Rationale for the drug or research study 

3.iv.b lndication(s) to be studied 

3.iv.c General approach to be followed in evaluation 

3.iv.d Kinds of clinical trials to be conducted in the first year following 
submission (Indicate if plans are not developed for the entire year) 

4 [Reserved] 

5 Investigator's brochure, containing 

S.i Brief description of drug substance, formulation, and structural 
formula (if known) 

S.ii Summary of the pharmacological and toxicological effects of the 
drug in animals and, to the extent known, in humans 

S.iii Summary of the pharmacokinetics and biological disposition of 
the drug in animals and, if known, in humans 

S.iv Summary of information relative to safety and effectiveness in 
humans 

S.v Description of possible risks and side effects to be anticipated on 
the basis of prior experience with the drug under investigation or 
with related drugs, and of precautions or special monitoring to be 
done as part of the investigational use of the drug 

6 Protocols 

6.i for each planned study 

6.ii describing all aspects of the study 

6.iii A protocol is required to contain: 

6.iii.a ·Statement of the objectives and purpose of the study 

6.iii.b Name, address, and a statement of the qualifications (CV or other) 
of each investigator and subinvestigator 

6.iii.c Criteria for patient selection and exclusion, estimate number of 
patients 
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6.iii.e 

6.iii.f 

6.iii.g 
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Description of the design of the study including control to be used 

Method for determining the dose(s) 

Description of the observations and measurements in order to ful
fill the objectives of the study 

Description of clinical procedures, laboratory tests, or other 
measures 

7 Chemistry, manufacturing, and control information 

7.i Section describing the composition, manufacture, and control of 
the drug substance and the drug product 

7.ii Information to be submitted depends on the scope of the pro
posed clinical investigation 

7.iii Information amendments to supplement the initial information 
concerning chemistry, manufacturing, and control processes (if 
applicable) 

7.iv Reflecting the distinctions described in (a)(7), the submission is re
quired to contain the following: 

7.iv.a Drug substance 

Description incl. physical, chemical, or biological characteristics; 
name and address of manufacturer; method of preparation, accept
able limits, and analytical methods to assure identity, strength, 
quality, purity; stability; if applicable reference(s) to USP-NF 

7.iv.b Drug product 

Components used in manufacture; quantitative composition incl. 
variations; name and address of manufacturer; manufacturing and 
packaging procedure; acceptable limits and analytical methods 
used to assure identity, strength, quality, purity; stability; if applic
able reference(s) to USP-NF 

7.iv.c Brief general description of the composition, manufacture, and 
control of any placebo 

7.iv.d Labeling 

7.iv.e Environmental analysis requirements 
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8 Pharmacology and toxicology information 

8.i Pharmacology and drug disposition 

8.ii Toxicology 

8.ii.a Integrated summary of the toxicological effects of the drug in an
imals and in vitro 

8.ii.b Full tabulation of data suitable for detailed review (each toxico
logical study) 

8.iii GLP compliance statement (each nonclinical laboratory study 
subject to GLP regulations under 21 CFR Part 58) 

9 Previous human experience with the investigational drug 
(summary) 

9.i Detailed information on previous experience 

9.ii Information ace. to (a)(9)(i) is required for each active drug com
ponent 

9.iii List of countries in which the drug has been marketed or with
drawn 

1 0 Additional information 

1 O.i Drug dependence and abuse potential 

1 O.ii For radioactive drugs, sufficient data to calculate radiation
absorbed dose 

1 O.iii Other information 

11 Relevant information on request 

11.b Reference to information previously submitted by filename, refer
ence number, volume, and page number in agency records 

11.c Accurate and complete English translation of each part of the ap
plication that is not in English, plus for foreign language literature 
publications a copy of such publication 

11.d Number of copies: one original and two copies plus all amend
ments and reports 

11.e Numbering of IND submissions serially using a single, three-digit 
serial number; amendments, reports, and correspondence to be 
numbered chronologically in sequence 
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A Department XYZ Standard 

04.01: EU Application for Marketing Authorization: 
Chemical Active Substance(s) 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

04.01 

(enter company-specific code) 

EU Application for Marketing Authorization: 

Chemical Active Substance(s) 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines) that should be consid

ered in this context) 

1. Volume liB, final (1/97) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MMIYY 
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EU Application for Marketing Authorization: 
Chemical Active Substance(s) 

According to: Volume liB: The Notice to Applicants-Presentation and 
Content of the application dossier, final, January 1997. 

Summary of the Dossier 

Overall Table of Contents 

I.A Administrative Data/Marketing Authorization Particulars 

Fees/declaration and signature 

Proof of payment 

Type of application 

Marketing Authorization Particulars 

Manufacturers Authorization(s) 

justification for use of one or more trade names in the Mem
ber States, if appropriate 

List of Samples sent with the Application 

I.B Summary of Product Characteristics (SMPC) 

I.B.1 Summary of Product Characteristics 

I.B.2 Proposals for Packaging, Labeling, and Package Leaflet 

Packaging 

Labeling 

Package lnsert(s) 

I.B.3 SMPCs already approved in the Member States 

I.C Expert Reports 

I.C.1 Expert Report Chemical/Pharmaceutical/Biological 

1. Product Profile 

2. Expert Report 

3. Report Formats 

4. Written Summaries 
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I.C.2 Expert Report Pharmaco-Toxicological 

1 . Product Profile 

2. Expert Report 

3. Tabulated Study Reports 

4. Written Summaries 

I.C.3 Expert Report Clinical 

1 . Product Profile 

II 

II 

II.A 

II.A.1 

II.A.2 

II.A.3 

II.A.4 

II.B 

11.8.1 

11.8.2 

11.8.3 

II.C 

II.C.1 

II.C.1.1 

11.(.1.1.1 

II.C.1.1.2 

II.C.1.1.2.

II.C.1.1.2.

II.C.1.1.2.-

2. Expert Report 

3. Tabulated Study Reports 

4. Written Summaries 

Chemical, Pharmaceutical, and Biological Documentation 

Table of Contents 

Composition of the medicinal product 

Formula 

Container 

Clinical trial formula(e) 

Development Pharmaceutics 

Method of preparation 

Manufacturing formula 

Manufacturing process 

Validation of the Process 

Control of starting materials 

Active substance(s) 

Specifications and Routine Tests 

Active substance(s) described in a Pharmacopoeia 

Active substance(s) not described in a Pharmacopoeia 

Characteristics 

Identification Tests 

Purity Tests 
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II.C.1.1.2.-. Physical 

II.C.1.1.2.-. Chemical 

II.C.1.1.2.-. 

II.C.1.2 

II.C.1.2.1 

II.C.1.2.1.

II.C.1.2.1.

II.C.1.2.1.

II.C.1.2.1.

II.C.1.2.2 

II.C.1.2.2.

II.C.1.2.2.-

II.C.1.2.2.

II.C.1.2.2.

II.C.1.2.2.

II.C.1.2.3 

II.C.1.2.3.

II.C.1.2.3.

II.C.1.2.3.

II.C.1.2.3.

II.C.1.2.3.

II.C.1.2.4 

II.C.1.2.4.

II.C.1.2 .4.

II.C.1.2.5. 

II.C.1.2.5.

II.C.1.2.5.

II.C.1.2.5.-

Other Tests 

Scientific data 

Nomenclature 

International Nonproprietary Name. (INN) 

Chemical name 

Other name 

Laboratory code 

Description 

Physical form 

Structural formula (including conformational data for macro
molecules) 

Molecular formula 

Relative molecular mass 

Chirality 

Manufacture 

Name(s) and address(es) of the manufacturing source(s) 

Synthetic or manufacturing route 

Description of process 

Catalysts (including solvents, reagents, auxiliary materials) 

Purification Stages 

Quality control during manufacture 

Starting materials 

Control tests on intermediate products 

Development chemistry 

Evidence of chemical structure 

Potential isomerism 

Physicochemical characterization 
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II.C.1.2.5.- Full characterization of the primary reference material 

II.C.1.2.5.- Analytical validation and comments on the choice of routine 
tests and standards 

II.C.1.2.6 Impurities 

II.C.1.2.6.- Potential impurities originating from the route of synthesis 

II.C.1.2.6.- Potential impurities arising during production and purification 

II.C.1.2.6.- Analytical test procedures and their limits of detection 

II.C.1.2.7 Batch analysis 

II.C.1.2.7.- Batches tested 

II.C.1.2.7.- Results of tests 

II.C.1.2.7.- Reference material (analytical results), primary and others 

II.C.2 Excipient(s) 

II.C2.1 Specifications and Routine Tests 

II.C.2.1.1 Excipient(s) described in a Pharmacopoeia 

II.C.2.1.2.- Excipient(s) not described in a Pharmacopoeia 

II.C.2.1.2.- Characteristics 

II.C.2.1.2.- Identification Tests 

II.C.2.1.2.- Purity Tests 

II.C.2.1.2.-. Physical 

II.C.2.1.2.-. Chemical 

II.C.2.1.2.- Other Tests 

II.C.2.1.2.- Assay(s) and/or evaluations 

II.C.2.2 Scientific data 

II.C.2.2 Data, where necessary, for example on excipient(s) used for 
the first time in medicinal products 

II.C.3 Packaging material (immediate packaging) 

II.C.3.1 Specifications and Routine Tests 

II.C.3.1.- Container, type of material 

II.C.3.1.- Construction 

II.C.3.1.- Quality Specifications (routine tests) and test procedures 
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II.C.3.2 

II.C.3.2.

II.C.3.2.

II.D 

II. E 

II.E.l 

II.E.1.1 

II.E.1.2 

II.E.1.2.1 

II.E.1.2.1.

II.E.1.2.1.

II.E.1.2.1.

II.E.1.2.1.

II.E.1.2.2 

II.E.1.2.2.

II.E.1.2.2.-

II.E.2 

II.E.2.1 

II.E.2.2. 

II.E.2.2.

II.E.2.2.

II.E.2.2.

II.F 

II.F.l 

II.F.1.

II.F.1.

II.F.l.-. 

II.F.l.-. 

Scientific data 

Development Studies on Packaging Materials 

Batch analysis, analytical results 

Control Tests on Intermediate Products 

Control Tests on the Finished Medicinal Product 

Specifications and routine tests 

Product specifications and tests for release 

Control methods 

Test procedures for identification and quantitative determina
tion for the active substance(s) 

Identification tests 

Quantitative determination of active substance(s) 

Purity tests 

Pharmaceutical tests (e.g., dissolution) 

Identification and determination of excipient(s) 

Identification tests for approved colouring materials 

Determination of antimicrobial or chemical preservatives 
(with limits) 

Scientific data 

Analytical validation of methods and comments on the choice 
of routine tests and standards 

Batch analysis 

Batches tested 

Results obtained 

Reference material (analytical results)-primary and other 

Stability 

Stability tests on active substance(s) 

Batches tested 

General test methodology 

Accelerated test conditions 

Normal test conditions 
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II.F.1.

II.F.1.-

II.F.2 

II.F.2.-

II. F.2 .

II.F.2 .-

II.F.2.-. 

II.F.2.-. 

II.F.2.-

II.F.2.-. 

II.F.2.-. 

II.F.2.-. 

II.F.2.-. 

II.F.2.-. 

II.F.2.-

II.F.2.-. 

II.F.2.-. 

II.F.2.-

II.F.2.-

II.F.2.-. 

II.F.2.-. 

Analytical test procedures 

Assay 

Determination of degradation products 
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Validation of all test procedures including limits of detection 
(including initial results) 

Results of tests 

Conclusions 

Stability tests on the finished medicinal product 

Quality Specification for the Proposed Shelf Life 

Batches tested and packaging 

Study methods 

Real Time Studies 

Studies under other conditions 

Characteristics studied 

Physical Characteristics 

Microbiological Characteristics 

Chemical Characteristics 

Chromatographic Characteristics 

Characteristics of the Packaging (Container/Closure Interac-
tion with the Product) 

Evaluation Test Procedures 

Description of Test Procedures 

Validation ofTest Procedures 

Results of Test 

Conclusions 

Shelf life and storage conditions 

Shelf life after Reconstitution and/or first Opening of the 
Product 

II.F.2 Ongoing Stability Studies 

II.G Bioavailability/Bioequivalence (reference to relevant sections 
in Part IV) 
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II.H Data related to the environmental risk assessment for products 
containing/consisting of genetically modified organisms 
(GMOs) 

II.H.1. Introduction 

II.H.2. Written consent(s) of the competent authorities to the deliber
ate release into the environment of the GMO for research and 
development purposes 

II.H.3. 

II.H.4. 

II.H.5 

II.H.6. 

II.Q 

Technical Dossier ace. to Annex lla of Directive 90/220/EEC 

Technical Dossier ace. to Annex Ill of Directive 90/220/EEC 

Environmental risk assessment 

Conclusion 

Other information 

Analytical tests used for the pharmaceutical development of 
the product 

Studies concerning metabolism and bioavailability 

Other 

Ill Toxico-Pharmacological Documentation 

Ill Table of Contents 

III.A Toxicity 

Subacute toxicity studies 

III.A.1 Single dose toxicity 

III.A.2 Repeated dose toxicity studies 

III.B Reproductive Function (fertility and general reproductive per-
formance) 

III.C Embryo-foetal and perinatal toxicity 

III.D Mutagenic potential 

III.D.1 In vitro 

III.D.2 In vivo 

III.E Carcinogenic potential 

III.F Pharmacodynamics 

III.F.1 Pharmacodynamic effects relating to proposed indications 

III.F.2 General Pharmacodynamics 
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Ill. H. 
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III.R 

IV 

IV 

IV. A 

IV.A.l 

IV.A.2 

IV.B 

IV.B.1 

IV.B.2 

IV.B.2.1 

IV.B.2.2 

IV.B.3 

IV.B.3.1 

IV.B.3.2 

IV.Q 

IV.Q.1 

IV.Q.2 

Drug interactions 

Pharmacokinetics 
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Pharmacokinetics after a single dose 

Pharmacokinetics after repeated administration 

Distribution in normal and pregnant animals 

Biotransformation 

Local tolerance 

Other information 

Environmental Risk Assessment/Ecotoxicity 

Clinical Documentation 

Table of Contents 

Clinical Pharmacology 

Pharmacodynamics 

Pharmacokinetics 

Clinical Experience 

Clinical trials 

Placebo-controlled studies 

Controlled studies with reference therapies 

Noncontrolled studies 

Postmarketing experience 

Adverse reactions and monitoring events and reports 

Number of patients exposed 

Published and unpublished experience 

Brief information on ongoing trials and uncompleted trials 

Any other information 

Other information 

Bioavailability/Bioequivalence (same as in II.G) 

Bioavailability/Bioequivalence (further data) 
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EU Application for Marketing Authorization: 
Biologicals, Part II (for other parts see S-04.01) 

According to: Volume liB: The Notice to Applicants-Presentation and 
Content of the application dossier, final, January 1997 (1 ). For other parts 

of dossier, see S-04.01 (2). 

II 

II 

II.A 

II.A.1 

II.A.2 

II.A.3 

II.A.4 

II.B 

II.B.1 

II.B 2. 

II.B 3. 

II.C 

II.C.l. 

II.C.1.1. 

II.C.1.1.a. 

II.C.1.1.b. 

II.C.1.1.c. 

II.C.1.1.d 

II.C.1.1.e. 

II.C.1.2. 

II.C.1.2.a. 

II.C.1.2.b. 

CHEMICAL, PHARMACEUTICAL, AND BIOLOGICAL 
DOCUMENTATION 

Table of contents 

Composition of the medicinal product 

Composition of the medicinal product 

Container (brief description) 

Clinical trial formula(e) 

Development pharmaceutics 

Method of preparation 

Manufacturing formula 

Manufacturing process 

Validation of the process 

Production and control of starting materials 

Active substance(s) 

Specifications and routine tests 

Definition of a production batch 

Description 

Identification tests 

Purity tests 

Assay(s) and/or other evaluation of potency with limits and 
fiducial limits 

Nomenclature 

International Nonproprietary Name (INN) 

Ph.Eur. 
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II.C.1.2.c. National Pharmacopeia 

II.C.1.2.d Trivial name or chemical description 

II.C.1.2.e. National Approved Name 

II.C.1.2.f. Other name and/or Laboratory code 

II.C.1.2.g. Identification number of the production strain 

II.C.1.3 Development genetics 

II.C.1.3.a Source materials: 

II.C.1.3.a.

II.C.1.3.a.

II.C.1.3.b 

II.C.1.3.b.

II.C.1.3.b.

II.C.1.3.b.

II.C.1.3.c 

II.C.1.3.c.-

II.C.1.3.c.-

II .C.1.3 .c.

II.C.1.3.d 

II.C.1.3.d.

II.C.1.3.d.

II.C.1.3.d.-

II.C.1.4 

II.C.1.4.a 

II.C.1.4.b 

Gene of interest 

Description of the starting strain(s) or cell line(s) 

Preparation of the production strain or cell line: 

Construction of the expression vector 

Mode of introduction into the production strain 

Relevant data on fusion and cloning 

Description of the production strain or cell line: 

Biological properties of the various elements found in the fi
nal construct and details of the gene(s) expressed; occur
rence of the vector in the cell; copy number 

Demonstration that the construction is actually identical to 
that desired 

Constitutive or controlled expression 

Genetic stability (during storage of Cell banks and during 
production) 

Constructional stability 

Segregational stability 

Stability up to and beyond the normal population doubling 
level or generation number to be used in full scale produc
tion 

Cell Bank System 

Preparation and description of the Master Cell Bank (MCB) 
and the Working Cell Banks (WCB) 

Testi ng/1 n-process controls 
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II.C.1.5 

II.C.1.5.1 

II.C.1.5.1.a 

II.C.1.5.1.b 

II.C.1.5.1.c 

II.C.1.5.1.d 

II.C.1.5.1.e 

II.C.1.5.1.f 

II.C.1.5.1.g 

II.C.1.5.1.j 

II.C.1.5.2 

II.C.1.5.2.a 

II.C.1.5.2.b 

II.C.1.5.2.c 

II.C.1.5.2.d 

II.C.1.5.2.e 

II.C.1.5.2.f 

II.C.1.5.2.g 

II.C.1.5.2.h 

II.C.1.5.2.i 

II.C.1.5.2.j 
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Protocol for preparation of all subsequent new WCBs, from 
the MCB 

Production 

Fermentation and harvesting 

Name(s) and address(es) of the production site(s) 

Definition of a batch 

Flow diagram (annotated) 

Brief description of equipment and facilities 

Composition, preparation, sterilization, specification, and 
storage of culture media and other additives 

Storage of the intermediate harvests 

In-process controls including criteria for acceptance of each 
harvest 

Pilot scale fermentation if different in procedure, or scale to 
that proposed to be marketed batches 

Purification 

Name(s) and address(es) of the production site(s) 

Definition of a batch 

Flow diagram (annotated) 

Brief description of equipment and facilities 

Composition, preparation, sterilization, and specifications of 
reagents, buffers, eluents, and other chemicals 

Conditions of use and reuse of columns, including loading 
conditions, yields, regeneration and storage between runs, 
lifetime of each column 

Storage of intermediates 

In-process controls including elution profiles, limits, and cri
teria for selection and acceptance of the desired fraction for 
each chromatographic step 

Reprocessing criteria for each purification step 

Pilot scale purification if different in procedure or scale to 
that proposed to be marketed batches 

S-04.02 page 4 of 10 



306 Good Drug Regulatory Practices 

II.C.1.6 Characterization 

II.C.1.6.a Physical form 

II.C.1.6.b Structural formula (including conformational data for macro-
molecules) 

II.C.1.6.c Molecular formula 

II.C.1.6.d Relative molecular mass 

II.C.1.6.e pi value 

II.C.1.6.f Structural evidence for the active substance(s) (including 
comparison with reference or "natural" product, if available) 

II.C.1.6.g Post-translational modifications 

II.C.1.6.h Biological, immunological, and physicochemical characteri
zation 

II.C.1.6.i Expression of strength-Units or mass units 

II.C.1.7 Analytical Development 

II.C.1.7.a Validation of the relevant methods used during the develop
ment 

II.C.1.7.b 

II.C.1.7.c 

II.C.1.8 

II.C.1.8.a 

II.C.1.8.b 

II.C.1.8.c 

II.C.1.8.d 

II.C.1.8.e 

II.C.1.9 

II.C.1.9.a 

Validation and comments on the choice of routine tests 

Characterization of the reference material 

Process validation 

Validation of the production process, data on consistency of 
the yield and degree of purity and on the quality of the ac
tive substance(s) 

Removal of impurities during the purification process 

Lifetime of purification columns 

Stability of any intermediate of production and/or manufac
turing when intermediate storage is intended in the process 

In the event of any reprocessing being necessary, full valida
tion of each proposed step 

Impurities 

Analytical test procedures and their limits of detection 
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II.C.1.9.b Potential impurities arising from the expression system, in
cluding host cell proteins and microbiological contaminants, 
DNA from host cell and/or DNA from the construct 

II.C.1.9.c Viral contamination in case of mammalian host cells 

II.C.1.9.d Substances with potential structural deviation arising at the 
transcription, translation, or post-translational stages 

II.C.1.9.e Potential impurities arising during the production and purifi
cation, including additives, column leachables and degrada
tion, and/or aggregation products of the active substance(s) 

II.C.1.9.f Consistency of the impurity profile of batches intended for 
marketing compared with that seen in all batches used in 
preclinical and clinical studies 

II.C.1.1 0 Batch analysis 

II.C.1.1 O.a Complete list of batches cited in the dossier 

II.C.1.1 O.b Results of tests, including detailed data on the consistency of 
batches 

II.C.1.1 O.c For each batch submitted, actual results 

II.C.1.1 O.d Reference material-primary and other 

II.C.2. Excipient(s) 

II.C.2.1. Specifications and routine tests 

II.C.2 .1.1. Excipient(s) described in a pharmacopoeia 

II.C.2.1.2. Excipient(s) not described in a pharmacopoeia 

II.C.2 .1.2 .a Characteristics 

II.C.2.1.2.b Identification tests 

II.C.2.1.2.c Purity tests 

II.C.2.1.2.c.- Physical 

II.C.2.1.2.c.- Chemical 

II.C.2.1.2.c.- Biological/immunological 

II.C.2.1.2.d Other tests 

II.C.2.1.2.- Assay(s) and/or evaluations (where necessary) 

II.C.2.2. Scientific data 
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II.C.3. Packaging material (immediate packaging) 

II.C.3.1. Specifications and routine tests 

II.C.3.1.a Type of material 

II.C.3.1.b Construction 

II.C.3.1.c Quality specifications (routine tests) and test procedures 

II.C.3.2. Scientific data 

II.C.3.2.a Development studies on packaging materials 

II.C.3.2.b Batch analysis, analytical results 

II.D Control tests on intermediate products 

II.E Control tests on the finished product 

II.E.1. Specifications and routine tests 

II.E.1.1. Product specifications and tests for release (at time of manu
facture) 

II.E.1.2 Control methods 

II.E.1.2.1 Identification and assay of the active substance(s) 

II.E.1.2.1.

II.E.1.2.1.

II.E.1.2.1.

II.E.1.2.1.

II.E.1.2.2. 

II.E.1.2.2.

II.E.1.2.2.-

II.E.2. 

II.E.2.1. 

II.E.2.2. 

II.E.2.2.a 

II.E.2.2.b 

Identification tests 

Quantitative determination of active substance(s) 

Purity tests 

Pharmaceutical tests (e.g., dissolution) 

Identification and determination of excipients 

Identification tests for approved colouring materials 

Determination of antimicrobial or chemical preservatives 
(with limits) 

Scientific data 

Analytical validation of methods and comments on the 
choice of routine tests and standards 

Batch analysis 

Batches tested 

Results obtained 

II.E.2.2.c Reference material (analytical results}-primary and others 
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II. F 1. 

II.F.1.a 

II.F.1.b 

II.F.1.b.

II.F.1.b.

II.F.1.c 

II.F.1.c.

II.F.1.c.

II.F.1.d 

II.F.1.e 

II.F.1.f 

II.F.2. 

II.F.2.a 

II.F.2.b 

II.F.2.c 

II. F.2 .c.-

11. F.2 .c.

II.F.2.d 

II.F.2.d.

II.F.2.d.

II.F.2.d.

II.F.2.d.-

II.F.2.e 

II.F.2.e.

II.F.2.e.

II.F.2.f 

Stability 

Stability tests on active substance(s) 

Batches tested 

General test methodology 

Accelerated test conditions 

Normal test conditions 

Analytical test procedures 

Assay 
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Determination of degradation products 

Validation of all test procedures including limits of detection 

Resu Its of tests 

Conclusions 

Stability tests on the finished product 

Quality specifications for the proposed shelf life 

Batches tested, composition, and packaging used for the sta
bility studies 

Study methods 

Real time studies 

Studies under other conditions 

Characteristics studied 

Physicochemical characteristics 

Sterility and/or antimicrobial effectiveness 

Biological characteristics (potency) 

Characteristics of the packaging (container/closure interac
tion with the product) 

Evaluation of test procedures 

Description of test procedures 

Validation of test procedures 

Resu Its of tests 
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II.F.2.g Conclusions 

II.F.2.g.- Shelf life and storage conditions 

II.F.2.g.- Shelf life after Reconstitution and/or first Opening of the 
Product 

li.F.2.g.-

II.F.2.h 

II.G 

II.H 

II.H.1. 

II.H.2. 

II.H.3. 

II.H.4. 

II.H.S 

II.H.6. 

II.Q 

II.V. 

II.V.1 

II.V.1.1 

II.V.1.2 

II. V.2 

II.V.2.1 

II.V.2.2 

II.V.2.3 

Stability and compatibility with accessories used for the ad
ministration of the product 

Ongoing Stability Studies 

Bioavailability/Bioequivalence (reference to relevant sections 
in Part IV) 

Data related to the environmental risk assessment for prod
ucts containing/consisting of genetically modified organisms 
(GMOs) 

Introduction 

Written consent(s) of the competent authorities to the delib
erate release into the environment of the GMO for research 

and development purposes 

Technical Dossier ace. to Annex lla of Directive 90/220/EEC 

Technical Dossier ace. to Annex Ill of Directive 90/220/EEC 

Environmental risk assessment 

Conclusion 

Other information 

Virological Documentation 

Brief presentation of the finished product 

Composition, pharmaceutical form 

Proposed indications, route(s) of administration and posol-

ogy 

Starting materials and biological reagents used in production 

Identification of the starting material 

Identification of the biological reagents used 

Microbiological quality of the starting material(s) and 
reagents 

II.V.3 Production process 
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II.V.3.2 

II.V.4 

II.V.4.1 

II.V.4.2 

II.V.S 

II.V.6 

II.V.6.1 

II.V.6.2 

II.V.7 
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Scheme of the production process (flow diagram) 

Identification of the specific steps of virus removal/ 
inactivation 

Validation studies on the process 

Validation studies on the virus removal/inactivation 

Validation studies on the production equipment 

Virological control tests during the production process 

Pharmacovigilance (surveillance of the viral safety) 

Organisation of the virological surveillance by the applicant 

Data from clinical trials 

Expert Report 
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(1996 edition) 

Signature of authorized person(s) 

Name of authorized person(s) 

job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
--------------------------------------
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U.S. Application for Marketing Authorization: 
N DA Content and Format 

See also Code of Federal Regulations 21 § 314.50 (1996 Edition) (1) 

a Application form 

a.1 Name/address of applicant, date of application, application 
number if previously issued, name of drug product (and other 
names), dosage form, strength, route of administration, nos. of 
INDs referred to, nos. of DMFs referred to, proposed indications 
for use 

a.2 Type of submission 

a.3 Status (POM or OTC) 

a.4 Overall table of contents 

a.S Signature(s) 

b Index 

c. Summary 

c.1 Summary of application 

c.2.i Proposed labeling text with annotations 

c.2.ii Pharmacologic class/rational use/clinical benefits 

c.2.iii Marketing history 

c.2.iv Summary of chemistry/manufacturing/controls section 

c.2.v Summary of nonclinical pharmacology/toxicology section 

c.2.vi Summary of human pharmacokinetics and bioavailability sec
tion 

c.2.vii 

c.2.viii 

c.2.ix 

d 

d.1 

d.1.i 

Summary of microbiology section (for anti-infective drugs) 

Summary of clinical data section 

Benefit/risk discussion and proposed postmarketing studies 

Technical sections 

Chemistry, manufacturing, and controls section 

Drug substance: physical and chemical characteristics, stability, 
name and address of manufacturer, method of synthesis/ 
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isolation, purification, in-process controls, specifications and 
analytical methods to assure identity, strength, quality, purity and 
bioavailability, incl. references to USP-NF if applicable 

d.l.ii.a Drug product: a list of all components used in the manufacture 
of the drug product, a statement of the composition of the drug 
product, a statement of the specifications and analytical methods 
for each component, name and address of each manufacturer, a 
description of the manufacturing and packaging procedures and 
in-process controls, incl. references to USP-NF if applicable 

d.l.ii.b Necessary information on the drug product (e.g., batch produc
tion record for stability and biobatches, specifications and test 
procedures for each component and the drug product) 

d.l.ii.c Proposed or actual master production record 

d.l.iii Environmental impact 

d.l.iv Possible submission of a complete chemistry, manufacturing, 
and controls section 90 to 120 days before remainder of appli
cation 

d.l.v Statement certifying that the field copy of the application has 
been provided to the applicant's home FDA district office 

d.2 Nonclinical pharmacology/toxicology section 

d.2.i Pharmacology studies 

d.2.ii Toxicology studies 

d.2.iii Studies, as appropriate, of the effects of the drug on reproduction 
and on the developing fetus 

d.2.iv Any studies of the absorption, distribution, metabolism, and ex
cretion of the drug in animals 

d.2.v For each nonclinical laboratory study subject to the GLP regula
tions, a statement that it was conducted in compliance with 
those regulations or a brief statement of the reason for the non
compliance 

d.3 Human pharmacokinetics and bioavailability section 

d.3.i Description of each of the bioavailability and pharmacokinetic 
studies of the drug in humans performed by or on behalf of the 
applicant that includes a description of the analytical and statis
tical methods 
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d.3.ii If the application describes in the chemistry, manufacturing, and 
controls section specifications or analytical methods needed to 
assure the bioavailability of the drug product or substance or 
both, a statement in this section of the rationale for establishing 
the specification or analytical methods, including data and in
formation supporting the rationale 

d.3.iii Summarizing discussion and analysis of the pharmacokinetics 
and metabolism of the active ingredient(s) and the bioavailabil
ity or bioequivalence, or both, of the drug product 

d.4 Microbiology section 

d.4.i Description of the biochemical basis of the drug's action on mi
crobial physiology 

d.4.ii Description of the antimicrobial spectra of the drug, including 
results of in vitro preclinical studies to demonstrate concentra
tions of the drug required for effective use 

d.4.iii Description of any known mechanisms of resistance to the drug 
including results of any known epidemiologic studies to demon
strate prevalence of resistance factors 

d.4.iv Description of clinical microbiology laboratory methods (for ex-
ample, in vitro sensitivity discs) needed for effective use of drug 

d.S Clinical data section 

d.S.i Clinical pharmacology studies 

d.S.ii Controlled clinical studies 

d.S.iii Uncontrolled clinical studies 

d.S.iv Other studies and information 

d.S.v Integrated summary (effectiveness) 

d.S.vi Summary and updates of safety information 

d.S.vi.a Integrated summary (safety) 

d.S.vi.b Safety update 

d.S.vii Potential of abuse, drug abuse/overdose information 

d.S.viii Integrated summary of benefits/risks 

d.S.ix Compliance statements for studies in humans 

d.S.x Name and address of CROs, obligations transferred 
------------------
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d.S.xi List identifying each clinical study where original subject records 
were audited or reviewed by the sponsor in the course of moni
toring to verify the accuracy 

d.6 Statistical section 

d.6.i Copy of the information submitted of each controlled clinical 
study [= d.S.ii] 

d.6.ii Copy of information submitted under clinical section, integrated 
summary safety [= d.S.vi.a] 

e Samples/labeling 

e.1 Samples on request 

e.1.i 4 representative samples in sufficient quantity for 3x every test 
described of the following: 

e.1.i.a Drug product 

e.1.i.b Drug substance used in the samples under e.1.i.a 

e.1.i.c Reference standards, blanks (except recognized pharmacopeia! 
standards) 

e.1.ii Samples of the finished market package on request 

e.2 Archival copy 

e.2.i 3 copies of the analytical methods and related descriptive infor
mation d.1 

e.2.ii Copies of label and all labeling for drug product (4 copies of 
draft labeling or 12 copies of final printed labeling) 

f Case report forms and tabulations 

f.1 Case report tabulations 

f.2 Case report forms 

f.3 Additional data 

f.4 Meeting with FDA to discuss the presentation and format of sup
portive information (e.g., submission of tabulations of patient 
data and CRFs on microfiche or computer tapes) 
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g Other 

g.1 Reference to information previously submitted by filename, ref
erence number, volume, and page number in the agency's 
records, for third party information LOA 

g.2 Accurate and complete English translation of each part of the ap
plication that is not in English, plus for foreign language litera
ture publications a copy of such publication 

g.3 Right of reference to use an investigation (LOA) 

h Patent information 

h.i Patent certification 

h.i.1 Contents 

h.i.l.i Patents claiming drug, drug product, or method of use 

h.i.l.i.A except as provided under i.2 for each U.S. patent, as applicable: 

h.i.1.i.A.1 Paragraph I Certification-Patent information has not been sub-
mitted to FDA 

h.i.1.i.A.2 Paragraph II Certification-patent has expired 

h.i.1.i.A.3 Paragraph Ill Certification-expiry date for patent 

h.i.1.i.A.4 Paragraph IV Certification-patent is invalid, unenforceable, or 
will not be infringed by the application 

h.i.l.i.B If reference drug is itself licensed generic of patented drug, asap-
plicable 

h.i.l.ii No relevant patents 

h.i.l.iii Method of use patent 

h.i.l.iii.A Statement that the method of use patent does not claim as of the 
proposed indications 

h.i.l.iii.B If labeling includes an indication already covered by (use) patent 

h.i.2 Method of manufacturing patent 

h.i.3 Licensing agreements 

h.i.4 Late submission of patent information 

h.i.S Disputed patent information 

h.i.6 Amended certifications 
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h.i.6.i After finding of infringement 

h.i.6.ii After removal of a patent from the list 

h.i.6.iii Other amendments 

h.i.6.iii.A Amendment to submitted certification if the certification is no 
longer accurate [except i.4 and i.6.iii.B] 

h.i.6.iii.B An applicant is not required to amend a submitted certification 
when information on an otherwise applicable patent is submit
ted after the effective date of approval 

Claimed exclusivity 

j.l Statement of claimed exclusivity 

j.2 Reference to the appropriate paragraph that supports the claim 

j.3 Assurance that the drug has not previously been approved 

j.4 Assurance that the application contains "new clinical investiga
tions" that are "essential to approval of the application or sup
plement" and were "conducted or sponsored by the applicant" 

j.4.i New clinical investigations 

j.4.ii Essential to approval 

j.4.iii Conducted or sponsored by 

k Format of an original application 

k.l Complete archival copy 

k.2 Review copy of the application 

k.3 Field copy of the application containing the technical section, 
copy of application, copy of summary, and a certification that the 
field copy is a true one 

k.4 Sufficient folders to bind the copies of the application from FDA 
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A Department XYZ Standard 

07.01: Regulatory Body Contact Report 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

07.01 

(enter company-specific code) 

Regulatory Body Contact Report 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

implements Policy on Contact Report (P-07) 

Signature of authorized person(s) 

Name of authorized person(s) 

job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MMIYY 
--------------------------------------
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Contact with: 

Regulatory Body contacted: _____________ _ 

Name, first name(s) of Person(s) contacted/present: _____ _ 

Function/job title of person(s) contacted/present: ______ _ 

Date of Contact: DD/MMIYY 

Subject: 

Medicinal Product: (internal code, generidtrade, name if required, dose, 

formulation, indication) 

Reference No.: (e.g., IND, NDA, ANDA, internal code(s)) 

Keyword(s): (e.g., stability) 

Date of Report: DD/MMIYY 

Brief summary of results of contact or actions to be taken 

Author(s) of Report: 

Signature(s) ---------------------
Name(s) ____________________ _ 

Function/job title(s) ------------------

Distribution to:----------------------
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A Department XYZ Standard 

1 0.01: Regulatory Document Types 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

10.01 

(enter company-specific code) 

Regulatory Document Types 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

implements Policy on Documents for Regulatory 

Purposes {P-1 0) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
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Annotated Package Insert 

Annual Report (investigational medicinal product) 

Application for Clinical Trial Authorization 

Application for Manufacturing License 

Application for Marketing Authorization 

Application for Renewal of Marketing Authorization 

Assessment Report 

Bibliography 

Clinical Trial Authorization 

Contact Report 

Contract 

Correspondence with Regulatory Body (not covered by other document 
types) 

Deficiency Letter/Questions from Regulatory Body 

Dossier 

Drug Master File 

Export License 

External correspondence (not covered by other document types) 

Free Sales Certificate 

Global Dossier (if applicable) 

Import License 

Information Amendment (investigational medicinal product) 

Inspection Report 

Internal correspondence 

Labeling 

Letter of Authorization 

Manufacturing License 

Marketing Authorization 

Marketing History/Registration Status 
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Patient Information 

Periodic Safety Update Report (marketed medicinal product) 

Plant Master File 

Product Profile 

Professional Information 

Promotion/advertising material 

Protocol Amendment (investigational medicinal product) 

Summary Basis of Approval 

Supplement (marketed medicinal product) 

Table of Contents 
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A Department XYZ Standard 

11.01: Dossier 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

11.01 

(enter company-specific code) 

Dossier 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Dossier (P-11) 

2. Policy on Documents for Regulatory Purposes 

(P-1 0) 

3. Departmental operational procedures 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MMIYY 
----------------------------------------
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1. PURPOSE 

In order to meet the rules as set out in the policy on dossiers (1 ), and the pol
icy on documents for regulatory purposes (2), quality is defined by this stan
dard through specifiying quality of input and output and identifying key 
processes to be validated. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term dossier signifies a compilation of documents for a spe
cific regulatory purpose (e.g., application for clinical trial autho
rization or application for marketing authorization) in a specified 
country(ies) for a developmental or already marketed medicinal 
product in a structured form (i.e., submission-like). If applicable, 
it is a subset of the global dossier. The dossier is the basis for the 
submission(s). 

• The term global dossier signifies a compilation of all documents 
required for international regulatory purpose(s) for a developmen
tal or already marketed medicinal product. It is maintained con
tinuously throughout the life cycle of the medicinal product and 
serves as a repository for the generation of dossiers and submis
sions. 

• The term submission signifies a country-specific compilation of 
documents for a specific regulatory purpose (e.g., application for 
clinical trial authorization or application for marketing authoriza
tion) for a developmental or already marketed medicinal product 
in a structured form according to national regulatory require
ments. It is based on the dossier, or, if applicable, the global 
dossier. It may contain additional national documents (e.g., na
tional leaflets or application forms). 

3. STATEMENT OF STANDARD 

1. Quality of Processes 

The following processes (if applicable) are adequately standardized and val
idated (3): Selection/incorporation of documents for registration purposes 
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into dossier, production of Table of Contents (TO(), copying from originals, 
printing originals from electronic archiving system(s), putting copies in order 
ofTOC to produce master copy, paginating master copy, copying from mas
ter copy to produce copies for national Regulatory Affairs (RA), putting in 
binders, labeling, export to magneto-optical or compact disc, mailing 
dossier. 
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2. Quality of Input 

Frequency/ Documentation of 
Specs/limits Extent of Checks Check Results 

1. Original Documents 

1.1 Complete (all pages) every doc: monthly report to head RA, 
every p disciplines concerned 

1 .2 Format and content all items 
ace. to state of the art, 
SOPs, GMP, GLP, GCP; 
ace. to internal company 
standards (2) 

1.3 Good copying quality every p 

1 .4 Cross-references OK all cross-references 

1 .5 Good English main part 

2. Copies from originals 
for dossier master copy 

2.1 Complete (all pages) CMC every page (incl. monthly report to head RA 
attachments) 
other: spot check 

2.2 Good copying quality first p + spot check 

Responsibility for 
Checks 

supplier (=archive) 
may be delegated to 
original supplier if 
adequately controlled 

Copying department 

Duplication of 
Checks by RA 

spot check on copies: all 
expert reports/summaries 
1st 5 CMC documents 
1st report 
- Pharmacology 
-Toxicology 
-Clinical 
1st 2 other documents 

spot check: all expert 
reports/summaries, all 
CMC docs, 3 reports, 
2 other 

Table continued on next page. 
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Table continued from previous page. 

Frequency/ 
Specs/limits Extent of Checks 

3. Material 

3.1 Paper: Good each delivery/1 p 
copying quality 

3.2 Binders: stable, each delivery/1 binder 
company Logo 

3.3 Labels: good adhesion each delivery 

4. Contents of dossier every dossier 

4.1 Structure, format and TOC/monthly 
content ace. to internal 
company standards (2) 

4.3 Updates processed 
within 10 working days of 
availability of new 
documents to RA 

4.4 Changes and 
amendments ade-
quately documented 

4.5 Ace. to SOP (3) 

Documentation of Responsibility for 
Check Results Checks 

yearly report to head RA Copying department 

yearly report to head RA person responsible for 
ordering material 

yearly report to head RA person responsible for 
ordering material 

monthly report to head RA 

Duplication of 
Checks by RA 

None 

check on master copy 

check on master copy 

Head RA: spot checks 

Table continued on next page. 
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3. Quality of Output(= Dossier) 

Frequency/ 
Specs/Limits Extent of Checks 

1 . Dossier master copy 

1 .1 Valid versions, every doc 
most actual 

1 .2 Correct sequence all docs 
ace. to standard all expert reports/ 

summaries 

1 .3 For expert reports, 
summaries: 
Xrefs to documentation all Xrefs 
OK 

1 .4 CMC section all CMC docs 
harmonized 

2. Copies (from dossier 
master copy) for countries 

2.1 Complete (all pages) spot check 
(1 copy or 10% of 
copies, whichever is 
greatest, summary part 
all pages, 1st vol of 
other parts all pages) 

2.2 Good copying quality first p + spot check 
--- ------- - - - --- - ------

Documentation of Responsibility for 
Check Results Checks 

final report to head RA RA 

yearly report to head RA Copying department 

Duplication of 
Checks by RA 

National RA: spot check 

RA: spot check: (1 copy 
or 10% of copies, 
whichever is greatest, 
summary part all pages, 
1 vol of another part 
all pages) 
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A Department XYZ Standard 

15.01: Global Dossier 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

15.01 

(enter company-specific code) 

Global Dossier 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Global Dossier (P-15) 

2. Policy on Documents for Regulatory Purposes 

(P-1 0) 

3. Departmental operational procedures 

4. Standard for Dossier (S-11.01) 

Signature of authorized person(s) 

Name of authorized person(s) 

job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MMIYY 
--------------------------------------
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1. PURPOSE 

In order to meet the rules as set out in the policy on global dossiers (1 ), and 
the policy on documents for regulatory purposes (2), quality is defined by 
this standard through specifiying quality of "raw material(s)" and "finished 
product(s)" and identifying key processes to be validated. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term dossier signifies a compilation of documents for a spe
cific regulatory purpose (e.g., application for clinical trial autho
rization or application for marketing authorization), in a specified 
country(ies) for a developmental or already marketed medicinal 
product in a structured form (i.e., submission-like). If applicable, 
it is a subset of the global dossier. The dossier is the basis for the 
submission(s). 

• The term global dossier signifies a compilation of all documents 
required for international regulatory purpose(s) for a developmen
tal or already marketed medicinal product. It is maintained con
tinuously throughout the life cycle of the medicinal product and 
serves as a repository for the generation of dossiers and submis
sions. 

• The term submission signifies a country-specific compilation of 
documents for a specific regulatory purpose (e.g., application for 
clinical trial authorization or application for marketing authoriza
tion) for a developmental or already marketed medicinal product 
in a structured form according to national regulatory require
ments. It is based on the dossier, or, if applicable, the global 
dossier. It may contain additional national documents (e.g., na
tional leaflets or application forms). 

3. STATEMENT OF STANDARD 

1. Quality of Processes 

The following processes (if applicable) are adequately standardized and val
idated (3): Selection/incorporation of documents into global dossier, 

5-15.01 page 2 of 45 



332 Good Drug Regulatory Practices 

production ofT able of Contents (TOC), copying from originals, printing orig
inals from electronic archiving system(s), putting copies in order of TOC to 
produce master copy, paginating master copy, copying from master copy to 
produce copies for regional/national Regulatory Affairs (RA), putting in 
binders, labeling, export to magneto-optical or compact disc, mailing global 
dossier. 

2. Quality of Input 

See standard for dossier (4). 

3. Quality of Output 

See standard for dossier (4). 
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Standard for Global Dossier 

a Index/General administrative information/Expert reports 

b Synopsis of application 

c Chemical, pharmaceutical, and biological documentation 

d Samples/labeling 

e Nonclinicai/Toxicology, Pharmacology 

f Human Pharmacokinetics and Bioavailability Data 

g Microbiology Data 

h Clinical Data 

Safety and other Update Reports 

k Statistical Data/Overall Summary 

Cover sheet(s) 

m Raw Data 

Explanatory Note: The global dossier has a tree-like structure. Levels are as 
indicated by the code. If available, the titles of the relevant section in the EU 
dossier and/or the U.S. dossier are indicated. "-" means that this title is not 
applicable in the respective dossier. Applicability of sections/requirements 
must be checked on a case-by-case basis for each medicinal product. Spe
cial requirements for biological, herbal, or radiopharmaceutical medicinal 
products have not been included. 
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Code* Title 

a Index/General Administrative Information/ 
Expert Reports 

a.1 Introduction 

a.1 .1 Name/Address of Applicant, Date of Applica-
tion, Name of Drug Product (and other 
Names), Dosage Form, Strength, Route, 
Nos. of I NDs referred to, Nos. of DMFs 
referred to, Proposed Indications for Use 

a.1.2 Type of Submission 

a.1.3 Status (POM/OTC) 

a.1.4 Signatures 

a.1.5 Administrative Data 

a.1 .6 Type of application 

a.1.7 Proof of payment 

a.2 Overall Table of Contents 

a.2.1 Overall Table of Contents NDA 

a.2.2 Overall Table of Contents EU 

a.2.3 Overall Table of Contents EU (Biological) 

a.3 Registration Status 

a.3.1 Marketing History NDA 

*Key: "a"= Index/General Administrative Information/Expert Reports 

EU 

-
-

-

-

-
-

I.A Administrative Data 

I.A Type of application 

I.A Proof of payment 

-

-
I Overall Table of Contents 

-
-
-

u.s. 

-

-
a.1 Name/Address of Applicant, Date of 
Application, Name of Drug Product (and 
other Names), Dosage Form, Strength, Route, 
Nos. of INDs referred to, Nos. of DMFs 
referred to, Proposed Indications for Use 

a.2 Type of Submission 

a.3 Status (POM/OTC) 

a.S Signature(s) 

-

-

a.4 Overall Table of Contents 

-
-

-

c.2.iii Marketing History 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

a.3.2 Marketing Authorization(s) EU 

a.3.2.1 Marketing Authorization from Member 
State of Origin and Summary of 
Product Characteristics approved by it 

a.3.2.2 Copies of Marketing Authorizations granted 
by other Member States 

a.3.2.3 Third World Countries in which a 
Marketing Authorization is granted 

a.4 Expert Opinion Reports 

a.4.2 Expert Reports EU (only evaluation) 

a.4.2.0.1 Product Profile 

a.4.2.1 Expert Report on the Chemical, Pharma-
ceutical and Biological Documentation 

a.4.2.1 .1 Evaluation (Chemical, Pharmaceutical 
and Biological Documentation) (evaluation) 

a.4.2.2 Expert Report on the Pharmaco-
Toxicological Documentation 

a.4.2.2.1 Evaluation (Pharmaco-Toxicological 
Documentation) 

*Key: ua" = Index/General Administrative Information/Expert Reports 

EU 

Marketing Authorization(s) EU 

I.B.3 SMPCs already approved 
in the Member States 

Copies of Marketing Authoriza-
tions granted by other Member 
States 

Third World Countries in which a 
Marketing Authorization is granted 

-

I.C Expert Reports 

1 Product Profile (appears 
in each Expert Report) 

I.C.1 Expert Report Chemical/ 
Pharmaceutical/Biological 

2 Expert Report 

I.C.2 Expert Report 
Pharmaco-Toxicological 

2 Expert Report 

u.s. 
-
-

-

-

-

-

-

-

-

-
-- - ---

Table continued on next page. 
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Table continued from previous page. 

Code* Title EU 

a.4.2 .2 .1.1 Evaluation part PD 

a.4.2.2.1.2 Evaluation part PK 

a.4.2.2.1.3 Evaluation part Tox 

a.4.2.3 Expert Report on the Clinical Documentation I.C.3 Expert Report Clinical 

a.4.2.3.1 Evaluation (Clinical Documentation) 2 Expert Report 

a.S Overall List of References -

a.6 Overall Index -

a.6.1 Index NDA -

a.7 Other -

b Synopsis of Application 

b.l Summary 

b.1.1 Summary of Chemistry/Manufacturing/ 
Controls Section 

b.1.1 .1 Written Summary (Clinical, Pharma- 4 Written Summaries 
ceutical, and Biological Documentation) 

b.1.1.2 Tabulated Summary (Clinical, Pharma-
ceutical, and Biological Documentation) 3 Report Formats 

b.1.2 Summary of Nonclinical Pharmacology/ 
Toxicology Section 

*Key: "a"= Index/General Administrative Information/Expert Reports; "b" =Synopsis of Application 

u.s. 

-

-

-

-

b Index 

-

-

c.2.iv Summary of Chemistry/ 
Manufacturing/Controls Section 

-

-
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Table continued from previous page. 

Code* Title 

b.1.2.1 Written Summary (Pharmaco-Toxicological 
Documentation) 

b.1.2.1.1 Written Summary PD (Part) 
1 of 2 

b.1.2.1.1 
2 of 2 Written Summary PD (Part) 

b.1.2.1.2 Written Summary PK (Part) 
1 of 2 

b.1.2.1.2 
2 of 2 Written Summary PK (Part) 

b.1.2.1.3 Written Summary Tox (Part) 
1 of 2 

b.1.2.1.3 
2 of 2 Written Summary Tox (Part) 

b.l .2.2 Tabulated Summary (Pharmaco-Toxicological 
Documentation) 

b.1.2.2.1 TSR PD 

b.1 .2.2.2 TSR PK 

b.1.2.2.3 TSR Tox 

b.1.3 Summary of Human pK, and Bioavailability 
Section/Clinical Data Section 

*Key: "b" = Synopsis of Application 

EU 

4 Written Summaries 

-

-

-

-

-

-

3 Tabulated Study Reports 

-

-

-

4 Written Summaries 

~-

u.s. 
c.2.v Summary of Nonclinical 
Pharmacology/Toxicology Section 

Summary of Nonclinical Pharmacology and 
Toxicology Section (Part PD) 

Nonclinical pharmacology summary 

Summary of Nonclinical Pharmacology and 
Toxicology Section (Part PK) 

Animal pharmacokinetic summary 

Summary of Nonclinical Pharmacology and 
Toxicology Section (Part Tox) 

Toxicology Summary 

-

-

-

-

-~ 

Table continued on next page. 
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Table continued from previous page. 

Code* Title EU 

b.1.3.1 Summary of Human pK and Bioavailability -
Section 

b.1.3.2 Summary of Clinical Data Section -
b.1.3.3 Tabulated Summary (Clinical) 3 Tabulated Study Reports 

b.1.4 Summary of Microbiology Section 

b.1.5 Benefit/Risk and proposed Postmarketing -
Studies 

c Chemical, Pharmaceutical, and 
Biological Documentation -

c.0.1 General methods -
c.0.1.1 General methods of determination -
c.0.1.2 Assays -

c.1 Table of Contents -
c.1.2 Table of Contents EU -

c.1.2.1 Table of Contents EU II Table of Contents 

c.2 Summary -

c.3 Starting Materials -
c.3.1 Active Ingredients II.C.1 Active substance(s) 

---

*Key: "b" = Synopsis of Application; "c" = Chemical, Pharmaceutical, and Biological Documentation 

u.s. 
c.2.vi Summary of Human Pharmaco-
kinetic and Bioavailability Section 

c.2.viii Summary of Clinical Data Section 

-

c.2.vii Summary of Microbiology Section 

c.2.ix Benefit/Risk Discussion and 
proposed Postmarketing Studies 

-
-

-

-

-

-
-

-

-

-
-·-·-- -----·- ------·- -

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.3.1.1 Specifications and Routine Tests 

c.3.1.1.1 Active Ingredients described in 
a Pharmacopoeia 

c.3.1.1.2 Active Ingredients not described 
in a Pharmacopoeia 

c.3 .1 .1 .2 .1 Characteristics 
1 of 2 

c.3.1.1.2.2 Identification Tests 

c.3.1.1.2.3 Purity Tests 

c.3.1.1.2.3.1 Physical 

c.3.1.1.2.3.2 Chemical 

c.3.1.1.2.3.3 Biological/Immunological 

c.3.1.1.2.4 Other Tests 

c.3.1.2 Scientific data 

c.3.1.2.1 Nomenclature 

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

II.C.1 .1 Specifications and 
Routine Tests 

II.C.1 .1.1 Active Substance(s) 
described in a Pharmacopoeia 

II.C.1.1.2 Active Substance(s) 
not described in a Pharmacopoeia 

II.C.1.1.2.- Characteristics 

II.C.1.1.2.- Identification Tests 

II.C.1 .1.2.- Purity Tests 

II.C.1.1.2.-. Physical 

II.C.1.1.2.-. Chemical 

II.C.1.1.2.- Other Tests 

II.C.1.2 Scientific data 

II.C.1.2.1 Nomenclature 

u.s. 
Specifications and analytical methods for 
the drug substance 
Specifications (Bulk Drug) 
Active Substance Bulk Drug Monograph 

-

-

Summary of properties 
Physical and chemical properties 

Identification Tests 

Impurities and Degradation Product 
Determination of Heavy Metals 

Determination of Moisture by Karl Fischer 
reagent 

Structure and Nomenclature 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.3.1.2.1.1 Approved name(s) 

c.3.1.2.1.1.1 International Nonproprietary Name (INN) 

c.3.1.2.1.1.2 National Approved Name(s) 

c.3.1.2.1.2 Chemical name 

c.3.1.2.1.3 Pharmacopeia! Name(s) 

c.3.1.2.1.3.1 Ph. Eur. Name 

c.3.1.2 .1 .3.2 National Pharmacopeia! Name 

c.3.1.2.1.4 Laboratory code 

c.3.1.2.1.5 Other name 

c.3.1.2.2 Description 

c.3.1.2.2.1 Physical form 

c.3. 1.2 .2 .2 Structural formula (including conformational 
data for macromolecules) 

c.3.1.2.2.3 Molecular formula 

c.3.1.2.2.4 Relative molecular mass 

c.3.1.2.25 Chirality 
*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

-

II. C. 1.2 .1 . - I nternationa I 
Nonproprietary Name (INN) 

-

II.C.1.2.1.- Chemical name 

-

-

-

II.C.1.2.1.- Laboratory code 

II.C.1.2.1.- Other name 

II.C.1.2.2 Description 

II.C.1.2.2.- Physical form 

II.C.1.2.2.- Structural formula 
(including conformational data 
for macromolecules) 

II.C.1.2.2.- Molecular formula 

II.C.1.2.2.- Relative molecular 
mass 

II.C.1.2.2.- Chirality 

u.s. 

Structure and Nomenclature 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.3.1.2.3 Manufacture (Active Ingredient) 

c.3.1.2.3.1 Name(s) and address(es) of the manufacturing 
source(s) 

c.3.1.2.3.2 Synthetic or manufacturing route 

c.3.1.2.3.3 Description of process 

c.3.1.2.3.4 Catalysts 

c.3.1.2.3.5 Purification stages 

c.3.1.2 .4 Quality control during manufacture 

c.3.1.2.4.1 Starting materials 

c.3 .1 .2 .4.2 Control tests on intermediate products 

c.3.1.2.5 Development 

c.3.1.2.5.1 Development chemistry 

c.3.1.2.5.1.1 Evidence of chemical structure 

c.3.1.2.5.1.2 Potential isomerism 

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

II.C.1.2.3. Manufacture 

II.C, 1.2.3.- Name(s) and 
and address(es) of the 
manufacturing source(s) 

II.C.1.2.3.- Synthetic or 
manufacturing route 

II.C.1.2.3.- Description of process 

II.C.1.2.3.- Catalysts 

II.C.1.2.3.- Purification Stages 

II.C.1.2.4. Quality control during 
manufacture 

II.C.1.2.4.- Starting materials 

II.C.1.2.4.- Control tests on 
intermediate products 

-

II.C.1.2.5 Development chemistry 

II.C.1.2.5.- Evidence of chemical 
structure 

II.C.1.2.5.- Potential isomerism 

u.s. 
Method (s) of manufacture and packaging 

Flow sheet 

Manufacturing procedure 

(Raw material Specifications) 

(In-process controls) 

(Raw Material Specifications) 

(In-process Controls) 

(Polymorphism study) 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.3.1.2.5.1.3 Physicochemical characterization 

c.3.1.2.5.1.4 Full characterization of the primary reference 
material 

c.3.1.2.6 Impurities 

c.3.1.2.6.1 Potential impurities 

c.3.1.2.6.1.1 Potential impurities originating from the 
route of synthesis 

c.3.1.2 .6.1.2 Potential impurities arising during the 
production and purification 

c.3 .1 .2 .6.2 Analytical test procedures and their limits of 
detection 

c.3.1.2.7 Batch analysis 

c.3.1.2.7.1 Batches tested 

c.3.1.2.7.2 Results of tests, including detailed data on the 
consistency of batches 

c.3.1.2.7.3 Reference material (analytical results), primary 
and others 

*Key: "c" =Chemical, Pharmaceutical, and Biological Documentation 

EU 

II.C.1.2.5.- Physicochemical 
characterization 

II.C.1.2.5.- Full characterization 
of the primary reference material 

II.C.1 .2.6 Impurities 

-
II.C.1.2.6.- Potential impurities 
originating from the route of 
synthesis 

II.C.1.2.6.- Potential impurities 
arising during the production and 
purification 

II.C.1.2.6.- Analytical test proce-
dures and their limits of detection 

II.C.1.2.7. Batch analysis 

II.C.1.2.7.- Batches tested 

-
II.C.1.2.7.- Reference material 
(analytical results), primary 
and others 

u.s. 
(Polymorphism study) 

(Primary Reference Standard) 

(Batch analysis) 

(Primary Reference Standard) 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.3.1.2.7.3 Actual results of tests 

c.3.2 Other Ingredients (incl. Ingredients no 
longer contained in the Finished Product) 

c.3.2.1 Specifications and Routine Tests 

c.3.2.1.1 Ingredients described in a Pharmacopoeia 

c.3.2.1.2 Ingredients not described in a 
Pharmacopoeia 

c.3.2.1.2.1 Characteristics 

c.3.2.1.2.2 Identification Tests 

c.3.2.1.2.3 Purity Tests 

c.3.2.1.2.3.1 Physical 

c.3.2.1.2.3.2 Chemical 

c.3.2.1.2.4 Microbiological 

c.3.2.1.2.5 Other Tests 

c.3.2.1.5.5 Assay(s) and /or evaluations 

c.3.2.2 Scientific data 

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

II.C.l .2.7.- Results of tests 

II.C.2 Other Excipient(s) 

II.C.2.1 Specifications and 
Routine Tests 

II.C.2.1.1 Excipient(s) described 
in a Pharmacopoeia 

II.C.2.1.2.- Excipient(s) not 
described in a Pharmacopoeia 

II.C.2.1.2.- Characteristics 

II.C.2.1.2.- Identification Tests 

II.C.2.1.2.- Purity Tests 

II.C.2.1.2.- Physical 

II.C.2.1.2.- Chemical 

-
II.C.2.1.2.- Other Tests 

II.C.2.1.2.- Assay(s) and/or 
evaluations 

II.C.2.2 Scientific data 

u.s. 

Specifications and analytical methods for 
inactive components 

-------------

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.3.2.2.1 Data, where necessary, for example on 
excipient(s) used for the first time in 
medicinal products 

c.3.3 Container/Closure Information 

c.3.3.0.1 General Method of Determination for primary 
packaging 

c.3.3.1 Summary 

c.3.3.2 Specifications and Routine Tests 

c.3.3.2 .1 Contai ner/Ciosure Specifications 

c.3.3.2.1.1 Type of Material 
1 of 2 

c.3.3.2 .1.1 Type of Material 
2 of 2 

c.3.3.2.1.2 Construction 

c.3.3.2.2 DMF Reference Letters 

c.3.3.2.3 Monographs for Packaging Components/ 
Quality Specifications (routine tests and 
test procedures) 

r ~ ~ ~ 'riPntifir rhb ................ _, . ..., I--·-··--··---·-
*Key: "c" =Chemical, Pharmaceutical, and Biological Documentation 

EU 

II.C.2 .2 Data, where necessary, for 
example on excipient(s) used for 
the first time in medicinal products 

-

-

-

II.C.3.1 Specifications and 
Routine Tests 

-

II.A.2 Container 

II.C.3.1.- Container (brief 
description) 

II.C.3.1.- Construction 

-

II.C.3.1.- Quality Specifications 
(routine tests and test procedures) 

II.C.3.2. Scientific data 

u.s. 

-

Container/Closure Specifications 

DMF Reference Letters 

Monographs for Packaging Components 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.3.3.3.1 Development Studies on Packaging Materials 

c.3.3.3.2 Batch analysis, analytical results 

c.3.4 Outer Packaging 

c.3.4.1 Description 

c.4 Intermediate Products 

c.4.1 Manufacture/Controls 

c.4.2 Stability 

c.S Finished Product 

c.5.1.1 Components of finished product 

c.5.1.2 Composition of finished product 

c.5.1.2.1 Purity and Identification of Bulk Drug 
Substance Batches Used in Preclinical Safety 
and Clinical Studies 

c.5.1.2.2 Quantitative Composition of Dosage Form 
Used in Preclinical and Clinical Studies 

c.5.1.2.2.1 Dosage Forms used in Preclinical Studies 

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

II.C.3.2.- Development Studies on 
Packaging Materials 

II.C.3.2.- Batch analysis, 
analytical results 

-

-

II.D Control Tests on Intermediate 
Products 

-

II.A.1 Formula 

-

-

-

u.s. 

-
-

-

-

Components 

Composition 

Purity and Identification of Bulk Drug 
Substance Batches Used in Preclinical Safety 
and Clinical Studies 

Quantitative Composition of Dosage Form 
Used in Preclinical Safety and Clinical 
Studies 

Table continued on next page. 
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Table continued from previous page. 

Code* litle 

c.5.1.2.2.2 Dosage Forms used in Clinical Studies 

c.5.1.2.2.3 Consistency of the impurity profile of batches 
intended for marketing compared with that 
seen in all batches used in Preclinical and 
clinical studies (also possible as "c.3.1.2.6.9" 
under heading impurities, however can be 
written only at time of submission, therefore 
included here) 

c.5.1.2.3 Development Pharmaceutics 

c.5.1.2.3.1 Pharmaceutical Development 

c.5.1.2.3.2 Analytical tests used for the pharmaceutical 
development of the product 

c.5.2 Manufacture of Drug Product 

c.5.2.1 Manufacturers 

c.5.2.2 Method(s) of manufacture and packaging 

c.5.2.2.2 Process Flowchart 

c.5.2.2.3 Standard Production Formula and Standard 
Operating Instructions 

c.5.2.2.4 Batch Record 
- - - --- -

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

II.A.3 Clinical trial formula(e) 

-

II.A.4 Development Pharmaceutics 

II.Q Analytical tests used for the 
pharmaceutical development 
of the product 

-
-

11.8.2 Manufacturing process 

II.B.l Manufacturing formula 

-
' ~ 

u.s. 
Dosage Forms used in Clinical Studies 

(Preformulation Studies) 

Manufacturer(s) 

Method(s) of manufacture and packaging 
procedure and in-process controls 

(Process Flowchart) 

Standard Production Formula and Standard 
Operating Instructions 

1 (Batch Record) 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.5.2.2.5 Reprocessing 

c.5.2.2.6 Packaging Information 

c.5.2.2.7 GMP Statement 

c.5.2.3 Validation of the Process 

c.5.3 Control tests on the finished product 

c.5.3.1 Specifications and routine tests 

c.5.3.1.1 Product specifications and tests for release 
(at time of manufacture) (General 
characteristics, specific standards) 

c.5.3.1.2 Control methods 

c.5.3.1.2.1 Test procedures for identification and quanti-
tative determination for the active ingredient(s) 
must be described in detail (including biolog-
ical and microbiological methods where rele-
vant), together with other tests which include 
those in the appropriate general monograph 
for the type of dosage form in the European 
Pharmacopeia 

c.5.3.1.2.1.1 Identification tests 

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

-

-

-

II.B.3 Experimental data for the 
Validation of the method of 
manufacture 

II. E.l Specifications and routine 
tests 

II.E.1.1 Product specifications and 
tests for release 

II.E.1.2 Control methods 

II.E.1.2.1 Test procedures for identi-
fication and quantitative determin-
ation for the active substance(s) 

II.E.1.2.1 Identification tests 

u.s. 
(Reprocessing) 

Packaging Information 

GMP Statement 

Specifications and analytical methods for 
drug product 

(Specifications) 

(Monograph: Finished Product) 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.5.3.1.2.1.2 Quantitative determination of active 
substance(s) 

c.5.3.1.2.1.3 Purity tests 

c.5.3.1.2.1.4 Pharmaceutical tests (e.g., dissolution) 

c.5.3.1.2.2 Identification and determination of excipients 

c.5.3.1.2.2.1 Identification tests for approved colouring 
materials 

c.5.3.1.2.2.2 Determination of antimicrobial or chemical 
preservatives (with limits) 

c.5.3.2 Scientific data 

c.5.3.2.2 Batch analysis 

c.5.3.2.2.1 Batches tested 

c.5.3.2.2.2 Results obtained 

c.5.3.2.2.3 Reference material (analytical results) primary 
and others 

c.5.4 Stability 
' 

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

II. E. 1 .2 .1 .- Quantitative determ ina-
tion of active substance(s) 

II.E.1.2.1.- Purity tests 

II.E.1.2.1.- Pharmaceutical tests 
e.g., dissolution) 

II. E.1 .2 .2. Identification and 
determination of excipient(s) 

II.E.1.2.2. Identification tests 
for approved colouring materials 

II.E.1.2.2.- Determination of 
antimicrobial or chemical 
preservatives (with limits) 

II.E.2. Scientific data 

II.E.2.2. Batch analysis 

II.E.2.2.- Batches tested 

II.E.2.2.- Results obtained 

II.E.2.2.- Reference material 
(analytical results) primary and 
others 

-

u.s. 

(Dissolution Test-General Method) 

(Batch analysis) 

-

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.5.4.1 Stability tests on active substance(s) 

c.5.4.1.1 Batches tested 

c.5.4.1.2 General test methodology 

c.5.4.1.2.1 Accelerated test conditions 

c.5.4.1.2.2 Normal test conditions 

c.5.4.1.3 Analytical test procedures 

c.5.4.1.3.1 Assay 

c.5.4.1.3.2 Determination of degradation products 

c.5.4.1.5 Resu Its of tests 

c.5.4.1.6 Conclusions 

c.5.4.2 Stability of Drug Product 

c.5.4.2.1 Quality Specification for the Proposed Shelf 
Life 

c.5.4.2.2 Batches tested and packaging 

c.5.4.2.3 Study Methods 

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

II.F.l Stability tests on active 
substance(s) 

II. F. 1 Batches tested 

II.F.l.- General test methodology 

II.F.l .-. Accelerated test conditions 

II.F.l.-. Normal test conditions 

II.F.l.- Analytical test procedures 

II.F.l.-. Assay 

II.F.l.-. Determination of degrada-
tion products 

II. F.1 . - Resu Its of tests 

II.F.l.- Conclusions 

II.F.2 Stability tests on the finished 
medicinal product 

II.F.2.- Quality Specification 
for the Proposed Shelf Life 

II.F.2.- Batches tested and 
packaging 

II.F.2.- Study methods 

u.s. 
(Stability of Active Constituents) 

Stability of Drug Product 

Table continued on next page. 
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Table continued from previous page. 

Code* Title EU 

c.5.4.2.3.1 Real Time Studies II.F.2.-. Real Time Studies 

c.5.4.2.3.2 Studies under other Conditions II.F.2.-. Studies under other 
conditions 

c.5.4.2.4.1 Characteristics studied II. F.2 .-. Characteristics studied 

c.5.4.2.4.1.1 Physical Characteristics II.F.2 .-. Physical Characteristics 

c.5.4.2.4.1.2 Microbiological Characteristics II.F.2 .-. Microbiological Characteristics 

c.5.4.2.4.1.3 Chemical Characteristics II.F.2.-. Chemical Characteristics 

c.5.4.2.4.1.4 Biological Characteristics -

c.5.4.2.4.1.5 Chromatographic Characteristics II.F.2.-. Chromatographic 
Characteristics 

c.5.4.2.4.5 Characteristics of the Packaging (Container/ II. F.2 .-. Characteristics of 
Closure Interaction with the Product) the Packaging (Container/Closure 

Interaction with the Product) 

c.5.4.2.5 Evaluation Test Procedures II.F.2.- Evaluation Test Procedures 

c.5.4.2.5.1 Description of Test Procedures II.F.2.-. Description ofTest 
Procedures 

c.5.4.2.6 Results of Test II.F.2.- Results ofTest 

c.S .4.2 .6.1 Stability Data -

c.5.4.2 .6.2 i __ pportmg :,tablllty _ ___ i 

*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

u.s. 

Stability indicating Methods 

Stab i I ity Data 

Suooortin2: Stabilitv Data 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.5.4.2.7 Conclusions 

c.5.4.2.7.1 Shelf life and storage conditions 

c.5.4.2.7.2 Shelf life after Reconstitution and/or first 
Opening of the Product 

c.5.4.2.7.3 Stability and compatibility with accessories 
used for the administration of the product 

c.5.4.2.8 Ongoing Stability Studies 

c.6 Environmental Assessment 

c.7 Validation 

c.7.1 Method Validation Package 

c.7.1.1 Table of contents (NDA) 

c.7.1.2 Samples for Validation 

c.7.1.2.1 List of samples for validation 

*Key: "c" = Chemical, Pharmaceutical, and Biological DocumentatiOn 

EU 

II.F.2.- Conclusions 

II.F.2.-. Shelf life and storage 
conditions 

II.F.2.-. Shelf life after 
Reconstitution and/or first 
Opening of the Product 

II.F.2.- Ongoing Stability Studies 

III.R Environmental Risk 
Assessment 
II.H Data related to the environ-
mental risk assessment for 
products containing/consisting of 
genetically modified organisms 
(GMOs) 

-

-

-
-
-

u.s. 
Summary and interpretation of stability 

(Recommended expiration date-shelf 
life) 

d.l.iii Environmental Impact Analysis 
Report 

-

Method Validation Package 

Table of contents 

List of samples for validation 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.7.1.2.2 Identity of samples for validation 

c.7.1.3 Test methods and specifications 

c.7.1.3.1 Drug Substance 
1 of 3 

c.7.1.3.1 Drug Substance (for herbal medicines) 
2 of 3 

c.7.1.3.1 Drug Substance 
3 of 3 

c.7.1.3.2 Drug Product 

c.7.1.3.3 Biological 

c.7.1.3.3.1 Validation of the relevant methods used 
during the development 

c.7.1.3.3.2 Validation and comments on the choice of 
routine tests 

------ ------- ----- --------- ' 
*Key: "c" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

-
-

II.C.1.2.5.(A)- Analytical validation 
and comments on the choice 
of routine tests and standards 

II.C.1.2. 5.(C)1.- Analytical 
development and validation, 
commentary on the choice of 
routine tests and specifications 

II.C.1.2. S.(C)2.- Analytical 
development and validation, 
commentary on the choice of 
routine tests and specifications 

II.E.2.1.- Analytical validation and 
comments on the choice of 
routine tests and standards 

-

-

-

u.s. 
Identity of samples for validation 

Test methods and specifications 

Drug Substance 

Drug Product 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

c.7.1.3.3.3 Characterization of the reference material 

c.7.1.3.4 Stability Methods validation 

c.7.1.3.4.1 Drug Substance 

c.7.1.3.4.2 Drug Product 

c.7.1.4 Test results 

c.7.2 Process validation 

c.7.2.1 Validation of the production process, data on 
consistency of the yield and degree of purity 
and on the quality of the active ingredient 

c.7.2.2 Removal of impurities during the purification 
process 

c.7.2.3 Lifetime of purification columns 

c.7.2.4 Stability of any intermediate of production 
and/or manufacturing when intermediate 
storage are intended in the process 

c.7.2.5 In the event of any reprocessing being neces-
sary, full validation of each proposed step 

*Key: uc" = Chemical, Pharmaceutical, and Biological Documentation 

EU 

-

II.F.l.- Validation of all test proce-
dures including limits of detection 
(including initial results) 

II.F.2:-.Validation of test proce-
dures 

-

-

-

-

-

-

-

u.s. 

(Suitability of analytical methods) 

Test results 

Table continued on next page. 
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Table continued from previous page. 

Code* Title EU 

c.8 Other information -

c.8.1 Other II.Q Other 

d Samples/labeling -
d.1 Registration Samples -

d.1.1 Samples on Request -

d.1.1.1 4 samples each, sufficient for 3x every Test -
described 

d.1.1.1.1 Finished Product -

d.1.1.1.2 Drug Substance used in the Samples under -
d.1.1.1.1 

d.1.1.1.3 Reference Standards, Blanks (except -
recognized Pharmacopoeial Standards) 

d.1.2 Samples I.A Samples 

d.1.2.1 List of Samples List of Samples 

d.2 International Physicians Circular -

d.2.1 Pharmacological Class/Rational Use/Benefits -

d.2.1.1.2 Samples of the Finished Market Package -

*Key: nc" = Chemical, Pharmaceutical, and Biological Documentation; nd" = Samples/Labeling 

u.s. 
-

-
-

e.1 Samples on Request 

e.1 .i 4 samples each, sufficient for 3x 
every Test described 

e.1.i.a Drug Product 

e.1.i.b Drug Substance used in the 
Samples under (a) 

e.1.i.c Reference Standards, Blanks 
(except recognized Pharmacopeia! 
Standards) 

-

-

c.2.ii Pharmacological Class/Rational Use/ 
Clinical Benefits 

e.1.ii Samples of the Finished Ma;ket 
Package on request 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

d.2.2 Summary of Product Characteristics 

d.3 Label and Carton Text 

d.3.1 Labeling Text with Annotations 
1 of 2 

d.3.1 Labeling Text with Annotations 
2 of 2 

d.3.11 Labeling Text without Annotations 

d.3.2 Packaging 

d.3.3 Labeling 

d.4 Declaration 

d.4.2 Patient Package Insert 

d.4.2.2 Package Insert 

d.S Other 

d.5.1 Manufacturers Authorization(s) 

e Nonclinicai!Tox Pharmacology 

e.1 Table of Contents 

e.1.2 Table of Contents EU 

e.3 Pharmacology Studies 

*Key: "d" = Samples/Labeling; "e" = Nonclinicai/Tox Pharmacology 

EU 

I.B.1 Summary of Product 
Characteristics 

-

-

-

I.B.2 .- Packaging 

I.B.2.- Labeling 

I.B.2. Package lnsert(s) 

-

I.A Manufacturers Authorization(s) 

-

Ill Table of Contents 

III.F Pharmacodynamics 
---------

u.s. 

c.2.i, e.2.ii Labeling Text with 
Annotations 

e.2.ii Copies of label and all labeling 
for drug product 

Nonannotated Package Insert 

-

-

-

-

-

d.2.ii Pharmacology Studies 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

e.3.1 Specific nonclinical pharmacology studies 

e.3.2 Studies that otherwise define pharmacologic 
properties or are pertinent to possible adverse 
effects 

e.3.2.1 General nonclinical pharmacology studies 

e.3.2.2 Animal drug interaction studies 

e.4 Toxicity Studies 

e.4.1 Organ Toxicity 

e.4.1.1 Single dose studies 

e.4.1.1 .1 Acute toxicity studies 

e.4.1.1.1.1 Acute toxicity rodent 

e.4.1.1.1.2 Acute toxicity nonrodent 

e.4.1.2 Repeated dose studies 

e.4.1.2.1.1 Subacute toxicity studies (~ 3 months) 

e.4.1.2.1.1.1 Subacute toxicity studies (~ 14 days) 

*Key: ne" = Nonclinical/Tox Pharmacology 

EU 

III.F.1 Pharmacodynamic 
effects relating to proposed 
indications 

-

III.F.2 General Pharmacodynamics 

III.F.3 Drug interactions 

-
-
-

-

Single dose toxicity 

-

-

Subacute toxicity trials 
(up to 3 months) 

1 or several doses in 1 d in man: 
test 2 wks in animal 

u.s. 
Studies of the pharmacological actions of 
the drug in relation to proposed 
therapeutic indications 

Studies that otherwise define pharmacologic 
properties or are pertinent to possible 
adverse effects 

Acute toxicity studies 

at least 2 

at least 1, also range-finding study may be 
substituted 

-
subacute toxicity studies 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

e.4.1.2.1.1.1.1 Rodent 

e.4.1.2.1.1.1.2 Nonrodent 

e.4.1.2.1.1.2 > 14 days:::; 1 month 

e.4.1 .2 .1 .1 .2 .1 Rodent 

e.4.1.2 .1 .1 .2 .2 Nonrodent 

e.4.1.2. 1.1.3 Subacute toxicity studies > 1 month 
:::; 3 months 

e.4.1.2.1.1.3.1 Rodent 

e.4.1.2.1.1.3.2 Nonrodent 

e.4.1.2 .1 .2 Subacute dose-range finding 

e.4. 1 .2. 1 .2. 1 Rodent 

e.4.1.2.1.2.2 Nonrodent 

e.4.1.2.2 Chronic toxicity studies (> 3 months) 

*Key: "e" = Nonclinicai/Tox Pharmacology 

EU 

for subacute testing at least 
1 rodent 

for subacute testing at least 
1 nonrodent 

for administration in man up to 
7d test 4 wks in animal (generally 
1 test 2-4 wks required) 

for subacute testing at least 
1 rodent 

for subacute toxicity testing at 
least 1 nonrodent 

for use in man up to 30d 
test 3m in animal 

-

-

-

IIIB2. chronic toxicity trials 
(beyond 3 months) 

u.s. 

for up to 2 wks use in man, test for 
2 wks to 3m in animal 

for subacute tests usually rat 

for subacute testing usually dog; primate 
may be chosen if PD or PK more suitable 

for use in man up to 3m test 6m in animal 

---

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

e.4.1.2.2.1 Rodent 

e.4.1.2.2.2 Non rodent 

e.4.2 Special toxicity 

e.4.2.1 Animal local tolerance/Toxicity studies 

e.4.2.1.1 Local tolerance 

e.4.2.1.1.1.1 Skin 

e.4.2 .1 .1 .1 .2 Mucosa 

e.4.2.1.1.1.3 Parenteral application (i.v., i.a., s.c., i.m., 
paravenous) (1 x) 

e.4.2.1 .2 Phototoxicity 

e.4.2.1.3 Sensitization 

e.4.2.1.3.2 Skin 

e.4.2.1.3.3 Respiratory Tract 

e.4.2.1.3.4 Photosensitization 

*Key: "e" = Nonclinicai!Tox Pharmacology 

EU 

usually 1 rodent 

at least 1 nonrodent 

-

III.H Local tolerance 

e.g., for topicals 

possibility of sensitization shall 
be investigated 

' 

u.s. 
for chronic testing usually rat 

for chronic toxicity testing usually dog 

-

... studies of toxicities related to the drug's 
particular mode of administration or 
conditions of use 

phototoxic properties may be evaluated on 
rats, mice, and rabbits 

sensitization 

photoallergic effects may be evaluated in 
man 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

e.4.2.4 lmmunotoxicity 

e.4.2.4.1 Antigenicity 

e.4.2.4.2 Cross-reactivity 

e.4.2.5 Reproduction studies 

e.4.2.5.0.1 Dose range-finding 

e.4.2.5.0.2 Rearing 

e.4.2.5.1 Reproduction Segment 1: Fertility and general 
reproductive performance studies 

e.4.2.5.1.1 Rodent 

e.4.2.5.1.2 Non rodent 

e.4.2.5.2 Reproduction Segment II: Embryotoxicity 
(particularly teratogenicity) studies 

e.4.2.5.2.1 Rodent 

e.4.2.5.2.2 Nonrodent 

*Key: "e" = Nonclinica//rox Pharmacology 

EU 

immunotoxicity (asked for in the 
expert report) 

-

III.B Fertility and general 
reproductive performance 

at least 1 species 

-

III.C Embryofoetal 
and perinatal toxicity 

1 species required, usually rat 
or mouse 

1 species required (rabbit) 

-- ---

u.s. 

studies as appropriate, of the effects of the 
drug on reproduction and on the developing 
fetus 

1 species, rats most frequently used 
(mouse can be used instead) 

d.2.iii studies as appropriate, of the 
effects of the drug on reproduction and on 
the developing fetus 

at least 2 species required from rat, 
mouse (and rabbit) 

at least 2 species required (rat, mouse) or 
rabbit. Other species such as dogs, cats, 
pigs, etc. have been used 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

e.4.2.5.3 Reproduction Segment Ill: peri/postnatal 
toxicity studies 

e.4.2.5.3.1 Rodent 

e.4.2.5.4 Multigeneration studies 

e.4.2.5.4.1 Rodent 

e.4.2.6 Oncogenicity/Carcinogenicity studies 

e.4.2.6.1 Preliminary carcinogenicity studies (short-
term tests) 

e.4.2.6.1 .1 Acute toxicity (short-term) 

e.4.2.6.1.1.1 Rodent 

e.4.2.6.1.2 Subacute toxicity 

e.4.2.6.1.2.1 Rodent 

e.4.2.6.2 Carcinogenicity studies 

e.4.2.6.2.1 Rodent 

e.4.2 .6.2 .2 Non rodent 

e.4.2.7 Genotoxicity 

e.4.2.7.1 Genotoxicity 

e.4.2.7.1.1 Test for point mutation 
--·--

*Key: "e" = Nonclinicalffox Pharmacology 

EU 

Peri/postnatal toxicity 

at least 1 species required 

-

-

-

-

-

-

-

-

III.E Carcinogenic potential 

2 species required, usually 
rodents 

-

-

-

111.0 Mutagenic potential 

u.s. 
peri/postnatal toxicity 

1 species, usually rat 

-

-

-

-

-

-

Carcinogenicity studies 

2 species required, usually rat and mouse 

Dog in case of oral contraceptives 

-

-

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

e.4.2.7.1.1.1 In vitro tests for point mutation 

e.4.2.7.1 .1.1.1 Ames Test 

e.4.2.7.1.1.1.2 HGPRT test 

e.4.2.7.1.1.1.3 Other in vitro tests 

e.4.2.7.1.1.2 In vivo tests for point mutations 

e.4.2.7.1.2 Test for chromosomal effects 

e.4.2.7.1.2.1 In vitro tests for chromosomal aberrations 

e.4.2.7.1.2.2 In vivo 

e.4.2.7.1.2.2.1 Micronucleus test 

e.4.2.7.1.2.2.2 Other 

e.4.2.7.1 .3 Test for DNA effects 

e.4.2.7.1.3.1 In vitro 

e.4.2.7.1 .3.1.1 UDS test 

e.4.2.7.1.3.1.2 Other tests 

e.4.2.7.1.3.2 In vivo 

e.4.2.7.1.3.2.1 UDS test 

e.4.2.7.1.3.2.2 Other tests 

*Key: "e" = Nonclinicai/Tox Pharmacology 

EU 

111.0.1 In vitro 

-

111.0.2 In vivo 

-

u.s. 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

e.4.2.7.2 Other tests/indicator tests 

e.4.2.7.2.1 In vitro 

e.4.2.7.2.2 In vivo 

e.S Animai-Pharmacokinetics/ADME 

e.S.l Pharmacokinetics in animals after single 
dose 

e.5.1.1 PK after single dosing 

e.5.1.1.1 Rodent 

e.5.1.1.1.1 Rat 

e.5.1.1.1.2 Rodent other than Rat 

e.5.1.1.2 Nonrodent 

e.5.1.1.2.1 Second species (nonrodent) 

e.5.1.1.2.2 Additional Species (nonrodent) 

e.5.1.2.1 Toxicokinetics (T) 

e.5.1.2.2 Toxicokinetics (PK) 

e.5.1.2.2.1 Rodent 

e.5.1.2.2.1.1 Rat 

*Key: "e" = Nonclinicai/Tox Pharmacology 

EU u.s. 

- Animai-Pharmacokinetics/ADME 

III.G.l Pharmacokinetics after a any studies of the absorption, distribution, 
single dose metabolism, and excretion of the drug in 

animals 

-

-
-

-
-
-
-
-

-

-
-

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

e.5.1.2.2.1.2 Rodent other than Rat 

e.5.1.2.2.2 Non rodent 

e.5.1.2.2.2.1 Usual species 

e.5.1.2.2.2.2 Additional Species 

e.5.2 Pharmacokinetics in animals after repeated 
dose 

e.5.2.1 Rodent 

e.5.2.1.1 Rat 

e.5.2.1.2 Rodent other than Rat 

e.5.2.2 Non rodent 

e.5.3 Distribution in normal and pregnant animals 

e.5.3.1 Autoradiography in male, female, and 
pigmented rats 

e.5.3.2 Quantitative distribution study in male rats 

e.5.3.3 Autoradiography in pregnant rats 

e.5.3.4 Placental transfer (quantitative) 

*Key: "e" = Nonclinicai/Tox Pharmacology 

EU 

-
-

-
-

III.G.2 Pharmacokinetics 
after repeated administration 

-
-

-
-
III.G.3 Distribution in normal and 
pregnant animals 

-

-
-
-

- ---------------·····-

u.s. 

any studies of the absorption, distribution, 
metabolism, and excretion of the drug in 
animals 

d.2.iv any studies of the absorption. distribu-
tion, metabolism, and excretion of the 
drug in animals 

Table continued on next page. 

S-15.01 page 34 of 45 

~ 
:::J 

~ 
..... 
~ 

w 
C'l w 



Table continued from previous page. 

Code* Title EU 

e.5.3.5 Protein binding -

e.5.3.5.1 Protein binding in different species in vitro -

e.5.3.5.2 Binding characteristics and interactions in vitro -

e.5.4 Biotransformation -

e.5.4.1 In animals III.G.4 Biotransformation 

e.5.4.1.1 Rodent -

e.S .4.1 .1 .1 Rat -
e.5.4.1.1.2 Rodent other than Rat -

e.5.4.1 .2 Non rodent -

e.5.4.1.2.1 Usual Species -

e.5.4.1 .2 .2 Additional Species -

e.5.4.2 In vitro -

e.6 GLP Compliance Statement in the expert report, the expert 
should comment on the GLP 
status of the studies submitted 

I I I 
*Key: "e" = Nonclinicai!Tox Pharmacology 

u.s. 

-

any studies of the absorption, distribution, 
metabolism, and excretion of the drug in 
animals 

-

p 
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Table continued from previous page. 

Code* Title EU 

e.7 Other Information on Toxicology, 
Pharmacology, and/or Kinetics III.Q Other information 

e.7.1 Enzyme induction 

e.7.2 Test on covalent binding (protein, DNA) 

e.7.3 Impurities 

e.7.4 Other (e.g., compatibility with blood) 

f Human Pharmacokinetics and 
Bioavailability Data -

f.2 Description, Compliance Statements -

f.3 Rationale of Methods, Specifications of Drug -
Product with Regard to Bioavailability 

f.3.2 Abbreviations -

f.3.3 Precis -
*Key: "e" = Nonclinicai/Tox Pharmacology; "f" = Human Pharmacokinetics and Bioavailability Data 

u.s. 

-

d.3.i description of each of the bioavail-
ability and pharmacokinetic studies of the 
drug in humans performed by or on behalf of 
the applicant that includes a description of 
the analytical and statistical methods 

d.3.ii if the applicat. describes in the CMC 
sect. specifications or analyt. meth. needed 
to assure the bioavail. of the drug prod. or 
subst. or both, a statement in this sect. of the 
rationale for establishing the specific. or 
analyt. meth., incl. data and information 
supporting the rationale 

-

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

f.3.4 Chemistry 

f.3 .4.1 Physicochemical properties 

f.3.4.2 Dosage forms 

f.3.5 Analytical Methods in Biological Fluids 

f.3.6 In vitro Stability in Biological Fluids 

f.3.7 Structure of Drugs with radiolabeled position 
indicated 

f.3.8 Protein Binding 

f.4 Clinical Pharmacokinetics, Bioavailability & 
ADME studies 

f.4.1 Studies concerning absorption 

f.4.2 Studies concerning distribution/bioavailability 

f.4.3 Studies concerning metabolism 

f.4.4 Studies concerning elimination 

f.S Comparison of Pharmacokinetics in Animals 
and Man 

- - ----- -- -- ---

*Key: "f" = Human Pharmacokinetics and Bioavaiiabiiity Data 

EU 

-
-

-

-

-

IV.A.2 Pharmacokinetics 

II.G and IV.Q.l Bioavailability/ 
Bioequivalence 

II.Q Studies concerning 
metabolism 

-
- -

u.s. 

Human Pharmacokinetics and 
Bioavailability Section 

-

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

f.6 Summarizing discussion -

g Microbiology Data -
g.l Table of Contents -

g.l.l Table of Contents NDA -

g.2 Biochemical Basis 

g.2.1 Mechanism of action 

g.2.1.1 Mode of action, general 

g.2.1.2 Chemical structure 

g.2.1.3 Relation to other (related) compounds 

g.2.1.4 Relation to other antibiotics of the same group 

g.3 Antimicrobial spectra incl. in vitro preclinical 
studies 

g.3.1 Antimicrobial Activity 
-··--· 

*Key: "f" = Human Pharmacokinetics and Bioavailability Data; "g" = Microbiology Data 

EU u.s. 
d.3.iii summarizing discussion and analysis 
of the pharmacokinetics and metabolism of 
the active ingredient(s) and the bioavail-
ability or bioequivalence, or both, of the drug 
product 

d.4 Microbiology section 

d.4.i Description of the biochemical basis 
of the drug's actions on microbial physiology 

d.4.ii description of the antimicrobial 
spectra of the drug, including results of in 
vitro preclinical to demonstrate concentra-
tions of the drug required for effective use 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

g.3.1.1 General 

g.3.2 Enzyme Hydrolysis Rates 

g.3.3 Miscellaneous Studies 

g.3.3.1 Effect of Medium, pH, and Test Conditions 

g.3.3.2 Inoculum effects 

g.3.3.3 Binding proteins 

g.3.3.4 Permeability 

g.4 Mechanisms/Assessment of resistance 

g.4.1 Activity against Clinical Trial isolates resistant 
to other antibiotics 

g.4.2 Induced resistance 

g.S Clinical microbiology methods needed for 
effective use of drug 

g.5.1 Clinical Laboratory Susceptibility Test Methods 

g.5.11 Class concept I 
*Key: "g" =Microbiology Data 

EU u.s. 

d.4.iii Description of any known mechan-
isms of resistance to the drug including re-
suits of any known epidemiologic studies to 
demonstrate prevalence of resistance factors 

d.4.iv description of clinical microbial-
ogy laboratory methods (for example in vitro 
sensitivity discs) needed for effective use 
of drug 

--- -- --- ------

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

g.5.1.2 Dilution methods 

g.S.1.3 Disk diffusion methods 

g.5.2 In Vivo Animal Protection Studies 

g.5.3 In Vitro Studies Conducted During Clinical 
Trials 

h Clinical Data 

h.1 Table of Contents 

h.1.2 Table of Contents EU 

h.2 Clinical Pharmacology (incl. pharmacokinetics) 

h.2.1 Pharmacodynamics 

h.3 Clinical Experience 

h.3.1 Clinical trials 

h.3.1.1 Controlled Studies 
1 of 2 

h.3.1.1.1 Placebo-controlled studies 

h.3.1.1.1.1 Placebo 

h.3.1.1.1.1.1 Full report 

h.3.1.1.1.1.2 Short report 
--------- ·-·--·---

*Key: "g" = Microbiology Data; "h" = Clinical Data 

EU 

-

-

-
-

IV Table of Contents 

IV.A Clinical pharmacology 

IV.A.1 Pharmacodynamics 

IV.B Clinical experience 

IV.B.1 Clinical trials 

Placebo-controlled studies 

-

-

-
' ------

u.s. 

-

-
d.S.i Clinical pharmacology studies 

d.S.ii Controlled clinical studies 

L___ ___ 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

h.3.1.1.1.2 Placebo/add-on-therapy 

h.3.1.1.1.2.1 Full report 

h.3.1.1.1.2.2 Short report 

h.3.1.1.2 Controlled studies with reference therapies 

h.3.1.2 Uncontrolled studies 

h.3.1.2.1 Final report 

h.3.1.2.2 Interim report 

h.3.1.3 Other studies and information 

h.3.1.3.0.1 Pilot studies in patients 

h.3.1.3.0.2 Dose finding studies 

h.3.1 .3.0.3 Long term safety 

h.3.1 .3.0.4 Special patient groups 

h.3.1.3.0.5 Dose/effect relationship 

h.3.1.3.0.6 Special topics (e.g., renal insuff.) 

*Key: uh" = Clinical Data 

EU 

-

-
-

Controlled studies with reference 
therapies 

Noncontrolled studies 

-

IV.B.3 Published and unpublished 
experience 

-

-
-

-
-
-

u.s. 

d.S.iii Uncontrolled clinical studies 

d.S.iv Other Studies and Information 

--

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

h.3.1.3.1 Brief information on ongoing trials and 
uncompleted trials (incl. the reason why the 
trials were not completed) with full details 
on any safety issues raised in these studies 

h.3.1 .3.2 Any other information 

h.4 Integrated summary (effectiveness) 

h.S Integrated summary (safety) 

h.5.1 
1 of 2 Integrated summary (safety) 

h.5.1 Copy of information submitted under clinical 
2 of 2 section, integrated summary safety 

h.6 Potential of abuse 

h.7 Integrated summary of benefits/risks 

h.8 Technical 

h.8.1 Compliance statements for studies in humans 

*Key: "h" = Clinical Data 

EU 

IV.B.3.1 Brief information on 
ongoing trials and uncompleted 
trials 

IV.B.3.2 Any other information 

-

-

-
-

-

-

-

-

u.s. 
Controlled clinical studies that have not been 
analyzed in detail for any reason (e.g., be-
cause they have been discontinued or are 
incomplete) are to be included in this section 
including a copy of the protocol and a brief 
description of the results and status of the 
study 

d.S.v integrated summary (effectiveness) 

d.S.vi Summary and update of safety 
information 

d.S.vi.a Integrated summary (safety) 

d.6.ii Copy of information submitted 
under clinical section, integrated summary 
safety [= d.S.vi.a] 

d.S.vii Potential of abuse, drug 
abuse/overdose information 

d.S.viii Integrated summary of benefits/risks 

-

d.S.ix Compliance statements for studies 
in humans 

Table continued on next page. 
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Table continued from previous page. 

Code* Title 

h.8.2 Name and address of CROs, obligations 
transferred 

h.8.3 Studies, where original subject records were 
audited or reviewed by the sponsor 

h.9 Other clinical information 

i Safety and other Update Reports 

j 1 Safety update 

j .1 . 1 Postmarketing experience 

j .1.1 .1 Adverse reactions and monitoring events and 
reports 

j.1 .1.2 Number of patients exposed 

j.2 Updating Marketing Authorization Data 

j.2.1 Report on experience (2 years) 
German Drug Law § 49 

j.2.2 Report on experience (5 years) 

j.2.3 Report on assessment criteria alteration for 
prolongation of marketing authorization 
(each 5 years) German Drug Law § 31 

*Key: "h" = Clinical Data; ''i" Safety and other Update Reports 

EU 

-

-

IV.Q Other information 

-
-
IV.B.2 Postmarketing experience 

IV.B.2.1 Adverse reactions and 
monitoring events and reports 

IV.B.2.2 Number of patients 
exposed 

-

-

-

-

u.s. 
d.S.x Name and address of CROs, 
obligations transferred 

d.S.xi List identifying each clinical study 
where original subject records were audited 
or reviewed by the sponsor in the course 
of monitoring to verify the accuracy 

-

-

d.S.vi.b Safety update 

-

-

-

-

Table continued on next page. 
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Table continued from previous page. 

Code* Title EU u.s. 

k Statistical Data/Overall Summary - Statistical Data/Overall Summary 

I Cover sheet(s) - -
le Cover sheet(s) EU - -
le.1 Cover sheet(s) I Summary of the dossier -

le.2.1 Cover sheet(s) II Chemical, pharmaceutical, 
and biological documentation -

le.3.1 Cover sheet(s) Ill Toxicological and pharmaco- -
logical documentation 

le.4.1 Cover sheet(s) IV Clinical Documentation -

lu Cover sheet(s) U.S -

lu Cover sheet(s) - a Application form 

lu Cover sheet(s) - d.2 Nonclinical Pharmacology/Toxicology 
Section 

lu Cover sheet(s) - e Samples/Labeling 

lu Cover sheet(s) - Batch Information 

lu Cover sheet(s) - dTechnical Sections 

lu Cover sheet(s) - c Summary 

lu Cover sheet(s) - d.1 Chemistry/Manufacturing and Controls 
section 

*Key: "k" =Statistical Data/Overall Summary; "I"= Cover sheet(s); "le" =Cover sheet(s) EU; "lu" = Cover sheet(s) U.S. 
Table continued on next page. 
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Table continued from previous page. 

Code* Title 

lu Cover sheet(s) -

lu Cover sheet(s) -

lu Cover sheet(s) -

lu Cover sheet(s) -

lu Cover sheet(s) -
lu Cover sheet(s) -
m Raw Data -
m.1.1 Case Report Tabulations -

m.1.2 Case Report Forms -

m.1.3 Additional Data -

EU u.s. 
d.1.ii Drug Product 

f Case Report Forms & Tabulations 

d.l .i Drug Substance 

d.S Clinical Data Section 

Summary 

d.2.ii Toxicology Studies 

f.l Case report tabulations 

f.2Case report forms 

f.3 Additional data 

w 
....... 
~ 

Q 
0 
0.. 
0 .., 
~ 
:::0 
~ 
c: 
il? 
8' 
~ 
"\:) 

~ 
("'\ ...... 

*Key: "/u" = Cover sheet(s) U.S.; "m" = Raw Data ~· 
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Standards 375 

A Department XYZ Standard 

20.01: Labeling 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

20.01 

(enter company-specific code) 

Labeling 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

implements Policy on Labeling (P-20) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MMIYY 
----------------------------------------
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376 Good Drug Regulatory Practices 

Labeling must contain the following information: 

• Pharmaceutical and therapeutic category 

• Prescription status 

• Active ingredient(s) 

• Other excipients with pharmacodynamic or medicinal signifi
cance 

• Other excipients 

• Storage and stability 

• Storage and stability after opening of the container 

• Information on handling, preparation of final dosage form, open-
ing, measurements of doses 

• Mode of action 

• Toxicological information 

• Pharmacodynamic properties 

• Pharmacokinetic properties 

• Interaction with other medicinal products and other forms of in-
teraction (e.g., caffeine, alcohol, nicotine, food) 

• Indications 

• Posology and method of administration 

• Contraindications 

• Special warnings and precautions for use 

• Undesirable effects 

• Use in women with child-bearing potential, use during pregnancy 
and lactation 

• Tolerance 

• Dependence 

• Off-label use 

• Overdose 

• Interference with laboratory tests 

• Warnings 

S-20.01 page 2 of 2 



Standards 377 

A Department XYZ Standard 

27.01: Submission 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

27.01 

(enter company-specific code) 

Submission 

DD/MM/YY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

1. Policy on Submission (P-27) 

2. Department operational procedures 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MM/YY 

Implementation Date: DD/MM/YY 
----------------------------------------
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378 Good Drug Regulatory Practices 

1. PURPOSE 

In order to meet the rules as set out in the policy on submissions (1 ), qual
ity is defined by this standard through specifying quality of input and output 
and identifying key processes to be vali dated. 

2. DEFINITIONS 

The key terms pertaining to this policy should be defined here. As there are 
no uniform and globally accepted definitions available, please develop your 
own definitions. In this way, the language of the staff of your organization 
can be incorporated. 

• The term dossier signifies a compilation of documents for a spe
cific regulatory purpose (e.g., application for clinical trial autho
rization or application for marketing authorization) in a specified 
country(ies) for a developmental or already marketed medicinal 
product in a structured form (i.e., submission-like). If applicable, 
it is a subset of the global dossier. The dossier is the basis for the 
submission(s). 

• The term global dossier signifies a compilation of all documents 
required for international regulatory purpose(s) for a developmen
tal or already marketed medicinal product. It is maintained con
tinuously throughout the life cycle of the medicinal product and 
serves as a repository for the generation of dossiers and submis
sions. 

• The term submission signifies a country-specific compilation of 
documents for a specific regulatory purpose (e.g., application for 
clinical trial authorization or application for marketing authoriza
tion) for a developmental or already marketed medicinal product 
in a structured form according to national regulatory require
ments. It is based on the dossier, or, if applicable, the global 
dossier. It may contain additional national documents (e.g., na
tional leaflets or application forms). 

3. STATEMENT OF STANDARD 

1. Quality of Processes 

The following processes (if applicable) are adequately standardized and val
idated (2): Generation of Table of Contents (TOC), paginating master copy, 
copying from master copy to produce copies for Regulatory Bodies, putting 
in binders, labeling, export to MO or CD, mailing submission. 

S-27.01 page 2 of 4 



2. Quality of Input 

Frequency/ 
Specs/Limits Extent of Checks 

1. Original national docs 

- Complete (all pages) every doc: 
every p 

- Format and content all items 
ace. to state of the art, 
SOPs 

- Good copying quality every p 

- Cross-references OK all cross-references 

-Good English main part 

2. Material 

2.1 Paper: Good copying each delivery/1 p 
quality 

2.2 Binders: stable, each delivery/1 binder 
company Logo 

2.3 Labels: good adhesion each delivery/1 label 

-~ --~ 

Documentation of Responsibility for 
Check Results Checks 

monthly report to head RA RA 

yearly report to head RA Copying department 

yearly report to head RA person responsible for 
ordering material 

yearly report to head RA person responsible for 
ordering material 

Duplication of 
Checks by RA 

-

None 

national RA: spot checks 
on master copy 

check on master copy 

Table continued on next page. 
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3. Quality of Output(= Submission) 

Frequency/ 
Specs/limits Extent of Checks 

1. Submission master copy 

- Correct sequence all docs/TOC 
ace. to TOC 

- For expert reports, all cross-references 
summaries: cross- in expert reports, 
references to summaries 
documentation OK 

2. Copies (from master spot check 
copy) (1 copy or 1 0% of 

copies, whichever is 
- Complete (all pages) greatest, summary part 

all pages, 1st vol of 
- Good copying quality other parts all pages) 

Documentation of Responsibility for 
Check Results Checks 

final report to head RA national RA 

regular report to head RA Copying department 

Duplication of 
Checks by RA 

-

National RA: spot check: 
1 copy: summary part 
and 1 vol of another 
part all pages 

S-27.01 page 4 of 4 
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Standards 381 

A Department XYZ Standard 

28.01: Terminology 

Document Type: 

Document Code: 

Title: 

Date/Revision No.: 

Scope: 

References: 

Authorization: 

Issue Date: 

Standard 

28.01 

(enter company-specific code) 

Terminology 

DD/MMIYY number xy 

Global 

(enter policies, standards, SOPs of your department/company, 

or other documents [e.g., guidelines] that should be consid

ered in this context) 

implements Policy on Terminology (P-28) 

Signature of authorized person(s) 

Name of authorized person(s) 

Job title/Function of authorized person(s) 

DD/MMIYY 

Implementation Date: DD/MMIYY 
----------------------------------------
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382 Good Drug Regulatory Practices 

Abbreviated New Drug 
Application (U.S.) 

Abbreviated New Drug 
Submission (Canada) 

Adverse Drug Event 

Adverse Drug Reaction 

Adverse Drug Reaction On-Line 
Information Trackingsystem (UK) 

Advertising (see Promotion) 

Analysis of variance 

Anatomical Therapeutic 
Chemical Classification Index 

Application for a Clinical 
Trial License 

Application for a Marketing 
Authorization 

Archiving Management 

Arzneimittelgesetz (Germany) 
(Drug Law) 

Autorisation de Mise Sur Marche 
(France) (marketing authorization) 

British Approved Name 

ANDA 

ANDS 

ADE 

ADR 

ADROIT 

AN OVA 

ATC Code 

A notification or application to a Reg
ulatory Body with the purpose of 
starting local trials in humans. 

A notification of an application to a 
Regulatory Body with the purpose of 
placing a medicinal product on the 
market. 

The identification, retention, storage, 
protection, and disposal of the 
records of Regulatory Affairs, includ
ing records on the developmental re
search of medicinal products and 
already marketed medicinal products. 

AMG 

AMM 

BAN 

British Institute of Regulatory Affairs BIRA 

British Pharmacopoeia BP 

Case Record Form CRF 
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Center for Biologics Evaluation 
and Research (U.S.) 

Center for Drug Evaluation 
and Research (U.S.) 

Central European Society of 
Regulatory Affairs 

Central Pharmaceutical Affairs 
Council (Japan) 

Change 

Chemical Abstracts Registry 
Number 

Chemistry, Manufacturing, 
and Controls 

Clinical Quality Assurance 

Clinical Trial Application (UK) 

Clinical Trial Certificate (UK) 

Clinical Trial Exemption 

Standards 383 

CBER 

CDER 

MEGRA 

CPAC 

Any changes or variations concerning 
the company's medicinal products 
worldwide. This includes, for exam
ple, changes in starting materials, 
manufacturing process/equipment/ 
batch size/site, dosage form, packag
ing, controls, patient leaflet, labeling, 
or outer packaging. If subject to sub
mission to the Regulatory Bodies, any 
additional information, such as adver
tising/promotional material, is also in
cluded. 

CARN 

CMC 

CQA 

CTA 

The term signifies an approval by a 
Regulatory Body with regard to start
ing local trials in humans. 

CTC 

Application (UK) CTX 

Code of Federal Regulations (U.S.) CFR 

Coding Symbols for a Thesaurus 
of Adverse Reaction Terms COSTART 
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384 Good Drug Regulatory Practices 

Committee Europeen de 
Normalisation 

Committee for Proprietary 
Medicinal Products 

Committee for Veterinary 
Medicinal Products 

Company Comment 

Company Position 

Computer-Assisted Marketing 
Authorization 

Computer-Assisted New 
Drug Application 

Computer-Assisted Product 
License Application 

Computer-Assisted 
Regulatory Submission 

Contact Partner 

S-28.01 page 4 of 14 

CEN 

CPMP 

CVMP 

A document communicating to Regu
latory Bodies comments-suggestions 
for changing a guideline. Typically, it 
will be in letter format and contain 
comments, suggestions, and critical 
issues, with references to the original 
document. It may be submitted via in
dustry associations and/or Regulatory 
Affairs professional societies or di
rectly to the Regulatory Bodies. 

For each important guideline the re
sult of interpretation/discussion by 
Regulatory Affairs, and, if applicable, 
other concerned departments/disci
plines. It will contain a summary and 
an evaluation of, for example, critical 
issues, possible consequences for the 
company, and recommendations. 

CAMA 

CANDA 

CAP LA 

CARS 

The term signifies person(s), depart
ment(s), company(ies), and/or Regula
tory Bodies with which Regulatory 
Affairs personnel interact in a busi
ness environment. 



Standards 385 

Contact Report The term signifies a report on contact 
with Regulatory Bodies in a standard
ized format. 

Contact with Regulatory Body The term signifies any communica
tion between Regulatory Affairs and a 
Regulatory Body directly by phone, E
mail, fax, telex, or letter, or during a 
personal meeting. 

Contract Research Organization CRO 

Council for the International 
Organization of Medicinal Science CIOMS 

Crisis The term signifies any situation with a 
high potential of danger or damage to 
the company's reputation, substances, 
or medicinal products, or personnel 
within the scope of Regulatory Affairs 
responsibilities or closely connected 
with its function or directly affecting 
Regulatory Affairs personnel in their 
function. Usually, a crisis will appear 
unforeseen or suddenly, or a situation 
that appeared under control will 
worsen within a short period of time. 
Typically, a crisis involves both time 
pressure and emotional pressure. A 
quick and well-planned action will be 
required to improve the situation 
and/or prevent further damage. 

Data Processing DP 

Denomination Commune 
International (see INN) DCI 

Deutsches Arzneibuch (Germany) 
(German Pharmacopoeia) DAB 
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386 Good Drug Regulatory Practices 

Document for Regulatory 
Purposes 

Dossier 

Drug Application Methodology 
with Optical Storage 

Drug Information Association 

Drug Master File 

Education 

Electronic Data Processing 

Electronic Standards for the Trans
mission of Regulatory Information 

Electronic Submission 

Employee 

S-28.01 page 6 of 14 

The term signifies any document that 
is intended for regulatory purposes 
(e.g., application for clinical trial au
thorization or application for market
ing authorization). 

The term signifies a compilation of 
documents relevant for a specific reg
ulatory purpose (e.g., application for 
clinical trial authorization or applica
tion for marketing authorization) in a 
specified country(ies) for a develop
mental or marketed medicinal product 
in a structured form (i.e., submission
like). If applicable, it is a subset of the 
global dossier. The dossier is the basis 
for the submission(s). 

DAM OS 

DIA 

DMF 

The term signifies both internally and 
externally organized, theoretical, 
and/or practical measures to ensure 
achievement and/or maintenance of a 
high standard of knowledge, skills, 
experience required within Regula
tory Affairs. 

EDP 

ESTRI 

The term signifies a submission that 
contains some or all of its information 
in an electronic format. 

The term means a person perma
nently employed by Regulatory Af
fairs, except if otherwise specified. 



Environmental Protection 

Environmental Protection 
Agency (U.S.) 

Establishment License 
Application (U.S.) 

Ethical Products 

Europaeische Gemeinschaft 
(Germany) (old for European 
Community) 

European Agency for the Evalua
tion of Medicinal Products (EU) 

European Community (old) 

European Economic Area 

European Federation of Pharma
ceutical Industries' Associations 

European Free Trade Association 

European Pharmacopoeia 

European Public Assessment 
Report 

European Society of Regulatory 
Affairs 

European Union 

Federal Food, Drug, and 
Cosmetic Act 

First Assessment of Efficacy 

Food and Drug Administration 
(U.S.) 

Freedom of Information (U.S.) 

Free Sales Certificate 

Standards 387 

The term signifies the responsible use 
of energy and material within Regula
tory Affairs. 

EPA 

ELA 

EP 

EG 

EMEA 

EC 

EEA 

EFPIA 

EFTA 

EP 

EPAR 

ESRA 

EU 

FD&C Act 

FAE 

FDA 

FOI 

FSC 
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388 Good Drug Regulatory Practices 

Gesetz zur Neurordnung des AMG 
(Germany) (Drug Law as amended) 

Global Dossier 

Good Clinical Practice 

Good Clinical Trial Practice 

Good Drug Regulatory Practice 

Good Laboratory Practice 

Good Manufacturing Practice 

Good Regulatory Practice 

Guideline 

Health Maintenance 
Organization 

Hypertext Markup Language 

Information 

5-28.01 page 8 of 14 

AMNG 

The term signifies a compilation of all 
documents required for international 
regulatory purpose(s) for a develop
mental or already marketed medicinal 
product. It is maintained continuously 
throughout the life cycle of the medi
cinal product and serves as a reposi
tory for the generation of dossiers and 
submissions. 

GCP 

GCTP 

GORP 

GLP 

GMP 

GRP 

Worldwide guidelines, regulations, 
laws, relevant publications, position 
papers, and company experience 
(e.g., contact reports, deficiency let
ters, Regulatory Affairs know-how) 
that may impact the company's sub
stances and medicinal products (e.g., 
medicinal product development, 
marketing authorization, and surveil
lance programs). 

HMO 

HTML 

The term signifies any knowledge on 
the company's substances and/or 
medicinal products that might be rel
evant for partners within Regulatory 
Affairs or other contact partners as 
defined by legal and/or business 



Information Technology 

Inspection 

Internal Company Standard for 
Documents for Regulatory 
Purposes 

International Classification of 

Standards 389 

obligations. This covers information 
received directly, by phone, E-mail, 
fax, letter, or other route. 

IT 

The term signifies inspections by Reg
ulatory Bodies with regard to Regula
tory Affairs (e.g., inspection before 
issuing a marketing authorization). 

The term signifies a generic (not 
product-specific) document that gives 
the company's evaluation and sum
mary of actual regulatory require
ments for the format and content of 
documents for regulatory purposes, 
and cross-references regulations and 
guidelines. 

Diseases lCD 

International Conference on 
Harmonisation (EU, Japan, U.S.) ICH 

International Federation of 
Pharmaceutical Manufacturers 
Association 

International Nonproprietary 
Name 

Investigational New Drug 
Application (U.S.) 

Japanese Adverse Reaction 
Terminology 

Labeling 

IFPMA 

INN 

IND 

JART 

Labeling reflects the company's actual 
state of knowledge on its medicinal 
products, by documenting per medic
inal product, scientifically relevant 
and essential statements. This labeling 
is the basis for patient leaflet(s), pro
fessional information, and promo
tional material(s). 

S-28.01 page 9 of 14 



390 Good Drug Regulatory Practices 

Letter of Authorization 

Market Authorization by Network 
Submission and Evaluation 

Marketing Authorization 

Marketing Authorization 
Application 

Medical Dictionary for Drug 
Regulatory Affairs 

Medicinal Product 

Ministry of Health and 
Welfare (Japan) 

Multiagency Electronic 
Regulatory Submission 

New Chemical Entity 

New Drug Application (U.S.) 

New Drug Submission (Canada) 

New Molecular Entity 

S-28.01 page 1 0 of 14 

LOA 

MANSEV 

The term signifies an approval by a 
Regulatory Body with regard to the 
placing of a medicinal product on the 
market. 

MA 

The term signifies a notification of 
application to a Regulatory Body with 
the purpose of placing a medicinal 
product on the market. 

MAA 

MEDORA 

The term signifies both develop
ment/research products and marketed 
medicinal products throughout the 
entire life cycle for which the com
pany has legal responsibility, be it as 
the contract manufacturer, the person 
responsible for bringing the product 
into the market, the partner in co
marketing, the receiver or giver of ali
cense, Drug Master File holder or 
letter of authorization holder, or a 
partner in joint venture development. 

MHW 

MERS 

NCE 

NDA 

NOS 

NME 



Outsourcing 

Over-the-counter 

Patient Information Leaflet 

Periodic Safety Update Report 

Pharmaceutical Inspection 
Convention 

Pharmacodynamics 

Pharmacokinetics 

Plant Master File 

Policy 

Standards 391 

In-sourcing, co-sourcing, or outsourc
ing of Regulatory Affairs work to ex
ternal parties. 

OTC 

PIL 

The term signifies a document for reg
ulatory purposes issued by Drug 
Safety and Regulatory Affairs for the 
company's marketed medicinal prod
ucts for safety updates or pharma
covigilance according to regulatory 
requirements. It is part of, if applica
ble, the global dossier, and, if nation
ally required, part of dossier(s) and 
submission(s). 

PIC 

PO 

PK 

PMF 

Policies define the basic principles 
under which Regulatory Affairs is to 
operate worldwide. 

p 

Postmarketing Surveillance PMS 

Prescription only medicinal 
product POM product 

Product (see Medicinal Product) Product 

Product License (UK) PL 

Product License Application (U.S.) PLA 

Promotion/Advertising The term signifies any published in
formation on the company's sub
stances or medicinal products that is 
published with a view of making the 
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392 Good Drug Regulatory Practices 

Quality Assurance 

Quality Control 

Quality Management 

Rapporteur (EU) 

Record 

Reference Member State (EU) 

Regulatory Affairs 

Regulatory Affairs Professional 
Society 

Regulatory Strategy 

Remote Data Entry 

S-28.01 page 12 of 14 

product known and/or augmenting 
sales (e.g., newspaper ads, television 
commercials). It excludes patient in
formation and physician's informa
tion. 

QA 

QC 

QM 

RAP 

The term includes written documents 
and records maintained on microfilm, 
optical disc, magnetic tape, or other 
media. The term includes, if not oth
erwise specified, not only company 
records that are kept in official 
archives or centralized locations but 
also those company-related records 
kept in individual files. This also in
cludes records on development/re
search projects. 

RMS 

RA 

RAPS 

The term signifies the selection of the 
appropriate submission strategy in 
terms of the content and presentation 
of dossier(s), as well as time point(s) 
for submission(s), and procedure(s) to 
be used, and considering the target 
Summary of Product Characteristics 
for the developmental or marketed 
medicinal product and the regulatory 
en vi ron ment. 

ROE 



Scale-up and Post-Approval 
Changes (U.S.) 

Soumission Electronique des 
Dossiers d' Authorisation de 
Mise sur le Marche (France) 

Standard 

Standard General Markup 
Language 

Standard Operating Procedure 

Submission 

Submission Management and 
Review Tracking (U.S.) 

Substance 
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SUPAC 

SEDAMM 

These are definitions of items that are 
required to be the same throughout 
the organization. 

s 

SGML 

This term defines how Policies are im
plemented and Standards are met in 
daily operations. 

SOP 

The term signifies a country-specific 
compilation of documents for a spe
cific regulatory purpose (e.g., applica
tion for clinical trial authorization or 
application for marketing authoriza
tion) for a developmental or marketed 
medicinal product in a structured 
form according to national regulatory 
requirements. It is based on the 
dossier, if applicable, the global 
dossier. It may contain additional na
tional documents (e.g., national 
leaflets or application forms). 

SMART 

The term signifies both develop
ment/research products and marketed 
medicinal products throughout the 
entire life cycle for which the com
pany has legal responsibility, be it as 
the contract manufacturer, the person 
responsible for bringing the product 
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Summary Basis of Approval 

Summary of Product 
Characteristics (new) 

Summary of Product 
Characteristics (old, see SMPC) 

Summary of Product Information 

Supplementary New Drug 
Application (U.S.) 

Supplementary New Drug 
Submission (Canada) 

Supplementary Protection 
Certificate 

Table of Contents 

Terminology 

Tool 

Training (see Education) 

United States Adopted Name 

United States Pharmcopoeia 

Variation (see Change) 

WHO Adverse Reaction 
Terminology 

World Health Organization 
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into the market, the partner in co
marketing, the receiver or giver of ali
cense, the Drug Master File holder or 
letter of authorization holder, or a 
partner in joint venture development. 

SBA 

SMPC 

SPC 

SPI 

SNDA 

SNDS 

SPC 

TOC 

The term signifies expressions (includ
ing abbreviations, if applicable) fre
quently used within Regulatory 
Affairs and/or requiring definition to 
clarify and standardize the meaning. 

This term signifies all programs or 
databases designed/purchased for the 
purpose of facilitating specific func
tions of Regulatory Affairs. 

USAN 

USP 

Variation 

WHOART 

WHO 
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Abbreviated New Drug Application/Submission 
ANDA (U.S.). ANDS (Canada) 

ADE 
Adverse Drug Event 

ADR 
adverse drug reaction 

ADROIT 
Adverse Drug Reaction On-line Information Trackingsystem (UK) 

ADROIT Electronically Generated Information Service 
AEGIS 

Adverse Drug Event 
ADE 

Adverse Drug Reaction 
ADR 

Adverse Drug Reaction On-line Information Trackingsystem 
ADROIT (UK) 

Adverse Reaction System 
AERS (U.S.) 

Advertising 
see Promotion 
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AEGIS 
ADROIT Electronically Generated Information Service 

AERS 
Adverse Reaction System (U.S.) 

AMG 
Arzneimittelgesetz (Drug Law) (Germany) 

AMM 
Autorisation de Mise sur Marche (marketing authorization) 
(France) 

AMNG 
Gesetz zur Neuordnung des AMG (Drug Law as amended) 
(Germany) 

Analysis of variance 
AN OVA 

Anatomical Therapeutic Chemical Classification Index 
ATC Code 

ANDA 
Abbreviated New Drug Application (U.S.) 

ANDS 
Abbreviated New Drug Submission (Canada) 

AN OVA 
Analysis of variance 

Application for a Clinical Trial License 
A notification or application to a Regulatory Body with the pur
pose of starting local trials in humans. 

Application for Marketing Authorization 
see Marketing Authorization Application 

Archiving Management 
The identification, retention, storage, protection, and disposal of 
the records of Regulatory Affairs, including records on the devel
opmental research of medicinal products and already marketed 
medicinal products. 
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Arzneimittelgesetz 
AMG (Drug Law) (Germany) 

ATC Code 
Anatomical Therapeutic Chemical Classification Index 

Autorisation de Mise Sur Marche 
AMM (marketing authorization) (France) 

BAN 
British Approved Name 

BIRA 
British Institute of Regulatory Affairs 

BP 
British Pharmacopoeia 

British Approved Name 
BAN 

British Institute of Regulatory Affairs 
BIRA 

British Pharmacopoeia 
BP 

CAMA 
Computer-Assisted Marketing Authorization 

CANDA 
Computer-Assisted New Drug Application 

CAPLA 
Computer-Assisted Product Licence Application 

CARN 
Chemical Abstracts Registry Number 

CARS 
Computer-Assisted Regulatory Submission 

Case Record Form 
CRF 
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CBER 
Center for Biologics Evaluation and Research (U.S.) 

CDER 
Center for Drug Evaluation and Research (U.S.) 

CEN 
Committee Europeen de Normalisation 

Center for Biologics Evaluation and Research 
CBER (U.S.) 

Center for Drug Evaluation and Research 
CDER (U.S) 

Central European Society of Regulatory Affairs 
MEGRA 

Central Pharmaceutical Affairs Council 
CPAC (Japan) 

CFR 
Code of Federal Regulations (U.S.) 

Change 
Any changes or variations concerning the company's medicinal 
products worldwide. This includes, for example, changes in start
ing materials, manufacturing process/equipment/batch size/ 
site, dosage form, packaging, controls, patient leaflet, labeling, or 
outer packaging. If subject to submission to the Regulatory Bod
ies, any additional information, such as advertising/promotional 
material, is also included. 

Chemical Abstracts Registry Number 
CARN 

Chemistry, Manufacturing, and Controls 
CMC 

CIOMS 
Council for the International Organization of Medicinal Science 

Clinical Quality Assurance 
CQA 



Clinical Trial Application 
CTA (UK) 

Clinical Trial Certificate 
CTC (UK) 

Clinical Trial Exemption Application 
CTX (UK) 

CMC 
Chemistry, Manufacturing, and Controls 

Code of Federal Regulations 
CFR (U.S.) 
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Coding Symbols for a Thesaurus of Adverse Reaction Terms 
CO START 

Committee Europeen de Normalisation 
CEN 

Committee for Proprietary Medicinal Products 
CPMP 

Committee for Veterinary Medicinal Products 
CVMP 

Company Comment 
A document communicating to Regulatory Bodies comments
suggestions for changing a guideline. Typically, it will be in let
ter format and contain comments, suggestions, and critical 
issues, with references to the original document. It may be sub
mitted via industry associations and/ or Regulatory Affairs pro
fessional societies or directly to the Regulatory Bodies. 

Company Position 
For each important guideline the result of interpretation/ 
discussion by Regulatory Affairs, and, if applicable, other con
cerned departments/disciplines. It will contain a summary and 
an evaluation of, for example, critical issues, possible conse
quences for the company, and recommendations. 

Computer-Assisted Marketing Authorization 
CAMA 
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Computer-Assisted New Drug Application 
CANDA 

Computer-Assisted Product License Application 
CAP LA 

Computer-Assisted Regulatory Submission 
CARS 

Contact Partner 
Person(s). department(s). company(ies). and/or Regulatory Body(ies) 
with which Regulatory Affairs personnel interact in a business 
environment. 

Contact Report 
A report on contact with Regulatory Bodies in a standardized for
mat. 

Contact with Regulatory Body 
Any communication between Regulatory Affairs and a Regula
tory Body directly, by phone, E-mail, fax, telex, letter, or during a 
personal meeting. 

Contract Research Organization 
CRO 

COST ART 
Coding Symbols for a Thesaurus of Adverse Reaction Terms 

Council for the International Organization of 
Medicinal Science 
CIOMS 

CPAC 
Central Pharmaceutical Affairs Council (Japan) 

CPMP 
Committee for Proprietary Medicinal Products 

CQA 
Clinical Quality Assurance 

CRF 
Case Record Form 
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Crisis 
Any situation with a high potential of danger or damage to the 
company's reputation, substances, or medicinal products, or per
sonnel within the scope of Regulatory Affairs's responsibilities or 
closely connected with its function or directly affecting Regula
tory Affairs's personnel in their function. Usually, a crisis will 
appear unforeseen or suddenly, or a situation that appeared un
der control will worsen within a short period of time. Typically, 
a crisis involves both time pressure and emotional pressure. A 
quick and well-planned action will be required to improve the sit
uation and/or prevent further damage. 

CRO 
Contract Research Organization 

CTA 
Clinical Trial Application (UK) 

CTC 
Clinical Trial Certificate (UK) 

CTX 
Clinical Trial Exemption Application (UK) 

CVMP 
Committee for Veterinary Medicinal Products 

DAB 
Deutsches Arzneibuch (German Pharmacopoeia) (Germany) 

DAM OS 
Drug Application Methodology with Optical Storage 

Data Processing 
DP 

DCI 
Denomination Commune International (see INN) 

Denomination Commune International 
DCI (see INN) 

Deutsche& Arzneibuch 
DAB (German Pharmacopoeia) (Germany) 
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DIA 
Drug Information Association 

DMF 
Drug Master File 

Document for Regulatory Purposes 
Any document that is intended for regulatory purposes (e.g., ap
plication for clinical trial authorization or application for mar
keting authorization). 

Dossier 
A compilation of documents relevant for a specific regulatory 
purpose (e.g .. application for clinical trial authorization or ap
plication for marketing authorization) in a specified country(ies) 
for a developmental or marketed medicinal product in a struc
tured form (i.e., submission-like). If applicable, it is a subset of 
the global dossier. The dossier is the basis for the submission(s). 

DP 
Data Processing 

Drug Application Methodology with Optical Storage 
DAM OS 

Drug Information Association 
DIA 

Drug Master File 
DMF 

EC 
European Community (old) 

ECPHIN 
Electronic Communication of Pharmaceutical Information (EU) 

EDP 
Electronic Data Processing 

Education 
Internally and externally organized, theoretical. and/or practical 
measures to ensure achievement and/ or maintenance of a high 
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standard of knowledge, skills, and experience required within 
Regulatory Affairs. 

EEA 
European Economic Area 

EFPIA 
European Federation of Pharmaceutical Industries' Associations 

EFTA 
European Free Trade Association 

ELA 
Establishment License Application (U.S.) 

Electronic Communication of Pharmaceutical Information 
ECPHIN (EU) 

Electronic Data Processing 
EDP 

Electronic Standards for the Transmission of Regulatory 
Information 
ESTRI 

Electronic Submission 
A submission that contains some or all of its information in an 
electronic format. 

EMEA 
European Agency for the Evaluation of Medicinal Products (EU) 

Employee 
A person permanently employed by Regulatory Affairs, except if 
otherwise specified. 

Environmental Protection 
The responsible use of energy and material within Regulatory Af
fairs. 

Environmental Protection Agency 
EPA (U.S.) 
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EP 
Ethical Products 

EP 
European Pharmacopoeia 

EPA 
Environmental Protection Agency (U.S.) 

EPAR 
European Public Assessment Report 

ESRA 
European Society of Regulatory Affairs 

Establishment License Application 
ELA (U.S.) 

ESTRI 
Electronic Standards for the Transmission of Regulatory Infor
mation 

Ethical Products 
EP 

EU 
European Union 

European Agency for the Evaluation of Medicinal Products 
EMEA (EU) 

European Community 
EC (old) 

European Economic Area 
EEA 

European Federation of Pharmaceutical Industries' 
Associations 
EFPIA 

European Free Trade Association 
EFTA 



European Pharmacopoeia 
EP 

European Public Assessment Report 
EPAR 

European Society of Regulatory Affairs 
ESRA 

European Union 
EU 

FAE 
First Assessment of Efficacy 

FDA 
Food and Drug Administration (U.S.) 

FD&C Act 
Federal Food, Drug, and Cosmetics Act 

Federal Food, Drug, and Cosmetics Act 
FD&C Act 

First Assessment of Efficacy 
FAE 

FOI 
Freedom of Information (U.S.) 

Food and Drug Administration 
FDA (U.S.) 

Freedom of Information 
FOI (U.S.) 

Free Sales Certificate 
FSC 

FSC 
Free Sales Certificate 
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GCP 
Good Clinical Practice 

GCTP 
Good Clinical Trial Practice 

GDRP 
Good Drug Regulatory Practice 

Gesetz zur Neuordnung des AMG 
AMNG (Drug Law as amended) (Germany) 

Global Dossier 
A compilation of all documents required for international regula
tory purpose(s) for a developmental or already marketed medici
nal product. It is maintained continuously throughout the life 
cycle of the medicinal product and serves as a repository for the 
generation of dossiers and submissions. 

GLP 
Good Laboratory Practice 

GMP 
Good Manufacturing Practice 

Good Clinical Practice 
GCP 

Good Clinical Trial Practice 
GCTP 

Good Drug Regulatory Practice 
GDRP 

Good Laboratory Practice 
GLP 

Good Manufacturing Practice 
GMP 

Good Regulatory Practice 
GRP 
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GRP 
Good Regulatory Practice 

Guideline 
Worldwide guidelines, regulations, laws, relevant publications, 
position papers, and company experience (e.g., contact reports, 
deficiency letters, Regulatory Affairs know-how) that may impact 
the company's substances and medicinal products (e.g., medici
nal product development, marketing authorization, and surveil
lance programs). 

Health Maintenance Organization 
HMO 

HMO 
Health Maintenance Organization 

HTML 
Hypertext Markup Language 

Hypertext Markup Language 
HTML 

lCD 
International Classification of Diseases 

ICH 
International Conference on Harmonisation (EU, Japan, U.S.) 

IFPMA 
International Federation of Pharmaceutical Manufacturers Asso
ciation 

IND 
Investigational New Drug Application (U.S.) 

Information 
Any knowledge on the company's substances and/or medicinal 
products that might be relevant for partners within Regulatory 
Affairs or other contact partners as defined by legal and/or busi
ness obligations. This covers information received directly, by 
phone, E-mail, fax, letter or other route. 
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Information Technology 
IT 

INN 
International Nonproprietary Name 

Inspection 
Inspections by Regulatory Bodies with regard to Regulatory Af
fairs (e.g., inspection before issuing a marketing authorization). 

INTDIS 
International database accessible via SWEDIS 

Internal Company Standard for Documents for Regulatory 
Purposes 
A generic (not product-specific) document that gives the com
pany's evaluation and summary of actual regulatory require
ments for the format and content of documents for regulatory 
purposes, and cross-references regulations and guidelines. 

International Classification of Diseases 
lCD 

International Conference on Harmonisation 
ICH (EU, Japan, U.S.) 

International database accessible via SWEDIS 
INTO IS 

International Federation of Pharmaceutical Manufacturers 
Association 
IFPMA 

International Nonproprietary Name 
INN 

Investigational New Drug Application 
IND (U.S.) 

IT 
Information Technology 



Japanese Adverse Reaction Terminology 
JART (Japan) 

JART 
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Japanese Adverse Reaction Terminology (Japan) 

Labeling 
Labeling reflects the company's actual state of knowledge on its 
medicinal products, by documenting per medicinal product the 
scientifically relevant and essential statements. This labeling is 
the basis for patient leaflet(s), professional information, and pro
motional material(s). 

Letter of Authorization 
LOA 

LOA 
Letter of Authorization 

MA 
Marketing Authorization 

MAA 
Marketing Authorization Application 

MANSEV 
Market Authorization by Network Submission and Evaluation 

Market Authorization by Network Submission and Evaluation 
MANSEV 

Marketing Authorization (MA) 
An approval by a Regulatory Body with regard to the placing of a 
medicinal product on the market. 

Marketing Authorization Application (MAA) 
A notification of an application to a Regulatory Body with the 
purpose of placing a medicinal product on the market. 

MEDDRA 
Medical Dictionary for Drug Regulatory Affairs 
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Medical Dictionary for Drug Regulatory Affairs 
MEDORA 

Medicinal Product 
Both developmental/research products and marketed medicinal 
products throughout the entire life cycle for which the company 
has legal responsibility, be it as the contract manufacturer, the 
person responsible for bringing the product into the market, the 
partner in co-marketing, the receiver or giver of a license, Drug 
Master File (DMF) holder or letter of authorization holder, or a 
partner in joint venture development. 

MEGRA 
Central European Society of Regulatory Affairs 

MERS 
Multiagency Electronic Regulatory Submission 

MHW 
Ministry of Health and Welfare (Japan) 

Ministry of Health and Welfare 
MHW (Japan) 

Multiagency Electronic Regulatory Submission 
MERS 

NCE 
New Chemical Entity 

NDA 
New Drug Application (U.S.) 

NDS 
New Drug Submission (Canada) 

New Chemical Entity 
NCE 

New Drug Application 
NDA (U.S.) 



New Drug Submission 
NOS (Canada) 

New Molecular Entity 
NME 

NME 
New Molecular Entity 

OTC 
Over-the-counter 

Outsourcing 
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In-sourcing, co-sourcing, or outsourcing of Regulatory Affairs 
work to external parties. 

Over-the-counter 
OTC 

p 

Policy 

Patient Information Leaflet 
PIL 

PD 
Pharmacodynamics 

Periodic Safety Update Report (PSUR) 
A document for regulatory purposes issued by Drug Safety and 
Regulatory Affairs for the company's marketed medicinal prod
ucts for safety updates or pharmacovigilance according to regu
latory requirements. It is part of, if applicable, the global dossier, 
and, if nationally required, part of dossier(s) and submission(s). 

Pharmaceutical Inspection Convention 
PIC 

Pharmacodynamics 
PD 
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Pharmacokinetics 
PK 

PIC 
Pharmaceutical Inspection Convention 

PIL 
Patient Information Leaflet 

PK 
Pharmacokinetics 

PL 
Product License (UK) 

PLA 
Product License Application (U.S.) 

Plant Master File 
PMF 

PMF 
Plant Master File 

PMS 
Postmarketing Surveillance 

Policy (P) 
Policies define the basic principles under which Regulatory Af
fairs is to operate worldwide. 

POM 
Prescription only medicinal product 

Postmarketing Surveillance 
PMS 

Prescription only medicinal product 
POM 

Product 
see Medicinal Product 



Product License 
PL (UK) 

Product License Application 
PLA (U.S.) 

Promotion/ Advertising 

Glossary 413 

Any published information on the company's substances or 
medicinal products that is published with a view of making the 
product known and/ or augmenting sales (e.g., newspaper ads, 
television commercials). It excludes patient information and 
physician's information. 

PSUR 
Periodic Safety Update Report 

QA 
Quality Assurance 

QC 
Quality Control 

QM 
Quality Management 

Quality Assurance 
QA 

Quality Control 
QC 

Quality Management 
QM 

RA 
Regulatory Affairs 

RAP 
Rapporteur (EU) 

Rapporteur 
RAP (EU) 
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RAPS 
Regulatory Affairs Professionals Society 

RDE 
Remote Data Entry 

Record 
Written documents and records maintained on microfilm, optical 
disc, magnetic tape, or other media. The term includes, if not 
otherwise specified, not only company records that are kept in 
official archives or centralized locations but also those company
related records kept in individual files. This also includes records 
on developmental/research projects. 

Reference Member State 
RMS (EU) 

Regulatory Affairs 
RA 

Regulatory Affairs Professionals Society 
RAPS 

Regulatory Body 
Any Regulatory Body authorized to carry out inspection(s), or to 
issue clinical trial authorization(s) or marketing authoriza
tion(s), etc. 

Regulatory Strategy 
The selection of the appropriate submission strategy in terms of 
the content and presentation of dossier(s), as well as time point(s) 
for submission(s), and procedure(s) to be used, and considering 
the target Summary of Product Characteristics for the develop
mental or marketed medicinal product and the regulatory envi
ronment. 

Remote Data Entry 
RDE 

RMS 
Reference Member State (EU) 



s 
Standard 

SBA 
Summary Basis of Approval 

Scale-up and Post-Approval Changes 
SUPAC (U.S.) 

SEDAMM 
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Soumission Electronique des Dossiers d'Autorisation de Mise Sur 
le Marche (France) 

SGML 
Standard General Markup Language 

SMART 
Submission Management and Review Tracking (U.S.) 

SMPC 
Summary of Product Characteristics (new) 

SNDA 
Supplementary New Drug Application (U.S.) 

SNDS 
Supplementary New Drug Submission (Canada) 

SOP 
Standard Operating Procedure 

Soumission Electronique des Dossiers d'Authorisation de 
Mise sur le Marche 
SEDAMM 

SPC 
Summary of Product Characteristics (old); see SMPC 

SPC 
Supplementary Protection Certificate 
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SPI 
Summary of Product Information 

Standard (S) 
Standards are definitions of items that are required to be the 
same throughout the organization. 

Standard General Markup Language 
SGML 

Standard Operating Procedure (SOP) 
Standard Operating Procedures define how policies are imple
mented and standards are met in daily operations. 

Submission 
A country-specific compilation of documents for a specific regu
latory purpose (e.g., application for clinical trial authorization of 
application for marketing authorization) for a developmental or 
marketed medicinal product in a structured form according to 
national regulatory requirements. It is based on the dossier, or, if 
applicable, the global dossier. It may contain additional national 
documents (e.g., national leaflets or application forms). 

Submission Management and Review Tracking 
SMART (U.S.) 

Substance 
Both developmental/research products and marketed medicinal 
products throughout the entire life cycle for which the company 
has legal responsibility, be it as the contract manufacturer, the 
person responsible for bringing the substance/product into the 
market, the partner in co-marketing, the receiver or giver of ali
cense, the Drug Master File (DMF) holder or letter of authoriza
tion holder, or a partner in joint venture development, etc. 

Summary Basis of Approval 
SBA 

Summary of Product Characteristics 
SMPC (new) 

Summary of Product Characteristics 
SPC (old); see SMPC 



Summary of Product Information 
SPI 

SUPAC 
Scale-up and Post-approval Changes (U.S.) 

Supplementary New Drug Application 
SNDA (U.S.) 

Supplementary New Drug Submission 
SNDS (Canada) 

Supplementary Protection Certificate 
SPC 

Table of Contents 
TOC 

Terminology 
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Expressions (including abbreviations, if applicable) frequently 
used within Regulatory Affairs and/or requiring definition to 
clarify and standardize the meaning. 

TOC 
Table of Contents 

Tool 
All programs or databases designed/purchased for the purpose of 
facilitating specific functions of Regulatory Affairs. 

Training 
see Education 

United States Adopted Name 
USAN 

United States Pharmacopeia 
USP 

USAN 
United States Adopted Name 
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USP 
United States Pharmacopoeia 

Variation 
see Change 

WHO 
World Health Organization 

WHO ART 
World Health Organization Adverse Reaction Terminology 

World Health Organization 
WHO 

World Health Organization Adverse Reaction Terminology 
WHO ART 



Index 

AAC Catalog of Regulatory Documents, 148 
Abbreviated New Drug Application. See ANDA 
Abbreviated New Drug Submission. See ANDS 
ADE, 382, 395 
ADR, 110, 382, 395 
ADROIT, 110, 382, 395 
Adverse Drug Event. See ADE 
adverse drug reaction. See ADR 
Adverse Drug Reaction On-line Information 

Trackingsystem. See ADROIT 
Adverse Drug Reaction Suffering Relief and Re-

search Promotion Fund Law, 8 
Adverse Event Report, 62, 73 
Adverse Reaction System. See AERS 
advertising. See promotion/advertising 

compliance 
AEGIS, 110, 396 
AERS, 110,395,396 
Agency for Healthcare Policy and Research, 161 
AHCPR. See Agency for Healthcare Policy and 

Research 
AMG, 382, 396, 397 
AMM, 382, 396, 397 
AMNG, 388, 396, 406 
analysis of variance. See ANOVA 
Anatomical Therapeutic Chemical Classification 

Index. See ATC Code 
ANDA, 382, 395, 396 
ANDS, 382, 395, 396 
ANOVA, 382, 396 
ANSI/ASQC 091 to 093, 18 
archiving management 

bibliographic references for, 81 
definition of, 187, 382, 396 
for electronic submission, 109, 113 
need for, 2 65 
policy for, 186-189 
purpose of, 79-81 
too Is for, 1 62 
why needed, 79 

Arzneimittelgesetz. See AMG 

ASEAN. See Association of Southeast Asian 
Nations 

assessment report, 1 08, 112 
Association of Southeast Asian Nations, 16 
ATCCode, 382,396,397 
auditing and compliance 

bibliographic references for, 60 
policy for, 174-179 
purpose of, 59-60 
why needed, 58-59 

Autoisation de Mise sur Marche. See AMM 

BAN, 382, 397 
Biologics Act of 1902, 4 
BIRA, 13, 30, 1 05, 382, 397 
BP, 382, 397 
British Approved Name. See BAN 
British Institute of Regulatory Affairs. See BIRA 
British Pharmacopoeia. See BP 
BS 5750, 17 

CAMA, 107, 384, 397, 399 
CANDA, 107, 110, 111, 114, 160, 222, 384, 

397, 400 
CAPLA, 107,110,384,397,400 
CARN, 383,397,398 
CARS, 107, 384, 397, 400 
Case Record Form. See CRF 
CBER, 383, 398 
COER, 383, 398 
CEC. See Commission of the European 

Communities 
Celex/Eurolex, 148 
CEN,384, 398,399 
Center for Biologics Evaluation and Research. 

SeeCBER 
Center for Drug Evaluation and Research. 

See COER 
The Center for Professional Advancement, 1 06 
Central European Society for Regulatory Affairs. 

SeeMEGRA 
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centralized procedure, 8, 66, 71, 74-75, 152 
Central Pharmaceutical Affairs Council. 

SeeCPAC 
CFR, 289-292, 383, 398, 399 
change alert/authorization process 

bibliographic references for, 83 
pol icy for, 190-194 
product variations, 82-83 
why needed, 82 

change, definition of, 192, 383, 398 
Chemical Abstracts Registry Number. See CARN 
Chemistry, Manufacturing, and Controls. 

SeeCMC 
CIOMS, 110, 385, 398, 400 
Clinical Quality Assurance. See CQA 
Clinical Trial Application. See CTA 
Clinical Trial Certificate. See CTC 
Clinical Trial Exemption. See CTX 
clinical trial license, application for 

bibliographic references for, 63 
definition of, 181, 382, 396 
EU procedures, 62 
Japanese procedures, 61 
policy for, 180-182 
U.S. Code of Federal Regulations for, 

289-292 
U.S. procedures, 62 
why needed, 61 

clinical trial protocol, 62 
CMC, 383, 398, 399 
Coding Symbols for a Thesaurus of Adverse Re

action Terms. See COST ART 
Commission of the European Communities, 9 
Committee Europeen de Normalisation. 

SeeCEN 
Committee for Proprietary Medicinal Products. 

SeeCPMP 
Committee for Veterinary Products. See CVMP 
Community Referral, 70, 72-74 
company comment, definition of, 264, 384, 399 
company position, definition of, 264, 384, 399 
Computer-Assisted Marketing Authorization. See 

CAMA 
Computer-Assisted New Drug Application. 

SeeCANDA 
Computer-Assisted Product license Application. 

SeeCAPLA 
Computer-Assisted Regulatory Submission. 

See CARS 
concertation procedure, 7, 66 
contact partner, definition of, 236,241,384,400 
contact report 

definition of, 196, 385, 400 
frequency of, 86 
inspection report with, 138 
policy on, 195-197 
purpose of, 84 
standard for, 319-320 
why needed, 84 

Contract Research Organization. See CRO 
co-sourcing, 143 
COSTART, 160, 383, 399, 400 
Council for the International Organization of 

Medicinal Science. See CIOMS 
Council Regulation 2309/93, 74 
CPAC, 64,383,398,400 
CPMP, 7, 17, 384, 399, 400 
CQA, 383, 398, 400 
CRF, 382, 397, 400 
crisis, definition of, 203, 385, 401 
crisis management 

bibliographic references on, 88-89 
policy for, 202-205 
reflections on, 87-88 
why needed, 86-87 

CRO, 60, 115, 143, 252, 384, 400, 401 
CTA, 383, 399, 401 
CTC, 182,383,399,401 
CTX, 182, 383, 399, 401 
CVMP, 384, 399, 401 

DAB, 385, 401 
DAMOS, 108, 111, 162, 386, 401, 402 
data processing. See DP 
data security, 241-242 
DCI, 385, 401 
DDM, 110 
decentralized procedure, 8, 66, 67, 68-72, 152 
Declaration of Helsinki, 17 
Denomination Commune International. See DCI 
Deutsches Arzneibuch. See DAB 
DIA, 105, 148, 386, 402 
DIN ISO 9001 to 9003, 18 
Directive 91/507/EEC, 17 
DMF, 153, 192,232, 386,402,416 
documentation 

fractal approach to, 92 
management of, 2 80 
modular approach to, 92 
regulatory (see also document for regulatory 

purposes) 
policy for, 206-209 
requirements for, 91-93 
standard for, 321-323 

requirements for, 32-33 
document for regulatory purposes 

bibliographic references for, 93-94 
compilation of, 99 
content of, 2 59 
definition of, 90, 95, 125, 154, 207, 386, 402 
internal standard for, 207, 389, 408 
standardization of, 90-93 
types of, 323-324 
why needed, 89-90 

Documentum®, 162 
dossier 

check-in controls for, 23, 33, 64, 98, 109 
compilation of, 280 



definition of, 53, 90, 95, 125, 154, 211, 
228,272,325,331,378,386,402 

electronic generation of, 97, 99-1 00 (see 
also electronic submission) 

format for, 25 
input quality of, 327-328 
management of, 30, 280 
marketing authorization and, 34 
in one casting of, 91-92 
output of, 32 
output quality of, 329 
pol icy for, 21 0-213 
quality of, 95-100 
reimbursement for, 73 
requirements for generation, 96-100 
review of, 71 
standard for, 324-329 
tracking of, 2 80 
why needed, 94 

DP, 385, 401, 402 
Drug Application Methodology with Optical 

Storage. See DAMOS 
Drug Dossier Manager. See DDM 
Drug Information Association. See DIA 
drug laws/regulations, 3 

EU development of, S-8 
harmonisation of, 9-11 
Japanese development of, 8 
U.S. development of, 3-5 

Drug Master File. See DMF 
Drug Price Competition and Patent Term 

Restoration Act of 1984. See Waxman
Hatch Act 

Durham-Humphrey Amendments of 1951, 4 

EC, 6-7, 402, 404 
ECPHIN, 110,402,403 
EDP, 34, 115-116, 386, 402, 403 
education. See also training 

career opportunities, 103 
definition of, 215, 386, 402-403 
from Regulatory Affairs professional 

societies, 12 
goals for, 1 03-1 04 
importance of, 49 
policy on, 214-219 
programs available, 104-107 
recruitment, 101-102 
requirements for, 30, 102-103 
university programs, 15, 30, 107 
why needed, 1 00 

EEA, 387, 403, 404 
EEC, 16 
EFPIA, 9, 1 0, 148, 387, 403, 404 
EFTA, 15, 16, 387, 403, 404 
ELA, 403, 404 
electronic communication of pharmaceutical 

information. See ECPHIN 
electronic data processing. See EDP 
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Electronic Standards for the Transmission of 
Regulatory Information. See ESTRI 

electronic submission. See also 
submission 

bibliographic references for, 118 
compilation of, 113-114 
customer for, 111-11 3 
definition of, 221, 386, 403 
functionality of, 113-114 
in-house generation of, 115 
options for, 115-11 6 
policy for, 220-222 
requirements for, 110-111 
review of, 114 
risks/benefits of, 11 7 
scope of, 1 0 7-11 0 
supplier for, 114-115 
tracking of, 114 
types of, 111-11 3 
why needed, 1 07 

EMEA, 7, 15, 51, 66, 67-68, 73, 74, 152, 387, 
403, 404 

employee, definition of, 175, 386, 403 
EN 45000, 18 
EN ISO 9000 to 9004, 18 
environmental protection 

definition of, 224, 387, 403 
guidelines for, 120-123 
policy for, 223-226 
purpose of, 118-120 
Regulatory Affairs focus on, 124 
why needed, 11 8 
working party for, 119 

EP, 387, 404, 405 
EPA, 387, 403, 404 
EPAR, 387,404,405 
EPLC. See European Pharma Law Centre LTD 
ESRA, 13-14,105,387,404,405 
Establishment License Application. See ELA 
ESTRI, 386, 403, 404 
ethical products. See EP 
Ethics Committee, 17 
EU. See European Union 
EuroDirect Publications Office, 148 
European Agency for the Evaluation of Medici

nal Products. See EMEA 
European Community. See EC; 

European Union 
European Economic Area. See EEA 
European Economic Community. See EEC 
European Federation of Pharmaceutical Indus-

tries' Associations. See EFPIA 
European Free Trade Association. See EFTA 
European Pharmacopoeia. See EP 
European Pharma Law Centre LTD, 149, 163 
European Public Assessment Report. See EPAR 
European Resource Center, 15 
European Society of Regulatory Affairs. 

See ESRA 
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European Union, 387, 404, 405 
drug law development in, 5-8 
GCP development in, 17 
global dossier requirements in, 128, 333-374 
GLP development in, 16 
GMP development in, 16 
guidelines of, 8 
harmonization in, 9-11, 13 
procedures in, 51 
submission structure, 128 

Euroscape, 110 
Export Reform and Enhancement Act of 1996, 5 
external party, de fin it ion of, 2 52 

FAE, 387, 405 
FDA,387,405 

electronic submissions to, 109 
GCP regulations of, 17 
GLP regulations of, 16 
GMP development by, 16 
guidance documents of, 5 
harmonisation by, 9 
inspections by, 16 
NDA reviews by, 4, 65, 110 
RAPS and, 15 
responsibilities of, 5 
trial authorization by, 62 
word processing requirements of, 108 

FD&C Act. See Food, Drug, and Cosmetic Act 
First Assessment of Efficacy. See FAE 
FOI, 387, 405 
Food and Drug Act, 16. See also Pure Food and 

Drugs Act of 1906 
Food, Drug, and Cosmetic Act, 4, 65 
France, GCP in, 17 
Freedom of Information. See FOI 
free sales certificate, 387, 405 
FSC. See free sales certificate 

GCP, 388, 406 
development of, 16-17 
introduction of, 8 

GCTP, 17, 388, 406 
GDRP, 24, 25-26, 31, 388, 406 
Generic Drug Enforcement Act, 5 
Germany 

drug law development in, 5-6 
GCP in, 17 
ISO certification in, 19 
national norms in, 18 

Gesetz zur Neuordnung des AMG. See AMNG 
global dossier 

bibliographic references for, 129-130 
comparison chart (U.S./EU requirements), 

333-374 
definition of, 53-54,90,95,125,154,211, 

228,258,272,325,331,378,388,406 
GRP for, 126 

need for, 96 
policy for, 227-230 
purpose of, 126-127 
standard for, 330-374 
structure of, 128-129 
why needed, 124-125 

GLP, 388, 406 
compliance with, 64 
development of, 1 6 
introduction of, 8 

GMP, 388, 406 
aimof,l7 
development of, 15-1 6 
introduction of, 5, 8 

Good Clinical Practice. See GCP 
Good Clinical Trial Practice. See GCTP 
Good Drug Regulatory Practice. See GDRP 
Good Laboratory Practice. See GLP 
Good Manufacturing Practice. See GMP 
Good Regulatory Practice. See GRP 
GRP, 388, 406, 407 

quality system proposal, 23-26 
for Regulatory Affairs, 29-35 
Regulatory Body proposal, 26-28 

guideline 
definition of, 264, 388, 407 
tools for, 280 

harmonization, 23 
of drug laws/regulations, 9-11 
of marketing authorization, 9-1 0, 73 
of quality systems, 18 

Health Maintenance Organization. See HMO 
HMO, 388, 407 
HTML, 388, 407 
Hypertext Markup Language. See HTML 

IBC. See International Business Communications 
lCD. See International Classification of 

Diseases 
ICH, 8, 9-10,17,23, 27,110,111, 160, 

389, 408 
IDRAc®, 163 
IFPMA, 9, 28, 389, 407, 408 
IIR. See Institute for International Research 
Import Drug Act of 1948, 4 
import/export 

policy on, 231-233 
purpose of, 130-131 
why needed, 130 

IND application, 62, 182, 289-292, 389, 
407,408 

information. See also information 
management 

definition of, 131,236,241, 388-389,407 
guidelines for, 133-136 
importance of, 132 
requirements for, 136-137 



information management 
policy on, 234-239 
why needed, 131 

Information Medicales & Statistiques, 149 
information technology, 389, 408 

policy on, 240-244 
purpose of, 137 
why needed, 137 

INN, 389, 408 
in one casting, 91-92 
in-sourcing, 143 
inspection(s) 

bibliographic references on, 139 
by FDA, 16 
definition of, 246, 389, 408 
guidelines for, 138-139 
plan for, 139 
policy for, 245-247 
report for, 13 9 
why needed, 137-138 

Institute for Applied Technology, Ltd., 1 OS 
Institute for International Research, 1 OS 
Institutional Review Board, 62 
I NT DIS, 11 0, 408 
lnterleaf®, 162 
International Business Communications, 106 
International Classification of Diseases, 160, 

389, 407, 408 
International Conference on Harmonisation of 

Technical Requirements for Registration 
of Pharmaceuticals for Human Use. See 
ICH 

International Federation of Pharmaceutical 
Manufacturers Associations. See IFPMA 

International Nonproprietary Name. See INN 
International Organisation for Standardisation. 

See ISO 
International Sanitary (Health) Regulations, 1 0 
lnterpharm Press, 149 
Investigational New Drug application. See IND 

application 
Investigation Organization for Side Effects Relief 

and Research Promotion Law, 8 
ISO, 16 
ISO 9000 series, 16, 17-19 
IT. See information technology 
Italy, GCP in, 17 

Japan 
drug law development in, 8 
GCP development in, 17 
GMP development in, 16 

Japanese Adverse Reaction Terminology. 
SeeJART 

Japan Pharmaceutical Manufacturers Associa
tion. See JPMA 

JART, 389, 409 
JPMA, 9 
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Kefauver-Harris Drug Amendments of 1962, 
5, 16 

labeling 
bibliographic references on, 143 
definition of, 249, 389, 409 
patient and professional, 142 
policy for, 248-250 
requirements for, 140, 141-142 
risk, 142 
standard for, 375-376 
why needed, 140 

Letter of Authorization. See LOA 
liability suit, 80, 82, 83, 142, 145, 146 
LOA, 390, 409 

MA. See marketing authorization 
MM. See marketing authorization 
Maastricht Treaty, 7 
Management Forum, 106 
MANSEV, 110, 390, 409 
Market Authorization by Network Submission 

and Evaluation. See MANSEV 
marketing authorization 

bibliographic references for, 76-79 
definition of, 184, 382, 390, 409 
ease in obtaining, 29 
EU procedures for, 64, 65-75 
harmonization of, 9-1 0 
history of, 5-6 
Japanese procedures for, 64-65 
for NCE, 99, 1 09 
pol icy for, 183-185 
regulations for biologicals, 303-311 
regulations for chemical active substances, 

294-301 
regulations for NDA content/format, 

313-318 
U.S. procedures for, 64, 65 
why needed, 63 

marketing authorization application. See mar-
keting authorization 

Master File, 99 
MEDDRA, 110, 160, 390, 409, 410 
Medical Device Amendments of 1992, 5 
Medical Dictionary for Drug Regulatory Affairs. 

SeeMEDDRA 
medicinal product 

definition of, 192, 232, 390, 410 
mislabeling/adulteration oi, 4 

Medicines Act of 1968, 6 
MEGRA, 14, 24, 105,383, 398,410 
MERS, 110, 390, 410 
MHW. See Ministry of Health and Welfare 
Ministry of Health and Welfare, 9, 61, 64, 

390,410 
Mitteleuropaeische Gesellschaft fuer regula

torische Angelegenheiten e.V. See MEGRA 
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Multiagency Electronic Regulatory Submission 
Project. See MERS 

multi-state procedure, 7, 66 
mutual recognition, 66, 67, 69, 71 

National Formulary, 4 
National Institute of Health, 64 
National Institute of Hygienic Sciences, 64 
National Library of Medicine, 161 
national procedure, 66, 68, 69 
NATO, 17 
NCE. See New Chemical Entity 
NDA, 4, 390, 410 
NOS, 390, 411 
New Chemical Entity, 99, 109, 390, 41 0 
New Drug Application. See NDA 
New Drug Submission. See NOS 
New Molecular Entity. See NME 
NF. See National Formulary 
NLM. See National Library of Medicine 
NME, 390, 411 
Nordic Good Clinical Trial Practice guideline, 17 
North Atlantic Treaty Organization. See NATO 
Notice to Applicants of 1989, 8 
Nutrition Labeling and Education Act of 1990, 5 

OCR, 109 
OECD, 16 
optical character recognition. See OCR 
Organisation for Economic Cooperation and 

Development. See OECD 
Orphan Drug Act, 5, 65 
OTC, 4, 147, 163, 391, 411 
outsourcing 

definition of, 252, 391, 411 
policy for, 251-253 
purpose of, 143-144 
ruling for, 173 
why needed, 143 

over-the-counter. See OTC 

Pan-European Federation of Regulatory Affairs 
Societies. See PEFRAS 

patient information leaflet. See PIL 
PD, 391, 411 
PEFRAS, 14, 24 
Periodic Safety Update Report 

definition of, 255, 391, 411, 413 
policy for, 254-256 
purpose of, 144 
why needed, 144 

Pharmaceutical Affairs Bureau of MHW, 64 
Pharmaceutical Affairs Law of 1948 

(revised 1993), 8, 64 
Pharmaceutical Inspection Convention. See PIC 
Pharmaceutical Research and Manufacturers of 

America. See PhRMA 
Pharmacists Law, 8 

pharmacodynamics. See PD 
pharmacokinetics. See PK 
Pharmbridge®, 162 
PhRMA, 9 
PIC, 16,391,411,412 
PIL, 391, 411, 412. See also labeling 
PILS, 163 
PK, 391, 412 
PL, 391, 412, 413 
PLA, 391, 412, 413 
Plant Master File. See PMF 
PMF, 391,412 
PM$, 391, 412 
policy 

cover sheet for, 169-170, 283 
definitiol) of, 167, 391, 411, 412 
general principles for, 168-169, 171-173 
policy for, 166-173 
purpose of, 58 
standard for, 2 82-2 84 
template for, 284 
why needed, 58 

POM, 391,412 
postmarketing surveillance. See PMS 
Prescription Drug Marketing Act, 5 
prescription only medicinal product. See POM 
product. See medicinal product 
Product License. See PL 
Product License Application. See PLA 
product variation, 7 4, 82-83, 193 
project assignment 

policy for, 257-259 
responsibility for, 145 
why needed, 145 

promotion/advertising compliance 
bibliographic references on, 146 
definition of, 261, 391-392, 413 
policy for, 260-262 
purpose of, 146 
why needed, 145 

PSUR. See Periodic Safety Update Report 
Pure Food and Drugs Act of 1906, 4 · 

QA, 392, 413 
QC, 392,413 
QM, 392,413 
quality assurance. See QA 
quality control. See QC 
quality management. See QM 
quality management system, 16. See also GLP 
Quality Manual, 27-28, 34 

distribution of, 47-48 
functional unit responsibilities in, 48-49 
instructions for use, 47 
maintenance of, 59 
policy statement in, 49-50 
purpose/scope of, 48 
quality inpuVoutput, 52-53 



quality management guidelines in, 49 
quality system outline in, 52-53 
Regulatory Affairs structure in, 48, 50-52 
training in use of, 100 

quality system, 17-19 
audit of, 59-60 
GRP for, 23-26, 31 
policies for, 58 
project assignments in, 145 
questionnaire for, 38-43 
topics for, 26-27, 34 

RA. See Regulatory Affairs 
RAP, 392, 413 
rapporteur. See RAP 
RAPS, 14-15, 30, 106, 149, 392,414 
RDE, 392, 414 
record, definition of, 187, 392, 414 
Reference Member State. See RMS 
regulations and guidelines 

bibliographic references on, 149 
policy for, 263-267 
purpose of, 147-148 
sources of, 148-149 
why needed, 146-147 

regulations, tools for, 280 
Regulatory Affairs, 392, 413, 414 

audit of, 53 
career opportunities in, 1 03 
checklist for, 34 
development of, 11-12 
documentation in, 32-33 
documentation requirements of, 93 (see also 

documentation) 
educational requirements for, 30, 102-103 
environmental protection and, 124 
functions of, 12, 2 9 
global vs. local, 34-35 
GRP for, 2 3-2 6 
history in, 29 
importance of, 30-31 
information requirements of, 136-137 
pitfalls to avoid, 32, 33 
product variation evaluation, 83 
professional societies of, 12-15, 265 
recruitment for, 101-102 
responsibilities of, 50-52, 95-96 
role of, 31-32 
scientifidtechnical experts in, 30-31 
structure and organization of, 48, 50-52 
terminology importance in, 160-161 
tools for, 1 62-163 

Regulatory Affairs Professionals Society. 
See RAPS 

Regulatory Body 
contact with, 30, 34, 52 

definition of, 196, 200, 237, 385, 400 
policy or., 198-201 
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purpose of, 85-86 
why needed, 85 

as customer, 111 
decisions by, 26 
definition of, 246, 414 
electronic submission for (see electronic 

submission) 
experts in, 31 
GDRP for (see GDRP) 
GRP for (see GRP) 
guidance documents of, 8, 11 
guidelines of, 24, 31 
harmonization by, 9 
industry vs., 23-25 
interaction with, 114 
liaison with, 14 
purpose of, 3, 11 
Quality Manual for, 28 
quality system for, 26-28 
Regulatory Affairs and, 12, 14, 29 
reviews by, 6 
submission to, 23 
word processing preferences, 108 

regulatory strategy 
bibliographic references on, 153 
definition of, 269, 392, 414 
EU procedures and, 151-153 
goal of, 150-151 
policy for, 268-270 
why needed, 150 

remote data entry. See RDE 
RMS, 392, 414 
Rostrum Personal Development, 1 06 
Rostrum Regulatory Guideline Service MCRC 

Group ltd., 149 

Safe Medical Devices Act of 1990, 5 
Saros, 162 
SAs® file, 11 o, 222 
SBA,394,415,416 
scale-up and post-approval changes. See SUPAC 
SEDAMM, 110, 393,415 
SGML, 393,415,416 
Sherley Amendment of 1912, 4 
Single European Act of 1986, 7 
SMART, 110,393,415,416 
SMPC. See summary of product characteristics 
SNDA, 394, 415, 417 
SNDS, 394,415,417 
SNOMED, 161 
SOPs, 23, 415 

cover sheet for, 286 
definition of, 167, 393, 416 
for dossier generation, 96 
global vs. local, 28, 35 
in Quality Manual, 52-53 
standard for, 285-287 
template for, 287 
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Sou mission Electronique des Dossiers d' Autori
sation de Mise sur le Marche. See 
SEDAMM 

Spain, GCP in, 17 
SPC, 394, 415, 417. See also summary of prod-

uct characteristics 
SPI, 394, 416,417 
standard, definition of, 167, 393, 415, 416 
Standard General Markup Language. See SGML 
Standard Operating Procedures. See SOPs 
submission. See also dossier 

definition of, 54, 90, 95, 125, 154-155, 
211, 221,228, 272, 325, 331, 378, 
393,416 

input quality of, 379 
output quality of, 380 
policy for, 271-274 
quality of, 23, 155-159 
requirements for generation, 98, 156-158 

'standard for, 377-380 
why needed, 1 54 

Submission Management and Review Tracking. 
See SMART 

substance, definition of, 147, 163, 393-
394,416 

Summary Basis of Approval. See SBA 
summary of product characteristics, 108, 112, 

150,269,415,416 
Summary of Product Information. See SPI 
SUPAC, 393,415,417 
Supplementary New Drug Application. 

SeeSNDA 
Supplementary New Drug Submission. 

SeeSNDS 
Supplementary Product Certificate. See SPC 
Systematized Nomenclature of Medicine. 

SeeSNOMED 

table of contents. See TOC 
terminology 

bibliographic references on, 161-162 
definition of, 276, 394, 417 
policy for, 275-277 
reflections on, 159-161 
standard for, 381-394 
why needed, 159 

TOC, 97, 98, 99,108,128, 159,160,161, 
162, 394, 417 

tools 
definition of, 279, 394, 417 
policy for, 278-280 
for Regulatory Affairs, 162-163 
why needed, 162 

training. See also education 
availability of, 53 
definition of, 215 
goals for, 1 03-1 04 

Treaty of Rome, 6 

Unified Medical Language System, 161 
United Kingdom, drug law development in, 6 
United States 

clinical license application requirements, 
289-292 

drug law development in, 3-5 
GCP development in, 16-17 
global dossier requirements in, 128, 

333-374 
GLP development in, 16 
GMP development in, 16 
national norms in, 18 
submission structure, 128 

United States Adopted Name. See USAN 
United States Pharmacopeia. See USP 
USAN, 394,417 
U.S. Bureau of Chemistry, 4 
U.S. Code of Federal Regulations. See CFR 
U.S. Environmental Protection Agency. See EPA 
U.S. Food and Drug Administration. See FDA 
USP, 4, 394, 417 
U.S. Pharmacopeia. See USP 
U.S. v. Johnson, 4 

variation. See change; product variation 

Waxman-Hatch Act, 5 
WHO, 9, 10-11, 16, 17, 27, 394,418 
WHOART, 160, 394, 418 
World Health Day, 1 0 
World Health Organization. See WHO 
World Health Organization's Adverse Reaction 

Terminology. See WHOART 
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