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ABSTRACT

In Pharmaceutical Industry, Regulatory Affairs Department makes an interface between the regulatory authorities and
pharmaceutical industry. The Regulatory Affairs department is an important part of the organizational structure of pharmaceutical
companies. Internally it liaises at the inter phase of drug development, manufacturing, marketing and clinical research. Externally
it is the key interface between the company and the regulatory authorities. Regulatory Affairs is involved in the development of
new medicinal products from early on, by integrating regulatory principles and by preparing and submitting the relevant
regulatory dossiers to health authorities. Regulatory Affairs is actively involved in every stage of development of a new medicine
and in the post-marketing activities with authorized medicinal products. This professional can play a key role in guiding drug
development strategy in an increasingly global environment and has an important role for submitting the newly discovered drug
products approval documents to the US FDA regulatory authorities and to carry out all the practices required for obtaining the
drug products approval. This article mainly focuses on the US FDA drug approval strategies. These strategies playing core job in
the pharmaceutical industry. These strategies having all the guidelines which are indispensable part of the IND, NDA and ANDA
drug approval applications. It plays a significant role in sequence for registration of newly exposed products and also providing
the guidelines which is helpful preparing the registration documents to regulatory authorities.
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INT]{()])[JCTI()N1 test it and submit evidence that it is safe and effective. A
team of CDER physicians, statisticians, chemists,
pharmacologists, and other scientists reviews the sponsor's

The mission of FDA's Center for Drug Evaluation and NDA containing the data and proposed labeling.

Research (CDER) is to ensure that drugs marketed in this
country are safe and effective. CDER does not test drugs,
although the Center's Office of Testing and Research does
conduct limited research in the areas of drug quality, safety,
and effectiveness. It has responsibility for both prescription
and nonprescription or over-the-counter (OTC) drugs.

Some companies submit a new drug application (NDA) to
introduce a new drug product into the U.S. Market. It is the
responsibility of the company seeking to market a drug to

Types of Applications’

Investigational New Drug (IND)

New Drug Application (NDA)

Abbreviated New Drug Application (ANDA)
Over-the-Counter Drugs (OTC)

Biologic License Application (BLA)
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New Drug Development Process and
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Figure 1: New drug development process and strategy

IND Review Process

| Aot (0% MNis o sisie I
[ (R B &) I

Fearwilavwe By COLFIC B

v v v

Pl asaliec sl I | T hvesanh e 3 I [ """!:.':":;:_‘:’l.‘:'w" ' [ Muas vl it b I

N | + i ¥ ['".? P IL:;._ -
1 i

= Mty

" Acvepinkis fer - [ T
- ™ ] e Wl B e b
; q.,__""'""'"" ’ . "_"‘x_ =
e s T S,
T - o
- -
E - .
A amawn et an B aenc il amar = l | Pl ant Bl S e ey mamn I
. --"'--‘._:;Hu": i B it s aspnmann P oot @ Masal
e S Arrepdakls T ___.--"' — anl” el e lamwne bovs

l Pdas Eradl e bosus e o I -._I maws ey @ B gpes s I

Figure 2: IND Review process
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Figure 3: NDA review process

» Form FDA-3331. New Drug Application Field Report.
NDA REGULATIONS

Review Time Frames (21 CFR 314.100)

This time frame includes:

Within 180 days of receipt of an application, the FDA
will review and issue an approval, approvable, or not
approvable letter. This 180- day period is called the
review-clock”

During the review period an applicant may withdraw an
application (21 CFR 314-65) and later resubmit it.

The time period may be extended by mutual agreement
between the FDA and the applicant or as the result of
submission of a major amendment (21 CFR 314.60)

YV VYV

Filing Time Frames (21 CFR 314.101)

> , the sponsor will be given the opportunity to meet
with FDA to discuss the reasons why the application is not
file able.

NDA Pre-Approval and Post- Approval Safety
Reports

» These safety reports must be submitted as follows:
» Four months after the initial submission

» Following receipt of an approvable letter
» At other times as requested by FDA

Computer Assisted New Drug Application

(CANDA)

» Concept: it is designed to shorten FDA review time by
submitting data to FDA in a form ready for manipulation
by a computer.

Importance is given on the clinical sections of the NDA,
as they require the maximum time to review and often
require manipulation of the data by FDA.

In a September 15, 1988 Federal Register Notice, FDA
stated to increase the use of computers in field of improving
efficiency of the drug review process. FDA had not
provided exact blue print on how to best organize / submit a
CANDA, but two basis computer systems have been
developed so far:

» Involves keeping the data on a mainframe computer that
is operated either by the sponsor / by the computer
company assisting it with FDA able to access the
information via a telephone connection.

Putting the data on a floppy disk, laser disc, etc. for use
by FDA via desktop computers that are provided by the
sponsor.

One possible concern of CANDAs is the possibility o
data dredgingl] by FDA reviewers that is pursuing
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tangential rather than central issues because the
computer makes it easy to do so, but this has not been
observed routinely.

Abbreviated new drug application (anda)*°

An Abbreviated New Drug Application (ANDA) contains

data submitted to FDA's Center for Drug Evaluation and
Research, Office of Generic Drugs, for review and ultimate
approval of a generic drug product. Once ANDA is
approved; an applicant may manufacture and market the
generic drug product to provide a safe, effective, low cost
alternative to the public. (Figure 4)

Generic Drug (ANDA/AADA) Review Process
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Figure 4: ANDA Review process

Aim and objectives

Filing review is conducted to determine whether the
application is sufficiently complete to permit a substantive
review and these strategies plays a significant role in
sequence for registration of newly exposed products and
also providing the guidelines which is helpful preparing the
registration documents to regulatory authorities

List of New Drug Applications14

Information is arranged in alphabetical order by the name of

the applicant.

e New Drug Applications with Supporting Documents

e Complete List of Currently Approved NDA and ANDA
Application Submissions (B)

The final step formally taken by a drug sponsor, wherein it
applies to the Food and Drug Administration (FDA) for the
approval required to market a new drug in the U.S. An NDA

Www.ijpir.com
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is a comprehensive document with 15 sections that includes
data and analyses on animal and human studies, the drug’s
pharmacology, toxicology and dosage, and the process to
manufacture it. When an NDA is submitted, the FDA has 60
days to decide whether to file it for review, or reject it
because some required information is missing. The goal of
the FDA’s Center for Drug Evaluation and Research
(CDER) is to review and act on at least 90% of NDAs for
standard drugs within 10 months after the applications are
received, and six months for priority drugs.

Breaking down 'new drug application (NDA)'

The NDA has formed the basis for regulating and
controlling new drugs in the U.S. since 1938, and has
evolved significantly since then. Under the Food, Drug and
Cosmetic Act (FD&C) passed in 1938; NDAs were only
required to contain information relating to the proposed new
drug’s safety. In 1962, amendments to the FD&C Act
required NDAs to also include evidence on the new drug’s
effectiveness for its intended use, and confirm that its
established benefits outweighed its known risks. In 1985,
the FDA completed a review of NDA regulations and in
order to expedite the review process, restructured the
organization and presentation of information and data
contained in the NDA. (Figure 5)
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Figure 5: CTD Triangle

Documents in each Module

Table 1

Module Information

1
specific):

a. FDA form 356h
b. Comprehensive table of contents (as per 21 CFR

314.50)

Administrative and prescribing information (region

c. Administrative documents:
d. Prescribing information
e. Annotated labeling text:

WwWw.ijpir.com
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2

Summaries and overview

a. Common technical document table of contents
(Modules 2-5)

b. CTD introduction

¢. Quality overall summary

d. Nonclinical overview

e. Clinical overview

f. Nonclinical written and tabulated summaries
Pharmacology, Pharmacokinetics, Toxicology

g. Clinical summary

Biopharmaceutics studies and associated analytical
methods, Clinical pharmacology studies, Clinical
efficacy, Literature references

Information on product quality
a. Table of contents

b. Body of data

c. Literature References

Nonclinical study reports

a. Table of contents

b. Study reports and related information
c. Literature References

Clinical study reports

a. Table of contents

b. Study reports and related information
c. Literature References
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o Tentative Approval — there exist unexpired patents and

When a dossier is ready as per the regulatory requirement of
the respective country, it is submitted to the regulatory
agency of that country. Various regulatory agencies
worldwide are

Food and Drug Administration(FDA), European Medicines
Agency (EMA), Pharmaceutical and Medical Devices
Agency (PMDA), Therapeutic Goods Administration
(TGA), Medicines Control Council (MCC), Tanzania Food
and Drugs Authority (TFDA), Agéncia Nacional De
VigilanciaSanitaria (National Health Surveillance Agency)
(ANVISA), Commonwealth Independent States (CIS),
Department of Health (DOH), The Gulf Co-Operation
Council (GCC).

ANDA Approval

All review disciplines find the ANDA acceptable and all

facilities are in satisfactory standing as

reviewed and inspected.

e Full Approval - all valid patents and exclusivities for the
RLD are expired or any legal issues that may block
approval of the ANDA are settled.
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e Growing workload

= Receipt of applications continue to be greater than
approvals

= Increasing complexity of review process
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CONCLUSION

Regulatory Strategies describes how the pharmaceutical
companies communicate about the approval for drug
products. It is necessary to understand the various steps for
drug approval. Deciding on a suitable regulatory strategy
plays a vital role in gaining time on the market authorization
of a drug product.
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