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Introduction

A Regulatory Affairs inthe Pharmaceutical industry may be
defined as "The interface between the pharmaceutical company

and the regul atory agencies acr o

A Each and every country has its own regulatory body.




Introduction

S.NO Country
1 India
2 USA
3 Europe
4 Australia
S Japan
Canada

Regulatory Body

Central Drug Standard Control Organization (CDSCO)

Food and Drug Administration (FDA)

European Medicines Evaluation Agency (EMEA)

Therapeutic Goods Administration (TGA)

Ministry of Health, Labor and Welfare (MHLW)

Health Canada gg

Agencia Nacional de Vigilanci Sanitari (ANVISA)




Introduction

US FDA:

A The FDA regulates biopharmaceuticals as drugs under the Federal
Food, Drug, and Cosmetic Act.

AFDAIs a part of the Department of Health and Human Services.

A Currently the Public Health Service Act authorizes the FDA to
ensure the safety, purity, and potency of blologlcs
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Introduction

What Does the FDA Regulate?

A Food (with Agriculture Department)

A Drugs

A Biologics

A Medical Devices

A Cosmetics

A Anything That Produces DangerouskFga;_ ion N




Introduction

FDAis comprised of several Offices and Centers

A
A
A
A
A
A
A
A

Office of the Commissioner (OC)

Office of Regulatory Affairs (ORA)

Center for Devices and Radiological Health (CDRH)
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)
Center for Food Safety and Applied Nutrition (CFSAN)
Center for Veterinary Medicine (CVM)

”:gjv
ational Center for Toxicological —'F 1 (NCTR) i |
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Introduction

AThree FDA Centers deal with medical products:
A Center for Drug Evaluation and Research (CDER)
A Center for Devices and Radiological Health (CDRH )
A Center for Biologics Evaluation and Research (CBER)

Compounds characterized as biologics are reviewed by

CBER




Regulatory requirements for the development of
Biologics In the United States

AWhat are BIOLOGICS

ApBiological Productsor b i ol o gvere defined as

b A nwirus, therapeutic serum, toxin, antitoxin, vaccine,
blood, blood component or derivative, allergenic
product or analogous product applicable to the

prevention, treatment, or cure of a disease or injuries in
man .y A

& . S
LS
l -
Y
¢l




Differentiation

Properties Biologic drugs |Chemical drugs
Size Large Small

Structure Complex Simple

Stability Unstable Stable

Modification Many options | Well defined

Manufacturing | Unique line of | Predictable chemical process
living cells 1dentical copy can be made

impossible to i m

%
i

ensure identical




Preclinical Studies forBiologics in US

AFor biologics, the FDA has adopted the ICH S6 guidance
and FDAsGLPregulations typically apply .

Aln May 2012the FDA adopted the addendum to that ICH
guidance .




Preclinical Studies for Biologics in LZ24#.

Species selection:

.
,.'.tl:’

AMany biologics cannot be tested in commonly used
animal species, such as rats and dogs, because of
their Dbiological activity and species or tissue-

specific activity.

A In vitro binding assaysand
A Functional tests, to identify ao r e | espexiasf 0




Preclinical Studies for Biologics in US
Immunogenicity:

AMany biologics elicit immune responseswhich can affect
preclinicalstudyresults

A neutralizingor prolongingtheb i o | @divityg 0 s
A forming immunecomplexespr
A crossreactingwith endogenousubstances

ASponso

rshouldobtainnecessargamplesor an 'bodygtesting




Preclinical Studies for Biologics in US
Study design:

1) Primarypharmacodynamicstudies
In vitro bindingassay
In vivo studies
2) Secondarypharmacodynamicstudies
3) Safetypharmacodynamicstudies
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FDA Review and DecisioAMaking

AFDA inaction in 30 days triggers the study under the IND to
Aproceedo

or

AFDA | ssuance of ncl i ni cal h o




AClinical HoA3®RdE2)( 21

AA clinical hold is an order issued by FDA to the sponsor of an
IND to delay or to suspend a clinical investigation

APartial or complete clinical hold

A Partial

A A delay or suspension of only part of the clinical work requested
under the IND

A Complete e
A A delay or suspension of all clinical work reque: ~ der &1 IND




Clinical Studies for Biologics in US

The Investigational New Drug Application :

A The sponsor will submit the INDA to the FDA to perform clinical testing of a
biologic in the United States

A An IND generally goes into effect 30 days after the FDA receives it.

A The IND must contain

A Iinformation from preclinical studies.




Clinical Studies for Biologics in US

Study DesignConsiderations

A As with new drugs, clinical development of biologics typically involves
three phases, Phase |, Phase Il and Phase lII.

A This programs must include an assessment of immunogenicity.

A With respect to immunogenicity, these studies should assess s u b | e
antibody development, both directly after administration and at least 28

#




Clinical Studies for Biologics in US

Study DesignConsiderations

Phase | studies

Athen i ni ni @ad dafihd biologicdo f humans

Ato assess the pr o d umetabodism, pharmacology, and safety at
escalating doses.

A Determine Maximum Tolerated Dose (MTD)

A Unlike Phase | trials for drugs, Phase | Bgpofel C s frequentl




Clinical Studies for Biologics in US

A Phase Il trials
A Begin if Phase 1 studies do not reveal unacceptable toxicity

A Phase Il trials are controlled studies that evaluate safety and short-term
adverse events

A Biologics sponsors often combine phase Il studies with phase | or phase
[l studies.




Clinical Studies for Biologics in US

Phase Ill studies

A Begin if preliminary evidence of effectiveness is shown during phase II.
A Phase Il studies are randomized, controlled, and performed at multiple
study centers.

A Gather more information about safety and effectiveness in a defined
population.




Clinical Studies for Biologics in US

Meetingswith the FDA Before and During the Clinical Trial Period:

A Sponsorganobtainseverakypesof pre-approvalmeetingswith the FDA.
A 21 C.FR. 31282describeswo typesof suchmeetings

A First,thesponsoicanseekapre-IND meeting

A toreachagreementvith the FDA onthe designof preclinicalstudies

-

A Secondfhe sponsomay meetwith the FDA to reacha DN phase? stud




The BiologicsLicenseApplication (BLA) In
US

A BLA is usedratherthana NDA thoughthe official FDA form is designate56h
andis identical

Under21 C.FR. A6012, theBLA mustcontain,

v nonclinicalandclinical data,

v an f ddsdriptionof manufacturingnethods,
v stability data,

v proposedabeling,







