DRUGS AND COSMETICSRULES 1988
(Eight Amendment)

Minigtry of Hedlth and Family Welfare (Department of Hedlth)
New Dehi, the 21 September 1988

NOTIFICATION

G.SR944 (E): Wheress a draft of certain rules further to amend the Drugs and Cosmetics Rules, 1945, was
published, as required by sections 12 and 33 of the Drugs and Cosmetics Act, 1940 (28 of 1940), under the
notification of the Government of India in the Minisry of Hedth and Family Welfare, No. GSR 602(E), dated
the 26th June, 1987, in the Gazette of India, Extraordinary, Part I, Section 3, Sub-section (i), dated the 26th
June, 1987, inviting objections and suggestions from dl persons likey to be effected thereby before the expiry
of a period of thirty days from the date on which the copies of the Officid Gazette containing the sad
notification were made availeble to the public. And whereas the said Gazette was made available to the public
on the 12th August, 1987. And wheress the objections and suggestions received from the public on the sid draft
rules have been considered by the Central Government.

Now therefore, in exercise of the powers conferred by sedions 12 and 33 of the Drugs and Cosmetics Act, 1940
(23 of 1940), the Centrd Government, after consultation with the Drugs Technicd Advisory Board, hereby
makes the following rules further to amend the Drugs and Cosmetics Rules, 1945 namely:

1 @ These rules may be cdled the Drugs and Cosmetics (Eight Amendment) Rules, 1988.
(b) They shal come into force on the date of their publication in the Official Gazette.

2. In the Drugs and Cosmetics Rules, 1945 (hereinafter referred to as the said rules), rules 30A, 69B and
75B shadl be omitted.

3. After Part X of the said rules, the following new part XA shal be inserted, namely : Part - XA - Import
or manufacture of new drug for clinical trids or marketing. 122A.  Applicetion for permisson to
import new Drug.

Q) No new drug shal be imported except under and in aocordance with the permission in writing
of thelicenaing authority defined in dause (b) of rule 21.

2 The importer of a new drug when applying for permisson under sub-rules (1), shall submit
data as given in Appendix 1 to Schedule Y induding the results of locd dlinicd trids caried
out in accordance with the guiddines specified in the Schedule and submit threport of such
clinica triasin the format given in Appendix |1 to the said Schedule.

Provided that the requirement of submitting the results of loca clinical trids may not be necessary if
the drug is of such a naure that the licensng authority may, in public interest decide to grant such
permisson on the basis of daa available from other countries. Provided further that the submisson of
requirements relating to Animad Toxicology, Reproduction <udies, Teratogenic studies, prenata
studies, Mutagenicity and Carcinogenicity may be modified or relaxed in case of new drugs approved
and marketed for several years in other countries if he is satisfied that there is adequate published
evidence regarding the safety of the drug, subject to the other provisions of these rules.

122B Application for approval to manufacture New Drug other than the Drugs classfiable under
ScheduleCand C (1) :

Q) No new drug other than the drug dassfiable under Schedule C and C (1) shdl be
manufactured unlessit is approved by the licensing authority definedin rule 21.

2 The manufacturer of a new drug under subrule (1) when applying for approva to the
licensing authority mentioned in the said sub-rule, shal submit data as given in Appendix | to
Schedule Y including the result of dinicd trids caried out in the country in accordance with
the guiddines specified in Schedule Y and submit the report of such dinicd trids in the
format given in Appendix I to the said Schedule:

(©)] When applying for gpprova to manufacture a new drug under sub-rule (1) or its preparations,
to the State Licensng Authority, an applicant, shdl produce adong with his application,



evidence that the drug for the manufacture of which gpplication is made has dready been
approved by the licensing authority mentioned in rule 21 :

Provided that the requirement of submitting the result of loca dlinicd trids may not be necessary if the
drug is of such a nature that the licensng authority may, in public interest decide to grant such
permission on the basis of data available from other countries:

Provided further that the submisson of requirements relating to Anima Toxicology, Reproduction
studies. Teratogenic studies. Prenatal studies. Mutagenicity and Carcinogenicity may be modified or
relaxed in case of new drugs approved and marketed for several years in other countries if he is
satisfied that there is adequate published evidence regarding the safety of the drug, subject to the other
provisions of theserules.

122C Application for gpproval to manufacture new drug classifieble under Schedule C and C (1):

2 No new drug dassfidble under Schedule C and C (1) shdl be manufactured unless it is
previoudly approved by the licensing authority mentioned in rule 21.

2 A manufacturer of a new drug under subrule (1) when applying for approva to the licensing
authority mentioned in sub-rule (1) shal submit data as given in Appendix 1 to Schedule Y
including the results of clinicd trids carried out in country as per format given in Appendix Il
to Schedule Y:

(©)] While applying for approvad to manufacture a new drug under sub-rule (1) or its preparations
to the State Licendng Authority an applicant shal produce aongwith his application
evidence that the drug for the manufacture of which application is made, has aready been
approved by the licensing authority mentioned in rule 21.

Provided that the requirement of submitting the results of loca clinical tridds may not be necessary if
the drug is of such a nature that the licensng authority may, in public interest decide to grant such
permission on the basis of data available from other countries:

Provided further that the submisson of requirements relating to Anima Toxicology, Reproduction
studies. Teraogenic dudies Prenatd dudies Mutagenicity and Carcinogenicity may be modified or
redlaxed in case of new drugs approved and marketed for several years in other countries if he is
satisfied that there is adeguate published evidence regarding the safety of the drug, subject to the other
provisions of these rules.

122D. Application for permisson to import or manufecture fixed dose combingtions of drugs aready
goproved as individua drugs by the licensng authority mentioned in rule 21, shdl accompany
information and data as givenin Appendix VI of Schedule Y.

122E. Definition of new drug.
For the purpose of this part, new drug shal mean and include : -

Q) A new substance of chemicd, biologicd or biotechnologicd origin, in bulk or prepared
dosge form; used for prevention, diagnosis, or treatment of disease in man or animd; which
except during loca dinicd, trids, has not been used in the country to any significant extent
and which except during loca dlinicd trias, has not been recognised in the country as effec
tive and safe for the proposed clams.

(2 A drug dready approved by the licensng authority mentioned in rule 21 for certain claims,
which is now proposed to be marketed with modified or new cdams, namey indications,
dosage, form (including sustained release dosage form) and route of administration.

(©)] A fixed dose combination of two or more drugs individudly approved earlier for certan
claims, which are now proposed to be combined for the first time in a fixed ratio, or if the
raio of ingredients in an dready marketer combination is proposed to be changed, with
catan dams viz indicaions dosage, form (incuding sudtained release dosage form) and
route of administration (Seeitem (b) and (c) of Appendix IV to Schedule-V).



4.

Explanation: For the purpose of thisrule -

@) al vaccines shal be new drugs unless certified otherwise by the licensing authority under rule
21
(ii.) a new drug shal continue to be conddered as new drug for a period of four years from the

date of itsfirst gpprovd or itsinclusion in the Indian Pharmacopoeiawhichever is earlier.

After Schedule X of the said rules, the following Schedule shall be inserted namely : -

SCHEDULE Y

REQUIREMENT AND GUIDELINES ON CLINICAL TRIALS FOR IMPORT AND MANUFACTURE
OF NEW DRUG

1

11

12
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CLINICAL TRIALS
Nature of trials

The dlinicd trids required to be carried out in the country before a new drug is gpproved for marketing
depend on the status of the drugs in other countries. If the drug is aready approved/marketed, phase Ill
trids as required under item 7 a Appendix | usudly are trids and generaly dlowed to be initiated at
one phase earlier to the phase of trials in other countries. For new drug substances discovered in other
countries phase | trids ae not usudly alowed to be initiated in India unless phase | data as required
under item 5 of the sad Appendix from other countries are avalable. However, such trids may be
permitted even in the absence of phase | data from other countries if the drug is of specia relevance to
the hedth problem of India For new drug substances discovered in India, clinicd trids are required to
be carried out in India right from phase | as required under item 5 of the said Appendix through phase
Il as required urder item 7 of the said Appendix. Permission to carry out these trids is generdly given
in stages, conddering the data emerging from earlier phase.

Permissionfor trials:

Permission to initiate clinical trids with a new drug may be obtained by appying in Form 12 for a test
licence (TL) to import or manufacture the drug under the Rules Data appropriate for the various phases
of clinicd trids to be caried out should accompany the application as per format given in Appendix |
(item 1-4). In addition, the protocol for proposed trids, case report forms to be used, and the names of
investigators, selected should possess appropriate qudifications and experience and should have such
investigational facilities as are required for the proposed trids protocol.Permisson on carry out clinica
tridswith anew drug isissued dong with atest licencein form I1.

It is dedrable that protocol for clinicd trids be reviewed and approved by the ingtitutions ethical
committee. Since such committees a presst do not exist in al ingtitutions the approval granted to a
protocol by the ethicad committee of one inditution will be applicable to the use of that protocol in
other inditution which do not have an ethicd committee. In case none of the trid centres/ingtitutions
has an ethicd committees the acceptance of the protocol by the investigator and its approva by the
Drugs Controller (India) or any officer as authorised by him to do so will be adequate to initiate the
trids.

For new drugs having potentil for use in children, permisson for clinicd trias in the pediatric age
group is normally given after phase 11l trias as required under item 7 of the said Appendix in adults are
completed. However, if the drug is of vaue primaily in a dissase of children, every trids in the
pediatric age group may be alowed.

Responsihilities of Sponsor/lnvestigator:

Sponsors are required to submit to the licensing authority as given under rule 21 an annuad Status report
on eech dinicd trids namey, ongoing, completed, or terminated. In case a trid is terminated, reason
for this should be sated. Any unusud, unexpected, or serious adverse drug reaction (ADR) detected
during a trid should be promptly communicated by the sponsor to the licensng communicated by the
sponsor to the licensing authority under rule 21 and the other investigators. In dl trids an informed,
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3.3

@

(b)

©

written consent required to be obtained from each volunteer/patient in the prescribed Forms (See
Appendix V) which must be signed by the patient/volunteer and the chief investigator.

CHEMICAL AND PHARMACEUTICAL INFORMATION:

Mogt of the data under this heading, (see Appendix 1, item 2) are required with the application for
marketing permission. When the application is for clinicad trids only information covered in item 2.1 to
2.3 of Appendix | will usualy suffice.

ANIMAL TOXICOLOGY:

Acute Toxicology: Acute toxicity studies (See Appendix | item 4.2) should be caried out in a least
two species usudly mice and rats using the same route as intended for humans. In addition, atleast one
more route should be used to ensure systemic absorption of the drug; this route may depend on the
nature of the drug. Mortality should be looked for upto 72 hours after parenteral administration and
upto 7 days after orad administration. Symptoms, signs and mode of death should be reported, with
appropriaste macroscopic and  microscopic  findings where necessary. L.D. 50s should be reported
preferably with 95 percent confidence limits, if L.D. 50s canna be determined, reasons for this should
be stated.

Long term toxicity: Long term toxicity (see Appendix 1, item 4.3) should be carried out in a least two
mammdian species of which one should be a nonrodent. The duration of study will depend on
whether the application is for marketing permisson or for clinica trids, and in the latter case, on the
phase of trids (see Appendix Ill). If a species is known to metabolize the drug in the same way as
humans, it should be preferred.

In long term toxicity sudies the drug should be administered 7 days a week by the route intended for
clinicd use in humans. The number of animas required for these sudies, i.e. the minimum number on
which data should be available, is shown in Appendix IV. A control group of animds given the vehide
done should adways be incuded and three other groups should be given graded doses of the drug; the
highest dose should produce observable toxicity, the lowest dose should not cause observable toxicity,
but should be comparable to the intended therapeutic dose in humans or a multiple of it eg. 25 to make
allowance for the sendtivity of the species, the intermediate dose should cause some symptoms, but not
gross toxicity or desth, and may be placed logarithmicdly between the ather two doses. The varigbles
to be monitored and recorded in longterm toxicity studies should include behaviord, physiologica,
biochemica, and microscopic observetions.

Reproduction Studies: Reproduction studies (see Appendix 1, item 4.4) need to be caried out only if
the new drug is proposed to be studied or used in woman of child bearing age. Two species should
generdly be used, one of them being anon rodent if possible.

Fertility Studies. The drug should be adminisered to both mades and femdes, beginning a
sufficient number of days before mating. In femaes the medication should be continued after
mating and the pregnant one should be trested throughout pregnancy. The highest dose used
should not affect genera hedth or growth of the animas. The route of administration should be the
same as of smilar sze and large enough to give aleast 20 pregnant animas in the control group of
rodents and a least 8 pregnant animas in the control group of nonrodents Observations should
include total examination of the litters from both the groups, including spontaneous abortions, if
any.

Teratogenicity studies: The drugs should be adminigtered the period of organeses, Using three
dose levels. One of the doses should dose levels. One of the doses should cause minimum meternd
toxicity and one should be the proposed dose for clinicd use in humans or a multiple of it. The
route of adminigration should be the same as for human thergpeutic use. The control and the
trested groups should consst of a least 20 pregnant females in case of non rodents, on esch dose
used. Observations should include the number of implantation sites;, resorptions if any, and the
number of fetuses with their sexes, weights and maformations, if any.

Prenatal studiess The drug <hould be administered through out the last third of
pregnancy and then through lactation to weaning. The control of each treated group should have a
least 12 pregnant femaes and the dose which causes low foetd loss should be continued
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throughout lactdtion weaning. Animas should be sacrificed and observation should include
macroscopic, autopsy and where necessary histopathol ogy.

Local toxicity: These studies (see Appendix 1, item 4.5) are required when the new drug as proposed
to be used topicaly in humans. The drug should be applied to an appropriate Site to determine locdl
effects in a suitable species such as guinea pigs or rabbits, if the drug is asorbed from the ste of
applications, appropriate systemic toxicity studieswill be required.

Mutagenicity and Carcinogenicity: These gudies (see Appendix 1, item 4.6) are required to be
caried out if the drug or its metabolite is related to a known carcinogen to when the nature and action
of the drug is such as to suggest a mutagenic/carcinogenic potentia. For carcinogenicity studies, at
least two species should be used. These species should not have a have a high incidence of spontaneous
tumors and should preferably be known to metabolize the drug in the same manner as humans. At least
three dose kvels should be used; the highest dose should be subletha but cause observable toxicity; the
lowest dose should be comparable to the intended human thergpeutic dose or a multiple of it eg. 25 x 1
to make intermediste dose to be placed logarithmicaly beaween the other two doses. A control group
should adways be included. The drug should be administered 7 days a week or a fraction of the life span
comparable to the fraction of human life span over which the drug is likely to be used therapeutically.
Obsavations should include macroscopic changes observed a autopsy and detailed histopathol ogy.

ANIMAL PHARMACOLOGY:

Specific pharmacologicd actions (see Appendix 7, item 32) ae those with thergpeutic potentid for
humans. These should be described according to the animad modds and pecies used. Wherever
possible, doseresponse reationships and ED 50s should be given. Specia dudies to eucidate mode of
action may aso be described.

Gengrd pharmacologica action (see Appendix 1 item 3.3) ae effects on other organs and systems,
epecidly cardiovascular, respiratory and centra nervous systems. Pharmacokinetic data help relate
drug effect to plasma concentration and should be given to the extent available.

HUMAN/CLINICAL PHARMACOLOGY (PHASEI):

The objective of phase | of trids (see Appendix 1, item 5) is to determine the maximum tolerated dose
in humans, if any,, with their nature and intendty; and pharmacokinetic behaviour of the drug as far as
possble. These dudies are caried out in hedthy adult maes, usng dinica, physologicd and
biochemistry observation. At least 2 subjects should be used on each dose. Phase 1 trids are usudly
caried out by investigators trained in clinicd pharmacology and having the necessary facilities to
closely observe and monitor the subjects. These may be carried out at one or two centres.

EXPLORATORY TRIALS(PHASE I1):

In phase 1l trid (see Appendix 1, item 6) a limited number of patients are studied carefully to determine
possible therapeutic uses, effective dose range and further evauation of safety and pharmacokinetics
Normally 1012 patients should be studied at each dose levd.

These studies are usudly limited to 3-4 cerires and are carried out by clinicians specidized in the con
oxned thergpeutic areas and having adequate facilities to perform the necessary investigations for
efficacy and safety.

CONFIRMATORY TRIALS (PHASE I11):

The purpose of these trials (see Appendix 1, item 7) is to obtain sufficient evidence about the efficacy
and safety of the drug in a larger number of patients, generadly in comparison with a standard drug and
or a placebo as appropriate. These trids may be carried out by clinicians in the concerned therapeutic
areas having facilities appropriate to tre protocol.

If the drug is dready approved/marketed in other countries, phase Il data should generdly be obtained
on aleast 100 patients distributed over 34 centres primarily to confirm the efficacy and safety of the
drug in Indian patients when usal as recommended in the product monograph for the claims made.
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If the drug is a new drug substance discovered in India, and not marketed in any other country, phase
Il data should be obtained on at least 500 patients distributed over 10-15 centres. In addition, data on
adverse drug reactions observed during clinicad use of the drug should be collected in 10002000
patients, such data may be collected through clinicians who give written consent to use the drug as
recommended and to provide a report on its efficacy and adverse drug resctions in the treated patients.
The sdection of dlinicians for such monitoring and supply of drug to them will need approva of the
licensing athority under rule 21.

SPECIAL STUDIES

€] Thee include gudies on solid ord dosage forms, such as bioavailability and dissolutions
studies. These are required to be submitted on the formulations manufactured in the country.
(See Appendix 1, items 8.1 and 8.2).

(b) These include studies to explore additional aspects of the drug, eg. use in ederly patients or
patients with renal failure, secondary or ancillary effects, interactions, etc. (See Appendix 1,
items 8.1 and 8.2).

SUBMISSION OF REPORTS (APPENDIX I1):

The reports of completed clinicd trids shal be submitted by the apdicant duly sSgned by the
investigator within a stipulated period of time. The applicant should do so even if he is no longer
interested to market the drug in the country unless there are sufficient reasons for not doing so.

REGULATORY STATUSIN OTHER COUNTRIES:

It is important to state if any redtrictions have been placed on the use of the drug in any other country,
eg. dosage limits excluson of cetan age groups, warnings about adverse drug resction, ec. (See
Appendix 1, item 9.2).

Likewise, if the drug has been withdrawn from any country specialy by a regulatory directive, such
information should be furnished alongwith reasons and their rdevance, if any, to India [see Appendix
1,item 9.1 (d)].

MARKETING INFORMATION:

The product monogeaph should comprise the full prescribing information necessary to endble a
physcian to use the drug properly. It should include description, actions, indications, dosage
precaution, drug interactions, warnings and adverse readionsThe draft of labd and carton texts should
comply with provisions of rules 96 and 97 of the said rules.

APPENDI X

Datarequired to be submitted with gpplication for permission to market a New Drug.

1

INTRODUCTION:

A brief description of the drug and the therapeutic classto whichiit belongs.
CHEMICAL AND PHARMACEUTICAL INFORMATION:

21 Chemical name code name or number, if any; non-propriiory or generic name, if any;
structure; physio- chemica proportion.

22 Dosage form and its composition.

23 Specifications of the active and inactive ingredients.

24 Testsfor identification of the active ingredient and method of its assay.

25 Outline of the method of manufacture of the active ingredient.

26 Stability data



ANIMAL PHARMACOLOGY:

31 Summary.

32 Specific pharmacol ogical actions.

33 Genad pharmacologicd actions.

34 Pharmacokinetics; absorption; distribution; metabolism; excretion.

ANIMAL TOXICOLOGY (See Appendix IV & V):

41 Summary

4.2 Acute Toxicity

43 Long Term Toxicity

44 Reproduction Studies

45 Loca Toxicity

4.6 Mutagenicity and Carcinogenicity

HUMAN/CLINICAL PHARMACOLOGY (PHASE I):
51 Summary
52 Specific Pharmacol ogicd effects

5.3 Generd Pharmacologicd effects
54 Pharmacokinetics; absorption; distribution; metabolism; excretion

EXPLORATORY CLINICAL TRIALS(PHASE II):

6.1 Summary
6.2 Investigatorwise reports.

CONFIRMATORY CLINICAL TRIALS(PHASE I11):

7.1 Summary
7.2 Investigatorwise reports.

SPECIAL STUDIES

8.1 Summary
8.2 Bioavailability and Dissolution studies
8.3 Investigatorwise reports

REGULATORY STATUSIN OTHER COUNTRIES:

9.1 Countries where:

@ Marketed.

(b) Approved.

(© Under tria, with phase.

(d) Withdrawn, if any, with reasons.

9.2 Redrictionson use, if any, in countries where marketed/approved
9.3 Free sde certificate from country of origin.

MARKETING INFORMATION:

10.1 Proposed product monograph

10.2 Drafts of labels and cartons
10.3 Sample of pure drug substance, with testing protocol.



Note- (1) All  items may not be applicdble to 4dl drugs for explanation, text of

ScheduleY.

2 For requirements of data to be submitted with application for clinicd trids see text of
Schedule 'Y, Section 1 and dso Appendices |l and 111.

APPENDIX-1|

Format for submission of Clinica Trial Reports

9

q

Titleof theTrid

Name of investigator and ingtitution

Objectives of thetria

Desgn of dudy: Open, sngle-bind or double blind;non-comparative or comparative;, pardle group or
crossover

Number of patients, with criteria for sdection and excluson; whether written, informed consent, was
obtained

Treatments givendrugs and dosage forms dosage regimens method of allocation of patients to the
trestments; method of verifying compliance, if any

Observations made before, during and at the end of treatment, for efficacy and safety, with methods used

Results: exclusons and dropouts if any, with reasons, description of patients with initial comparability of
groups where appropriate; clinicd and laboratory observations on efficacy and safety; adverse drug
reactions

Discussion of results relevance to objectives, corrddion with other reports data, if any; guidance for
further study, if necessary
Summary and conclusion.



APPENDIX-111

ANIMAL TOXICITY REQUIREMENTSFOR CLINICAL TRIALSAND MARKETINGSOF A NEW

DRUG
Route of administration Duration of human Phase L ong term toxicity
1 administration requirements
2 3 4
Singledose of severd I, IITMP 2sp. 2wk
dosesin oneday
Ord or Parentera or Upto 2 wk 1,1l 2 sp; upto 4 wk
Trangderma I MP Sp; upto 3wk
111 25p; 4wk
Upto 3wk 12 sp; 3mo
MP 2 sp; upto 6 mo
Over 3mo 1,11 25p;3mo
111 MP 4 sp; 5d(3h/d)
Inhalation (genera Repeated or Chronic use 12 1-2 sp; 3 hexp.
anaesthetics) Aerosole Il 1-2 sp; Upto 6 2k/(2
exp/d)

MP 1-2 sp; 24 wk (2 exp/d)

Dermd Short term or Long term N 1sp; single24" exp. then
gpplication 2wk

11 MP 1 sp; number and
duration of Applications
commensurate with
duration of use. Irrigation
test graded doses

I:

Ocular or Ctic of Nesal Single or Multiple Rl 1 sp; 31k; daily
applications goplicationsasin clinica
use.

MP 1 sp; number and or
duration of gpplication
commensurate with
duration of use.

Vagind or Rectd Single or multiple I: 1 sp; number and
application IH:MP duration of application

commensurate with
duration of use

Abbreviations: sp-species; wk-week; d-day; h-hour; mo-month; MP-Maketing Permisson; exp-exposure |1, I,
111 - Phases of clinical tria (see Appendix 111, item No.58)

Note (1) Animad to dety daa avaldble from other countries acceptable and do not
need to be repeated/duplicated in India

) Requirement s for fixed dose combinations are given in Appendix V1.



APPENDIX-1V

NUMBER OF ANIMALSFOR LONG TERM TOXICITY STUDIES

Group Rodents (rats) Non-Rodents (dogs) Rodent (rats) Non-Rodents (dogs)

M F M F M F M F

Control 6-10 6-10 2-3 2-3 1530 1530 46 46

Low dose 6-10 6-10 2-3 2-3 1530 1530 46 46

Intermediiate 6-10 6-10 2-3 2-3 1530 1530 46 46

dose

Highdose 6-10 6-10 2-3 2-3 1530 1530 46 46

APPENDIX-V

PATIENT CONSENT FORM FOR
PARTICIPATION IN A PHASE | CLINICAL TRIAL

This clinical trid involves the study of a new ... agent ... in volunteers/patients
suffering from ....ococeeeeee The drug which will be adminigtered to volunteers/patients has been found to be
safe in anima toxicity tests and other eperimental data The volunteers/patients will be required to undergo; if

ecessay, dl  routine  examindgions incuding taking of X-ray, ECG, EEG, ec. a intevas The
volunteerg/patients may be asked to collect stool and uring, and there may be need to draw blood or any other
body fluid on severd occasons to test the effects of concentration of the drug. The volunteerg/patients are free
to withdraw from the trid at any stage.

AUTHORISATION:

| have read/lbeen briefed on the above project summary and/l voluntarily agree to participate in the project. |
understand that participation in this study may or may not benefit me. Its general purpose, potentia benefits,
possihle hazards, and inconveniences have been explained to my satisfaction. | hereby give ny consent for this
treatment.

Name of the volunteer/patient
Signature of thumb/impression Signature of Chief Investigator
of the volunteer/patient Date:

Patient consent form for participation in Phase |l and Phasell1 Clinical Trial-

I s exercisng my free power of choice, hereby give my consent to be included as a
subject in the dinica trid of a new drug, namey ... for the treatment of .............. | understand
that | may be tredted with this drug for the diseases. | am suffering from ...........c.... | have been informed to
my satisfaction, by the attending physician the purpose of the clinicd trid and the nature of drug treatment and
follow up including the laboratory investigation to monitor and safeguard my body functions.

| am aso aware of my right to opt out of the triad a any time during the cause of the trid without
having to give the reasons for doing, so.

Signature of the attending physician Sgnaureof patient

Date: Date:



APPENDIX-VI

Fixed Dose Combinations (FDC) fall into four groups and their data requirements accordingly.

@

(b)

The firg group of FDC includes those in which one or more of the active ingredients in a new drug.
Such FDC are trested in the same way as any other new drug, both for clinicd tris and for making
permission [seerule 122E, item (a)].

The second group of FDC includes those in which eactive ingredients aready approved/merketed
individudly are combined for the firg time, for a particular dam and where the ingredients are likely
to have dgnificant interaction of a pharmacodynamic or pharmacokinetic nature (see rule 122E, item
(c). For permission to cary out clinicd trids with such FDC, a summary of available pharmacologicd,
toxicologicd and dinicd data on the individud ingredients should be submitted, adong with the
rationde for combining them in the proposed retio. In addition, acute toxicity data (LD 50) and
pharmacologicd data should be submitted on the individud ingredients as well as ther combingion in
the proposed ratio. If clinical trials have been carried out with the FDO in other countries, reports of
such trids should be submitted. If the FDC is marketed abroad the regulatory status in other ountries
should be stated. (See Appendix 1, item 9).

For marketing permisson, the reports of clinicad trials carried out with the FDC in India should be submitted.
The nature of trials depending on the claims to be made and the ddata dready available.

©

The third group of FDC includes those which are dready marketed, but in which it is proposed either
to change theratio of active ingredients or to make anew therapeutic clam.

For FDC, the appropriate rationale should be submitted to obtain a permisson for clinica trids, and the reports
of trids should be submitted to obtain a marketing permission. The naure of trids depend on the daims to be
made and the data dready available.

(d)

The fourth group of FDC incdudes those whose individua active ingredients have been widdy used in
particular indication for years, their concomitent use is often necessary and no claim is proposed to be
made other than convenience, and a stable acceptbable dosage form and the ingredients are unlikely to
havesignificant interaction of apharmacodynamic or pharmacokinetic nature.

No additiona anima or human data are generdly required for these FDC, and marketing permisson
may be granted if the FDC has an acceptable rationale.



