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MINISTRY OF HEALTH AND FAMILY WELFARE
(Department of Health and Family Welfare)
NOTIFICATION

New Delhi, the 19th March, 2019

G.SR.227(E) .— WHEREAS the draft of the New Drugs and Clinical Trials Ryl€018 was published, in
exercise of the powers conferred by sub-sectioroflgection 12 and sub-section (1) of section 33hef Drugs and
Cosmetics Act, 1940 (23 of 1940), in the Gazettelmafia, Extraordinary, Part Il, section 3, sub-gmtt(i) vide
notification number G.S.R. 104(E), dated tieFebruary, 2018, by the Central Government, afesaltation with the
Drugs Technical Advisory Board, inviting objectioaad suggestions from all persons likely to be ciéfé thereby,
before the expiry of a period of forty-five daysiin the date on which copies of the Official Gazetiataining the said
notification were made available to the public;

AND WHEREAS, copies of the Official Gazette containing the saddification were made available to the
public on the ¥ February, 2018;

AND WHEREAS, all objections and suggestions received in resptmdbe said draft notification have been
duly considered by the Central Government;

AND WHEREAS, the Hon’ble Supreme Court of India in Writ Petition(@ivil) No (s). 33/2012 Swathaya
Adhikar Manch, Indore and another Versus Unionrmafid and others with W.P.(C) No. 79/2012 (PIL-Witer alia,
observed that new clinical trial rules shall beafised urgently;

NOW, THEREFORE, in exercise of the powers conferred by section a& section 33 of the Drugs and
Cosmetics Act, 1940 (23 of 1940), the Central Goraant, after consultation with the Drugs Technidvisory Board,
hereby makes the following rules, namely:

CHAPTER|
PRELIMINARY

1. Short title, commencement and applicability.— (1) These rules may be called the New Drugs aiwical Trials
Rules, 2019.

(2) They shall come in to force from the date of thiblication in the Official Gazette, except Chagiémnhich
shall come in to force after one hundred and eighatys.

(3) They shall apply to all new drugs, investigationalv drugs for human use, clinical trial, bioequavale study,
bioavailability study and Ethics Committee.

2. Definitions.— (1) In these rules, unless the context othervasgires,—

€)) “academic clinical trial” means a clinical trial afdrug already approved for a certain claim aitthtad by
any investigator, academic or research institutosra new indication or new route of administratimmnew
dose or new dosage form, where the results of sutiml are intended to be used only for academic o
research purposes and not for seeking approvéleoCentral Licencing Authority or regulatory autbiof
any country for marketing or commercial purpose;

(b)  “Act” means the Drugs and Cosmetics Act, 1940 (£3920);

(c) “active pharmaceutical ingredient” means any suttgavhich can be used in a pharmaceutical fornmurati
with the intention to provide pharmacological aityivor to otherwise have direct effect in the diagis,
cure, mitigation, treatment or prevention of disgasr to have direct effect in restoring, corregtior
modifying physiological functions in human beingsapimals;

(d) “adverse event” means any untoward medical occaerdimcluding a symptom or disease or an abnormal
laboratory finding) during treatment with an invgational drug or a pharmaceutical product in agoditor a
trial subject that does not necessarily have dioelship with the treatment being given;

(e) ‘“bioavailability study” means a study to assess e and extent to which the drug is absorbed feom
pharmaceutical formulation and becomes availablténsystemic circulation or availability of theudrat
the site of action;
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“bioequivalence study” means a study to establihabsence of a statistically significant differeie the
rate and extent of absorption of an active ingmediiom a pharmaceutical formulation in comparisorthe
reference formulation having the same active inigrgdwhen administered in the same molar dose under
similar conditions;

“bioavailability and bioequivalence study centre’eams a centre created or established to undertake
bioavailability study or bioequivalence study ofdaug for either clinical part or for both clinicand
analytical part of such study;

“biomedical and health research” means researdhdimgy studies on basic, applied and operatioregdaech
or clinical research, designed primarily to inceeagientific knowledge about diseases and condition
(physical or socio-behavioral); their detection armlise; and evolving strategies for health prometio
prevention, or amelioration of disease and rehakbibn but does not include clinical trial as definn clause

0);
“Central Licencing Authority” means the Drugs Catier, India as referred to in rule 3;

“clinical trial” in relation to a new dguor investigational new drug means any systensitidy of such new
drug or investigational new drug in human subjéztgenerate data for discovering or verifying its,-

() clinical or;
(i)  pharmacological including pharmacodynamics, phaakiaetics or;

(i) adverse effects,
with the objective of determining the safety, efig or tolerance of such new drug or investigalioesav drug;

“clinical trial protocol” means a document ¢aiming the background, objective, rationale, desigethodology
including matters concerning performance, managémeonduct, analysis, adverse event, withdrawal,
statistical consideration and record keeping peirigito clinical trial;

“clinical trial site” means any hospital or titsite or any other clinical establishment havirlg trequired
facilities to conduct a clinical trial;

“efficacy” in relation to a drug means its litpito achieve the desired effect in a controltdidical setting;

“effectiveness” in relation to a drug means atsility to achieve the desired effect in a realrldaclinical
situation after approval of the drug;

“Ethics Committee” means, for the purpose of, -
(i) clinical trial, Ethics Committee, constituted undeie 7 and registered under rule 8;

(i) biomedical and health research, Ethics Committeestituted under rule 16 and registered under
rule 17;

“Good Clinical Practices Guidelines” means tBeod Clinical Practices Guidelines for conductcbhical
studies in India, formulated by the Central DruganBard Control Organisation and adopted by theg®ru
Technical Advisory Board;

“global clinical trial” means any clinicaiial which is conducted as part of a clinical deyghent of a drug in more

than one country;

“investigational new drug” means a new chemimabiological entity or substance that has nonba&gproved
for marketing as a drug in any country;

“investigational product” means the pharmaaalitiormulation of an active ingredient or placdi®ing tested
or used in a clinical trial;

“investigator” means a person who is respomsibl conducting clinical trial at the clinicaldtisite;

“medical management” means treatment and otteeessary activities for providing the medical ctwe
complement the treatment;

“new chemical entity” means any substance tred not been approved for marketing as a drug dyug
regulatory authority of any country including thetlzorities specified under these rules and is pegdo be
developed as a new drug for the first time by distlaing its safety and efficacy;
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(w)

(x)
v)

(@)

(aa)

(bb)
(cc)

(dd)

(ee)

(ff)

(99)

(hh)

(ii)

“new drug” means;-

(i)

(ii)

(iii)

(iv)

a drug, including active pharmaceutical ingredienphytopharmaceutical drug, which has not
been used in the country to any significant extextept in accordance with the provisions of the
Act and the rules made thereunder, as per condiipacified in the labelling thereof and has not
been approved as safe and efficacious by the Cdritrancing Authority with respect to its
claims; or

a drug approved by the Central Licencing Authoffity certain claims and proposed to be
marketed with modified or new claims including icakion, route of administration, dosage and
dosage form; or

a fixed dose combination of two or more drugs, aped separately for certain claims and
proposed to be combined for the first time in @&dixatio, or where the ratio of ingredients in an
approved combination is proposed to be changed egittain claims including indication, route

of administration, dosage and dosage form; or

a modified or sustained release form of a drug @veh drug delivery system of any drug

approved by the Central Licencing Authority; or

(v) a vaccine, recombinant Deoxyribonucleic Acid (r-DNAerived product, living modified
organism, monoclonal anti-body, stem cell derivewdpct, gene therapeutic product or
xenografts, intended to be used as drug;

Explanation.— The drugs, other than drugs referred to in subsga (iv) and (v), shall continue to be new
drugs for a period of four years from the datehirt permission granted by the Central Licencing
Authority and the drugs referred to in sub-clau@esand (v) shall always be deemed to be new
drugs;

“orphan drug” means a drug intended to treat a itiomdwhich affects not more than five lakh persam#ndia;

“pharmaceutical formulation” means any preparaf@mhuman or veterinary use containing one or namté/e
pharmaceutical ingredients, with or without pharedical excipients or additives, that is formulategroduce
a specific physical form, such as, tablet, capsukolution, suitable for administration to humaranimals;

“pharmacovigilance” means the science and act&itielating to detection, assessment, understanaiiuly
prevention of adverse effects or any other drulgted problem;

“phytopharmaceutical drug” means a drug of purifemd standardised fraction, assessed qualitatiaaty
quantitatively with defined minimum four bio- aatiwr phytochemical compounds of an extract of aicieal

plant or its part, for internal or external uselmmman beings or animals, for diagnosis, treatnmaitigation or
prevention of any disease or disorder but doesnehide drug administered through parenteral route;

“placebo” means an inactive substance visuallytidehin appearance to a drug being tested inraceli trial;

“post-trial access” means making a new drug or stigational new drug available to a trial subjeftera
completion of clinical trial through which the saiiftug has been found beneficial to a trial subphating
clinical trial, for such period as considered nseeg by the investigator and the Ethics Committee;

“registered pharmacist” shall have the meaningsasgaed to it in clause(i) of section 2 of the Py Act,
1948 (8 of 1948);

“Schedule” means the Schedule annexed to thesg rule

“serious adverse event” means an untoward medicalireence during clinical trial resulting in death
permanent disability, or hospitalisation of thealtrsubject where the trial subject is an outdodiepa or a
healthy person, prolongation of hospitalisation mwh¢he trial subject is an indoor-patient, persister
significant disability or incapacity, congenitalcamaly, birth defect or life threatening event;

“similar biologic” means a biological product whighsimilar in terms of quality, safety and effigao reference
biological product licenced or approved in Indiaany innovatorproduct approved in International Council of
Harmonisation (ICH)member countries;

“sponsor” includes a person, a company or an uigiit or an organisation responsible for initiatiand
management of a clinical trial;

“State Licencing Authority” means Licencing Authigrappointed by a State Government having quatitica
specified in rule 49A of the Drugs and CosmeticeRu1945;
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()] “trial subject” means a person who is either aggdtior a healthy person to whom investigationatlpob is
administered for the purposes of a clinical trial.

(2) Words and expressions used in these rulesdiudafined herein but defined in the Drugs and Gziga Act, 1940
(23 of 1940) shall have the meaning assigned tm tihethe Act.

CHAPTERI I
AUTHORITIES AND OFFICERS

3. Central Licencing Authority.— The Drugs Controller, India appointed by the CalnBovernment in the Ministry of
Health and Family Welfare shall be the Central hitiag Authority for the purposes of these rules.

4. Delegation of powers of Central Licencing Authority.— (1) The Drugs Controller, India, with the priorpaipval of
the Central Government, may, by an order in writidglegate all or any of powers of the Central hairg
Authority to any other officer of the Central Dru§¢andard Control Organisation not below the rahRssistant
Drugs Controller (India).

(2) The officer to whom the powers have been detstjander sub-rule (1) shall exercise all or anyhef powers
of the Central Licencing Authority under its namaseal.

5. Controlling Officer.— (1) The Drugs Controller, India may designate afficer not below the rank of Assistant
Drugs Controller (India) as Controlling Officer.

(2) The Drugs Controller, India shall, by order, spgtife areas and powers of the Controlling Officer.

(3) The Controlling Officer, designated under sub-i@leshall supervise the work of subordinate offscand shalll
exercise powers and perform functions which magdsgned to that Officer.

CHAPTER 111
ETHICSCOMMITTEE FOR CLINICAL TRIAL, BIOAVAILABILITY AND
BIOEQUIVALENCE STUDY

6. Requirement of the Ethics Committee— (1) Whoever intends to conduct clinical trial op&vailability study or
bioequivalence study shall be required to have a@brof an Ethics Committee for clinical trial retgred under
rule 8.

(2) The Ethics Committee shall apply for registrativith the Central Licencing Authority under r@e

7. Constitution of Ethics Committee for clinical trial.— (1) The Ethics Committee shall have a minimum aofese
members from medical, non-medical, scientific and-scientific areas with at least

0] one lay person;
(i)  one woman member;
(i)  one legal expert;

(iv)  one independent member from any other related 8elth as social scientist or representative of
non-governmental voluntary agency or philosophestbicist or theologian.

(2) The Ethics Committee referred to in sub-rulegfiall consist of at least fifty percent of its nimrs who are not
affiliated with the institute or organization irhigh such committee is constituted.

(3) One member of the Ethics Committee who is ritisaed with the institute or organization shdle the
Chairperson, and shall be appointed by such itstduorganisation.

(4) One member who is affiliated with the instituteasganization shall be appointed as Member Secretiatiye
Ethics Committee by such Institute or organization.

(5) The committee shall include at least one memberseharimary area of interest or specialisation i8-no
scientific and at least one member who is indepetolethe institution.

(6) The members of the Ethics Committee shall follow firovisions of these rules, Good Clinical Prastice
Guidelines and other regulatory requirements tegard the rights, safety and well-being of triddjscts.

(7) Every member of the Ethics Committee shall be meguito undergo such training and development
programmes as may be specified by the Central tingnAuthority from time to time:
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Provided that any member, who has not succegstdimpleted such training and developmental
programmes, shall be disqualified to hold the pdshember of the Ethics Committee and shall ceas®=ta member
of such committee.

(8) The members representing medical scientists anitielns shall possess at least post graduate igasiin in
their respective area of specialisation, adequgierence in the respective fields and requisitmedge and clarity
about their role and responsibility as committeeniners.

(9) As far as possible, based on the requirement efreb area such as Human Immunodeficiency Viru¥)idt
genetic disorder, specific patient group may aklsedpresented in the Ethics Committee.

(10) No member of an Ethics Committee, having a conficinterest, shall be involved in the oversiglfittioe
clinical trial or bioavailability or bioequivalencgtudy protocol being reviewed by it and all mensbghall sign a
declaration to the effect that there is no conficinterest.

(11)while considering an application which involvesanftict of interest of any member of the Ethics Goittee,
such member may voluntarily withdraw from the EshiCommittee review meeting, by expressing the same
writing, to the Chairperson.

(12) The details in respect of the conflict of interestthe member shall be duly recorded in the minatethe
meetings of the Ethics Committee.

8. Registration of Ethics Committee relating to clinical trial, bioavailability and bioequivalence study.— (1)
Every Ethics Committee, constituted under rule Mallsmake an application for grant of registratitinthe
Central Licencing Authority in Form CT-01.

(2) The Ethics Committee shall furnish such informatamd documents as specified in Table 1 of the Third
Schedule along with the application made in Form0QT

(3) The Central Licencing Authority;
(i) shall scrutinise the information and documentsiéimed with the application under sub-rule (2); and

(i) make such further enquiry, if any, considerextessary and after being satisfied, that the rexpints of
these rules have been complied with, may granstregion to Ethics Committee in Form CT-02; and if
the Central Licencing Authority is not satisfiedtiwithe compliance of these rules by the applicant
Ethics Committee, it may, reject the applicatiar, feasons to be recorded in writing, within a peri
of forty-five working days, from the date of theceipt of the application made under sub-rule (1).

(4) An applicant Ethics Committee aggrieved by the sleni of rejection of the application by the Central
Licencing Authority under clause (i) of sub-rul8)( may file an appeal before the Central Goverrinierthe
Ministry of Health and Family Welfare within sixtyorking days from the date of the receipt of ordérsuch
rejection.

(5) The Central Government may, after such enquirycamsidered necessary, and after giving an oppoytafi
being heard to the appellant referred to in sub-(d), shall dispose of the appeal filed under sdi-rule within a
period of sixty working days from the date on whibk appeal has been filed.

9. Validity period of registration of Ethics Committee for clinical trial.— The registration granted in Form CT-02
shall remain valid for a period of five years frahe date of its issue, unless suspended or caddajiehe Central
Licencing Authority.

10. Renewal of registration of Ethics Committee for clinical trial.— (1) On expiry of the validity period of
registration granted under rule 9, an Ethics Cotemitnay make an application for renewal of redistnain Form
CT-01 along with documents as specified in Tabteé the Third Scheduleinety days prior to the date of the expiry
of the registration:

Provided that if the application for renewal of igtption is received by the Central Licencing Aarity
ninety days prior to the date of expiry, the regi8on shall continue to be in force until an orieepassed by the
said authority on such application:

Provided also that fresh set of documents shalbeatequired to be furnished, if there are no charig such
documents furnished at the time of grant of regii&in, and the applicant renders a certificatdéd éffect indicating
that there is no change.

(2) The Central Licencing Authority shall, afterrstiny of information furnished with the applicaticand after
taking into account the inspection report, if aayd after such further enquiry, as considered sacgsand on being
satisfied that the requirements of these rules-+ave

(i) been complied with, renew the registration of E¢f@mmmittee in Form CT-02;
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(ii) not been complied with, reject the application,reasons to be recorded in writingithin a period of
forty-five working days from the date of renewaptipation made under sub-rule (1).

11. Functions of Ethics Committee.— The Ethics Committee for clinical trial shall penfothe following functions for

a person, institution or organization; namely:

(i) review and accord approval to a clinical trial, dvailability or bioequivalence study protocol anttiey related
documents, as the case may be, in the format sbdif clause (B) of Table 1 of the Third Schedaiel
oversee the conduct of clinical trial to safegu#ind rights, safety and wellbeing of trial subjeats
accordance with these rules, Good Clinical Prastigeidelines and other applicable regulations;

(i) make at appropriate intervals, an ongoing reviéthe clinical trials for which it has accordegpaoval and
such review may be based on periodic study progegests furnished by the investigators or monitgrand
internal audit reports furnished by the sponsdryovisiting the study sites;

(iii) indicate the reasons that weighed with it whilecéipg or asking for a change or notification ie irotocol
in writing and a copy of such reasons shall alsmbde available to the Central Licencing Authority;

(iv) where any serious adverse event occurs to a tuljest or to study subject during clinical trial or
bioavailability or bioequivalence study, the Ethi@smmittee shall analyse the relevant documentsiparg
to such event and forward its report to the Cerltraéncing Authority and comply with the provision$
Chapter ViI;

(V) where at any stage of a clinical trial, it c@me a conclusion that the trial is likely to commise the right,
safety or wellbeing of the trial subject, the corte@ may order discontinuation or suspension ottimécal
trial and the same shall be intimated to the héathe institution conducting clinical trial and ti@entral
Licencing Authority;

(vi) allow any officer authorised by the Central LicemgiAuthority to enter, with or without prior noticéo
inspect the premises, any record, or any docunrefdted to clinical trial, furnish information tana query
raised by such authorised person, in relation @octnduct of clinical trial and to verify complignwith the
requirements of these rules, Good Clinical Prasti€uidelines and other applicable regulations for
safeguarding the rights, safety and well-beingiaf subjects;

(Vii) comply with the requirements or conditions in aidditto the requirements specified under the Act these
rules as may be specified by the Central Licendinthority with the approval of the Central Govermhédo
safeguard the rights of clinical trial subject @avdvailability or bioequivalence study subject.

12. Proceedings of Ethics Committee for clinical trial.— (1) No clinical trial or bioavailability or bioequalence

13.

protocol and related documents shall be reviewedryEthics Committee unless at least five of itanipers as
detailed below are present, namely:

0] medical scientist (preferably a pharmacologist);

(i) clinician;

(i) legal expert;

(iv) social scientist or representative of non-goverralerluntary agency or philosopher or ethicist or

theologian or a similar person;
(v) lay person.

(2) The Ethics Committee may constitute one or more-caubmittees of its members to assist in the fumstio
assigned to it.

(3) The Ethics Committee may associate such expertsandiaot its members, in its deliberations but sexperts
shall not have voting rights, if any.

(4) Any change in the membership or the constitutiorthef registered Ethics Committee shall be intimated
writing to the Central Licencing Authority withitirty working days.

Maintenance of records by Ethics Committee for clinical trial.— (1) The Ethics Committee shall maintain data,
record, registers and other documents relatedetéutinctioning and review of clinical trial or bicgilability study or
bioequivalence study, as the case may be, foriagef five years after completion of such clinital.

(2) In particular and without prejudice to the gextiégy of the sub-rule (1), the Ethics Committe@lsimaintain the
following records for a period of five years afteompletion of every clinical trial or bioavailatli study or
bioequivalence study, namely:-

(i) the constitution and composition of the Ethics Cadttee;
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(ii) the curriculum vitae of all members of the Ethias@nittee;
(iif) standard operating procedures followed by the Et@ismmittee;
(iv) national and international guidelines followed bg Ethics Committee;

(V) copies of the protocol, data collection formatsseceeport forms, investigators brochures, etc.,
submitted for review;

(vi) all correspondence with committee members and figagsrs regarding application, decision
and follow up;

(vii) agenda of all Ethics Committee meetings and minafeall Ethics Committee meetings with
signature of the Chairperson;

(Vviii) copies of decisions communicated to applicants;

(ix) records relating to any order issued for prematermination of study with a summary of the
reasons thereof;

(X) final report of the study including microfilms, cpact disks or video recordings;
(xi) recommendation given by Ethics Committee for deieation of compensation;

(xii) records relating to the serious adverse event, cakdnanagement of trial subjects and
compensation paid.

(3) The Ethics Committee shall furnish the inforimatmaintained under sub-rule (1) and sub-rule48)and when
required by the Central Licencing Authority or asther officer authorised on its behalf.

14. Suspension or cancellation of registration of Ethics Committee for clinical trial.— (1) Where Central Licencing
Authority is of the opinion that any Ethics Comredtfails to comply with any provision of the Acttbese rules, it
may issue show cause notice to such Ethics Comamgfpecifying therein such non-compliances and triog
within which reply shall be furnished by such Ethicommittee.

(2) On receipt of reply for the show cause notice inith period specified in the show cause notice,Gkatral
Licencing Authority may give an opportunity of bgiheard, in person to such Ethics Committee.

(3)After consideration of the facts and reply given thye Ethics Committee under sub-rule (2), the Geéntr
Licencing Authority, may take one or more of thédaing actions, namely:-

(i) withdraw show cause notice issued under sub-ryle(1)

(i) issue warning to the Ethics Committee describirgy deficiency or defect observed during inspection o
otherwise, which may adversely affect the rightsvell-being of the trial subject or the validity clinical
trial or bioavailability or bioequivalence studyitg conducted,;

(iii) reject the results of clinical trial or bioaitability and bioequivalence study;
(iv) suspend for such period as considered apmtgpdr cancel the registration issued under rule 8;

(v) debar its members to oversee any clinical triguture for such period as may be considered@apjate by
the Central Licencing Authority.

(4)Where the Ethics Committee or any member of thécEtBommittee is aggrieved by an order of the Geéntr
Licencing Authority under sub-rule (3), such aggee Ethics Committee or member, may, within a pkiod
sixty working days of the receipt of the ordere filn appeal to the Central Government.

(5)Where an appeal has been filed under sub-ruleh@)Central Government may, after such enquiryt tsnks
necessary, and after giving an opportunity of beimegrd, pass such order in relation thereto akiritks
appropriate in the facts and circumstances of #ee avithin a period of sixty working days from tthete of
filing of the appeal.

CHAPTER IV
ETHICSCOMMITTEE FOR
BIOMEDICAL AND HEALTH RESEARCH

15. Ethics Committee for biomedical and health research.— Any institution or organisation which intends toncoict
biomedical and health research shall be requirdtht®@ an Ethics Committee to review and overseedsheuct of
such research as detailed in National Ethical Gmeg for Biomedical and Health Research Involvidigman
Participants.
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16. Constitution of Ethics Committee for biomedical and health research.— (1) The Ethics Committee referred to in
rule 15, relating to biomedical and health reseaihll be constituted in accordance with the Natid&thical
Guidelines for Biomedical and Health Research Imwng) Human Participants as may be specified byliltgan
Council of Medical Research from time to time ahdlkfunction in accordance with said guidelines.

(2) The Ethics Committee referred to in sub-rule (hplisreview the work of the biomedical and heaksearch
centre before initiation and oversee throughoutdhetion of the biomedical and health researcipesNational
Ethical Guidelines for Biomedical and Health Reshdnvolving Human Participants.

(3) An institution or organisation or any person skalhduct any biomedical and health research wittagiggoval
of the Ethics Committee for biomedical and headtbearch registered under rule 17.

(4) Any biomedical and health research shall be comdlitt accordance with the National Ethical Guidssirior
Biomedical and Health Research Involving HumaniBigents as may be specified by the Indian CourfcMedical
Research from time to time.

(5) Institutions desirous of conducting biomedical &edlth research as well as clinical trials or bakbility or
bioequivalence study shall require obtaining regtiin from specified authorities as provided iler@ and rule 17.

17. Registration of Ethics Committee related to biomedical and health research.—

(1) An Ethics Committee constituted under rule 16, Idelrequired to register with the authority desigal by the
Central Government in the Ministry of Health andrfilgt Welfare, Department of Health Researtoider these
rules for which an application shall be made infr@T-01 to the said authority.

(2) The application referred to in sub-rule (1) sha#l &ccompanied with the information and documents as
specified in Table 1 of the Third Schedule.

(3) On receipt of application in Form CT-01 under suler(1), the authority designated under sub-ruestiall
grant provisional registration which shall remaalia for a period of two years.

(4) After the grant of provisional registration undebgule (3), the authority designated under sub-(a) shall
scrutinise the documents and information furnisivitth the application, and if satisfied that the uggments
of these rules have been complied with, grant fiegistration to Ethics Committee in Form CT-03;ifonot
satisfied, reject the application, for reasonseaadcorded in writing and the final registrationfiarm CT-03
shall supersede the provisional registration gchoteder sub-rule (3).

(5) An applicant who is aggrieved by the decision ef éluthority designated under sub-rule (1), maydileappeal
within sixty working days from the date of receigt such rejection before the Central Governmenthin
Ministry of Health and Family Welfare, and the GahiGovernment, may, after such enquiry as is c=red
necessary in the facts and circumstances of the, easl after giving an opportunity of being heavdhe
appellant, dispose of the appeal within a periogixtl working days.

(6) The Ethics Committee shall make an application riemewal of registration in Form CT-01 along with
documents as specified in sub-rule (2) at leastpidays prior to the date of the expiry of itsafinegistration:

Provided that if the application for renewal of istation is received by the authority designateder
sub-rule (1), ninety days prior to the date of expthe registration shall continue to be in fourdil an order is
passed by the said authority on the application:

Provided further that fresh set of documents siatllbe required to be furnished, if there are remges in
such documents furnished at the time of grantrdlfregistration, and if the applicant renders idifezate to
that effect indicating that there is no change.

(7) The authority designated under sub-rule (1) shigdr acrutiny of information furnished with the digation
and after such further enquiry, as considered sacgsand on being satisfied that the requiremehtbese
rules have been complied with, renew the registnabf Ethics Committee in Form CT-03, or if noteej the
application, for reasons to be recorded in writing.

(8) The authority shall take a decision under sub-(@ewithin a period of forty-five working days, firothe date
of application made under sub-rule(1).

(9) The registration granted in Form CT-03 shall remailid for a period of five years from the dateitsfissue,
unless suspended or cancelled by the authoritgdasd under sub-rule (1).

(10) The function, proceedings of ethics committee amintenance of records shall be as per the Natigtratal
Guidelines for Biomedical and Health Research Imvgl Human Participants.

(11) In case there is a change in composition of regidt&thics Committee in an institution it shall teported to
the authority designated under sub-rule (1).
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18. Suspension or cancellation of registration of Ethics Committee for biomedical and health research.— (1)
Subject to provisions of rule 17, where the Etl@msnmittee fails to comply with any provision of sigerules, the
authority designated under sub-rule (1), may, afiemg an opportunity to show cause and afteoraihg an
opportunity of being heard, by an order in writitake one or more of the following actions, namely:

(i) issue warning to the Ethics Committee describing deficiency or defect observed, which may
adversely affect the rights or well-being of thadst subjects;

(i1) suspend for such period as considered appropriatanzel the registration issued under rule 17;

(iii) debar its members to oversee any biomedielth research in future for such period as may be
considered appropriate.

(2) Where the Ethics Committee or its member, & dhse may be, is aggrieved by an order of theodtyth
designated under sub-rule (1), it may, within aiqeeof forty-five working days of the receipt ofetlorder, make
an appeal to the Central Government in the Minisfr{Health and Family Welfare, and that Governmmaly,
after such enquiry, as deemed necessary, and giftexg an opportunity of being heard, pass sucheoiid
relation thereto as may be considered appropriatieei facts and circumstances of the case.

CHAPTER YV
CLINICAL TRIAL, BIOAVAILABILITY AND BIOEQUIVALENCE STUDY OF
NEW DRUGSAND INVESTIGATIONAL NEW DRUGS
PART A
CLINICAL TRIAL

19. Clinical trial of new drug or investigational new drug.— (1) No person or institution or organisation sitalhduct
clinical trial of a new drug or investigational nelnug,—

(i) except in accordance with the permission granteth®&yCentral Licencing Authority; and

(ii) without the protocol there of having been approbgdhe Ethics Committee for clinical trial register
in accordance with the provisions of rule 8.

(2) Every person associated with the conduct of clirizal of a new drug or investigational new drug# follow
the general principles and practices as specifi¢da First Schedule.

(3) No person or institution or organisation shall cacidclinical trial of a new drug or investigationaw drug
except in accordance with the procedure prescuinelér the provisions of the Act and these rules.

20. Oversight of clinical trial site— The work of every clinical trial site shall be oseen by an Ethics Committee
for clinical trial registered under rule 8, befaméiation and throughout the duration of the cocidaf such trial.

21. Application for permission to conduct clinical trial of a new drug or investigational new drug.— (1) Any
person or institution or organisation which intetal€onduct clinical trial of a new drug or an istigational new
drug shall make an application to the Central Loteg Authority duly filled in Form CT-04.

(2) The application made under sub-rule (1) shalldzcompanied with the information and documents as
specified in the Second Schedule and fee as spedifithe Sixth Schedule:

Provided that no fee shall be payable for condfiatainical trial by a person of an institution or
organisation funded or owned, wholly or partiallythe Central Government or by a State Government.

22. Grant of permission to conduct clinical trial.— (1) The Central Licencing Authority may, after simy of the
information and documents furnished with the agtian in Form CT-04 and such further enquiry, i aas may
be considered necessary,

(i) if satisfied, that the requirements of these rhl@ge been complied with, grant the permission twcot
clinical trial for a new drug or investigationalmelrug in Form CT-06;

(i) in case, where the Central Licencing Authority ¢dess that there are some deficiencies in the
application and the same may be rectified, the gaithority shall inform the applicant about the
deficiencies;

(i) if not satisfied that the requirements of these raéeg been complied with, reject the application, f
the reasons to be recorded in writing.

(2) The decision under sub-rule (1) shall be takihin ninety working days.
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(3) The applicant, after being informed, as reférte in clause (ii) of sub-rule (1), by the Centtatencing
Authority, may—

(i) rectify the deficiencies within a period specifiegdthe Central Licencing Authority;

(i) where the applicant rectifies the  deficiency, as ferred in  sub-rule
(1), and provides required information and documetite Central Licencing Authority shall
scrutinize the application again and if satisfignt permission to conduct clinical trial of themn
drug or investigational new drug, or if not sassfj reject the application within a period of ninet
days reckoned from the day when the required inftion and documents were provided:

Provided that in case of rejection, the applicaraty request the Central Licencing Authority, to
reconsider the application within a period of sixtgrking days from the date of rejection of the laggtion
on payment of fee as specified in the Sixth Scheedndl submission of required information and docume

(4) An applicant who is aggrieved by the decisiéthe Central Licencing Authority under sub-rulg ¢t sub-rule
(3), may file an appeal before the Central Govemtnire the Ministry of Health and Family Welfare tiih forty-
five days from the date of receipt of such decistma the that Government, may, after such enqainy, after
giving an opportunity of being heard to the appelldispose of the appeal within a period of sixtyrking days.

23. Permission to conduct clinical trial of a new drug or investigational new drug as part of discovery, research
and manufacture in India.— (1) Notwithstanding anything contained in theskesuwhere any person or institution
or organisation make an application under rulec2donduct clinical trial of a new drug or an invgational new drug
which is complete as per these rules and fulfilesfollowing conditions, nameky

(i) the drug is discovered in India; or

(ii) research and development of the drug are beéarge in India and also the drug is proposed to be
manufactured and marketed in India,

such application shall be disposed by way of goditermission or rejection or processed by wayashimunication
to rectify any deficiency of the application, a® tbase may be, as specified in rule 22, by ther@lehicencing
Authority within a period of thirty working daysdm the date of the receipt of the application lgyghid authority:

Provided that, where no communication has beenvweddrom the Central Licencing Authority to the
applicant within the said period, the permissiordaduct clinical trial shall be deemed to haverbgented by the
Central Licencing Authority and such permissionlisha deemed to be legally valid for all purposesl ahe
applicant shall be authorised to initiate clinit#l in accordance with these rules.

(2) The applicant who has taken deemed approvakuige proviso to sub-rule (1) shall before initigt
the clinical trial, inform the Central Licencing #wority in Form CT-4A and the Central Licencing Aatity shall
on the basis of the said information, take on r@d¢be Form CT-4A which shall become part of thecidf record
and shall be called automatic approval of the Géhicencing Authority.

24. Permission to conduct clinical trial of a new drug already approved outside I ndia.— Notwithstanding anything
contained in these rules, where any person ortutisth or organisation makes an application undge 21 to
conduct clinical trial of a new drug which is aldyaapproved and marketed in a country, as specifieter rule
101,the application, shall be disposed of by waygaint of permission or rejection or processed lay wf
communication to rectify any deficiency, as theecasay be, as specified in rule 22, by the Centiaeércing
Authority within a period of ninety working daysofn the date of the receipt of the application by Haid
Authority.

25. Conditions of permission for conduct of clinical trial.— The permission granted by the Central Licencing
Authority to conduct clinical trial under this Chapshall be subject to following conditions, naynet

(0 clinical trial at each site shall be initiated afegpproval of the clinical trial protocol and otheslated
documents by the Ethics Committee of that siteisteged with the Central Licencing Authority undate
8;

(i)  where a clinical trial site does not have its owhi€& Committee, clinical trial at that site mayib#iated
after obtaining approval of the protocol from thghiEs Committee of another trial site; or an indegent
Ethics Committee for clinical trial constitutedancordance with the provisions of rule 7:

Provided that the approving Ethics Committee farical trial shall in such case be responsible for
the study at the trial site or the centre, as #s=cnay be:

Provided further that the approving Ethics Commaittend the clinical trial site or the bioavailalyilit
and bioequivalence centre, as the case may bé pghlalcated within the same city or within a reslaf 50
kms of the clinical trial site;
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(i) in case an ethics committee of a clinical triad s&jects the approval of the protocol, the detsithe same
shall be submitted to the Central Licensing Auttyonprior to seeking approval of another Ethics
Committee for the protocol for conduct of the atalitrial at the same site;

(iv)  the Central Licencing Authority shall be informedoat the approval granted by the Ethics Committee
within a period of fifteen working days of the gtari such approval;

(v)  clinical trial shall be registered with the Clinidaial Registry of India maintained by the Indi@ouncil of
Medical Research before enrolling the first subfecthe trial;

(vi) clinical trial shall be conducted in accordancehviite approved clinical trial protocol and othelated
documents and as per requirements of Good CliRicadtices Guidelines and the provisions of theksyu

(vii) status of enrolment of the trial subjects shalkbbmitted to the Central Licencing Authority on gady
basis or as appropriate as per the duration ofneyat in accordance with the approved clinicall tria
protocol, whichever is earlier;

(viii)  six monthly status report of each clinical tried,ta whether it is ongoing, completed or terminagll be
submitted to the Central Licencing Authority electically in the SUGAM portal;

(ix) in case of termination of any clinical trial thetaiéed reasons for such termination shall be comoated
to the Central Licencing Authority within thirty wking days of such termination;

(x)  any report of serious adverse event occurring durimical trial to a subject of clinical trial, ah, after due
analysis, be forwarded to the Central Licencingh®uity, the chairperson of the Ethics Committee dred
institute where the trial has been conducted witburteen days of its occurrence as per Table thef
Third Schedule and in compliance with the proceslaespecified in Chapter VI;

(xi) in case of injury during clinical trial to the sebj of such trial, complete medical management and
compensation shall be provided in accordance whhapfer VI and details of compensation provided in
such cases shall be intimated to the Central Liogn&uthority within thirty working days of the reipt of
order issued by Central Licencing Authority in actance with the provisions of the said Chapter;

(xii) in case of clinical trial related death or permamgisability of any subject of such trial duringetftrial,
compensation shall be provided in accordance whhapfer VI and details of compensation provided in
such cases shall be intimated to the Central Liogn&uthority within thirty working days of receiptf the
order issued by the Central Licencing Authorityagtordance with the provisions of the said Chapter;

(xiii) the premises of the sponsor including his reprasers and clinical trial sites, shall be openif@pection
by officers of the Central Licencing Authority winoay be accompanied by officers of the State Liaanci
Authority or outside experts as authorised by tleatéal Licencing Authority, to verify compliance tife
requirements of these rules and Good Clinical Rre€iGuidelines, to inspect, search and seize ecord,
result, document, investigational product, rela@dlinical trial and furnish reply to query raiség the
said officer in relation to clinical trial;

(xiv) where the new drug or investigational new drugpisnfl to be useful in clinical development, the soon
shall submit an application to the Central Licegc#kuthority for permission to import or manufactdos
sale or for distribution of new drug in India, inc@rdance with Chapter X of these rules, unlessrotise
justified;

(xv) the laboratory owned by any person or a compargngrother legal entity and utilised by that person
whom permission for clinical trial has been grantised for research and development, shall be detned
be registered with the Central Licensing Authodtyd may be used for test or analysis of any drugifid
on behalf of Central Licensing Authority;

(xvi) the Central Licencing Authority may, if consideneelcessary, impose any other condition in writinghwi
justification, in respect of specific clinical tisa regarding the objective, design, subject pdmrasubject
eligibility, assessment, conduct and treatmenuochsspecific clinical trial;

(xvii) the sponsor and the investigator shall maintairdtita integrity of the data generated during cihidal.

26. Validity period of permission to initiate a clinical trial.— The permission to initiate clinical trial granted
under rule 22 in Form CT-06 or automatic approvadier rule 23 in Form CT 4A shall remain valid for a
period of two years from the date of its issue ggalextended by the Central Licencing Authority.

27. Post-trial access of investigational new drug or new drug.— Where any investigator of a clinical trial of
investigational new drug or new drug has recommenulest-trial access of the said drug after commtetf
clinical trial to any trial subject and the sames ieeen approved by the Ethics Committee for cliniigal, the
post-trial access shall be provided by the spoateuch clinical trial to the trial subject free aist—
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(i) if the clinical trial is being conducted for an iaation for which no alternative therapy is avaitabnd the
investigational new drug or new drug has been fanide beneficial to the trial subject by the irtigetor;
and

(i) the trial subject or legal heir of such subjestitee case may be, has consented

in writing to use post-trial investigational newudror new drug; and the investigator has certiéied the trial
subject or his legal heir, as the case may bedbeakared in writing that the sponsor shall havdialoility for post-
trial use of investigational new drug or new drug.

28. Academic clinical trial.— (1) No permission for conducting an academic céihtdal shall be required for any drug
from the Central Licencing Authority where,

(i) the clinical trial in respect of the permitted drisgmulation is intended solely for academic reskar
purposes for a new indication or new route of adstiation or new dose or new dosage form; and

(i) the clinical trial referred to in clause (i) hashdnitiated after prior approval by the Ethics CGoittee
for clinical trial; and

(iii) the observations generated from such clinical tai@ not required to be submitted to the Central
Licencing Authority; and

(iv) the observations of such clinical trial are notduse promotional purposes.

(2) In the event of a possible overlap betweenatedemic clinical trial and clinical trial or a duwn the nature of
study, the Ethics Committee concerned shall infolhen Central Licencing Authority in writing indicag its
views within thirty working days from the receidtapplication to that effect.

(3) The Central Licencing Authority shall, after redaity the communication from the Ethics Committeeenefd to
in sub-rule (2), examine it and issue necessanyfickion, in writing, within thirty working day$rom the date
of receipt of such communication:

Provided that where the Central Licencing Authodtyes not send the required communication to
such Ethics Committee within thirty working day®rr the date of receipt of communication from thel sa
Ethics Committee, it shall be presumed that no =ion from the Central Licencing Authority is récpa.

(4) The approved academic clinical trial shall be canted in accordance with the approved clinical tpsdtocol,
ethical principles specified in National Ethical i@elines for Biomedical and Health Research InvajviHuman
Participants, notified by the Indian Council of Meal Research with a view to ensuring protectiorrights,
safety and wellbeing of trial subject during cortdo€ clinical trial of licenced and approved drug drug
formulation for any new indication or new routeaafministration or new dose or new dosage form éadamic
research purposes.

29. Inspection of premises relating to clinical trial.— The person or the institution or the organisatiemptted to
conduct clinical trial under rule 22 in Form CT-@8 rule 23 in Form CT -4A including his represeivies and
investigator, shall allow any officer authorisedthg Central Licencing Authority, who may, if cotered necessary, be
accompanied by an officer authorised by the Statericing Authority, to enter the premises and chhirial site with or
without prior notice to inspect, search or seizagy eecord, statistical result, document, investayat! drug and other
related material; and reply to queries raised Byitspecting authority in relation to conduct oflselinical trial.

30. Suspension or cancellation of permission to conduct clinical trial.— (1) Whereany person or institution or
organisation to whom permission has been grantekrurule 22 in Form CT-06 or rule 23 in Form CT-#&lls to
comply with any provision of the Act and these sylthe Central Licencing Authority may, after giyian opportunity
to show cause and after affording an opportunityefg heard, by an order in writing, take one orerof the following
actions, namely-

0] issue warning in writing describing the deficienoy defect observed during inspection or otherwise,
which may affect adversely the right, or well- keiaf a trial subject or the validity of clinicaliat
conducted,;

(i) reject the results of clinical trial;

(i)  suspend for such period as considered appropriatareel the permission granted under rule 22 in
Form CT-06 or rule 23 in Form CT-4A,;

(iv)  debar the investigator or the sponsor idilg his representatives to conduct any clinical in future
for such period as considered appropriate by ther@leLicencing Authority.

(2) Where a person or an institution or an orgditisao whom permission has been granted under22l@ Form CT-
06 or rule 23 in Form CT-4A or the sponsor is agxgd by the order of the Central Licencing Authgribhe person or
the institution or the organisation may, withineripd of sixty working days of the receipt of theler, make an appeal
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to the Central Government and that Government @figr such enquiry, as deemed necessary, andaifteding an
opportunity of being heard, pass such order inti@bathereto as may be considered appropriate énfélcts and
circumstances of the case.

PART B
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY

31. Bioavailability or bioequivalence study of new drug or investigational new drug.— (1) No bioavailability or
bioequivalence study of any new drug or investial new drug shall be conducted in human subjegtany
person or institution or organisation except incidance with the provisions of the Act and thedestu

(2) No person or institution or organisat&mall conduct bioavailability or bioequivalencedst of a new drug or
investigational new drug in human subjects exceptdécordance with the permission granted by thetr@en
Licencing Authority and without the protocol thefdwmving been approved by the Ethics Committeesteggd
under rule 8.

(3) Every person associated with the conduct of bidab#ity or bioequivalence study of a new drug or
investigational new drug shall follow the genemahpiples and practices as specified in the Fictte8lule.

32. Oversight of bioavailability or bioequivalence study centre— The work of every bioavailability or
bioequivalence study centre shall be overseen tigthics Committee registered under rule 8, befoittation and
throughout the duration of the conduct of suchgstud

33. Application for permission to conduct bioavailability or bioequivalence study.— (1) Any person or
institution or organisation which intends to condhmavailability or bioequivalence study of a neiwg or an
investigational new drug in human subjects shaltaimb permission for conducting bioavailability or
bioequivalence study from the Central Licencing ity by making an application in Form CT-05.

(2) An application for grant of permission to contlbioavailability or bioequivalence study of amgw drug or
investigational new drug shall be accompanied Beaas specified in Sixth Schedule and such otifermation
and documents as specified in the Table 2 of thetR@chedule:

Provided that no fee shall be payable for cotidg a bioavailability or bioequivalence study ay
institution or organisation owned or funded wholyd partially by the Central Government or a State
Government.

34. Grant of permission to conduct bioavailability or bioequivalence study.— (1) The Central Licencing
Authority may, after scrutiny of the informationcadocuments furnished with the application in F&m05 and
such further enquiry, if any, as may be considewstkssary-

(i) if satisfied, that the requirements of theskesuhave been complied with, grant permission todoot
bioavailability or bioequivalence study for a nemgl or investigational new drug in Form CT-07;for i
not satisfied reject the application, for reasamsé recorded in writing within a period of ninety
working days from the date of receipt of the aplimn in Form CT-05;

(i) in case, where the Central Licencing Authoritpnsiders that there are some deficiencies in the

application and the same may be rectified, the @aitlority shall inform the applicant of the deficties
within the stipulated period referred to in cla@ige

(2) The decision under sub-rule (1) shall be takghin ninety working days.

(3) The applicant, after being informed as refertedn clause (ii) of sub-rule (1) by the Centraténcing
Authority, may,-

(i) rectify the deficiencies within a period specifigglthe Central Licencing Authority; and

(i) where the applicant rectifies such deficiencies amyides required information and documents,
the Central Licencing Authority shall scrutiniseetlapplication again and if satisfied, grant
permission to conduct bioavailability or bioequiate study of the new drug or investigational
new drug; or if not satisfied, reject the applioatiwithin a period of ninety working days
reckoned from the day when the required informasiod documents were provided:

Provided that in case of rejection, the applicaay mequest the Central Licencing Authority,
to reconsider the application within a period oftysiworking days from the date of rejection of the
application on payment of fee as specified in tliethSSchedule and resubmission of required
information and documents.

(4) An applicant who is aggrieved by the decisibéthe Central Licencing Authority under sub-rulg éhd sub-
rule (3), may file an appeal before the Central &oment within forty-five working days from the dadf receipt
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of such decision and that Government, may, afteh snquiry, and after giving an opportunity of lehreard to
the appellant, dispose of the appeal within a jpleoitsixty working days.

35. Conditions of permission for conduct of bioavailability or bioequivalence study.— The permission granted by the
Central Licencing Authority to conduct bioavailatyilor bioequivalence study under rule 34 shallsobject to
following conditions, namely:-

(i)

(ii)

(iii)

(iv)

v)

(i)

(Vi)

(viii)

(ix)

)

(xi)

(xii)

bioavailability or bioequivalence study at eacle shall be initiated after approval of bioavailapil
or bioequivalence study protocol, as the case neyahd other related documents by the Ethics
Committee of that site, registered under rule 8;

where a bioavailability or bioequivalence study tcerdoes not have its own Ethics Committee,

bioavailability or bioequivalence study at thaesihay be initiated after obtaining approval of the
protocol from the Ethics Committee registered undér 8:

Provided that the approving Ethics Committee shabuch case be responsible for the
study at the centre:

Provided further that both the approving Ethics Guttee and the centre, shall be located
within the same city or within a radius of fifty lemof the bioavailability or bioequivalence study
centre;

in case an Ethics Committee of a bioavailabilitypmequivalence study centre rejects the approval
of the protocol, the details of the same shouldudamitted to the Central Licensing Authority prior
to seeking approval of another Ethics CommitteeHerprotocol for conduct of the bioavailability or
bioequivalence study at the same site;

the Central Licencing Authority shall be informeuabat the approval granted by the registered Ethics
Committee within a period of 15 working days of tirant of such approval;

bioavailability or bioequivalence study of new droginvestigational new drug shall be conducted
only in the bioavailability or bioequivalence studgntre registered with the Central Licencing
Authority under rule 47;

bioavailability or bioequivalence study of investgnal new drug shall be registered with the
Clinical Trial Registry of India maintained by tHadian Council of Medical Research before
enrolling the first subject for the study;

bioavailability or bioequivalence study shall benducted in accordance with the approved
bioavailability or bioequivalence study protocobasther related documents and as per requirements
of Good Clinical Practices Guidelines and provisiofithese rules;

in case of termination of any bioavailability ombguivalence study, the detailed reasons for such
termination shall be communicated to the Centraéhcing Authority within thirty working days of
such termination;

any report of serious adverse event occurringngukiioavailability or bioequivalence study to a
subject of such study, shall, after due analyssfoowarded to the Central Licencing Authority, the
chairperson of the Ethics Committee and the institor the centre where the bioavailability or
bioequivalence study, as the case may be, hasdoeelucted within fourteen days of its occurrence
as per Table 5 of the Third Schedule and in compéawith the procedures as specified in Chapter
VI,

in case of an injury during bioavailability or bgpgvalence study to the subject of such study,
complete medical management and compensation $lealprovided in accordance with the
provisions of Chapter VI and details of compensapoovided in such cases shall be intimated to the
Central Licencing Authority within thirty days ofi¢ receipt of order issued in accordance with the
provisions of said Chapter;

in case of bioavailability or bioequivalence studiated death or permanent disability of any stthje

of such study during the study, compensation df®lprovided in accordance with Chapter VI and
details of compensation provided in such cased bhahtimated to the Central Licencing Authority

within thirty days of receipt of the order issuedaccordance with the provisions of said Chapter;

the premises of the sponsor including his reptasers and bioavailability and bioequivalence
study centre shall be open for inspection by offcaf the Central Licencing Authority who may be
accompanied by officers of the State Licencing Autly or outside experts as authorised by the
Central Licencing Authority, to verify compliancd the requirements of these rules and Good
Clinical Practices Guidelines, to inspect, searald sseize any record, result, document,
investigational product, related to bioavailabildy bioequivalence study, as the case may be, and
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furnish reply to the queries raised by the saidteffin relation to bioavailability or bioequivales
study;

(xiii)  the bioavailability or bioequivalence study shadl initiated by enrolling the first subject within
period of one year from the date of grant of pesiois, failing which prior permission from the
Central Licencing Authority shall be required.

36. Validity period of permission to conduct bioavailability or bioequivalence study.— (1) The permission to
conduct bioavailability or bioequivalence studyrgesl under rule 34 in Form CT-07 shall remain védida period
of one year from the date of its issue, unlessesudpd or cancelled by the Central Licencing Autlyori

(2) In exceptional circumstances, where the Certiedéncing Authority is satisfied about the necgs$or an
extension beyond one year, the said authority maythe request of the applicant made in writingeed the
period of permission granted for a further peribadme year.

37. Ingpection of premises relating to bioavailability or bioequivalence study.— The person or the institution or the
organisation permitted to conduct bioavailabilitytwoequivalence study under rule 34 in Form CTi@duding
his representatives and investigator, shall allow afficer authorised by the Central Licencing Awarty, who
may, if considered necessary, be accompanied ffemer authorised by the State Licencing Authariiy enter
the premises and bioavailability or bioequivalestady centre with or without prior notice to inspesearch or
seize, any record, statistical result, documengstigational drug and other related material apdyrto the queries
raised by the inspecting authority in relation éemduct of such bioavailability or bioequivalencedst.

38. Suspension or cancellation of permission to conduct bioavailability or bioequivalence study.— (1) Where any
person or institution or organisation to whom pesign has been granted under rule 34 in Form CTail§ to
comply with anyprovision of the Act and these rules, the Centrimlebcing Authority may, after giving an
opportunity to show cause and after affording apoofunity of being heard, by an order in writingk¢ one or
more of the following actions, namehy

(i) issue warning in writing describing the deficierarydefect observed during inspection or otherwise,
which may affect adversely the rights, or well-fgeof a subject enrolled in the study or the vafidi
of bioavailability or bioequivalence study conduftte

(i) reject the results of bioavailability or bioequieate study, as the case may be;

(iif) suspend for such period as considered apatgpor cancel the permission granted under rdlén3
Form CT-07,

(iv) debar the investigator or the sponsor inaligdhis representatives, to conduct any bioavaitstoir
bioequivalence study in future for such period asstdered appropriate by the Central Licencing
Authority.

(2) Where a person or an institution or an orgaimisao whom permission has been granted under3ilm Form
CT-07or the sponsor is aggrieved by the order ®fCGkntral Licencing Authority, the person or thstilation or the
organisation may, within a period of sixty daystw# receipt of the order, make an appeal to theér&leéBovernment
and that Government may, after such enquiry, asnddenecessary, and after affording an opporturfitipeing
heard, pass such order in relation thereto as mayhbsidered appropriate in the facts and circumetof the case
within a period of sixty days from the date of iiptef the appeal.

CHAPTER VI
COMPENSATION

39. Compensation in case of injury or death in clinical trial or bioavailability or bioequivalence study of new
drug or investigational new drug.— (1) Where any death of a trial subject occursmura clinical trial or
bioavailability or bioequivalence study, the leghéir of the trial subject shall be provided finaaici
compensation by the sponsor or its representatwe, has obtained permission to conduct the clinidal or
bioavailability or bioequivalence study, in accanda with the procedure specified in rule 42.

(2)Where permanent disability or any other injury asdo a trial subject during a clinical trial oobiailability or
bioequivalence study, the trial subject shall baviged financial compensation by the sponsor ordfgesentative,
who has obtained permission to conduct the clintigal or bioavailability or bioequivalence study,accordance with
the procedure specified in rule 42.

(3)The financial compensation referred to in sub-ljeor sub-rule (2) shall be in addition to any emges incurred
on medical management of the trial subject.

(4)In the event of an injury, not being permanentature, the quantum of compensation shall be commataswith
the loss of wages of the subject as provided irStheenth Schedule.
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40.

(5)The sponsor or its representative shall give aeuaking along with the application for clinicabirpermission to
the Central Licencing Authority to provide compdimain the case of clinical trial related injury death for which
subjects are entitled to compensation.

(6)Where the sponsor or its representative, who htsnatal permission to conduct clinical trial or hia#ability or
bioequivalence study, fails to provide financiahmgensation, as referred to in sub-rule (1) or sub2), the Central
Licencing Authority shall, after affording an opparity of being heard, by an order in writing, seisg or cancel the
clinical trial or bioavailability or bioequivalencgudy or restrict the sponsor including its repreative, who has
obtained permission to conduct clinical trial oodurailability or bioequivalence study, to conduay durther clinical
trial or bioavailability or bioequivalence studytake any other action for such period as consitlappropriate in the
light of the facts and circumstances of the case.

Medical Management in clinical trial or bioavailability and bioequivalence study of new drug or
investigational new drug.— (1) Where an injury occurs to any subject durifigical trial or bioavailability and
bioequivalence study of a new drug or an investgal new drug, the sponsor, shall provide free insd
management to such subject as long as requiredrakig opinion of investigator or till such timeistestablished
that the injury is not related to the clinical trizr bioavailability or bioequivalence study, a® tbase may be,
whichever is earlier.

(2)The responsibility for medical management as reteto in sub-rule (1), shall be discharged by thensor or
the person who has obtained permission from thér@dricencing Authority.

(3)Where the sponsor or its representative, who hasimdd permission to conduct clinical trial or
bioavailability or bioequivalence study, fails toopide medical management, as referred to in siéb{l), the
Central Licencing Authority shall after affording apportunity of being heard, by an order in watisuspend or
cancel the clinical trial or bioavailability or hBquivalence study or restrict the sponsor includite
representative, who has obtained permission to wxtnzlinical trial or bioavailability or bioequivahce study, to
conduct any further clinical trial or bioavailalylior bioequivalence study or take any other actarsuch period
as considered appropriate in the light of the facid circumstances of the case.

41. Consideration of injury or death or permanent disability to be related to clinical trial or bioavailability and

42.

bioequivalence study.— Any injury or death or permanent disability ofralt subject occurring during clinical trial
or bioavailability or bioequivalence study due tty @f the following reasons shall be consideredliascal trial or
bioavailability or bioequivalence study relateduinyj or death or permanent disability, namely:-

(a) adverse effect of the investigational product;

(b) violation of the approved protocol, scientific méscluct or negligence by the sponsor or his reptatiee
or the investigator leading to serious adverse even

(c) failure of investigational product to provide inted therapeutic effect where, the required standare or
rescue medication, though available, was not pealit the subject as per clinical trial protocol;

(d) not providing the required standard care, thougiilalvle to the subject as per clinical trial pratoin the
placebo controlled trial;

(e) adverse effects due to concomitant medication ekotustandard care, necessitated as part of theggb
protocol;

() adverse effect on a child in-utero because of #réqipation of the parent in the clinical trial;
(g) any clinical trial procedures involved in the studgiding to serious adverse event.

Procedure for compensation in case of injury or death during clinical trial, bioavailability and
bioeguivalence study.— (1) The investigator shall report all serious adeeevents to the Central Licencing
Authority, the sponsor or its representative, whg bbtained permission from the Central Licencingh@rity
for conduct of clinical trial or bioavailability obioequivalence study, as the case may be, andthies
Committee that accorded approval to the study paitavithin twenty-four hours of their occurrenamnd if
the investigator fails to report any serious adeergent within the stipulated period, he shall hewéurnish
the reasons for delay to the satisfaction of thaté Licencing Authority along with the report tife serious
adverse event.

(2) A case of serious adverse event of death beadixamined in the following manner, namely:-

(i) the Central Licencing Authority shall constiuan independent expert committee to examine thescand
make its recommendations to the said authority digiving at the cause of death and quantum of
compensation in case of clinical trial related teat
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(i) the sponsor or its representative and the stigator shall forward their reports on seriouseade event of
death after due analysis to the Central LicencinghArity and the head of the institution where the
clinical trial or bioavailability or bioequivalencgudy has been conducted within fourteen daysef t
knowledge of occurrence of serious adverse evedeath:;

(iii) the Ethics Committee for clinical trial shéftbrward its report on serious adverse event offdetier due
analysis along with its opinion on the financiahgzensation, if any, determined in accordance with t
formula specified in the Seventh Schedule, to lid pw the said sponsor or its representative, wa® h
obtained permission from the Central Licencing Auitty for conduct of clinical trial or bioavailaltiy or
bioequivalence study, as the case may be, to tmrald.icencing Authority within a period of thirty
days of receiving the report of the serious advevsnt of death from the investigator;

(iv) the Central Licencing Authority shall forward theport of the investigator, sponsor or its represtare
and the Ethics Committee to the Chairperson oeitpert committee;

(V) the expert committee shall examine the report afoss adverse event of death and make its
recommendations available to the Central Licendnthority for the purpose of arriving at the cauge
the serious adverse event of death within sixtysdagm the receipt of the report of the seriouseas
event, and the expert committee while examiningethent, may take into consideration, the reporthef
investigator, sponsor or its representative andethees Committee for clinical trial;

(vi) in case of clinical trial or the bioavailability bioequivalence study related death, the experinsitiee
shall also recommend the quantum of compensat&teymined in accordance with the formula specified
in the Seventh Schedule, to be paid by the spamshis representative who has obtained the peromissi
to conduct the clinical trial or the bioavailabjlibr bioequivalence study, as the case may be;

(vii) the Central Licencing Authority shall consider teeommendations of the expert committee and shalll
determine the cause of death with regards to tletedness of the death to the clinical trial or the
bioavailability or bioequivalence study, as theecamy be;

(viii) in case of clinical trial or the bioavailability dsioequivalence study related death, the Central
Licencing Authority shall, after considering thecoenmendations of the expert committee, by order,
decide the quantum of compensation, determineagathp formula specified in the Seventh Schedole, t
be paid by the sponsor or its representative aall ghss orders as deemed necessary within nirgty d
of the receipt of the report of the serious advessmnt;

(ix) the sponsor or its representative shall pay tmepemsation in case the serious adverse event @i tea
related to clinical trial or the bioavailability ®oequivalence study, as specified in the ordfsrred to
in clause (viii) of the Central Licencing Authorithin thirty days of the receipt of such order.

(3) Cases of serious adverse events of permaisaitility or any other injury other than deathslsha
examined in the following manner, namely:

(i) the sponsor or its representative, and the dtigator shall forward their reports on seriouseade event,
after due analysis, to the Central Licencing Auitlypichairperson of the Ethics Committee for claditrial
and head of the institution where the trial or baitability or bioequivalence study has been conedc
within fourteen days of the reporting of seriousexrde event;

(ii) the Ethics Committee for clinical trial shall forwaits report on serious adverse event of permanent
disability or any other injury other than deaths tlae case may be, after due analysis along veitbpinion
on the financial compensation, if any, determineédcordance with the formula specified in the Bdve
Schedule, to be paid by the sponsor or its reptatea who has obtained permission to conduct cditrial
or the bioavailability or bioequivalence study,the case may be, within thirty days of receiving taport
of the serious adverse event;

(iif) the Central Licencing Authority shall determine tb@use of the injury and pass order as specified in
clause (iv), or may constitute an independent eéxganmittee, wherever it considers necessary, &méxe
such serious adverse events of injury, and suchp@addent expert committee shall recommend to the
Central Licencing Authority for the purpose to aeriat the cause of the serious adverse event andtad
guantum of compensation, as determined in accoedaiib formula as specified in the Seventh Schedule
case of clinical trial or bioavailability or bioeigalence study related injury, within a period oftg days of
receipt of the report of the serious adverse event;

(iv) in case of clinical trial or the bioavailability doequivalence study related injury, the Centrigkehcing
Authority shall, by order, decide the quantum ofmpensation, determined in accordance with the feamu
specified in the Seventh Schedule, to be paid kystionsor or his representative who has obtained th
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43.

45.

46.

47.

permission to conduct the clinical trial or the doiailability or bioequivalence study, as the casgy e,
within a period of ninety days of receipt of theoe of the serious adverse event;

(V)the sponsor or its representative, who has obtgireatission to conduct the clinical trial or biodahility or
bioequivalence study, as the case may be, shalhgagompensation in case of clinical trial or baiability
or bioequivalence study related injury, as spediffethe order of the Central Licencing Authorigfarred to
in clause (iv) within thirty days of receipt of suorder.

Medical management and compensation for injury or death relating to biomedical and health research
overseen by an Ethics Committee for biomedical and health research as referred to in Chapter 1V.—
Notwithstanding anything contained in these ruteedical management and compensation for injury eattd
relating to biomedical and health research, overdgean Ethics Committee for clinical trials asereéd to in
Chapter IV, shall be in accordance with the Natid&gnical Guidelines for Biomedical and Health Rash
Involving Human Patrticipants specified by the Imd@ouncil of Medical Research from time to time.

CHAPTER VII
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY CENTRE

Registration of bioavailability and bioequivalence study centre.— No bioavailability and bioequivalence study
centre shall conduct any bioavailability study @dguivalence study of a new drug or investigatiorav drug in
human subjects except in accordance with the ratimh granted by the Central Licencing Authorityder these
rules.

Application for registration of bioavailability and bioequivalence study centre— (1) Application for
registration of any bioavailability and bioequivate study centre with the Central Licencing Authoshall
be made to the said authority in Form CT-08.

(2) The application under sub-rule (1)lsha accompanied by a fee as specified in thehSbahedule and such
other information and documents as specified irRtwerth Schedule.

Inspection of bioavailability and bioequivalence study centre.— On receipt of an application under sub-rule
(2) of rule 45, any officer authorised by the Cahtricencing Authority who may be accompanied by tifficers
authorised by the State Licencing Authority, mayssan inspection of the bioavailability and bidegience
study centre to verify the facility of the centmedathe capacity of the applicant to comply with teguirements of
these rules.

Grant of registration to bioavailability and bioequivalence study centre— (1) The Central Licencing
Authority may, after scrutiny of the informationcadocuments furnished with the application in F&Mm08 and
such further enquiry, if any, as may be considerecessary, and if satisfied, that the requiremehtkese rules
have been complied with, grant registration to d@pg@licant in Form CT-09 within a period of ninetynking
days from the date of receipt of its applicatiof-orm CT-08; or if not satisfied, reject the apation, for reasons
to be recorded in writing, from the date the amilan was made under sub-rule (1) of rule 45;

(2) In case, where the Central Licencing Authority ¢dess that there are some deficiencies in the egiptin
and the same are to be rectified, said authorigyl §iform the applicant of the deficiencies withime period as
provided in sub-rule (1);

(3) The applicant may, after being informed by the @#hiticencing Authority as specified in sub-rule(2)
(i) rectify the deficiencies within a period sffesd by the Central Licencing Authority; and

(i) where the applicant rectifies the deficiencithin the period referred to in clause (i) and pdes
required information and documents, the Centraleh@ing Authority shall scrutinise the
application again and if satisfied, grant registratto the applicant in Form CT-09 or if not
satisfied, reject the application within a periddninety days reckoned from the day when the
required information and documents were provided:

Provided that in case of rejection, the applicaaly mequest the Central Licencing
Authority, to reconsider the application within arjpd of sixty days from the date of rejection loé t
application on payment of fee as specified in thethSSchedule and submission of required
information and documents.

(4) An applicant who is aggrieved by the decisionta €entral Licencing Authority under sub-rule (t)sab-
rule (3), may file an appeal within forty-five dafrem the date of receipt of such rejection beftve Central
Government and that Government may, after suchigngund after giving an opportunity of being heaodthe
appellant, dispose of the appeal within a periosixtly days.
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48. Validity period and renewal of registration of bioavailability and bioequivalence centre.— (1) The registration
granted under rule 47 in Form CT-09 shall remailidvi@r a period of five years from the date of igsue, unless
suspended or cancelled by the Central Licencindn@vitly.

(2)The bioavailability or bioequivalence centre shmailke an application for renewal of registratiorForm CT-08
along with documents as specified in the FourtheBale at least ninety days prior to date of expuifyits
registration:

Provided that if the application for renewal of istation is received by the Central Licencing Aarity
ninety days prior to date of expiry, the registratshall continue to be in force until orders amsged by the said
authority on the application.

(3)The Central Licencing Authority shall, after scnytiof information enclosed with the application aaiter
taking into account the inspection report, and siucther enquiry, if any, as may be considered ssasy, if
satisfied, that the requirements of these rules,

(i) have been complied with, grant registration or venegistration in Form CT-09;

(i) have not been complied with, reject the applicationreasons to be recorded in writing, withineaipd of
forty-five days, from the date the application waade under sub-rule (2).

49. Conditions of registration.— The registration granted under rule 47 in Form @TsBall be subject to following
conditions, namely-

0] the centre shall maintain the facilities andcpaeely qualified and trained personnel as spetifie
the Fourth Schedule for performing its functions;

(i) the centre shall initiate any bioavailabiliyudy or bioequivalence study of any new drug or
investigational new drug in human subjects aftgarapal of the protocol and other related
documents by the Ethics Committee for clinicalltaiad permission of such study granted by the
Central Licencing Authority;

(i)  where the bioavailability or bioequivalence stuédynice does not have its own Ethics Committee,
bioavailability or bioequivalence study at thaesihay be initiated after obtaining approval of the
protocol from another Ethics Committee for clinit@hl registered under rule 8:

Provided that the approving Ethics Comeithiccepts the responsibility for the study at the
centre and, both the approving Ethics Committeethadtentre, are located within the same city or
within a radius of fifty kms of the centre;

(iv)  the Central Licencing Authority shall be informeloat the approval of the Ethics Committee for
clinical trial;

(v) bioavailability or bioequivalence study of investipnal new drug shall be registered with the
Clinical Trial Registry of India before enrolliné first subject for the study;

(vi)  study shall be conducted in accordance with thpgaed protocol and other related documents and
as per requirements of Good Clinical Practices &liids and provisions of the Act and these rules;

(vii) in case of termination of any such study prematutaly,detailed reasons for such termination shall
be communicated to the Central Licencing Autharitynediately;

(viii) anyreport of serious adverse event occurring duringysto the subject of such study shall, after
due analysis, be forwarded to Central Licencinghauty within fourteen days of its occurrence in
the format as specified in Table 5 of the Third &ble and in compliance with the procedures as
specified in rule 42;

(ix) in case of an injury to the study subject duringdgt the complete medical management and
compensation in the case of study related injurfl &fe provided in accordance with the provisions
of Chapter VI and details of compensation paichtttial subject in such cases shall be intimaded t
the Central Licencing Authority within thirty dags$ receipt of the order;

x) in case of death, permanent disability, injury otth@n death and permanent disability, as the case
may be, of a study subject, compensation shallrbgigeed in accordance with the provisions of
Chapter VI and details of compensation paid tottia¢ subject or his legal heir, as the case may be
in such cases shall be intimated to the Centraériding Authority within thirty days of receipt of
the order;

(xi)y if there is any change in constitution or ownerstiighe bioavailability and bioequivalence study
centre, the centre shall intimate about the changeriting to the Central Licencing Authority
within thirty days of such change;
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(xii)  the study centre shall maintain data, records, anérotftocuments related to the conduct of the
bioavailability or bioequivalence study for a petiof five years after completion of such study or
for at least two years after the expiration datéhef batch of the new drug or investigational new
drug studied, whichever is later;

(xiii) the bioavailability and bioequivalence study censtell allow any officer authorized by the
Central Licencing Authority who may be accompanigdan officer authorised by State Licencing
Authority to enter the premises with or without gurinotice, to inspect any record, statistical
observation or results or any documents relateidavailability study and bio-equivalence study
and furnish information to the queries raised bghsauthorised person, in relation to the conduct of
the said study;

(xiv) the Central Licencing Authority may, if consideredcessary, impose additional condition, in
writing with justification, in respect of specifitioavailability and bioequivalence study regarding
the objective, design, subject population, subgigiibility, assessments, conduct and treatment of
such specific study.

50. Inspection of bioequivalence and bioavailability study centre registered with Central Licencing Authority.—

The bioavailability and bioequivalence study cemégistered by the Central Licencing Authority un&eile 47 in

Form CT-09, including his representatives and itigator, shall allow any officer authorised by tGentral

Licencing Authority, who may be accompanied by #iicer authorised by the State Licencing Authority,enter

the premises of the bioavailability and bioequinake study centre with or without prior consentingpect, search
or seize, any record, document, investigationatipcb and other related material and reply to qeeidésed by the
inspecting authority in relation to functioningtbk centre.

51. Suspension or cancellation of registration of bioavailability and bioequivalence study centre.— (1) Where any

bioavailability and bioequivalence study centrelliding his representatives or investigator, failscomply with
any provision of the Act and these rules, the Gértticencing Authority may, after giving an opparity to show
cause and after affording an opportunity of beiegrd, by an order in writing, take one or morehaf following
actions, namely-

(a) issue warning in writing describing the deficiencyor defect observed during
inspection or otherwise, which may affect adverdbly right or well-being of trial subject or the
validity of any study conducted;

(b) reject the results of the study;
(c) suspend the conduct of a study;

(d) suspend for such period as considered appropriatar@el the registration granted under rule 47 in
Form CT-09; and

(e) debar the centre including its representative®talact any bioavailability and bioequivalence study
future for such period as considered appropriattheyCentral Licencing Authority.

(2) Where a bioavailability and bioequivalence stadntre registered under Form CT-

09 against whom an order has been made under Bul§ifuis aggrieved by the order of the Centralehicing
Authority, the bioavailability and bioequivalendeidy centre may within a period of sixty days of tleceipt of the
order, make an appeal to the Central Governmenttaidsovernment may, after such enquiry, as deeraedssary
and after affording an opportunity of being heapdss such orders in relation thereto as may beidzyes
appropriate in the facts and circumstances of dse.c

CHAPTER VIII

MANUFACTURE OF NEW DRUGS OR INVESTIGATIONAL NEW DRUGSFOR CLINICAL
TRIAL, BIOAVAILABILITY OR BIOEQUIVALENCE STUDY OR FOR EXAMINATION, TEST

AND ANALYSIS

52. Application for permission to manufacture of new drug or investigational new drug for clinical trial

or bioavailability and bioequivalence study or for examination, test and analysis. —

(1) No person shall manufacture a new drug or an iigesinal new drug to conduct clinical trial or
bioavailability or bioequivalence study or for exaation, test and analysis without obtaining pesiois to
manufacture such new drug or investigational newgdrom the Central Licencing Authority.
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(2) Any person who intends to manufacture a new drugnanvestigational new drug to conduct clinicéltor
bioavailability and bioequivalence study or for emaation, test and analysis shall make an appdinait
Form CT-10 to the Central Licencing Authority totain the permission referred to in sub-rule(1).

(3) The application referred in sub-rule (2) shall eamnpanied with such documents and information as
specified in the Fourth Schedule along with fesecified in the Sixth Schedule.

53. Grant of permission to manufacture new drugs or investigational new drugs for clinical trial or
bioavailability or bioequivalence study, or for examination, test and analysis— (1)The Central Licencing
Authority may, after scrutiny of the informationdadocuments furnished with the application in F&i10 and
such further enquiry, if any, as may be considereckssary, if satisfied, that the requirementdese rules have
been complied with, grant permission to manufactikeenew drug or investigational new drug for cartdf clinical
trial or bioavailability or bioequivalence studyfor examination, test and analysis, as the cagelmathe new drug
or investigational new drug, in Form CT-11 withirpariod of ninety working days from the date ofeip¢t of its
application in Form CT-10; or if not satisfied thihé requirements of these rules have been comyplibdreject the
application, for reasons to be recorded in writimgthin a period of ninety working days from thetelahe
application was made under sub-rule (2) of rule 52.

(2)In case, where the Central Licencing Authoribnsiders that there are some deficiencies in tipdicapion and
the same may be rectified, the said authority shédfrm the applicant of the deficiencies withiretheriod specified
in sub-rule (1)

(3) The applicant may, after being informed by @entral Licencing Authority as specified in suber(®)—
i) rectify the deficiencies within a period specifiegithe Central Licencing Authority; an
fy the def h d fiegithe C IL Auth d

(ii) where the applicant rectifies the deficiency witthie period referred to in clause (i) and provides
required information and documents, the Centralehging Authority shall scrutinise the
application again and if satisfied, grant permisgi®o manufacture for conduct of clinical trial or
bioavailability or bioequivalence study, or for exaation, test and analysis, as the case may be
for the new drug or investigational new drug; ondt satisfied, reject the application within a
period of ninety working days reckoned from the dalen the required information and
documents were provided:

Provided that in case of rejection, the applicargyntequest the Central Licencing
Authority to reconsider the application within aripé of sixty working days from the date of rejectiof
the application on payment of fee as specified e Bixth Schedule and submission of required
information and documents.

(4) An applicant who is aggrieved by the decisiéthe Central Licencing Authority under sub-rulg ¢t sub-rule (3),

may file an appeal before the Central Governmettiwiforty-five days from the date of receipt otchudecision and
that Government, may, after such enquiry, and a&fieng an opportunity of being heard to the apgrall dispose of
the appeal within a period of sixty days from tlaedof filing the appeal.

54. Validity period of permission to manufacture of new drug or investigational new drugs for clinical trial or
bioavailability and bioequivalence study, or for examination, test and analysis— (1) The permission granted
under rule 53 in Form CT-11 shall remain valid #omperiod of three years from the date of its issudess
suspended or cancelled by the Central Licencindndvitly.

(2) In exceptional circumstances, where the Cehicancing Authority is satisfied about the necsand exigency, it
may, on the request of the applicant made in vgijtby order, and for reasons to be recorded, extengeriod of
the permission granted for a further period of paar.

55. Condition of permission.— The grant of permission under rule 53 in Form OTshall be subject to the following
conditions, namely-

(i) the permission holder shall make use of new drug nufatured under Form
CT-11 only for the purposes of conducting clinitddl or bioavailability and bioequivalence study o
for examination, test and analysis and no part ehall be sold in the market or supplied to artheot
person or agency or institution or organisation;

(ii) the permission holder shall manufacture new dfagthe purposes of clinical trial or bioavailatyiland
bioequivalence study or for examination, test andlysis in small quantities in accordance with the
provisions of these rules and at places specifigtié permission and in accordance with the priasip
of Good Manufacturing Practices;

(iif) the permission holder shall keep a record of newgslmanufactured and persons to whom the drugs
have been supplied for clinical trial or bioavail@p and bioequivalence study or for examinatitest
and analysis;



168 THE GAZETTE OF INDIA : EXTRAORDINARY [RRT II—SEC. 3(i)]

(iv) where new drug manufactured for purposes of clirtital or bioavailability or bioequivalence study
or for examination, test and analysis is left oweremains unused or gets damaged or its specified
shelf life has expired or has been found to beubf standard quality, the same shall be destrogdd a
action taken in respect thereof shall be recorded.

56. Licence to manufacture new drugs or investigational new drugs for clinical trial or bioavailability or
bioequivalence study or for examination, test and analysis under the Drugs and Cosmetics Rules, 1945.— (1)
After obtaining permission under rule 53, the parssho intends to manufacture the new drug or itigagonal
new drugs for clinical trial or bioavailability drioequivalence study or for examination, test amalysis of new
drugs or investigational new drugs, shall make pplieation for grant of licence to manufacture ndmg or
investigational new drugs in accordance with thevigions of the Act and the Drugs and CosmeticeRul945.

(2) The application referred in sub-rule (1) shal accompanied by the permission under rule 53mmFCT-
11 obtained by the applicant from the Central La@eg Authority to manufacture the new drugs fonidal
trial or bioavailability or bioequivalence study for examination, test and analysis.

57. Inspection of new drugs or investigational new drugs manufactured for clinical trial or bioavailability and
bioequivalence study or for examination, test and analysis— The permission holder or the person, to whom
new drugs have been supplied for conducting clinidal or bioavailability and bioequivalence study for
examination, test and analysis, shall allow anyceffauthorised by the Central Licencing Authonitythe State
Licencing Authority to enter, the premises where tiew drug is being manufactured or stored, withvithout

prior notice, to inspect such premises and reconoigestigate the manner in which the drugs are doein
manufactured or stored or used and to take sametedf.

58. Suspension or cancellation of manufacturing permission for new drug or investigational new drugs.— (1)
Subject to provisions of rule 55, where the periais$older, fails to comply with any provision dfet Act and
these rules, the Central Licencing Authority mayeragiving that person an opportunity to show eaasad after

affording an opportunity of being heard, by an orde writing, take one or more of the following mcts,
namely:—

0] suspend the permission for such period as considgrpropriate;

(i) cancel the permission granted under rule 53 in FOTRL1.

(2) Where the permission holder whose permissios teen suspended or cancelled under sub-rule (1) is
aggrieved by an order of the Central Licencing Awitly, he may, within sixty days of the receipttag
order, make an appeal to the Central GovernmenttatdGovernment may, after such enquiry, as deemed
necessary and after affording an opportunity ohddieard, pass such order in relation thereto ashea
considered appropriate in the facts and circumstan€the case.

59. Application for permission to manufacture unapproved active phar maceutical ingredient for development of

pharmaceutical formulation for test or analysis or clinical trial or bioavailability and bioequivalence
study.—

(1) Where a manufacturer of a pharmaceutical foath intends to procure active pharmaceuticaladgmt,
which is not approved under rule 76 or rule 81,development of formulation and to manufacture tegc
for test or analysis or clinical trial or bioavdility and bioequivalence study of such formulatighe
application for permission to manufacture such dslugll be made to the Central Licencing Authorigythe
manufacturer of pharmaceutical formulation in Fa@f-12 and manufacturer of the active pharmaceutical
ingredient in Form CT-13

(2) The application under sub-rule (1) shall be oagganied by such other particulars
and documents as are specified in Form CT-12 anKoF-13, as the case maybe.

60. Grant of permission to manufacture unapproved active pharmaceutical ingredient for development of
phar maceutical formulation for test or analysisor clinical trial or bioavailability and bioequivalence study.— (1)
The Central Licencing Authority may, after scrutiof/the information and documents furnished with #pplication

under rule 59 in Form CT-12 or CT-13, as the casg be, and such further enquiry, if any, as maydeasidered
necessary:-

(i) if satisfied, that the requirements of these rilage been complied with, grant the permission ¢ th
manufacturer of active pharmaceutical ingredienform CT-15 to manufacture the unapproved
active pharmaceutical ingredient and to the manufac of pharmaceutical formulation in Form CT-
14 for development of pharmaceutical formulatiorr figst or analysis or clinical trial or
bioavailability and bioequivalence study within eip working days; or

(ii) if not satisfied that the requirements of these ruda®e been complied with, reject the application, f
reasons to be recorded in writing, within a permfdninety working days, from the date, the
application was made under sub-rule (1) of ruleds9;
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61.

62.

63.

(iii) if the Central Licencing Authority considers thhete are some deficiencies in the application aad t
same may be rectified, the said Authority shalbinf the applicant of the deficiencies within the
stipulated period referred to in clause (i).

(2) The applicant may, after being informed, by @entral Licencing Authority as referred to in dauiii) of
sub-rule (1),-

(i) rectify the deficiencies within a period specifiegthe Central Licencing Authority;

(i)  where the applicant rectifies the deficiency, dsrred in sub-rule (1), within the period refertedn
clause (i) and provides required information anatutoents, the Central Licencing Authority shall
scrutinise the application again and if satisfigglant permission to the manufacturer of active
pharmaceutical ingredient in Form CT-15 to manufeetthe unapproved active pharmaceutical
ingredient and to the manufacturer of pharmaceufaranulation in Form CT-14 for development of
pharmaceutical formulation for test or analysiscbnical trial or bioavailability and bioequivaleac
study; or if not satisfied, reject the applicatioithin a period of ninety working days reckonednfrthe
day when the required information and document®\peovided:

Provided that in case of rejection, the applicaaymequest the Central Licencing Authority, to
reconsider the application within a period of sigyys from the date of rejection of the application
payment of fee as specified in the Sixth Schedotesabmission of required information and documents

(3) An applicant who is aggrieved by the decisiérihe Central Licencing Authority under sub-rulg @ sub-
rule (2), may file an appeal before the Central @oment within sixty days from the date of receiptsuch
rejection and that Government, may, after such iepgand after giving an opportunity of being hedadthe
appellant, dispose of the appeal within a periogixtly days from the date of filing the appeal.

Validity period of the permission to manufacture unapproved active pharmaceutical ingredient and its
formulation for test or analysis or clinical trial or bioavailability and bioequivalence study.— (1) The
permission granted under rule 60 in Form CT-14 em#CT-15, as the case may be, shall remain validaf
period of three years from the date of its issmgas suspended or cancelled by the Central Lingnkuthority.

(2) In exceptional circumstances, where the Cerltieéncing Authority is satisfied about the necgssind
exigency, it may, on the request of the applicaatienin writing, by order and for reasons to be réed extend
the period of permission granted for a further peiof one year.

Suspension or cancellation of permission to manufacture unapproved active pharmaceutical ingredient for
development of formulation for test or analysis or clinical trial or biocavailability and bioequivalence
study.— (1) Subject to provision of rule 60, where thenfatation manufacturer or an active pharmaceutical
ingredient manufacturer fails to comply with anywyisions of the Act and these rules, the Centrakhcing
Authority may, after giving an opportunity to sh@ause and after affording an opportunity of beiegrt, by an
order in writing, take one or more of the followiagtions, namely-

0] suspend the permission for such period as considgrpropriate;

(i) cancel the permission granted under rule 60 in FO14 or Form CT-15.

(2) Where the formulation manufacturer or activanphaceutical ingredient manufacturer whose peronshas
been suspended or cancelled under sub-rule (hAggeeved by an order of the Central Licencing Auitly,
such manufacturer may, within forty-five days o theceipt of the order, make an appeal to the &kentr
Government and that Government may, after such igngas deemed necessary and after affording an
opportunity of being heard, pass such orders iatioal thereto as may be considered appropriathdrfacts
and circumstances of the case.

Conditions of permission.— The permission granted under rule 60 in Form CTei4-orm CT-15 shall be
subject to following conditions, namehy

(i) the manufacturer of pharmaceutical formulat@rthe active pharmaceutical ingredient shall made of the
unapproved active pharmaceutical ingredient manurfad on the basis of permission issued underg@jenly
for the purposes specified in the said permissiod, no part of it shall be sold in the market;

(i) the permission holder shall manufacture sudhiva pharmaceutical ingredient or its pharmacailitic
formulation for the purposes as specified in pesiois in accordance with the provisions of thesesuind at
places referred to in such permission and, in ctwe,manufacture of such drugs is for clinical Itoa
bioavailability and bioequivalence study, it shoblel manufactured in accordance with the principfeGood
Manufacturing Practices;
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(iii) the manufacturer of a pharmaceutical formiglatand active pharmaceutical ingredient referceshtclause (i),
shall keep all necessary records to indicate tlaatity of drug procured, manufactured, used, disgas in any
manner and other matters related thereto;

(iv) where unapproved active pharmaceutical ingmetliand pharmaceutical formulation manufactured in
accordance with the permission issued under rulis &t over or remains, unused or gets damagets shelf
life has expired or has been found to be of subestad quality, the same shall be destroyed andratdken in
respect thereof shall be recorded.

64. Licence to manufacture unapproved active pharmaceutical ingredient for development of formulation for

test or analysis or clinical trial or bioavailability and bioequivalence study under the Drugs and Cosmetics
Rules, 1945.— (1) After obtaining permission under rule 60, fherson intending to manufacture unapproved
active pharmaceutical ingredient or pharmaceuficahulation of the new drug or investigational newg for
clinical trial or bioavailability or bioequivalencetudy or for examination, test and analysis, shadlke an
application for grant of licence to manufacture ppraved active pharmaceutical ingredient or phasutcal
formulation for test or analysis or clinical triat bioavailability in accordance with the provissoaf the Act and
the Drugs and Cosmetics Rules, 1945.

(2) The application referred in sub-rule (1) shmdlaccompanied by the permission granted under6fui@ Form
CT-14 or Form CT-15, as the case may be, obtainethé applicant from the Central Licencing Authprtb
manufacture unapproved active pharmaceutical ingnédor development of formulation for test or bsés or
clinical trial or bioavailability or bioequivalencdudy.

65. Inspection of manufacturer of unapproved active pharmaceutical ingredient for development of formulation
for test or analysis or clinical trial or bioavailability and bioequivalence study.— The manufacturer of active
pharmaceutical ingredient or formulation, refertedn rule 60, shall allow any officer authorisey e Central
Licencing Authority or the person authorised by State Licencing Authority to enter the premiseskrghthe
unapproved active pharmaceutical ingredient is demanufactured, stored and used, with or withoigrprotice,
to inspect such premises and records, inspect #mnen in which the unapproved active pharmaceuticgedient
is being manufactured and stored or used and tosakple thereof.

66. Manner of labelling.— (1) Any new drug or investigational new drug mautfired, for the purpose of clinical trial
or bioavailability or bioequivalence study, shadl kept in containers bearing labels, indicatingrthme of the drug
or code number, batch or lot number, wherever aable, date of manufacture, use before date, saagditions,
name of the institution or organisation or the cenvhere the clinical trial or bioavailability olidequivalence
study is proposed to be conducted, name and addfébs manufacturer, and the purpose for whidhmai been
manufactured.

(2) Where a new drug or an investigational new drugaufactured by the permission holder on behalf of
another person, the permission holder shall indioatthe label of the container of such drug, #v@e and address
of the manufacturer and the person to whom it isdeupplied along with the scientific name of sulbrhg, if
known, or the reference which shall enable sucl tinbe identified and the purpose for which inianufactured.

(3) No person or manufacturer shall alter, obliteratel@face any inscription or mark made on the costai
label or wrapper of any new drug manufactured withmermission of the Central Licencing Authority.

CHAPTER IX

IMPORT OF NEW DRUGS AND INVESTIGATIONAL NEW DRUGSFOR CLINICAL TRIAL
OR BIOAVAILABILITY OR BIOEQUIVALANCE STUDY OR FOR
EXAMINATION, TEST AND ANALYSIS

67. Application for import of new drug or investigational new drug for clinical trial or bioavailability or
bioequivalence study or for examination, test and analysis— (1) No person shall import a new drug or any
substance relating thereto for conducting clintgal or bioavailability or bioequivalence study for examination,
test and analysis except in accordance with tlemdie granted by Central Licencing Authority.

(2) Any person or institution or organisation wimbeinds to import a new drug or any substance ngjdliereto for
conducting clinical trial or bioavailability or béguivalence study or for examination, test andyeamalshall make
an application in Form CT-16 to the Central LicergcAuthority.

(3) The application under sub-rule (2) shall beoagganied by a fees specified in the Sixth Schedntesuch other
information and documents as specified in Form 6T-1

68. Grant of licence for import of new drug or investigational new drug for clinical trial or bioavailability or
bioequivalence study or for examination, test and analysis.— (1) The Central Licencing Authority may, after
scrutiny of the information and documents furniskéth the application in Form CT-16 and such furtbaquiry,
if any, as may be considered necessatry,



[ || —@me 3(i) ] qRA T TSITS : STHTIROT 171

(i) if satisfied, that the requirements of these rbl@ge been complied with, grant the licence to irpor
of new drug or investigational new drug for cliditaal or bioavailability or bioequivalence study
or for examination, test and analysis in Form CTwifhin a period of ninety days from the date of
receipt of its application in FormCT-16;

(i) in case, where the Central Licencing Authority ddess that there
are some deficiencies in the application and thmesanay be rectified, the said Authority shall
inform the applicant of the deficiencies within stgulated period referred to in clause (i);

(iii) if not satisfied that the requirements of thesesulave been complied with, reject the application,
for reasons to be recorded in writing, within aipérof ninety days, from the date of the applicatio
made under sub-rule (2) of rule 67;

(2) The applicant may, after being informed, by @entral Licencing Authority as referred to in dau(ii)
of sub-rule (1)~

(i) rectify the deficiencies within a period spéeif by the Central Licencing Authority;

(if) where the applicant rectifies the deficiency, efenred in clause (i) and provides required
information and documents, the Central Licencingh@uty shall scrutinise the application
again and if satisfied, grant licence to importngfw drug or investigational new drug for
clinical trial or bioavailability or bioequivalencudy or for examination, test and analysis; or
if not satisfied, reject the application within erfpd of ninety working days reckoned from the
day when the required information and document®\weovided:

Provided that in case of rejection, the applicartymmequest the Central
Licencing Authority, to reconsider the applicatiaithin a period of sixty days from the date
of rejection of the application on payment of fee specified in the Sixth Schedule and
submission of required information and documents.

(3) An applicant who is aggrieved by the decisiéthe Central Licencing Authority under sub-rulg @t
sub-rule (2), may file an appeal before the CenBallernment within sixty days from the date of
receipt of such rejection and that Government, raétgr such enquiry, and after giving an opporunit
of being heard to the appellant, dispose of theeapwithin a period of sixty working days.

69. Validity period of licence for import of new drugsfor clinical trial or bioavailability or bioequivalence study or
for examination, test and analysis— (1) The licence granted under rule 68 in Form QTshall remain valid for a
period of three years from the date of its issmess suspended or cancelled by the Central Lingn&uthority.

(2) In exceptional circumstances, where the Ceritiaéncing Authority is satisfied about the necgssnd
exigency, it may, on the request of the applicaatienin writing, extend the period of the licencarged under
rule 68 for a further period of one year.

70. Condition of licence— The licence granted under rule 68 in Form CT-18ubject to the following conditions,
namely:—

(i) it shall be the responsibility of the licencee ts@re that the new drug has been manufactured in
accordance with the provisions of the Act, theskesruand principles of Good Manufacturing
Practices;

(ii) the licencee shall make use of a new drug or sobstaelating thereto imported on the basis of
licence granted under rule 68 in Form CT-17 onlytfee purposes of clinical trial or bioavailability
or bioequivalence study or for examination, testl @malysis and no part of such new drug or
substance relating thereto shall be sold in theketaor supplied to any other person or agency or
institution or organisation;

(iii) the licencee shall maintain records of imported ©lewg or substance relating thereto to indicate the
guantity of drug imported, used, disposed of in ax@nner and other matters related thereto;

(iv) where the imported new drug or substance relatiegeto is left over or remains unused or gets
damaged or its specified shelf life has expirechas been found to be of sub-standard quality, the
same shall be destroyed and details of action takeach cases shall be recorded.

71. Inspection of imported new drug for clinical trial or the biocavailability or bioequivalence study or for
examination, test and analysis— The person licenced to import a new drug for chhitrial or bioavailability or
bioequivalence study or for examination, test amalysis shall allow any officer authorised by then€al Licencing
Authority to enter the premises where a new drugutistances relating thereto has been manufacburiegported, is
stocked or is being used, with or without prioric@tto inspect such premises and records, invastigie manner in
which such drug is being stocked or used or to taltaple thereof if so required by the Central Loteg Authority
or his authorised person.
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72. Suspension or cancellation of import licence of new drug for clinical trial or bioavailability or bioequivalence study
or for examination, test and analysis.— (1) Where the person to whom a licence has beeriagt under rule 68, fails
to comply with any provisions of the Act and thesdes, the Central Licencing Authority may, aftavigg an
opportunity to show cause and after affording amoojpinity of being heard, by an order in writingsgend or cancel
the licence for such period as considered apprepeither wholly or in respect of some of the saihsts to which the
violation relates and direct the imported new dniagse disposed of in the manner specified in #ié srder.

(2) Where the person whose licence has been susgpemdancelled under sub-rule (1), is aggrievedrbgrder of
the Central Licencing Authority, such person maithin a period of forty-five days of the receipt thie order of
suspension or cancellation, make an appeal to #wr&l Government and that Government may, afteh su
enquiry, as deemed necessary and after affordirapportunity of being heard, pass such order iati@h thereto
as considered appropriate within a period of sixtyking days from the date of filing the appeal.

73. Manner of labelling.— (1) Any new drugs or investigational new drugs amed for the purpose of clinical trial or
bioavailability or bioequivalence study or for exaation, test and analysis shall be kept in coetairbearing
labels, indicating the name of the drug or code emnbatch or lot number, wherever applicable, dz#te
manufacture, use before date, storage conditicam®enof the institution or organisation or the centthere the
clinical trial or bioavailability or bioequivalencstudy or for examination, test and analysis isppsed to be
conducted, name and address of the manufactuktharpurpose for which it has been imported.

(2) Where a new drug or an investigational new dsuignported by the licencee on behalf of anothenspn, the
licencee shall indicate on the label of the comtainf the such drug, the name and address of therter and the
person to whom it is being supplied along with skeéentific name of such drug, if known, or the refece which
shall enable such drug to be identified and th@@se for which it is manufactured.

(3) No person or importer shall alter, obliteratedeface any inscription or mark made on the coetailabel or
wrapper of any new drug imported without permissidbthe Central Licencing Authority.

CHAPTER X
IMPORT OR MANUFACTURE OF NEW DRUG FOR SALE OR FOR DISTRIBUTION

74. Regulation of new drug.— No person shall import or manufacture for saléooistribution any new drug in the
form of active pharmaceutical ingredient or pharendical formulation, as the case may be, exceptaordance
with the provisions of the Act and these rules.

75. Application for permission to import new drug for sale or distribution.— (1) Any person who intends to
import new drug in the form of active pharmacedtiogredient or pharmaceutical formulation, as tiase may
be, for sale or for distribution in India, shall kesan application to obtain a permission from tleait€al Licencing
Authority in Form CT-18 along with a fee as spexidfin the Sixth Schedule:

Provided that an application for grant of permissim import a new drug, in the form of active
pharmaceutical ingredient which is a new drug myraved earlier, shall be accompanied by an appicdor
grant of permission to manufacture pharmaceutaahélation of that new drug.

(2) Where a new drug proposed to be marketed byarson is a new drug having unapproved new maie tiu
application in Form CT-18 shall be accompanied &tadnd other particulars including result of lodalical trial
as specified in the Second Schedule along with gjagaified in Table 1 of the Second Schedule andrapanied
with fee as specified in the Sixth Schedule.

(3) Where a new drug is proposed to be marketedtwhas been approved as a new drug in the couhty,
application in Form CT-18 shall be accompanied &taand other particulars as specified in the SkGmhedule
along with data specified in Table 2 of the Sec8atiedule and accompanied with fee as specifieddarSixth

Schedule.

(4) Where a new drug which is already permitted dertain claims, is now proposed to be marketedaty
person for new claims, new indication or new dostmen or new route of administration or new strémgt
application in Form CT-18 shall be accompanied htadand other particulars including result of loclaical
trial as specified in the Second Schedule alondy wita specified in Table 3 of the Second Schedak
accompanied with fee as specified in the Sixth Solee

(5) In case a new drug which is a fixed dose coation, the application in CT-18 shall be accompeaig data
and other particulars including result of locahidal trial as the case may be, as specified irBéwond Schedule
along with data specified in Table 1 or Table 2Table 3, as the case may be, of the Second Schaddle
accompanied with fee as specified in the Sixth Solee

(6) A person intends to market phyto-pharmaceutittajs shall make an application in CT-18 to thenttze
Licencing Authority along with data specified intfa 4 of the Second Schedule and it shall be acaaiag with
a fee as specified in the Sixth Schedule.
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(7) The
(1) if —

local clinical trial may not be requiredtie submitted along with the application referrednt sub-rule

0] the new drug is approved and marketed in counspesified by the Central Licencing Authority
under rule 101 and if no major unexpected seridugise events have been reported; or

(i)  the application is for import of a new drug for whithe Central Licencing Authority had already
granted permission to conduct a global clinicaltwhich is ongoing in India and in the meantimetsu
new drug has been approved for marketing in a cpwpecified under rule 101; and

(i) there is no probability or evidence, on the basiexisting knowledge, of difference in Indian
population of the enzymes or gene involved in thetatolism of the new drug or any factor affecting
pharmacokinetics and pharmacodynamics, safety ficd@y of the new drug; and

(iv) the applicant has given an undertaking in writiegcbnduct Phase IV clinical trial to
establish safety and effectiveness of such new dsiger design approved by the Central Licencing
Authority:

Provided that the Central Licencing Authority maglax this condition, where the drug is
indicated in life threatening or serious diseasegigeases of special relevance to Indian heakhao
or for a condition which is unmet need in Indiaswis XDR tuberculosis, hepatitis C, HIN1, dengue,
malaria, HIV, or for the rare diseases for whichgdr are not available or available at a high codtibis
an orphan drug.

(8) The submission of requirements relating to ahitexicology, reproduction studies, teratogeniadss,
perinatal studies, mutagenicity and carcinogeniicitthe application referred to in sub-rule (1),ynee modified
or relaxed in case of new drugs approved and nedidetr more than two years in other countrieshé €entral
Licencing Authority is satisfied that there is adatp published evidence regarding the safety ofithg, subject
to other provisions of these rules.

76. Grant of

permission for import of new drugs for sale or distribution.— (1) The Central Licencing Authority

may, after scrutiny of the information and docursefurnished with the application in Form CT-18 aswth
further enquiry, if any, as may be considered resys—

(i) if satisfied, that the requirements of these rilage been complied with, grant the permission to
import new drug, in the form of active pharmacealtiogredient for sale or for distribution in Form
CT-19 or pharmaceutical formulation for sale ordéstribution in Form CT-20, as the case may be,
within a period of ninety working days from the elaff receipt of its application in Form CT-18;

(i) in case, where the Central Licencing Authority d¢dess that there
are some deficiencies in the application and timeesmay be rectified, said Authority shall inform
the applicant of the deficiencies within the staggatl period referred to in clause (i);

(iif) if not satisfied that the requirements of thesesuiave been complied with, reject the application,
for that reasons to be recorded in writing, withiperiod of ninety working days, from the date of
the application made under rule 75.

(2) The applicant may, after being informed by @entral Licencing Authority as referred to in clayg) of sub-
rule (1)—

(3) An

(i) rectify the deficiencies within a period specifiegthe Central Licencing Authority;

(i1) where the applicant rectifies the deficiency, derred in clause (i), within the period referrednio
clause (i) and provides required information andwtoents, the Central Licencing Authority shall
scrutinise the application again and if satisfigint permission to import new drug, in the form of
active pharmaceutical ingredient for sale or fostribbution in Form CT-19 or pharmaceutical
formulation for sale or for distribution in Form €D, as the case may be; or if not satisfied, tejec
the application within a period of ninety days rec&d from the day when the required information
and documents were provided:

Provided that in case of rejection, the applicaraynmequest the Central Licencing
Authority, to reconsider the application within @rjpd of sixty days from the date of rejection loé t
application on payment of fee as specified in thhSSchedule and submission of required
information and documents.

applicant who is aggrieved by the decisiéth@ Central Licencing Authorityinder sub-rule (1) and

sub-rule (2), may file an appeal before the Cer@lernment within sixty days from the date of iptef such
rejection and that Government, may, after such ieymoand after giving an opportunity of being he&dhe
appellant, dispose of the appeal within a periogixtly working days from the date of filing the aah
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77. Condition of permission for import of new drugs for sale or distribution.— The permission for import of new
drugs for sale or for distribution under rule 7@lsbe subject to the following conditions, namely:

0] the new drugs shall conform to the specificatigmsraved by the Central Licencing Authority;

(i)  the labeling of the drugs shall conform to the megaents specified in the Drugs and Cosmetics
Rules, 1945;

(iif)  the label on the immediate container of the drugva# as the packing in which the container is
enclosed should contain the following warning: "WMIRIG: To be sold by retail on the prescription
ofa............... only" which shall be in red box;

(iv) as post marketing surveillance, the applicant seabbmit Periodic Safety Update Reports as
specified in the Fifth Schedule;

(V) all reported adverse reactions related to drud bleahtimated to the Central Licencing Authorityda
regulatory action resulting from their review shad complied with;

(vi)  no claims except those mentioned above shall beerfadthe drug without prior approval of the
Central Licencing Authority;

(vil) specimen of the carton, labels, package insert whihtbe adopted for marketing the drug in the
country shall be got approved from the Central hairg Authority before the drugs is marketed;

(viii) in case of import, each consignment shall be acemiepl by a test or analysis report;

(iX)  if long-term stability data submitted do not cotiee proposed shelf-life of the product, the stgbil
study shall be continued to firmly establish thel&life and the complete stability data shall be
submitted.

78. Suspension or cancellation of import permission for new drug.— (1) Where the importer fails to comply with
any provision of the Act and these Rules, the Géhiicencing Authority may, after giving show causstice and
an opportunity of being heard, by an order in wgtimay suspend the permission for such periodasidered
appropriate or cancel the permission.

(2) Where the importer whose permission has bespesuled or cancelled under sub-rule (1), is agedidy an
order of the Central Licencing Authority, such imigo may, within forty-five days of the receipt tife order,
make an appeal to the Central Government and the¢i@ment may, after such enquiry, as deemed regeasd
after giving an opportunity of being heard, passhsarder as may be considered appropriate in tbes fand
circumstances of the case.

79. Licence to import new drug for sale or for distribution under the Drugs and Cosmetics Rules, 1945.— (1)
After obtaining permission under Rule 76, the pera&mtending to import new drug for sale shall make
application to the Central Licencing Authority & pprovisions of the Drugs and Cosmetics Rules518/bbtain
a licence for import of new drug for sale or fostdbution.

(2) The application referred in sub-rule (1) shedlaccompanied by the permission in Form CT-19omFCT-20,
as the case may be, obtained by the applicanttinenCentral Licencing Authority to import the nevugs.

80. Application for permission to manufacture new drug for sale or distribution.— (1) A person who intends to
manufacture new drug in the form of active pharroticel ingredient or pharmaceutical formulation,ths case
may be, for sale or distribution, shall make anligpfion for grant of permission to the Central émcing
Authority in Form CT-21 along with a fee as spexdfin the Sixth Schedule:

Provided that no fee shall be required to be piwdgawith the application for manufacture of a ndmg
based on successful completion of clinical triatsxf Phase | to Phase 11l under these Rules in Jndiare fee has
already been paid by the same applicant for conafustich clinical trials:

Provided further that an application for grant efrpission to manufacture a new drug for sale dridigion
in the form of active pharmaceutical ingredient ihgva new drug molecule not approved earlier shall
accompanied by an application for grant of perraisgsd manufacture for sale or distribution of phaceutical
formulation of the said new drug.

(2) Where a new drug, proposed to be manufacturedn&nadrug having unapproved new molecule, the
application in Form CT-21 shall be accompanied btadind other particulars including results of latdimical
trial as specified in the Second Schedule alondy wiita specified in Table 1 of the Second Scheduk
accompanied with fee as specified in the Sixth Suolee

3) Where a new drug, proposed to be manufactured whah been approved as a new drug, the
application in Form CT-21 shall be accompanied &étgand other particulars as specified in the Sk&mhedule
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along with data specified in Table 2 of the Sec&@uthedule and accompanied with fee as specifiedxih S
Schedule.

4) Where a new drug which is already permitted fotaierclaims, is now proposed to be manufactured
for new claims, namely new indication or new dosémen or new route of administration or new stréngt
application in Form CT-21 shall be accompanied atadind other particulars including results of ladmical

trial as specified in the Second Schedule alondy wiita specified in Table 3 of the Second Schedukk
accompanied with fee as specified in the Sixth Balee

(5) In case of a new drug which is a fixed dose contlinathe application in Form CT-21 shall be
accompanied by data and other particulars includesylts of local clinical trial as specified inetfSecond
Schedule along with data specified in Table 1 dsl&& or Table 3, as the case may be, of the SeSohddule
and accompanied with fee as specified in the Sixttedule.

(6) A person who intends to market phyto -pharmaceluticegs shall make an application in Form CT-21
to the Central Licencing Authority along with dadpecified in Table 4 of Second Schedule and itl dbal
accompanied with a fee as specified in the Sixte8ale.

(7) The local clinical trial may not be requiredde submitted along with the application referreihtsub-rule (1)
if,-

(i) the new drug is approved and marketed in counspesified by the Central Licencing Authority under
rulel01 and if no major unexpected serious adveveats have been reported; or

(ii) there is no probability or evidence, on the basiexisting knowledge, of difference in Indian pogtion
of the enzymes or gene involved in the metabolismth® new drug or any factor affecting
pharmacokinetics and pharmacodynamics, safety fficd@y of the new drug; and

(i) the applicant has given an undertaking in writiegonduct Phase IV clinical trial to establish safe
and effectiveness of such new drug as per desigroapd by the Central Licencing Authority:

Provided that the Central Licencing Authority majax this condition, where the drug is indicated in
life threatening or serious diseases or diseasspatfial relevance to Indian health scenario oafoondition
which is unmet need in India such as XDR tuberds)dsepatitis C, HIN1, dengue, malaria, HIV, or floe
rare diseases for which drugs are not availabvailable at a high cost or if it is an orphan drug

(8) In the application referred to in sub-rule (e submission of requirements relating to anitoaicology,
reproduction studies, teratogenic studies, petirsitadies, mutagenicity and carcinogenicity maynbedified or
relaxed in case of new drugs approved and marKeteseveral years in other countries, if the Cdritieencing
Authority is satisfied that there is adequate mitd#d evidence regarding the safety of the drugjesulo other
provisions of these rules.

81. Grant of permission for manufacture of new drug for sale or distribution.— (1) The Central Licencing
Authority may, after scrutiny of the informationdadocuments furnished with the application in F&m21 and
such further enquiry, if any, as may be considerstkssary-

(i) if satisfied, that the requirements of these rblege been complied with, grant permission to mariufa
new drug, in the form of active pharmaceutical @tient for sale or for distribution in Form CT-22 o
pharmaceutical formulation for sale or for disttibn in Form CT-23, as the case may be, within rdople
of ninety working days from the date of receipttefapplication in Form CT-21;

(i1) if not satisfied that the requirements of thesesulave been complied with, reject the application,
reasons to be recorded in writing, within a perddinety working days, from the date, the applmat
made under rule 80; and

(i) in case, where the Central Licencing Authority ¢dess that there are some deficiencies in the
application and the same may be rectified, saichéuty shall inform the applicant of the deficieesi
within the stipulated period referred to in cla@ie

(2) The applicant may, after being informed by @entral Licencing Authority as referred to in claugi) of
sub-rule (15—

(i) rectify the deficiencies within a period specifieglthe Central Licencing Authority;

(i) where the applicant rectifies the deficiency withive period referred to in clause (i) and provides
required information and documents, the Centrakh@ing Authority shall scrutinise the application
again and if satisfied, grant permission to manufgcnew drug, in the form of active pharmaceutical
ingredient for sale or for distribution in Form @P- or pharmaceutical formulation for sale or for
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distribution in Form CT-23, as the case may béf oot satisfied, reject the application within erjpd of
ninety working days reckoned from the day whenrérgiired information and documents were provided:

Provided that in case of rejection, the applicaaly mequest the Central Licencing Authority, to mesider
the application within a period of sixty workingydafrom the date of rejection of the applicationpatyment
of fee as specified in the Sixth Schedule and ssbion of required information and documents.

(3) An applicant who is aggrieved by the decisiéthe Central Licencing Authority under sub-rulg ¢k sub-
rule (2), may file an appeal before the central &oment within sixty days from the date of receaptsuch
rejection and that Government, may, after such iepgand after giving an opportunity of being hedodthe
appellant, dispose of the appeal within a periodixty working days from the date of filing the aabh.

82. Condition of permission for manufacture of new drugs for sale or distribution.— The permission granted under
rule 81 in Form CT-22 or in Form CT-23 shall bejsgbto following conditions, nameh

(i) the new drugs shall conform to the specificatignsraved by the Central Licencing Authority;
(i) the labeling of the drugs shall conform to the ieguents specified in the Drugs and Cosmetics RA@45;

(iii) the label on the immediate container of the drsigvall as the packing in which the container isl@sed
should contain the following warning:

"WARNING: To be sold by retail on the prescriptioha Only” and it shall
be in box with red back ground.

(iv) as post marketing surveillance, the applicant shabimit Periodic Safety Update Reports as specified
in the Fifth Schedule;

(V) all reported serious unexpected adverse reactelated to the drug shall be intimated to the Céntra
Licencing Authority and regulatory action resultiingm their review shall be complied with;

(vi) no claims except those mentioned above shall beerfadthe drug without prior approval of the
Central Licencing Authority;

(vii) specimen of the carton, labels, package insettwilhbe adopted for marketing the drug in the
country shall be got approved from the Central hairg Authority before the drugs is marketed;

(viii) if long-term stability data submitted do not covile proposed shelf-life of the product, the stapili
study shall be continued to firmly establish theltlife and the complete stability data shall bk mitted.

83. Licence to manufacture a new drug for sale or for distribution under Drugs and Cosmetics Rules, 1945.— (1)
After obtaining permission granted under rule 8t person intending to manufacture a new drug dte shall
make an application for grant of licence to mantufeecfor sale or for distribution in accordancehatthe provisions
of the Act and the Drugs and Cosmetics Rules, 1945.

(2) The application referred in sub-rule (1) shedlaccompanied by the permission in Form CT-2200mFCT-23,
as the case may be, obtained by the applicant fherCentral Licencing Authority to manufacture thew
drug.

84. Suspension or cancellation of permission.— (1) Where the manufacturer fails to comply witty gmovisions of
the Act, these rules and any condition of the pssian, the Central Licencing Authority may, aftéfoeding an
opportunity of being heard, suspend or cancel tmenfssion for such period as considered appropsgéter
wholly or in respect of some of the substanceshizhwthe violation relates.

(2) Where the manufacturer whose permission has sespended or cancelled under sub-rule (1) iSeaggt by
an order of the Central Licencing Authority, suchmafacturer may, within thirty days of the recegptthe
order, make an appeal to the Central GovernmenttfzatdGovernment may, after such enquiry, as deemed
necessary and after affording an opportunity ohddieard, pass such orders in relation theretmasidered
appropriate.

85. Responsibility of importers or manufacturersin marketing of new drugs.— The manufacturer or importer of
new drugs shall be responsible for marketing a dewg for the approved indication and in only sudsabe
form for which it has been permitted:

Provided that the manufacturer or importer of neugdshall not be punished for the consequences
resulting from use of the drug for an indicatiohestthan for which the drug has been approved withere
manufacturer proves that he has not been involvechy manner in the promotion of use of the nevgdou
other than approved indication.
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CHAPTER XI

IMPORT OR MANUFACTURE OF UNAPPROVED NEW DRUG FOR TREATMENT OF PATIENTSIN
GOVERNMENT HOSPITAL AND GOVERNMENT MEDICAL INSTITUTION

86. Application for import of unapproved new drug by Government hospital and Government medical
institution.— (1) Notwithstanding anything contained in thesesua medical officer of a Government hospital or
a Government medical institution, may import newagjrwhich has not been permitted in the countryeand
Chapter X of these rules, but approved for marketmthe country of origin for treatment of a patiesuffering
from life threatening disease or disease causimguse permanent disability or disease requiringahies for
unmet medical needs, by making an application delyified by the Medical Superintendent of the Goweent
hospital or Head of the Government medical insttytas the case may be, to the Central Licencinthérity in
Form CT-24.

(2) The application under sub-rule (1) shall beoagganied by such other particulars and documentaras
specified in Form CT-24 along with fee as specifiethe Sixth Schedule.

87. Grant of licence for import of unapproved new drug by Government hospital and medical institution.—
(1)The Central Licencing Authority, after scrutinfinformation and documents enclosed with the iappbn and
such further enquiry, if any, as considered necgssaay—

(i) if satisfied, that the requirements of these rilase been complied with, grant licence for impdran
unapproved new drug by Government hospital and ovent medical institution in Form CT-25;

(i) if not satisfied with the requirements as referi@ih sub-clause (i), reject the application, feagons to be
recorded in writing, within a period of ninety day®m the date of application made under sub-f)eof
rule 86.

(2) An applicant who is aggrieved by the decision @f @entral Licencing Authority under sub-rule (Layfile an
appeal before the Central Government within fontg-fdays from the date of receipt of such rejectod that
Government, may, after such enquiry, and aftemgi\an opportunity of being heard to the appelldisipose of
the appeal within a period of sixty working daysnfrthe date of filing the appeal.

(3) The quantity of any single drug imported on theisa$ licence granted under sub-rule (1), shallexateed one
hundred average dosages per patient but in exeapircumstances and on being satisfied aboubdicessity
and exigency the Central Licencing Authority malpwalimport of unapproved new drugs in larger quiagi
depending on the condition and requirement of gattent.

88. Conditions of licence.— The import licence granted under rule 87 in Form25 shall be subject to the following
conditions, namely:-

® the licence shall remain valid for a period of thy@ars from the date it has been issued;

(i) the licence shall be displayed in the premiseshef medical institution including where the
unapproved new drug is being stocked and usedeirofice of the Medical Superintendent of the
Government hospital or Head of Government meditstitution;

(iii) the licencee shall stock the unapproved new drympited under this licence under proper storage
conditions;

(iv) the unapproved new drug imported under this licesiadl be exclusively used for treatment of the
patient and supplied under the supervision of asteged pharmacist and no part of such
unapproved new drug shall be sold in the marketsupplied to any other person, agency,
institution or place;

(v) the registered pharmacist shall maintain a recadspecified in Annexure of Form CT-25,
countersigned by the Medical Superintendent of €evernment hospital or Head of the
Government medical institution which shall be proelly, on demand by the officer authorised by the
Central Licencing Authority under these rules;

(vi) the Government hospital and Government medicaiturtisin referred to in sub-rule (1) of rule 87,
shall submit to the Central Licencing Authority alfhyearly report about the status and stock of
unapproved new drugs imported, utilised and desttpy

(vii)  where the unapproved new drugs imported underdegmnanted under sub-rule (1) of rule 87, are
left over or remain unused or get damaged or igifipd shelf life has expired or has been found to
be of sub-standard quality, the same shall be agsirand the action taken in respect thereof be
recorded as referred to in clause(iv) by the regist pharmacist.
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89.

90.

91.

92.

93.

Suspension or cancellation of import licence for unapproved new drug of Government hospital or
Government medical institution.— (1) Where any licencee referred to rule 87, fmlsomply with any provision
of the Act and these rules, the Central Licencingh@rity, may after affording an opportunity of bgiheard, by
an order in writing, suspend or cancel the permrs$or such period as considered appropriate euttaily or in
respect of some of the substances to which thatiool relates.

(2) Where the licencee, whose licence has beeresdsp or cancelled under sub-rule (1) is aggridyedn
order of the Central Licencing Authority, he maythin a period of forty-five days from the recegdtthe order,
make an appeal to the Central Government and thaei@ment may, after such enquiry, as deemed remgess
and after affording an opportunity of being hegralss such orders in relation thereto as considgyprbpriate.

Inspection of unapproved new drug imported by Government hospital or Government medical
institution.— The licencee referred in rule 87, shall allow gmrson authorised by the Central Licencing
Authority who may be accompanied by an officer aued by the State Licencing Authority, to entke t
premises where the unapproved new drugs are stmakds being used, with or without prior noticed aacords,

to inspect such premises, store and record, imastithe manner in which the drugs are being usddstocked
and to take sample thereof.

Application for permission to manufacture unapproved new drug but under clinical trial, for treatment of
patient of life threatening disease.— (1) Where any medical officer of a Government litaspr Government
medical institution prescribes in special circumsts any new drug for a patient suffering fromasesior life
threatening disease for which there is no satisfgctherapy available in the country and which ® get
approved by the Central Licencing Authority but saene is under clinical trial in the country, theach new drug
may be approved to be manufactured in limited gtyasitibject to provisions of these rules.

(2) Where any manufacturer intends to manufactene drug referred to in sub-rule (1), he shall abttie
consent in writing from the patient to whom the pima@ved new drug has been prescribed under subZ)ier

his legal heirs and make an application to the dsttCommittee of the Government hospital or medical
institution, as the case may be for obtaining iecific recommendation for manufacture of such pnayed
new drug.

(3) After obtaining the recommendation of the E$h@ommittee under sub-rule (2), the manufacturell shake
an application in Form CT-26 to obtain the perngissto the Central Licencing Authority for manufaitbg
specific new drug.

(4) The application under sub-rule (3) shall beagganied by consent in writing from the patientmefd to in sub-rule (1)
or his legal heirs regarding use of such unapproesddrug and such other particulars and docurasnise specified in
Form CT-26 along with fee as specified in the S¢hedule.

Grant of permission to manufacture unapproved new drug but under clinical trial, for treatment of patient
of life threatening disease.— (1) The Central Licencing Authority may, after wimy of information and
documents enclosed with the application and sudhduenquiry, if any, as considered necessary,-

(i) if satisfied, that the requirements of these riiage been complied with, grant permission to mariufa
unapproved new drug but under clinical trial fararment of patient of serious or life threatenirgpdse in
Form CT-27,

(if) if not satisfied with the requirements as refertedn clause (i), reject the application, for re@sdo be
recorded in writing, within a period of ninety dajim the date of application made under rule 91.

(2) The quantity of any single new drug manufaaluve the basis of permission granted under sub¢dylshall
not exceed one hundred average dosages per phtierih exceptional circumstances on the basis ef th
prescription of the medical officer referred tosub-rule (1) and the recommendation of the EthicenQittee,
the Central Licencing Authority may allow the maaetiire of such new drug in larger quantity.

Condition of permission.— The permission granted under rule 92 in Form CTi2&ubject to the following
conditions, namely:-

) the permission shall remain valid for a period € gear from the date it has been issued;

(i)  the patient to whom the unapproved new drug isopitesd under sub-rule (1) of rule 92 shall use
such unapproved new drug under the supervisioheofrtedical officer at the place specified in the
permission or at such other places, as the Cdrtrahcing Authority may authorise;
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(iif)  the manufacturer to whom the permission is granteceusdb-rule (1) of rule 92, shall make use of
the unapproved new drug only for the purposes fipddn the permission and no part of it shall be
sold in the market or supplied to any other persgency, institution or place;

(iv) the manufacturer referred to in clause (iii) shiedlep record of the unapproved new drugs
manufactured, stored and supplied by him to theepiain a register in the format as specified in
annexure of Form CT-27;

(v) the manufacturer referred to in clause (iii), stsalbmit to the Central Licencing Authority a half
yearly report about the status of the unapproveddregs manufactured, supplied to the authorised
patient;

(vi)  the manufactured unapproved new drugs shall be &egtstored in accordance with the storage
conditions specified on its label and suppliedhe patient under the supervision of the medical
officer referred to in sub-rule (1) of rule 91 oregistered pharmacist duly authorised by him;

(vii) the registered pharmacist shall maintain a recordhef full name and address of the patients,
diagnosis, dosage schedule, total quantity of dmegeived and issued, countersigned by the
Medical Superintendent of the Government hospitdiead of the medical institution which shall
be produced, on demand by the officer authorisedhbyCentral Licencing Authority under the
Act;

(viii) where the unapproved new drug manufactured in daose with the permission issued under sub-
rule (1) of rule 92, is left over or remain unusedget damaged or its specified shelf life has
expired or has been found to be of sub-standarditguthe same shall be destroyed by the
manufacturer and the action taken in respect tifistedl be recorded;

(ix) the permission holder shall inform the Central bicieg Authority of the occurrence of any serious
adverse event and action taken thereon includingracall within fifteen days of occurrence of
such event.

94. Inspection of unapproved new drug but under clinical trial manufactured for patient of life threatening
disease.— The manufacturer referred to in rule 92, shalbwllpersons authorised by the Central Licencing
Authority including the person authorised by thet&tLicencing Authority to enter the premises whtre
unapproved new drug is being manufactured, storedsaipplied, with or without prior notice, to ingpesuch
premises and records, investigate the manner iohwthie unapproved new drug is being manufactungohlied
and to take sample thereof.

95. Suspension or cancellation of permission to manufacture unapproved new drug but under clinical trial.—
(1) Where the manufacturer to whom permission @& tgd under rule 92 fails to comply with any prawisof the
Act and these rules, the Central Licencing Autlypritay, after giving an opportunity of being hedsy,an order,
in writing, suspend or cancel the permission farhsperiod as considered appropriate either whallinaespect
of some of the substances to which the violatidetes.

(2) Where the manufacturer whose permission iseswdgd or cancelled under sub-rule (1) is aggridyedn order
of the Central Licencing Authority, he may, witharperiod of forty-five days from the receipt of tv&ler, make an
appeal to the Central Government in respect ofenspn or cancellation of the permission and thaeBnment,
may, after such enquiry, as deemed necessary terdaffbrding an opportunity of being heard, passhsorders in
relation thereto as considered appropriate.

96. Licence to manufacture an unapproved new drug but under clinical trial, for treatment of patient of life
threatening disease under the Drugs and Cosmetics Rules, 1945.— (1) After obtaining permission under rule
92, the person intending to manufacture an unaggiroew drug, which is under clinical trial, foratment of
patient of serious or life threatening diseasell shake an application for grant of licence to mimuture the
unapproved new drug under the provisions of theaft the Drugs and Cosmetics Rules, 1945.

(2) The application referred in sub-rule (1) shmdl accompanied by the permission in Form CT-27iobthby
the applicant from the Central Licencing Authotibyimport the new drugs.
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CHAPTER XII
AMENDEMENTS OF DRUGS AND COSMETICSRULES, 1945

97. In the Drugs and Cosmetics Rules 1945, after rule 122DA the following new rule shall be inserted,
namely: —

“122DAA. Non-application of certain rules for new drugs and investigational new drugs for
human use.— Part XA and Schedule Y shall not be applicable ispest of new drugs and
investigational new drugs for human use from thte dd coming into force of the New Drugs and
Clinical Trials Rules, 2019, and the referencesespect of human use made in the these rules shall
respectively be omitted, and the construction thieshall be construed accordingly and shall stand
amended with all cogent meaning of the grammar”.

CHAPTER X111
MISCELLANEOUS

98. Pre-submisson meeting.— (1) Any person who intends to make an application grant of licence or
permission for import or manufacture of new drugst@ conduct clinical trial may, request by makiag
application in writing, for a pre-submission megtiwith the Central Licencing Authority or any othafficer
authorised by the Central Licencing Authority feeking guidance about the requirements of law aadealure
of such licence or permission of manufacturing pes; clinical trial and other requirements.

(2) The application for pre-submission meeting unsleb-rule (1) may be accompanied by particulard an
documents referred to in the Second Schedule, @ilable with the applicant to support his propadahg with
fee as specified in the Sixth Schedule.

(3) Where the applicant intends to seek guidanatathe sale process of new drugs or import licemmte
addition to the purposes referred to in sub-rule tt® fee as specified in the Sixth Schedule dtalubmitted
along with the application.

(4) Where the Central Licencing Authority is saéidfthat the application is incomplete or the infation or the
documents submitted along with the same are inadeglie may within a period of thirty days from theeipt of
the same intimate the facts to the applicant irtingriand direct him to furnish such further infotioa or
documents as are necessary in accordance witmdhisipns of the Act and these rules.

(5) In the pre-submission meeting, the Central hiiag Authority or any other person authorised by i
shall provide suitable clarification to the apptita

99. Post-submission meeting.— (1) If the applicant desires to seek clarificationperson in respect of pending
application and queries related thereto, the applimay make an application for a post-submissieatimg with
the officer designated by the Central Licencingh&uity within a period of fifteen days from the dahe query
was received for seeking guidance with regardeeajuieries concerning pending application.

(2) The applicant shall clearly state the pointsvamch clarification is required and after recefdt such
application, the designated officer shall inforra thme and date scheduled for post submission ngeti

(3) The summary of the clarification provided b tthesignated officer shall be made available tafiicant.

(4) The application for post-submission meetingarrglb-rule (1) shall be accompanied with the fespecified
in the Sixth Schedule.

(5) In the post submission meeting, the officelglested by the Central Licencing Authority shalbyide suitable
clarification to the applicant.

100. Constitution of expert committee or group of experts by Central Licencing Authority.— The Central
Licencing Authority may, when so required, conséitone or more expert committee or group of expeniti
specialisation in relevant fields, with the apprlowé Central Government, to evaluate scientific @adhnical
matters relating to drugs and such committeeroum may, give its recommendations to that authawit
matters referred to it within a period of sixty ddyom the date of reference.

101. Name of countries for purpose of new drug approval.— The Central Licencing Authority, with the approval
of the Central Government, may specify, by an qrtter name of the countries, from time to time,donsidering
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waiver of local clinical trial for approval of negrugs under Chapter X and for grant of permissayrcbnduct of
clinical trial under Chapter V.

102. Mode of payment of fee.— The fees prescribed under these rules, in caggpuifcation made to the Central
Licencing Authority, shall be paid through challanby electronic mode, in the Bank of Baroda, KastuGandhi
Marg, New Delhi-110001 or any other branch of BaflBaroda, or any other bank, notified by the Mirnjisof
Health and Family Welfare in the Central Governmémbe credited under the Head of Account “021@didal
and Public Health, 04-Public Health, 104-Fees ands-

103. Debar ment of applicant.— (1) Whoever himself or, any other person on hisalfe or applicant is found to be
guilty of submitting misleading, or fake, or fatated documents, may, after giving him an opporutdtshow
cause as to why such an order should not be maderiting, stating the reasons thereof, be debammedhe
Central Licencing Authority for such period as deeirfit.

(2) Where an applicant is aggrieved by an orderariagithe Central Licencing Authority under sub-r(de,
such applicant may, within thirty days from theeigt of the order, make an appeal to that Govertraed that
Government, may, after such enquiry as it considecgssary, and after affording an opportunityeng heard,
pass such orders as considered appropriate.

104. Order of suspension or revocation in public domain.— In case, the Central Licencing Authority issue arger
of suspension or revocation or cancellation of pegmission or licence or registration granted uritlese rules,
such order shall be made available in the publioalo immediately by uploading it in the websiteGgfntral Drugs
Standard Control Organisation.

105. Digitalisation of Forms.— The forms prescribed under these rules may balsyimodified for conversion into
digital forms by the Central Drugs Standard Con@eoganisation and such modification shall not regj@Eny
amendment in these rules.

106. Applicability in case of inconsistency.— If there is any inconsistency between these rateb any other rule
made under the Act, the provisions of these ruted prevail over such other rules.

107. savings.— (1) Notwithstanding the non-applicability of the Drugisd Cosmetics Rules, 1945, the approvals or
permissions or licences or certificates issued otite provisions of the Act and the said rulesdspect of new
drugs and investigational new drugs for human pger to commencement of these rules, shall be édetm be
valid till its expiry under the corresponding prsieins of said rules;

(2) Any things done or any action taken or purpbtte have been done or taken, including any ruéfication,
inspection, order or notice made or issued or @pp@tment or declaration made or any operatiorettaéten or
any direction given or any proceedings taken or p@yalty, punishment, forfeiture or fine imposediemnthe
Drugs and Cosmetics Rules, 1945 shall, be deemeldate been done or taken under the corresponding
provisions of these rules and shall always remalidfor all purposes.

FIRST SCHEDULE
(Seerules 19 and 31)
GENERAL PRINCIPLESAND PRACTICESFOR CLINICAL TRIAL

1. General Principles.— (1) The principles and guidelines for protection tdél subjects as described in Third
Schedule as well as Good Clinical Practices guidslishall be followed in conduct of any clinicéhlr

(2) The sponsor and investigator share the resporigbilfor the protection of trial subject togetheithwethics
committee. The responsibilities of sponsor, ingzdtir and ethics committee are described in thedT®ihedule.

(3) The results of non-clinical studies or previousiicil trials should be sufficient to ensure tha tlew drugs or
investigational new drug is safe for the propodéedaoal trial.

(4) Throughout the clinical trial and drug developmembcess, the animal toxicological data and clinidata
generated should be evaluated to ensure their inipathe safety of the trial subject.

2. Approach in design and analysis— (1) Clinical trial should be planned, designed,dueted, analysed and reported
according to sound scientific and ethical princgpleollowing important principles should be follave
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(a) The primary objective of any clinical trial shoudé clearly and explicitly stated which may inclueloratory
or confirmatory characterisation of safety, effigacassessment of pharmacokinetic and pharmacodgnami
parameters;

(b) The clinical trial should be designed appropriaga that it provides the desired information;

(C) Appropriate comparator may be utilised to achithes objective with respect to primary and secondarg
points. Comparison may be made with placebo, rairtrent, active controls or of different doses @f tlew drug or
investigational new drug;

(d) The number of subjects to be included in the cdihirial should be adequate depending on the @aind
objective of the clinical trial.

3. Development Methodology: (1) Non clinical studies,-

(a) The nature of non-clinical studies and their timingespect of conduct of clinical trial should tetermined
taking following aspects in to consideration:

(i) characteristics of the new drug or investigatiorek drug;
(i)  disease of conditions for which the new drug oestigational new drug is intended to be indicated,;
(iii)  duration and exposure in clinical trial subject;
(iv)  route of administration.
(b) The detailed requirements of non-clinical studiagehbeen specified in the Second Schedule.

(c) For first in human studies the dose should be tatled carefully based on the non-clinical pharmagiail,
toxicological data generated.

(2) Phases in Clinical Trial: Clinical drug devetognt generally consists of four phases (Phase .I-THg details of
these phases are described as under.

(a) Phase |.— The objective of studies in this phase is the estliom of safety and tolerability with the initial
administration of an investigational new drug ihtemans. Studies in this phase of development yshalile
non-therapeutic objectives and may be conductdebaithy subjects or certain types of patients. Brwgh
significant potential toxicity e.g. cytotoxic drugare usually studied in patients. Phase | trialusho
preferably be carried out by investigators trainedclinical pharmacology with access to the necgssa
facilities to closely observe and monitor the suobge Studies conducted in Phase |, usually intended
involve one or a combination of the following ohjees: -

(&) Maximum  tolerated dose: To determine the toleitgbil of the dose range
expected to be needed for later clinical studiestandetermine the nature of adverse reactionscimatbe
expected. These studies include both single antipteutlose administration.

(b) Pharmacokinetics, i.e., characterisation of a 'dragsorption, distribution, metabolism and exoreti
Although these studies continue throughout the ldgweent plan, they should be performed to support
formulation development and determine pharmacokingarameters in different age groups to support
dosing recommendations.

(c) Pharmacodynamics: Depending on the drug and ttipoémts studied, pharmacodynamic studies and
studies relating to drug blood levels (pharmacdiiner pharmacodynamic studies) may be conducted in
healthy volunteer subjects or in patients with tdrget disease. If there are appropriate validateidators

of activity and potential efficacy, pharmacodynamata obtained from patients may guide the dosade a
dose regimen to be applied in later studies.

(d) Early measurement of drug activity: Preliminanydiés of activity or potential therapeutic benefiy

be conducted in Phase | as a secondary objectiah Sudies are generally performed in later phasés
may be appropriate when drug activity is readilyasweable with a short duration of drug exposure in
patients at this early stage.

(b) Phase II.— (i) The primary objective of Phase Il trials is éwaluate the effectiveness of a drug for a
particular indication or indications in patientsthvithe condition under study and to determine theraon
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short-term side-effects and risks associated wighdrug. Studies in Phase Il should be conductedgroup of
patients who are selected by relatively narrowedat leading to a relatively homogeneous populatidrese
studies should be closely monitored. An importasaldor this phase is to determine the dose anithnesy for
Phase Il trials. Doses used in Phase Il are ys(alit not always) less than the highest doses imsBtase |I.

(i) Additional objectives of Phase |l studies camclude evaluation of potential study endpoints,
therapeutic regimens (including concomitant medices) and target populations (e.g. mild versus eve
disease) for further studies in Phase Il or lll.e$& objectives may be served by exploratory anglyse
examining subsets of data and by including multgridpoints in trials.

(c) Phase I11.— (i) Phase Il studies have primary objective of destration or confirmation of therapeutic
benefits. Studies in Phase Il are designed toicarthe preliminary evidence accumulated in Phagbdt a
drug is safe and effective for use in the intenthetication and recipient population. These studiesuld be
intended to provide an adequate basis for marketppgoval. Studies in Phase Ill may also furthgrlere the
dose-response relationships (relationships amosg,dirug concentration in blood and clinical resgdnuse
of the drug in wider populations, in different stagof disease, or the safety and efficacy of theydn
combination with other drugs.

(ii) For drugs intended to be administered for Igragiods, trials involving extended exposure to dhag are
ordinarily conducted in Phase I, although theyyrbe initiated in Phase Il. These studies carrigidim Phase

Il complete the information needed to support adee instructions for use of the drug (prescribing
information).

(iii) For new drugs approved outside India, Phdsestudies may need to be carried out if scierdific and

ethically justified, primarily to generate evidermieefficacy and safety of the drug in Indian pateewhen used
as recommended in the prescribing information. daconduct of Phase 1l studies in Indian sulge€entral
Licencing Authority may require pharmacokineticdias to be undertaken to verify that the data geadrin

Indian population is in conformity with the dataesldy generated abroad.

In case of an application of a new drug alreadyreygd and marketed in other country, where locialical

trial in India is waived off or not found scientéilly justified for its approval for manufacturifigst time in

the country, the bioequivalence studies of suclydas appropriate, is required to be carried odtthe test
batches manufactured for the purpose shall be atsgdéefore its approval.

(d) Phase IV.— Phase IV or post marketing trial of new drugs adggrmed after the approval of the drug and
related to the approved indication. Such trialsoggond the prior demonstration of the drug’s safefficacy
and dose definition. Such trial might not have beensidered essential at the time of new drug ajgbmdue to
various reasons such as limitation in terms of goétiexposure, duration of treatment during clinical
development of the drug, need for early introductid the new drug in the interest of patients &fcase IV
trials include additional drug-drug interaction,sdaresponse or safety studies and trials desigapport use
under the approved indication e.g. mortality or loidity studies, epidemiological studies, etc.

(3) Studies in special populatioas Information supporting the use of the drug in @¢téh, pregnant women, nursing
women, elderly patients, patients with renal oreotbrgan systems failure, and those on specificamitant medication
is required to be submitted if relevant to theickhprofile of the drug and its anticipated usagétern.

(A) Geriatrics.— Geriatric patients should be included in Phaselltical trials (and in Phase Il trials, at the
Sponsor's option) in meaningful numbers;-if

(a) the disease intended to be treated is charactedigta disease of aging; or
(b) the population to be treated is known to includessantial numbers of geriatric patients; or

(c) when there is specific reason to expect that cimdit common in the elderly are likely to be
encountered; or

(d) when the new drug is likely to alter the geriapitient's response (with regard to safety or effiya
compared with that of the non-geriatric patient.

(B) Paediatrics— (i) The timing of paediatric studies in the new drugedepment program will depend on the
medicinal product, the type of disease being trbagafety considerations, and the efficacy andtypadé

available treatments. For a drug expected to bd usehildren, evaluations should be made in theregpriate
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age group. When clinical development is to inclstlgdies in children, it is usually appropriate &gim with

older children before extending the trial to youngeildren and then infants.

(i) If the new drug is for diseases predominarmttyexclusively affecting paediatric patients, dailitrial data
should be generated in the paediatric populati@egixfor initial safety and tolerability data, whiwill usually

be obtained in adults unless such initial safetgists in adults would yield little useful informarti or expose
them to inappropriate risk.

(iii) If the new drug is intended to treat serioas life-threatening diseases, occurring in bothladand
paediatric patients, for which there are currenthyor limited therapeutic options, paediatric pagioh should
be included in the clinical trials early, followirgssessment of initial safety data and reasonalidierece of

potential benefit. In circumstances where thisospossible, lack of data should be justified itaile

(iv) If the new drug has a potential for use india#ic patients — paediatric studies should bedooted. These
studies may be initiated at various phases ofadinilevelopment or after post marketing surveikamcadults
if a safety concern exists. In cases where thelimited paediatric data at the time of submissidapplication,

more data in paediatric patients would be expeatat marketing authorisation for use in childremgianted.

(v) The paediatric studies should include

(a) clinical trials,

(b) relative bioequivalence comparisons of the ped formulation with the adult formulation
performed in adults, and definitive pharmacokinstiedies for dose selection across the age rarfges o
paediatric patients in whom the drug is likely t® bsed. These studies should be conducted in the
paediatric patient population with the disease ustaly.

(vi)If the new drug is a major therapeutic advafarethe paediatric population the studies shoulgitbearly in
the drug development, and this data should be dtézmwith the new drug application.

(vii) For clinical trials conducted in the paediatpopulation, the reviewing ethics committee sdowlclude
members who are knowledgeable about paediatriatticlinical and psychosocial issues.

(C) Pregnant or nursing women.— (i) Pregnant or nursing women should be includedliimical trials only
when the drug is intended for use by pregnant asing women or fetuses or nursing infants and whezalata
generated from women who are not pregnant or ngri8mot suitable.

(ii) For new drugs intended for use during pregwyamallow-up data (pertaining to a period approtwitor that
drug) on the pregnancy, foetus and child will bguieed. Where applicable, excretion of the drugiter
metabolites into human milk should be examined ahd infant should be monitored for predicted
pharmacological effects of the drug.

4. Conduct of Clinical Trial.— Clinical trial should be conducted in accordancehwie principles as specified in
Third Schedule. Adherence to the clinical trialtpaml is essential and if amendment of the protbeasiomes necessary
the rationale for the amendment shall be providethé form of a protocol amendment. Serious advevsats shall be
reported during clinical trial in accordance witlese Rules.

5. Analysis— The results of a clinical trial shall be analysextading to the plan specified in the clinical ltria
protocol. Safety data should be appropriately tatedl and all adverse events should be classifiedrding to their
seriousness and causal relationship with the slnaly.

6. Reporting.— Report of clinical trial shall be documented in @ctance with the approaches specified in Table 6 of
the Third Schedule. The report shall be certifigdhe principal investigator or if no principal estigator is designated
then by each of the participating investigatorthef study.
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SECOND SCHEDULE
(Seerules 21, 75, 80 and 97)

REQUIREMENTSAND GUIDELINES FOR PERMISSION TO IMPORT OR
MANUFACTURE OF NEW DRUG FOR SALE OR TO UNDERTAKE CLINICAL
TRIAL

1. Application for permission.— (1) Application for permission to import or manufa® new drug for sale or to
undertake clinical trials under these Rules shalitade to the Central Licencing Authority accompdmwith following
data in accordance with the Table 1 or Table 2aiid 3 or Table 4 of this Schedule, as the caselmagamely:-

(i) chemical and pharmaceutical information;

(i) animal pharmacology data;

(@) specific pharmacological actions and demonstratimgrapeutic potential for humans shall be
described according to the animal models and spegs=d. Wherever possible, dose-response
relationships and Efg shall be submitted. Special studies conductedutdate mode of action shall
also be described;

(b)  general pharmacological actions;

(c) pharmacokinetic data related to the absorptioriribligion, metabolism and excretion of the
test substance. Wherever possible, the drug effebtdl be co-related to the plasma drug
concentrations;

(i) animal toxicology data;
(iv) human clinical pharmacology data as prescriaed as stated below:-

(@) for new drug substances discovered or developdddia, clinical trials are required to be
carried out in India right from Phase | and datausth be submitted as prescribed;

(b) for new drug substances discovered or developemimtries other than India, Phase | data
should be submitted along with the application.eAffubmission of Phase | data generated outside
India to the Central Licensing Authority, permigsimay be granted to repeat Phase | trials or to
conduct Phase Il trials and subsequently Phadidliconcurrently with other global trials for tha
drug. For a drug going to be introduced for thetfiime in the country, Phase Il trial may be
required to be conducted in India before permisstomarket the drug is granted unless otherwise
exempted;

(c) the data required will depend upon the purposéhefriew drug application. The number of
study subjects and sites to be involved in the aondf clinical trial will depend upon the natuneda
objective of the study. Permission to carry outsthdrials shall generally be given in stages,
considering the data emerging from earlier phases;

(d) application for permission to initiate specific gkaof clinical trial should also accompany
investigator's brochure as per Table 7 of ThirdeBicie, proposed protocol as per Table 2 of Third
Schedule, case record form, trial subject's infafneensent document as per Table 3 of Third
Schedule, investigator's undertaking as per TaloieThird Schedule and ethics committee clearance,
if available as per Table 1 of Third Schedule;

(e) reports of clinical studies submitted should beansonance with the format specified in Table
6 of Third Schedule. The study report shall beiféedtby the principal investigator or, if no pripal
investigator is designated, then by each of thestigators participating in the study. The cerdiicn
should acknowledge the contents of the reportatioeirate presentation of the study was undertaken,
and express agreement with the conclusions. Eagd gfsould be numbered;

(v) regulatory status in other countries as prescrilmetlding information in respect of restrictions
imposed, if any, on the use of the drug in othamtes, e.g. dosage limits, exclusion of certaje groups,
warning about adverse drug reactions etc. Likewiséhe drug has been withdrawn in any country bg t
manufacturer or by regulatory authorities, sucleiimfation should also be furnished along with thesoms and
their relevance, if any, to India. This informatiorust continue to be submitted by the sponsor eéoGéntral
Licencing Authority during the course of marketioigthe drug in India;

(vi) the full prescribing information should be subnties part of the new drug application for marketing
The format of prescribing information is specifiedTable 8 of Third Schedule.
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(vii)  all package inserts, promotional literature andepateducation material subsequently produced are
required to be consistent with the contents ofahproved full prescribing information. The drafslabel and
carton texts should comply with provisions of r@gand rule 97 of the Drugs and Cosmetics Rule$5.18fter
submission and approval by the Central Licencinghrty, no changes in the package insert shatffected
without such changes being approved by the Celntahcing Authority;

(viii)  complete testing protocol for quality control tegtitogether with a complete impurity profile and
release specifications for the product as presdritfeould be submitted as part of new drug apptioafor
marketing. Samples of the pure drug substance iarghéd product are to be submitted when desirethby
regulatory authority;

(ix) if the application is for the conduct of clinicailals as a part of multi-national clinical develogmh of
the drug, the number of sites and patients as agethe justification for undertaking such trialdriia should
be provided to the Central Licencing Authority ajomith the application.

Soecial situations for a new drug where relaxation, abbreviations, omission or deferment of data may be

considered. - (i) Depending on categories and nature of new drudpetonported or manufactured for sale or clinical
trial to be undertaken (viz. New Chemical Entityplbgical products, similar biologics, approved newg or new
dosage form or new indication or new route of adstiation or new strength of already approved druggs.,)
requirements of chemical and pharmaceutical infdionaanimal pharmacology and toxicology data, ichh data may
differ. The requirements may also differ dependimgthe specific phase of clinical trial proposedotoconducted as
well as clinical parameters related to the spestficly drug.

(ii) For drugs intended to be used in life threaigror serious disease conditions or rare diseasddor drugs intended
to be used in the diseases of special relevancenttian scenario or unmet medical need in Indiaastier or special
defence use e.g. haemostatic and quick wound lgeaithancing oxygen carrying capacity, radiatioietgadrugs for
combating chemical, nuclear, biological inflictietc., following mechanism may be followed to expedhie development
of new drug and approval process.

(A) Accelerated Approval Process: Accelerated approval process may be allowed toradnag for a disease
or condition, taking into account its severity,itsgror prevalence and the availability or lackadternative
treatments, provided that there is a prima factge a# the product being of meaningful therapeutindfit
over the existing treatment.

(&) In such case, the approval of the new drug mayased on data generated in clinical trial
where surrogate endpoint shall be considered rdlttaer using standard outcome measures such as
survival or disease progression, which are readpiidely to predict clinical benefit, or a clinita
endpoint. These should be measurable earlier thmawersible morbidity or mortality (IMM) and
reasonably likely to predict clinical benefit.

(b) After granting accelerated approval for such dibg,post marketing trials shall be required to
validate the anticipated clinical benefit.

(c) Accelerated approval may also be granted to a meg idit is intended for the treatment of a
serious or life-threatening condition or diseasespécial relevance to the country, and addresses
unmet medical needs. This provision is intendefh¢ditate and expedite review of drugs so that an
approved product can reach the therapeutic armamemt expeditiously.

(d) If the remarkable efficacy is observed with a defirdose in the Phase Il clinical trial of
investigational new drug for the unmet medical eefiserious and life threatening diseases in the
country, it may be considered for grant of markgtapproval by the Central Licencing Authority
based on Phase Il clinical trial data. In such saadditional post licensure studies may be reduire
to be conducted after approval to generate theatatarger population to further verify and deserib
the clinical benefits, as per the protocol approvgdhe Central Licencing Authority.

(e) The type of information needed to demonstrate thtential of a drug to address an unmet
medical need will depend on the stage of drug agreént. Early in development, such potential
should be sufficiently demonstrated based on noitell models, a mechanistic rationale and
pharmacologic data. Later in development, prionéw drug approval such potential should be
demonstrated through clinical data to address ametimedical need.



[ || —@me 3(i) ] qRA T TSITS : STHTIROT 187

Explanation. - For the purpose of this clause, an unmet medioad e a situation where treatment
or diagnosis of disease or condition is not adéessdequately by available therapy. An unmet
medical need includes an immediate need for a e@fpopulation (i.e., to treat a serious condition
with no or limited treatment) or a longer-term ndedsociety (e.g., to address the development of
resistance to antibacterial drugs).

(B) Situations where quick or expeditious review process can be sought for approval of a new drug after
clinical development: - (i) In situation where the evidence for clinicalfetgt and efficacy have been
established even if the drug has not completedather normal clinical trial phases, the sponsor or
applicant may apply to the licencing authority fexpedited review process wherein the licencing
authority will examine and satisfy the followingratitions. -

(@) itis for a drug that is intended to treat a sesiemr life threatening or rare disease or
condition;

(b) if approved, the drug would provide a significadivantage in terms of safety or efficacy;

(c) there is substantial reduction of a treatmenttlingi adverse reaction and enhancement of
patient compliance that is expected to lead tovgrdovement in serious outcomes;

(ii) the sponsor or applicant may also apply to libencing authority for expedited review procees f
new drugs developed for disaster or defence usextraordinary situation, such as war time, the
radiation exposure by accident or intention, suddigmloyment of forces at areas with higher heatt, r
where specific preventive and treatment strategedgiired, where new intervention in the form ofwne
drug, route of delivery or formulation has been a&eped and where real life clinical trial may na& b
possible. The permission for manufacture of sucl deug may be granted if following conditions are
satisfied: -

(@) The preclinical data makes a case for claimed a&ffic

(b) there is no possibility of obtaining informed consdrom the patient or his legally
acceptable representative, as the case may betiraglapclusion and exclusion criteria and strict
protocol adherence by each subject;

(C) there is no established management or therapeuiiegy available as on date and proposed
intervention has clear possible advantage;

(d) such approval can be used only for one time. Tihseguent approval shall only be granted
once detailed efficacy report of such interveni®generated.

(iii) the new drug is an orphan drug as definedlause (x) of rule 2 of these Rules.

(3) Requirements of data and information for permission to import or manufacture of a drug already approved which is
now proposed to be clinically tried or marketed with certain new claims. — (i) In case a drug already approved by the
Central Licencing Authority for certain claims, whiis now proposed to be clinically tried or maekktvith modified or
new claims, namely, indications, dosage, dosagen féincluding sustained release dosage form) anderad
administration or novel drug delivery system (NDDtBE requirements of data and information for pssion to import

or manufacture of such new drug for sale or to uadte clinical trial shall depend on nature andutatpry status of the
drug for the new claim in other country. Applicatifor approval of manufacture or import of such neémug or to
undertake Clinical trial may differ from applicatidor a new drug molecule in that they allow theplagant and
regulatory authority to rely at least in part, be safety or efficacy data of drug formulation athg approved. However,
additional non-clinical or clinical data may be assary to substantiate the new claims considenmdailowing:-

(A) Chemical and pharmaceutical information will be sams prescribed in this Schedule. However, the data
requirements may be omitted depending on whethedthg formulation is already approved and markated
the country by the applicant in the same dosag® for certain indication. If it is approved and keted, no
further chemical and pharmaceutical data is requivebe submitted.

(B) The animal pharmacological and toxicological datd alinical data needed in such cases will usuadly
determined on case-by-case basis depending ogpbef new claims being made by the applicant dsagethe
mechanism of action, patho-physiology of the diseascondition, safety and efficacy profile in tfespective
conditions or population and clinical data alreaggnerated with the drug in the approved claim. The
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requirements may be abbreviated or relaxed or edhits considered appropriate by the Central Liognci
Authority under following conditions:

@) the drug is already approved and marketed in athentry for the proposed new claim;

(b) clinical data supporting the benefit-risk ratiofavour of the drug in the proposed new claim
is available;
(© the clinical trial doesn't involve a route of adstration, dose, patient population that

significantly increases the risk associated withuke of the drug.

(ii) In case of an application for permission todartake clinical trial of a new drug formulationhieh is already
approved in the country, no chemical and pharmé&=dutlata and non-clinical and clinical data isuiegd to be
submitted provided the clinical trial is proposedbe conducted with a new drug manufactured or ftegoby a firm
under necessary new drug permission or import tragjisn and licence, as the case may be grantethéyCentral
Licencing Authority.

Note: The data requirements stated in this Schedtdeexpected to provide adequate information taluawe the
efficacy, safety and therapeutic rationale of neugd prior to the permission for sale. Dependingrughe nature of new
drugs and diseases, additional information maydapiired by the Central Licencing Authority. The kgt shall
certify the authenticity of the data and documentbmitted in support of an application for new driipe Central
Licencing Authority reserves the right to rejecyalata or any documents if such data or contenssicii documents are
found to be of doubtful integrity.

2. Animal toxicology (Non-clinical toxicity studies).- (1) General principles. - Toxicity studies shoulshply with
the norms of Good Laboratory Practices (GLP). Byrjethese studies should be performed by suitatdinéd and
qualified staff employing properly calibrated ardralardized equipment of adequate size and cap&titgies should
be done as per written protocols with modificatigiisany) verifiable retrospectively. Standard omtérg procedures
(SOPs) should be followed for all managerial anobfatory tasks related to these studies. Test andxs$ and test
systems (in-vitro or in-vivo) should be properlyachcterised and standardized. All documents behonggi each study,
including its approved protocol, raw data, drafiae, final report, and histology slides and pareffssue blocks should
be preserved for a minimum of five years after ratirlg of the drug.

Toxicokinetic studies (generation of pharmacokimetata either as an integral component of the otndfi
non-clinical toxicity studies or in specially desayl studies) should be conducted to assess thensgsexposure
achieved in animals and its relationship to dosell@and the time course of the toxicity study. Q@tbbjectives of
toxicokinetic studies include obtaining data tcatelthe exposure achieved in toxicity studies sactogical findings
and contribute to the assessment of the relevahiteese findings to clinical safety, to support tiwice of species and
treatment regimen in nonclinical toxicity studiesdato provide information which, in conjunction tvithe toxicity
findings, contributes to the design of subsequentclinical toxicity studies.

(1.1) Systemic toxicity studies,-
(1.1.1) Single-dose toxicity studies- These studies (see Table 1) should be carriedncitrodent

species (mice and rats) using the same route esdad for humans. In addition, unless the intended
route of administration in humans is only intravespat least one more route should be used in one
of the species to ensure systemic absorption ofithg. This route should depend on the nature of
the drug. A limit of 2g/kg (or 10 times the nornwdse that is intended in humans, whichever is
higher) is recommended for oral dosing. Animalswdticbe observed for 14 days after the drug
administration, and Minimum Lethal Dose (MLD) andamum Tolerated Dose (MTD) should be
established. If possible, the target organ of tiskishould also be determined. Mortality should be
observed for up to seven days after parenteral m@idtration and up to 14 days after oral
administration. Symptoms, signs and mode of dedibulsl be reported, with appropriate
macroscopic and microscopic findings where necgsshD;; and LDy should be reported
preferably with 95 percent confidence limits. If §fOcannot be determined, reasons for the same
should be stated.

The dose causing severe toxic manifestations othdstaould be defined in the case of cytotoxic
anticancer agents, and the post-dosing observatinnd should be up to 14 days. Mice should fiest b
used for determination of MTD. Findings should thesm confirmed in rat for establishing linear
relationship between toxicity and body surface aheaase of nonlinearity, data of the more sevssiti
species should be used to determine the Phasetihgtdose. Where rodents are known to be poor
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predictors of human toxicity (e.g., antifolates) where the cytotoxic drug acts by a novel mechanis
of action, Maximum Tolerated Dose (MTD) should Iséaélished in non-rodent species.

(1.1.2)Repeated-dose systemic toxicity studiesThese studies (see Table 1) should be carriechout
at least two mammalian species, of which one shbeld non-rodent. Dose ranging studies should
precede the 14-, 28-, 90- or 180- day toxicity msdDuration of the final systematic toxicity syud
will depend on the duration, therapeutic indicataon scale of the proposed clinical trial. If acps

is known to metabolise the drug in the same wayuasans, it should be preferred for toxicity studies

In repeated-dose toxicity studies the drug sho@datbministered seven days a week by the
route intended for clinical use. The number of algmequired for these studies, i.e. the minimum
number of animals on which data should be available

Wherever applicable, a control group of animalsegithe vehicle alone should be included,
and three other groups should be given graded dufs#se drug. The highest dose should produce
observable toxicity; the lowest dose should noseaabservable toxicity, but should be comparable to
the intended therapeutic dose in humans or a neibipit. To make allowance for the sensitivitytbé
species the intermediate dose should cause son@@ys, but not gross toxicity or death, and should
be placed logarithmically between the other twoedos

The parameters to be monitored and recorded in-temg toxicity studies should include
behavioural, physiological, biochemical and micapc observations. In case of parenteral drug
administration, the sites of injection should bbjeated to gross and microscopic examination.dhiti
and final electrocardiogram and fundus examinasioould be carried out in the non-rodent species.

In the case of cytotoxic anticancer agents dosimdy siudy design should be in accordance with the
proposed clinical schedule in terms of days of sype and number of cycles. Two rodent species may
be tested for initiating Phase | trials. A non-nodepecies should be added if the drug has a novel
mechanism of action, or if permission for Phaséllipr marketing is being sought.

For most compounds, it is expected that single dissee distribution studies with sufficient
sensitivity and specificity will provide an adegai@ssessment of tissue distribution and the patenti
for accumulation. Thus, repeated dose tissue bligtan studies should not be required uniformly for
all compounds and should only be conducted whemogpiate data cannot be derived from other
sources. Repeated dose studies may be appropnidée certain circumstances based on the data from
single dose tissue distribution studies, toxicitydatoxicokinetic studies. The studies may be
most appropriate for compounds which have an apgigreong half-life, incomplete elimination
or unanticipated organ toxicity.

Notes: (i) Single dose toxicity study. - Each group shocidatain at least five animals of either sex.
At least four graded doses should be given. Aninsalsuld be exposed to the test substance in a
single bolus or by continuous infusion or seve@ats within 24 hours. Animals should be observed
for 14 days. Signs of intoxication, effect on boadgight, gross pathological changes should be
reported. It is desirable to include histo-pathglog grossly affected organs, if any.

(ii) Dose-ranging study. - Objectives of this studlyclude the identification of target
organ of toxicity and establishment of Maximum Trated Dose (MTD) for subsequent studies.

(a) Rodents. - Study should be performed in onembdpecies (preferably rat) by the proposed
clinical route of administration. At least four ged doses including control should be given,
and each dose group as well as the vehicle costiamlld consist of a minimum of five animals

of each sex. Animals should be exposed to thesigsstance daily for 10 consecutive days.
Highest dose should be the maximum tolerated désingle-dose study. Animals should be

observed daily for signs of intoxication (generape@arance, activity and behavior etc), and
periodically for the body weight and laboratory graeters. Gross examination of viscera and
microscopic examination of affected organs shoeldibne.

(b) Non-rodents. - One male and one female areetdaken for ascending Phase Maximum
Tolerated Dose (MTD) study. Dosing should staremfinitial recording of cage-side and

laboratory parameters. Starting dose may be tlréiee times the extrapolated effective dose or
Maximum Tolerated Dose (MTD) (whichever is less)dadose escalation in suitable steps
should be done every third day after drawing threpdas for laboratory parameters. Dose should
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be lowered appropriately when clinical or laborgt@vidence of toxicity are observed.
Administration of test substance should then camtifor 10 days at the well-tolerated dose level
following which, samples for laboratory parametshould be taken. Sacrifice, autopsy and
microscopic examination of affected tissues shbelgherformed as in the case of rodents.

(iii) 14-28 Day repeated-dose toxicity studies. n@®©rodent (6-10/sex/group) and one
non-rodent (2-3/sex/group) species are neededy da#ing by proposed clinical route at three dose
levels should be done with highest dose having rebbée toxicity, mid dose between high and low
dose, and low dose. The doses should preferablyndiéples of the effective dose and free from
toxicity. Observation parameters should includeecsigle observations, body weight changes, food or
water intake, blood biochemistry, haematology, gnass and microscopic studies of all viscera and
tissues.

(iv) 90 Days repeated-dose toxicity studies. - One rodén30/sex/group) and one non-rodent (4-
6/sex/group) species are needed. Daily dosing bpgsed clinical route at three graded dose levels
should be done. In addition to the control a “hdgse-reversal’ group and its control group shodd b
also included. Parameters should include signsnadxication (general appearance, activity and
behavior etc), body weight, food intake, blood bie@mical parameters, haematological values, urine
analysis, organ weights, gross and microscopicystfdviscera and tissues. Half the animals in
“reversal” groups (treated and control) should derificed after 14 days of stopping the treatm&he
remaining animals should be sacrificed after 28sd#ystopping the treatment or after the recovédry o
signs or clinical pathological changes — whiches@mes later, and evaluated for the parameters used
for the main study.

(V) 180-Day repeated-dose toxicity studies. - One rod&s-30/sex/group) and one non-rodent
(4-6/sex/group) species are needed. At least fooups, including control, should be taken. Daily
dosing by proposed clinical route at three gradededlevels should be done. Parameters should
include signs of intoxication, body weight, foodtake, blood biochemistry, hematology, urine
analysis, organ weights, gross and microscopic @éation of organs and tissues.

(1.2) Male fertility study: One rodent species {prably rat) should be used. Dose selection shbaldione
from the results of the previous 14 days or 28 daygity study in rat. Three dose groups, the bi&jhone
showing minimal toxicity in systemic studies, andaetrol group should be taken. Each group shooiist of
six adult male animals. Animals should be treatéti the test substance by the intended route ofcell use
for minimum 28 days and maximum 70 days before #reypaired with female animals of proven fertilitya
ratio of 1:2 for mating. Drug treatment of the mal@mals should continue during pairing. Pairingustd be
continued till the detection of vaginal plug or @i@lys, whichever is earlier. Females getting thiegmant
should be examined for their fertility index afttay 13 of gestation. All the male animals shouldsaerificed
at the end of the study. Weights of each testiseggndidymis should be separately recorded. Speram bne
epididymis should be examined for their maotilitydamorphology. The other epididymis and both testesuld
be examined for their histology.

(1.3) Female reproduction and developmental toxisitidies: These studies need to be carried outlfoirugs
proposed to be studied or used in women of chilttihg age. Segment I, 1l and 11l studies (see blane to be
performed in albino mice or rats, and segment udgtshould include albino rabbits also as a sedest
species. On the occasion, when the test articleoiscompatible with the rabbit (e.g. antibioticsiefhare
effective against gram positive, anaerobic orgasiamd protozoas) the Segment Il data in the mowseba
substituted.

(1.3.1) Female fertility study (Segment 1). - The study should be done in one rodent species (rat
preferred). The drug should be administered to budles and females, beginning a sufficient number
of days (28 days in males and 14 days in femalefré mating. Drug treatment should continue
during mating and, subsequently, during the gesigieriod. Three graded doses should be used, the
highest dose (usually the Maximum Tolerated Dos&@Mobtained from previous systemic toxicity
studies) should not affect general health of theeptaanimals. At least 15 males and 15 females
should be used per dose group. Control and théettegroups should be of similar size. The route of
administration should be the same as intendechBrapeutic use.

Dams should be allowed to litter and their medaatshould be continued till the weaning of pups.
Observations on body weight, food intake, clinisigins of intoxication, mating behaviour, progregs o
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gestation or parturition periods, length of gestatiparturition, postpartum health and gross patiol
(and histopathology of affected organs) of damaukhbe recorded. The pups from both treated and
control groups should be observed for general sajriatoxication, sex-wise distribution in differen
treatment groups, body weight, growth parametersyigal, gross examination, and autopsy.
Histopathology of affected organs should be done.

(1.3.2) Teratogenicity study (Segment I1). - One rodent (preferably rat) and one non-rodeabkit)
species are to be used. The drug should be adermisthroughout the period of organogenesis, using
three dose levels as described for segment |. gt dose should cause minimum maternal toxicity
and the lowest one should be proportional to tlip@sed dose for clinical use in humans or a maltipl
of it. The route of administration should be themeaas intended for human therapeutic use.

The control and the treated groups should coosiat least 20 pregnant rats (or mice) and 12
rabbits, on each dose level. All foetuses shoulduigected to gross examination, one of the fostuse
should be examined for skeletal abnormalities &edother half for visceral abnormalities. Obsenvati
parameters should include: (Dams) signs of intdidoa effect on body weight, effect on food intake,
examination of uterus, ovaries and uterine confentsnber of corpora lutea, implantation sites,
resorptions (if any); and for the foetuses, thaltoumber, gender, body length, weight and gross or
visceral or skeletal abnormalities, if any.

(1.3.3) Perinatal study (Segment I11). - This study is specially recommended if the drutpibe given

to pregnant or nursing mothers for long periodswvbere there are indications of possible adverse
effects on foetal development. One rodent specmsfdrably rat) is needed. Dosing at levels
comparable to multiples of human dose should besdpnthe intended clinical route. At least four
groups (including control), each consisting of 1&8nd should be used. The drug should be
administered throughout the last trimester of paegy (from day 15 of gestation) and then the dose
that causes low foetal loss should be continuasltiitout lactation and weaning. Dams should then be
sacrificed and examined as described below.

One male and one female from each litter of F1 gaiom (total 15 males and 15 females in
each group) should be selected at weaning ancktredth vehicle or test substance (at the dosddeve
described above) throughout their periods of grotetkexual maturity, pairing, gestation, parturitio
and lactation. Mating performance and fertilityFedf generation should thus be evaluated to obta&in th
F2 generation whose growth parameters should betoned till weaning. The criteria of evaluation
should be the same as described earlier.

Animals should be sacrificed at the end of the ytadd the observation parameters should
include (Dams) body weight, food intake, genergnsi of intoxication, progress of gestation or
parturition periods and gross pathology (if anyjd dor pups, the clinical signs, sex-wise distribat
in dose groups, body weight, growth parameterssgexamination, survival and autopsy (if needed)
and where necessary, histopathology.

(1.4) Local toxicity.- These studies are requireldew the new drug is proposed to be used by son®aspe
route (other than oral) in humans. The drug shdaddapplied to an appropriate site (e.g., skin aginal
mucous membrane) to determine local effects initalde species. Typical study designs for thesédistu
should include three dose levels and untreatecebicle control, preferably use of two species, mutdeasing
group size with increase in duration of treatméfthere dosing is restricted due to anatomical or dnen
reasons, or the drug concentration cannot be iseteheyond a certain level due to the problemslobdity,
pH or tonicity, a clear statement to this effecodld be given. If the drug is absorbed from the sif
application, appropriate systemic toxicity studig also be required.

Notes: (i) Dermal toxicity study. - The study may be done in rabbit and rat. Theainioxicity study shall be
carried out by non-animal alternative tests asmgineOrganisation for Economic Cooperation and Dewaent
Guidelines. In rabbit and rat studies, daily topigiermal) application of test substance in itsickl dosage
form should be done.; Test material should be agdptin shaved skin covering not less than 10% ofadts
body surface area. Porous gauze dressing shoulcdsk to hold liquid material in place. Formulatiomish
different concentrations (at least 3) of test sast, several fold higher than the clinical dosfagea should be
used. Period of application may vary from seve®Qadays depending on the clinical duration of Waere
skin irritation is grossly visible in the initiakglies, a recovery group should be included in ghlesequent
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repeated-dose study. Local signs (erythema, oed@ch@schar formation) as well as histological eration of
sites of application should be used for evaluatibresults.

(i) Photo-allergy or dermal photo-toxicity. - It should be tested by Armstrong or Harber iegfuinea pig.
This test should be done if the drug or a metabdditrelated to an agent causing photosensitivitye nature
of action suggests such a potential (e.g., drudgsetased in treatment of leucoderma). Pretestght@inimals
should screen four concentrations (patch applindtio two hours £15 min.) with and without UV expos (10
J/icm2). Observations recorded at 24 and 48 hourslatbe used to ascertain highest non-irritant dbvsn
test should be performed with 10 test animals arel dontrols. Induction with the dose selected frpratest
should use 0.3 ml/patch for 2 hour +15 min. folloMey 10 J/cm2 of UV exposure. This should be regzban
day 0, 2,4,7,9 and 11 of the test. Animals shod@challenged with the same concentration of telsstamce
between day 20 to 24 of the test with a similaoRshapplication followed by exposure to 10 J/cm2Jsflight.
Examination and grading of erythema and oedemadtom at the challenge sites should be done 2448nd
hours after the challenge. A positive control likask ambrett or psoralin should be used.

(iii)  Vaginal toxicity test. - Study is to be done in rabbit or dog. Test substamould be applied topically
(vaginal mucosa) in the form of pessary, creamiotnoent. Six to ten animals per dose group shoeldaken.
Higher concentrations or several daily applicatiohtest substance should be done to achieve redtagf daily
human dose. The minimum duration of drug treatneséven days (more according to clinical use)jexitio

a maximum of 30 days. Observation parameters shiudtude swelling, closure of in troit us and
histopathology of vaginal wall.

(iv) Rectal tolerance test.- For all preparations meant for rectal adminigrathis test may be performed in
rabbits or dogs. Six to ten animals per dose gehquld be taken. Formulation in volume comparatbleuman
dose (or the maximum possible volume) should bdiegppnce or several times daily, per rectallyathieve
administration of multiples of daily human dose.eTiminimum duration of application is seven days rgno
according to clinical use), subject to a maximunB0fdays. Size of suppositories may be smallerthmitirug
content should be several fold higher than the gsed human dose. Observation parameters shouladancl
clinical signs (sliding on backside), signs of pablood or mucus in faeces, condition of anal regay
sphincter, gross and (if required) histologicalrai@ation of rectal mucosa.

(v) Parenteral drugs.- For products meant for intravenous or intramuscoitasubcutaneous or intradermal
injection the sites of injection in systemic toxycistudies should be specially examined grossly and
microscopically. If needed, reversibility of adversffects may be determined on a case to case basis

(vi) Ocular toxicity studies (for products meant for ocular ingtillation). - These studies should be carried
out in two species, one of which should be thenallbabbit which has a sufficiently large conjunatisac. Direct
delivery of drug onto the cornea in case of aninaging small conjunctival sacs should be ensureglids,
ointments, gels or soft contact lenses (saturaigddwug) should be used. Initial single dose agaion should
be done to decide the exposure concentrationsefoeated-dose studies and the need to include aemgco
group. Such initial toxicity studies shall be cadriout by non-animal alternative tests as give®riganisation
for Economic Cooperation and Development Guidelingsration of the final study will depend on the
proposed length of human exposure subject to amuanri of 90 days. At least two different concentnagio
exceeding the human dose should be used for deratingtthe margin of safety. In acute studies, epe
should be used for drug administration and the rokept as control. A separate control group shdudd
included in repeated-dose studies. Slit-lamp exatiun should be done to detect the changes in apirig and
aqueous humor. Fluorescent dyes (sodium fluorese?s to 1.0%) should be used for detecting tHeals in
surface epithelium of cornea and conjunctiva. Clkanm intra-ocular tension should be monitored by a
tonometer. Histological examination of eyes shdgddone at the end of the study after fixation avidson's
or Zenker's fluid.

(vii)  Inhalation toxicity studies. - The studies are to be undertaken in one rodentoaednon-rodent
species using the formulation that is to be evdiytymoposed to be marketed. Acute, subacute amdnoh
toxicity studies should be performed accordinghte intended duration of human exposure. Standastersyc
toxicity study designs (described above) shouldubed. Gases and vapours should be given in whalg bo
exposure chambers; aerosols are to be given byardgemethod. Exposure time and concentrationsesf t
substance (limit dose of 5mg/l) should be adjuste@nsure exposure at levels comparable to mudtipfe
intended human exposure. Three dose groups anchtaokgplus vehicle control, if needed) are reqdire
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Duration of exposure may vary subject to a maxinuiré hours per day and five days a week. Food aatew
should be withdrawn during the period of exposortest substance.

Temperature, humidity and flow rate of exposurenaber should be recorded and reported. Evidence
of exposure with test substance of particle sizd afiicron (especially for aerosols) with not lekart 25%
being 1 micron should be provided. Effects on megpry rate, findings of bronchial lavage fluid exiaation,
histological examination of respiratory passaged lmg tissue should be included along with theulag
parameters of systemic toxicity studies or assessofanargin of safety.

(1.5) Allergenicity or Hypersensitivity. - Standatelsts include guinea pig maximization test (GPMMY
local lymph node assay (LLNA) in mouse. Any ondtaf two may be done.

Notes: (i) Guinea pig maximization test. - The tissto be performed in two steps; first, determimatof
maximum non-irritant and minimum irritant dosesda®cond, the main test. The initial study willoalsave
two components. To determine the intradermal inductiose, four dose levels should be tested bystimee
route in a batch of four male and four female aménfa of each sex should be given Freund's adjgvahe
minimum irritant dose should be used for inducti®milarly, a topical minimum irritant dose shoube
determined for challenge. This should be estabilishawo males and two females. A minimum of sixlena
and six female animals per group should be usedemmain study. One test and one control group lshioe
used. It is preferable to have one more positivetrob group. Intradermal induction (day 1) coupheith
topical challenge (day21) should be done. If theneo response, re-challenge should be done 7day30after
the primary challenge. Erythema and oedema (indalidnimal scores as well as maximization gradatguld
be used as evaluation criteria.

(i) Local lymph node assay. - Mice used in thistteshould be of the same sex, either only malesndy
females. Drug treatment is to be given on ear SKimee graded doses, the highest being maximumirritant
dose plus vehicle control should be used. A mininair@ mice per group should be used. Test matehiatld
be applied on ear skin on three consecutive dagisoanday 5, the draining auricular lymph nodes khde
dissected out 5 hours after i.v. H-thymidine orrboadeoxy-uridine (BrdU). Increase in H-thymidine BrdU
incorporation should be used as the criterion f@lation of results.

(1.6) Genotoxicity— Genotoxic compounds, in the absence of other ddial] be presumed to be trans-
species carcinogens, implying a hazard to humansh $ompounds need not be subjected to long term
carcinogenicity studies. However, if such a druppiended to be administered for chronic illnessestherwise
over a long period of time - a chronic toxicity dyu(up to one year) may be necessary to detecy earl
tumorigenic effects. Genotoxicity tests are in ittind in vivo tests conducted to detect compounhlighw
induce genetic damage directly or indirectly. Thessts should enable a hazard identification wétspect to
damage to De-oxy Ribonucleic Acid (DNA) and itsafibon.

The following standard test battery is generallgepted to be conducted:
0] A test for gene mutation in bacteria.

(i) An in vitro test with cytogenetic evaluation of ohmosomal damage with mammalian cells or
an in vitro mouse lymphomatic assay.

(i) An in vivo test for chromosomal damage usirgglent haematopoietic cells. Other genotoxicity
tests e.g. tests for measurement of De-oxy Ribemuéicid (DNA) adducts, De-oxy Ribonucleic Acid
(DNA) strand breaks, De-oxy Ribonucleic Acid (DNAgpair or recombination serve as options in
addition to the standard battery for further inigetion of genotoxicity test results obtained ir th
standard battery. Only under extreme condition/ich one or more tests comprising the standard
battery cannot be employed for technical reasolts;native validated tests can serve as substitutes
provided sufficient scientific justification shouloe provided to support the argument that a given
standard battery test is not appropriate.

(iv) Both in-vitro and in-vivo studies should be dona:vitro studies should include Ames
Salmonella assay and chromosomal aberrations (€Altured cells. In-vivo studies should include
micronucleus assay (MNA) or chromosomal aberrat{@#) in rodent bone marrow. Data analysis of
chromosomal aberrations (CA) should include analgéi‘gaps”.

(v) Cytotoxic anticancer agents. - Genotoxicity dat& ot required before Phase | and Il trials.
But these studies should be completed before appfar Phase lll trials.
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Notes: Ames Test (Reverse mutation assay in Salmonella): S. typhimurium tester strains such as
TA98, TA100, TA102, TA1535, TA97 or Escherichia icd/P2 uvrA or Escherichia coli WP2 uvrA
(pKM101) should be used.

(vi) In-vitro exposure (with and without metabolic aetion, S9 mix) should be done at a
minimum of 5 log dose levels. “Solvent” and “pogiti control should be used. Positive control may
include 9-amino-acridine, 2-nitrofluorine, sodiurmide and mitomycin C, respectively, in the tester
strains mentioned above. Each set should consistt ¢éast three replicates. A 2.5 fold (or more)
increase in number of revertants in comparisoptm&neous revertants would be considered positive.

(vii) In-vitro cytogenetic assay. - The desired levetaxicity for in vitro cytogenetic tests using
cell lines should be greater than 50% reductioneih number or culture confluency. For lymphocyte
cultures, an inhibition of mitotic index by greatdran 50% is considered sufficient. It should be
performed in Chinese Hamster Ovary (CHO) cells ar tmman lymphocyte in culture. In-vitro
exposure (with and without metabolic activation, 18&) should be done using a minimum of 3 log
doses. “Solvent” and “positive” control should Imeluded. A positive control like Cyclophosphamide
with metabolic activation and Mitomycin C for withibmetabolic activation should be used to give a
reproducible and detectable increase clastogeféctedver the background which demonstrates the
sensitivity of the test system. Each set shouldsisbrof at least three replicates. Increased nuraber
aberrations in metaphase chromosomes should beasgéé criteria for evaluation.

(viii)  In-vivo micronucleus assay. - One rodent speciesf¢mbly mouse) is needed. Route of
administration of test substance should be the s#sriatended for humans. Five animals per sex per
dose groups should be used. At least three dosts|gyus “solvent” and “positive” control shoulé b
tested. A positive control like mitomycin C or cgphosphamide should be used. Dosing should be
done on day one and two of study followed by smeibf animals six hours after the last injection.
Bone marrow from both the femora should be takety ftushed with fetal bovine serum (20 min.),
pelletted and smeared on glass slides. Giemsa-Magr@ald staining should be done and increased
number of micronuclei in polychromatic erythrocyfeginimum 1000) should be used as the evaluation
criteria.

(ix) In-vivo cytogenetic assay. - One rodent speciegfé¢pably rat) is to be used. Route of
administration of test substance should be the sasnmtended for humans. Five animals/sex/dose
groups should be used. At least three dose lepels,“solvent” and “positive” control should be tied.
Positive control may include cyclophosphamide. bgsshould be done on day one followed by intra-
peritoneal colchicine administration at 22 hoursmimals should be sacrificed two hours after
colchicine administration. Bone marrow from botte tfemora should be taken out, flushed with
hypotonic saline (20 minutes), pelletted and resndpd in Carnoy’s fluid. Once again the cells stioul
be pelletted and dropped on clean glass slides avasteur pipette. Giemsa staining should be done
and increased number of aberrations in metaphasenclsomes (minimum 100) should be used as the
evaluation criteria.

(1.7) Carcinogenicity.- Carcinogenicity studies sldobe performed for all drugs that are expectedeo
clinically used for more than six months as welf@sdrugs used frequently in an intermittent marninethe

treatment of chronic or recurrent conditions. Qasgenicity studies are also to be performed fogslifi there
is concern about their carcinogenic potential eriagdrom previous demonstration of carcinogeniteptial

in the product class that is considered relevanhumans or where structure-activity relationshiggasts
carcinogenic risk or when there is evidence of pogtastic lesions in repeated dose toxicity studieshen

long-term tissue retention of parent compound otabmgites results in local tissue reactionsother

pathophysiological responses. For pharmaceuti@ieldped to treat certain serious diseases, Cdritehcing

Authority may allow carcinogenicity testing to benclucted after marketing permission has been gtante

In instances where the life-expectancy in the iadid population is short (i.e., less than 2 - 3s)eao
long-term carcinogenicity studies may be requitadcases where the therapeutic agent for canagerisrally
successful and life is significantly prolonged thenay be later concerns regarding secondary cangérsn
such drugs are intended for adjuvant therapy inotunrfree patients or for prolonged use in non-cance
indications, carcinogenicity studies may be nee@minpleted rodent carcinogenicity studies are eeded in
advance of the conduct of large scale clinicaldrianless there is special concern for the pagieptilation.
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Carcinogenicity studies should be done in a rodeeties (preferably rat). Mouse may be employed
only with proper scientific justification. The seted strain of animals should not have a very loigkiery low
incidence of spontaneous tumors.

At least three dose levels should be used. Theebigtlose should be sub-lethal, and it should not
reduce the life span of animals by more than 10%xpkcted normal. The lowest dose should be corbjeata
the intended human therapeutic dose or a multiple e.g. 2.5%; to make allowance for the sengiiwf the
species. The intermediate dose to be placed lbgaically between the other two doses. An untreatatrol
and (if indicated) a vehicle control group shoukd ibcluded. The drug should be administered sewess d
week for a fraction of the life span comparabléh fraction of human life span over which the disutikely to
be used therapeutically. Generally, the periodasint should be 24 months for rats and 18 monthsifce.

Observations should include macroscopic changesrebd at autopsy and detailed histopathology of
organs and tissues. Additional tests for carcinmiggn(short-term bioassays, neonatal mouse assagsis
employing transgenic animals) may also be doneru#ipg on their applicability on a case to casedasi

Note: Each dose group and concurrent control group riehded to be sacrificed early should contain adtlea
50 animals of each sex. A high dose satellite grimmpevaluation of pathology other than neoplagiaud
contain 20 animals of each sex while the sateltivmtrol group should containlOanimals of each sex.
Observation parameters should include signs ofxio&tion, effect on body weight, food intake, ctial
chemistry parameters, hematology parameters, @aadysis, organ weights, gross pathology and detail
histopathology. Comprehensive descriptions of beréagd malignant tumour development, time of their
detection, site, dimensions, histological typing should be given.

(1.8)  Animal toxicity requirements for clinical &lis and marketing of a new drug.

Systemic Toxicity Studies |
Long term toxicity
Human Phase(s) for requirements
which study is propose
to be conducted

Route of Duration of proposed
administration human administration

&N

Single dose or several
doses in one day, I, 11, 11 2 species; 2 weeks
up to 1 week

>1 week but upto .
[, 11, 1l 2 species; 2weeks
2 weeks

Upto 2 weeks Marketing permission 2 species; 4weeks

2 species; equal to duration of

[, 1,1
human exposure

>2 weeks but upto 4 weeks

Oral or Parenteral

or Marketing permission 2 species; 12 weeks
Transdermal LILI 2 species; equal to duration of
> 4 weeks but upto 12 Y human exposure
weeks
Marketing permission 2 species; 24 weeks

2 species; equal to duration of

LI
human exposure

> 12 weeks but upto 24

weeks . . 2 species; Rodent 24 weeks, non-
Marketing permission rodent 36 weeks

2 species; Rodent 24 weeks, non-

LILIN rodent 36weeks

> 24 weeks
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2 species; Rodent

Marketing permission 24 weeks, non-rodent 36 weeks

2 species; | month

Up to 2 weeks I, 11, 1 )
(Exposure time 3h/d, 5d/week)

Inhalation (genera
Anaesthetics,
aerosols)

2 species; 12 weeks
Up to 4 weeks I, 11, 1 (Exposure time
6h/d, 5d/week)

2 sp; 24 weeks
>14 weeks I, 11, 1 (Exposure time
6h/d, 5d/week)

L ocal Toxicity Studies

Up to 2 weeks I, 1l 1 species; 4 weeks
Dermal I 2 species; 4 weeks
> 2 weeks I, 11, 11 2 species; 12 weeks
Ocular or Optic or Up to 2 weeks Al 1 species; 4 weeks
Nasal 1] 2 species; 4 weeks
> 2 weeks I, 10, 11 2 species; 12 weeks

I, Il 1 species; 4weeks

Up to 2 weeks I 2 species; 4 weeks

Vaginal or Rectal

> 2 weeks I, 10, 11 2 species; 12 weeks

Special Toxicity Studies

Male Fertility Study: Phase Il in male volunteerspatients

Female Reproduction and Development Toxicity Stidie

Segment Il studies in 2 species; Phase I, Ill inwvg female patients of child bearing age.

Segment | study; Phase Il involving female paseoitchild-bearing age.

17

Segment Il study; Phase 1l for drugs to be git@pregnant or nursing mothers for long periods/oeere there
are indications of possible adverse effects orafadvelopment.

Allergenicity or Hypersensitivity:

Phase |, II, Ill - when there is a cause of conaarfor parenteral drugs (including dermal applma)

Photo-allergy or dermal photo-toxicity:

Phase |, I, lll - if the drug or a metabolite &ated to an agent causing photosensitivity ormtiteire of actiop
suggests such a potential.

Genotoxicity:

In-vitro studies — Phase |

Both in-vitro and in-vivo-Phase I, 11|

Carcinogenicity:

Phase llkwhen there is a cause for concern, or when the idriggbe used for more than 6 months.

Abbreviations: d -day;h-hour;1, I, 111 - Phase of clinical trial;

Note: (1) Animal toxicity data generated in other courdrimay be accepted and may not be asked to be
repeated or duplicated in India on a case to casis lepending upon the quality of data and theéecrtéals of
the laboratory where such data has been generated.

(2) Requirements for fixed dose combores are given in clause 4 of this Schedule.

(1.9)  Number of animals required for repeatededosicity studies
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14 to 28 days 84 to 182 days
Non-rodent
Group Rodent (Rat) Non-rodent (Dog or Rodent (Rat) (Dog or
Monkey)
Monkey)
Male | Female Male Female| Male Female Male Female
Control 6 t010| 61tol0 2103 2103 15 to30 15td30 to@! 4 to6
Low dose | 61t0l0| 6 tol0 2103 2103 15 to3( 15 t930 4 to6 4 to6
Intermediat 61510 | 6t010| 2t03 | 2to3 15t030| 15toB0 4 to6 064 t
e dose
High dose| 6tol10| 6 tol0 2 to3 2 to3 15 to3( 15 t0p30 4 to6 4 t06
(1.10) Laboratory parameters to be included indibxistudies:
Haematological parameters
Haemoglobin Total Red Blood Cell count Haematocrit Reticulocyte
Total White Bloog Differential Platelet count Terminal Bone Marrow
Cell . Examination
count White Blood Cell
Count
Erythrocyte General Blood Picture: A Special mention of abndamé immature cells should be made
sedimentation rate
(ESR) (Non-
rodents only)
Coagulation parameters (Non-rodents only): Bleedinglime, coagulation Time,

prothrombin time, Activated partial Thromboplastime

Urinalysis Parameters

Colour Appearance Specific Gravity 24 hours
urinary output

Reaction(pH) Albumin Sugar Acetone

Bile pigments Urobilinogen Occult Blood

Microscopic examination of urinary sediment

Blood Biochemical parameters

Glucose Cholesterol Triglycerides High density ppateins
(HDL) cholesterol ( Non-
rodents only)

Low density Serum glutamic pyruvic Serum glutamic
lipoproteins Bilirubin transaminase (SGPT) (Alanineoxaloacetic transaminasg
(LDL) aminotransferase (ALT) (SGOT)

Cholesterol( Non-rodentsonly) Aspartate aminotransferase (AST)

Alkaline GGT (NorHodents only) Blood urea Nitrogen Creaini
Phosphatase

(ALP)
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Total Albumin Globulin (Calculated values) Sodium
proteins
Potassium Phosphorus Calcium
Gross and Microscopic Pathology
Brain*: Cerebrum (Spinal cord) Eye (Middle Ear)
Cerebellum,
Midbrain
Thyroid (Parathyroid) Spleen Thymus
Adrenal* (Pancreas) (Trachea) Lung*
Heart* Aorta Oesophagus Stomach
Duodenum Jejunum Terminal ileum Colon
(Rectum) Liver* Kidney* Urinary bladder
Epididymis Testis* Ovary Uterus*
Skin Mammary gland Mesenteric lymph node Skeletascte

* Organs marked with an asterisk should be weighed.
() Organs listed in parenthesis should be examifriadicated by the nature of the drug or obsere#dcts.

Non-clinical toxicity testing and safety evaluatidata of an Investigational New Drug (IND) needed
for the conduct of different phases of clinicaaksi

Note: Refer clause 2 of Second Schedule for essentialresaof study designs of the non-
clinical toxicity studies listed below.

For Phasel| Clinical Trials:

Systemic Toxicity studies:-

Q) Single dose toxicitystudies
(1)) Dose Ranging Studies
(1 Repeat-dose systemic toxicity studies of approgriatration to support the

duration of proposed human exposure.
Male fertility study:
In-vitro genotoxicity tests;

Relevant local toxicity studies with proposed rootelinical application (duration depending
on proposed length of clinical exposure).

Allergenicity or Hypersensitivity tests (when theiea cause for concern or for parenteral drugs,
including dermal application).

Photo-allergy or dermal photo-toxicity test (if tdeug or a metabolite is related to anagent causing
photosensitivity or the nature of action suggesths potential).

For Phase Il Clinical Trials. Provide a summary of all the non-clinical safetyadéisted above) already
submitted while obtaining the permissions for PHasel, with appropriate references.

In case of an application for directly starting laaBe 1l trial - complete details of then on clidisafety
data needed for obtaining the permission for Phlaggal, as per the list provided above must be
submitted.

Repeat-dose systemic toxicity studies of appropritration to support the duration of proposed huma
exposure.

In-vivo genotoxicity tests.
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Segment Il reproductive or developmental toxicttydy (if female patients of child bearing
age are going to be involved).

For Phase |1l Clinical Trials: Provide a summary of all the non-clinical safetyadélisted above) already
submitted while obtaining the permissions for Phlagad Il trials, with appropriate references. bse of an

application for directly initiating a Phase llldti- complete details of the non-clinical safetyadaeeded for

obtaining the permissions for Phase | and Il triatsper the list provided above must be provided.

Repeat-dose systemic toxicity studies of appropritration to support the duration of proposed huma
exposure.

Reproductive or developmental toxicity studies

Segment | (if female patients of child bearing age going to be involved), and Segment Il
(for drugs to be given to pregnant or nursing meosher where there are indications of possible
adverse effects on foetal development).

Carcinogenicity studies (when there is a causecforcern or when the drug is to be used for mora tha
months).

For Phase IV Clinical Trials: Provide a summary of all the non-clinical safetyadélisted above) already
submitted while obtaining the permissions for PHadeand 11l trials, with appropriate references.

In case an application is made for initiating the$e IV trial, complete details of the non-clinisafety data
needed for obtaining the permissions for Phasé &ntl Il trials, as per the list provided above snbe
submitted.

Application of Good Laboratory Practices (GLP)

The animal studies be conducted in an accrediteatddory. Where the safety pharmacology studiepareof
toxicology studies, these studies should also ndwcted in an accredited laboratory.

(2) The animal toxicology requirements as referred alshould be viewed as general guidance for drugldpments.
Animal toxicology studies may be planned, desigard conducted as per the International Council afnkbnization
(ICH) guidelines to promote safe, ethical developtrend availability of new drugs with reduced udeanimals in
accordance with the 3R (reduce/refine/replace)cjples.

3. Animal Pharmacology.- (1) General Principles.- Specific and general pharmacological studies shddd
conducted to support use of therapeutics in humbmsghe early stages of drug development enougbrimétion
may not be available to rationally select studyiglesor safety assessment. In such a situatiorgreeigl approach to
safety pharmacology studies can be applied. Saitgrmacology studies are studies that investigatenpial
undesirable pharmacodynamic effects of a substamc@hysiological functions in relation to exposwhin the
therapeutic range or above.

1.1 Specific pharmacological actions,- Specificrpfcological actions are those which demonstratetibrapeutic
potential for humans.

The specific studies that should be conducted heid tesign will be different based on the indiétproperties and
intended uses of investigational drug. Scientifjcahlidated methods should be used. The use oftaelanologies and
methodologies in accordance with sound scientifiaciples should be preferred.

1.2 General pharmacological actions,-

1.2.1 Essential safety pharmacology.- Safety phaoiwgy studies need to be conducted to investitjage
potential undesirable pharmacodynamic effects stibstance on physiological functions in relation to
exposure within the therapeutic range and abovees&hstudies should be designed to identify
undesirable pharmacodynamic properties of a substdmat may have relevance to its human safety; to
evaluate adverse pharmacodynamic or pathophysaabgiffects observed in toxicology or clinical sas]

and to investigate the mechanism of the adversen@@dynamic effects observed or suspected. Theohim
the essential safety pharmacology is to study ffeets of the test drug on vital functions. Vitagjan systems
such as cardiovascular, respiratory and centravoosr systems should be studied. Essential safety
pharmacology studies may be excluded or supplemdrtsed on scientific rationale. Also, the exclosid
certain tests or exploration(s) of certain orgaystems or functions should be scientifically jfisdi.

1.2.1.1 Cardiovascular system: Effects of the itigafonal drug should be studied on blood pressure
heart rate, and the electrocardiogram. If posdibleitro, in vivo and/or ex vivo methods including
electrophysiology should also be considered.

1.2.1.2 Central nervous system: Effects of thestigational drug should be studied on motor agtjvit
behavioural changes, coordination, sensory andmnetiex responses and body temperature.
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1.2.1.3 Respiratory system: Effects of the inveditmal drug on respiratory rate and other funaion
such as tidal volume and haemoglobin oxygen sabarahould be studied.

1.3 Follow-up and supplemental safety pharmacolstggies.- In addition to the essential safety plaaatogical
studies, additional supplemental and follow-up saflarmacology studies may need to be conductegp@®priate.
These depend on the pharmacological propertiehemical class of the test substance, and the @aiergted from
safety pharmacology studies, clinical trials, phacovigilance, experimental in vitro or in vivo sies, or from
literature reports.

1.3.1 Follow-up studies for essential safety phaotagy: Follow-up studies provide additional
information or a better understanding than that ypded by the essential safety

pharmacology.

1.3.1.1 Cardiovascular system: These include veultar contractility, vascular resistance and the
effects of chemical mediators, their agonists amagonists on the cardiovascular system.

1.3.1.2 Central nervous system: These include békhanal studies, learning and
memory, electrophysiology studies, neurochemistmg éigand binding studies.

1.3.1.3 Respiratory system: These include airwasistance, compliance, pulmonary arterial
pressure, blood gases and blood pH.

1.3.2 Supplemental safety pharmacology studies:s€hstudies are required to investigate the possible
adverse pharmacological effects that are not asdaasthe essential safety pharmacological stualiesare

a cause for concern.

1.3.2.1 Urinary system: These includaaivolume, specific gravity, osmolality, pH, peots, cytology
and blood urea nitrogen, creatinine and plasmeapr®estimation.

1.3.2.2 Autonomic nervous system: These includalibon to receptors relevant for the autonomic
nervous system, and functional response to agonisntagonist responses in vivo or in vitro, and
effects of direct stimulation of autonomic nervesl dheir effects on cardiovascular responses.

1.3.2.3 Gastrointestinal system: These includeissudn gastric secretion, gastric pH measurement,
gastric mucosal examination, bile secretion, gastmptying time in vivo and ileocaecal contraction
vitro.

1.3.2.4 Other organ systems: Effects of the ingasitnal drug on organ systems not investigated
elsewhere should be assessed when there is a foausencern. For example, dependency potential,
skeletal muscle, immune and endocrine functions Ineaiyvestigated.

1.4 Conditions under which safety pharmacologyistidre not necessary: Safety pharmacology stadeessually
not required for locally applied agents e.g. derprabcular, in cases when the pharmacology of ivestigational
drug is well known, and/or when systemic absorptrom the site of application is low. Safety phaowlagy testing
is also not necessary, in the case of a new des@vaaiving similar pharmacokinetics and pharmacadyios.

1.5 Timing of safety pharmacology studies in relatio clinical development :

1.5.1 Prior to first administration in humans: Tdféects of an investigational drug on the vitaldtions listed in
the essential safety pharmacology should be stygied to first administration in humans. Any foleup or
supplemental studies identified, should be condlifteecessary, based on a cause for concern.

1.5.2 During clinical development: Additional intiggtions may be warranted to clarify observeduspgcted
adverse effects in animals and humans during dliievelopment.

1.5.3 Before applying for marketing approval: Feltap and supplemental safety pharmacology studiesld
be assessed prior to approval unless not requimaghich case this should be justified. Availabhéormation
from toxicology studies addressing safety pharnm@pplendpoints or information from clinical studiean
replace such studies.

1.6 Application of Good Laboratory Practices (GLPhe animal studies be conducted in an accredibdratory.
Where the safety pharmacology studies are pamafdlogy studies, these studies should also bewiad in an
accredited laboratory.

4. Fixed Dose Combinations (FDCs). - Fixed dose combinations refer to products contgirone or more active
ingredients used for a particular indication. Fib@ase Combinations (FDCs) can be divided into tilofing groups
and data required for approval for marketing iscdesd below:

(a)The first group of Fixed Dose Combinations (FDG&)udes those in which one or more of the actigeddients
is a new drug. For such Fixed Dose Combinationsg$)Do be approved for marketing data to be subthittill be
similar to data required for any new drug (inclugiinical trials).
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(b) (i) The second group Fixed Dose Combinations (FDi@s)udes those in which active ingredients already
approved or marketed individually are combinedtfar first time, for a particular claim and where thgredients are
likely to have significant interaction of a pharrodgnamic or pharmacokinetic nature. If clinicahlsi have been
carried out with the Fixed Dose Combination (FD&pther countries, reports of such trials shouldbiemitted. If
the Fixed Dose Combination (FDC) is marketed abrtasregulatory status in other countries shoeldtated.

(i) For marketing permission, appropriate chemiaald pharmaceutical data will be submitted. In caseh a
combination is not marketed anywhere in the wordtithese drugs are already in use concomitantly da@ Fixed
Dose Combination (FDC) but individually) for theidaclaim, marketing permission may be granted based
chemical and pharmaceutical data. Data showingsthbility of the proposed dosage form will also dae be
submitted.

(i) For any other such Fixed Dose Combination®@s), clinical trials may be required. For obtagimermission to
carry out clinical trials with such Fixed Dose Candiions (FDCs) a summary of available pharmacchlgi
toxicological and clinical data on the individualgredients should be submitted, along with theoratie for
combining them in the proposed ratio. In additiacyte toxicity data (Lethal Dose 50 (LD 50)) anduphacological
data should be submitted on the individual ingnedies well as their combination in the propos¢id.ra

(© The third group of Fixed Dose Combinations (FDC@g)Judes those which are already marketed, but in
which it is proposed either to change the ratiadive ingredients or to make a new therapeutiorcl&or such
Fixed Dose Combinations (FDCs), the appropriatemate including published reports (if any) shobkl submitted

to obtain marketing permission. Permission will i@anted depending upon the nature of the claim datad
submitted.

(d) The fourth group of Fixed Dose Combination (FDQjlimles those whose individual active ingredients
(or drugs from the same class) have been widelg irs@ particular indications for years, their comitant use is
often necessary and no claim is proposed to be ke than convenience. It will have to be demmaitst that the
proposed dosage form is stable and the ingredastsinlikely to have significant interaction of laapmacodynamic
or pharmacokinetic nature. No additional animalhuman data are generally required for these FixedeD
Combinations (FDCs), and marketing permission maygtanted if the Fixed Dose Combination (FDC) has a
acceptable rationale.

5. Stability Testing of New Drugs. - Stability testing is to be performed to providedmance on how the quality of a
drug substance or formulation varies with time urttle influence of various environmental factorstsas temperature,
humidity and light, and to establish shelf life foe formulation and recommended storage conditions

Stability studies should include testing of thosilautes of the drug substance that are susceptibichange during
storage and are likely to influence quality, safetyefficacy. In case of formulations the testifgpuld cover, as
appropriate, the physical, chemical, biologicald anicrobiological attributes, preservative contéaiy., antioxidant,
antimicrobial preservative), and functionality te&.g., for a dose delivery system).

Validated stability-indicating analytical procedsrghould be applied. For long term studies, frequeri testing should
be sufficient to establish the stability profiletb&é drug substance.

In general, a drug substance should be evaluatger wiorage conditions that test its thermal stgtahd, if applicable,
its sensitivity to moisture. The storage conditiamsl the length of studies chosen should be sefffidio cover storage,
shipment and subsequent use.

Stress testing of the drug substance should beucted to identify the likely degradation productghich in turn
establish the degradation pathways, evaluate thiesit stability of the molecule and validate thiability indicating
power of the analytical procedures used. The natifitiee stress testing will depend on the individirag substance and
the type of formulation involved.

Stress testing may generally be carried out onnglesibatch of the drug substance. It should incltide effect of
temperatures), humidity where appropriate, oxidgtamd photolysis on the drug substance.

Data should be provided for
(a) Photostability on at least one primary batcthefdrug substance as well as the formulatiothe@sase may be; and

(b) the susceptibility of the drug substance torblydis across a wide range of pH values when ilutism or
suspension.

Long-term testing should cover a minimum of six tsnduration if there is no significant changerat ime during six

months testing at accelerated storage conditidwelve months duration if there is significant chas in the six months
accelerated stability testing on at least threengry batches of the drug substance or the fornauladi the time of
submission and should be continued for a periotineg sufficient to cover the proposed shelf lifeccalerated testing
should cover a minimum of six months duration attime of submission.
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In case of drug substances, the batches shouldabafattured to a minimum of pilot scale by the saymthetic route
and using a method of manufacture that simulatesfitial process to be used for production batchescase of
formulations, two of the three batches should Heat pilot scale and the third one may be smaller

The manufacturing process used for primary batshesiid simulate that to be applied to productiotthes
and should provide products of the same qualityraadting the same specifications as that intendecharketing.

The stability studies for drug substances shouldd®lucted either in the same container - closyséem as
proposed for storage and distribution or in a doefa- closure system that simulates the proposed packaging. In
case of formulations, the stability studies shold conducted in the final container - closure systgoposed for
marketing.

Sability testing of new drug substances and formulations:

()Study conditions for drug substances and formte intended to be stored under general condition

Sudy Sudy conditions Duration of study
Long-term 30°C £ 2° C/75% RH + 5% RH 6 months omi@nths
Accelerated 40°C + 2° C/75% RH + 5% RH 6 months
(i) If at any time during 6 months testing under theetgrated storage condition, such changes occuc#iuse the

product to fail in complying with the prescribedstlards, additional testing under an intermeditieage condition
should be conducted and evaluated against signtfit@ange criteria.

(iif)  Study conditions for drug substances and formuiatiatended to be stored in a refrigerator.

Sudy Sudy conditions Duration of study
Long-term 5°C+3°C 6 months or 12 months
Accelerated 25°C + 2° C/60% RH = 5%RH 6 months
(iv) Study conditions for drug substances and formutatiotended to be stored in a freezer
Sudy Study conditions Duration of study
Study Study conditions Durations of study
Long-term -20°Cx5°C 6 months or 12 months
(v) Drug substances intended for storage below -203all be treated on a case-by-case basis.

(vi) Stability testing of the formulations after constibn or dilution, if applicable, should be condedttto provide
information for the labelling on the preparatiotgrage condition, and in-use period of the contstitior diluted product.
This testing should be performed on the constitotediluted product through the proposed in- us@pe

TABLE1

DATA TO BE SUBMITTED ALONG WITH THE APPLICATION TO
CONDUCT CLINICAL TRIALSOR IMPORT OR MANUFACTURE OF
NEW DRUGSFOR SALE IN THE COUNTRY

Introduction: A brief description of the drug and the therapeakiss to which it belongs.

2. Chemical and phar maceutical information
2.1 Information on active ingredients.- Drug imf@mtion (Generic Name, Chemical Name or Internation
Nonproprietary Names (INN))
2.2. Physicochemical data.-
(@) Chemical name and Structure

Empirical formula

Molecular weight
(b) Physical properties

Description

Solubility
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Rotation
Partition coefficient
Dissociation constant.
2.3. Analytical data
Elemental analysis
Mass spectrum
NMR spectra
IR spectra
UV spectra
Polymorphic identification.
2.4. Complete monograph specification including
Identification
Identity or quantification of impurities
Enantiomeric purity
Assay.
2.5. Validations
Assay method
Impurity estimation method
Residual solvent/other volatile impurities (OVI}iegation method.
2.6. Stability studies (for details refer clausef®his Schedule)
Final release specification
Reference standard characterization

Material safety data sheet.

2.7. Data on formulation

0] Dosage form

(i) Composition

(i) Master manufacturing formula

(iv) Details of the formulation (including inactive iregtients)

(V) In process quality control check

(vi) Finished product specification

(vii) Excipient compatibility study

(viii) Validation of the analytical method

(ix) Comparative evaluation with international brandamproved Indian brands, if
applicable.

(x) Pack presentation

(xi) Dissolution assay

(xii) Impurities

(xiii) Content uniformity pH

(xiv) Force degradation study

(xv) Stability evaluation in market intended pack atgmsed storage conditions

(xvi) Packing specifications
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(xwvii) Process validation

When the application is for clinical trials onlfet international non-proprietary name (INN) or gaeame,
drug category, dosage form and data supportinglisfaln the intended container-closure system fbe
duration of the clinical trial (information cover@aitem numbers 2.1, 2.3, 2.6, 2.7) are required.

3. Animal phar macology (for detailsrefer clause 3 of this Schedule)
3.1. Summary
3.2. Specific pharmacological actions
3.3. General pharmacological actions
3.4. Follow-up and supplemental safety pharmacgpkigdies
3.5. Pharmacokinetics: absorption, distributioetabolism; excretion
4. Animal toxicology (for detailsrefer clause 2 of this Schedule)
4.1. General aspects
4.2. Systemic toxicity studies
4.3. Male fertility study
4.4. Female reproduction and developmental toxastitglies
4.5. Local toxicity
4.6. Allergenicity or Hypersensitivity
4.7. Genotoxicity
4.8. Carcinogenicity

Note: Where the data on animal toxicity as per the sptibns of clause 2has been submitted and the sambdeen
considered by the regulatory authority of the coumthich had earlier approved the drug, the anitoaicity studies
shall not be required to be conducted in India pkoecases where there are specific concernsaeddn writing.

5. Human or Clinical phar macology (Phase 1)
5.1. Summary
5.2. Specific Pharmacological effects
5.3. General Pharmacological effects
5.4. Pharmacokinetics, absorption, distributiontahelism, excretion
5.5. Pharmacodynamics / early measurement of drirgjte
6. Therapeutic exploratory trials (Phase 1)
6.1. Summary
6.2. Study report as given in Table 6 of Third &lide

7. Therapeutic confirmatory trials (Phasel11)
7.1. Summary

7.2. Individual study reports with listing of sitaad investigators.
8. Special studies
8.1. Summary
8.2. Bio-availability or Bio-equivalence.
8.3. Other studies e.g. geriatrics, paediatriosgpant or nursing women
9. Regulatory statusin other countries
9.1. Countries where the drug is
(a) Marketed
(b) Approved
(C) Approved as Investigational New Drug (IND)
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(d) withdrawn, if any, with reasons
9.2. Restrictions on use, if any, in countries veherarketed/approved
9.3. Free sale certificate or certificate of anelyas appropriate.
10. Prescribing information

10.1. Proposed full prescribing information
10.2. Drafts of labels and cartons

11. Samplesand Testing protocol/s

11.1. Samples of pure drug substance and finishedupt (an equivalent of 50 clinical doses, or movenber of
clinical doses if prescribed by the Central LicegciAuthority), with testing protocols, full impuyitprofile and
release specifications.

12. New chemical entity and Global clinical trial:

12.1Assessment of risk versus benefit to the patien
12.2Innovation vis-a-vis existing therapeutic optio
12.3 Unmet medical need in the country.

13. Copy of license to manufacture any drug for sale granted by State Licencing Authority (in case the
application isfor manufacturefor sale of new drug)

Note: (1) All items may not be applicable to all drugr explanation, refer text of this First Schedecond
Schedule and Third Schedule.

(2) For requirements of data to be submitted wihligation for clinical trials refer text of therst Schedule, Second
Schedule and Third Schedule.

TABLE 2
DATA REQUIRED TO BE SUBMITTED BY AN APPLICANT FOR GRANT OF PERMISSION TO IMPORT
OR MANUFACTURE A NEW DRUG

ALREADY APPROVED IN THE COUNTRY
1. Introduction
A brief description of the drug and the therapealiss
2. Chemical and phar maceutical information

2.1 Chemical name, code name or number, if any;-pooprietary or generic name, if any, structure;
physico-chemical properties

2.2 Dosage form and its composition
2.3 Test specifications
(a) active ingredients
(b) inactive ingredients
2.4 Tests for identification of the active ingreti®and method of its assay
2.5 Specifications of finished product
2.6 Outline of the method of manufacture of acthgredient and finished product
2.7 Stability data
3. Marketing information
3.1 Proposed package insert or promotional liteeatu
3.2 Draft specimen of the label and carton
4. Special studies conducted with approval of Central Licencing Authority
4.1 Bioavailability or Bioequivalence and comparatdissolution studies for oral dosage forms

4.2 Sub-acute animal toxicity studies for intravesiinfusions and injectables.
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TABLE3

DATA REQUIRED TO BE SUBMITTED BY AN APPLICANT FOR CONDUCT OF CLINICAL TRIAL OF AN
APPROVED NEW DRUG WITH NEW CLAIMS, NAMELY, NEW INDICATION OR NEW DOSAGE FORM
OR NEW ROUTE OF ADMINISTRATION OR NEW STRENGTH OR TO IMPORT OR MANUFACTURE
SUCH NEW DRUG FOR SALE OR DISTRIBUTION

Number and date of permission or license alreadytgd for the approved new drug.
2. Therapeutic justification for new claim- new indica or modified dosage form/new route of admirigtm
Chemical and Pharmaceutical information

3.1 Chemical name, code name or number, if any:moprietary or generic name, if any, structureygio-
chemical properties

3.2 Dosage form and its composition
3.3 Test specifications
(@) active ingredients
(b) inactive ingredients
3.4 Tests for identification of the active ingretteand method of its assay
3.5 Specifications of finished product
3.6 Outline of the method of manufacture of acthgredient and finished product
3.7 Stability data

4. Therapeutic justification for new claim or modifieddsage form
5. Animal pharmacological and toxicological data afened in clause 1, clause 2 and clause 3 of tbise8ule.
6. Clinical trial data as referred in clause 1 of tBahedule.
7. Regulatory status in other countries
8. Marketing information:

8.1 Proposed package insert or promotional liteeatu

8.2 Draft specimen of the label and carton

TABLE 4
DATA TO BE SUBMITTED ALONG WITH APPLICATION TO CONDUCT
CLINICAL TRIAL ORIMPORT OR MANUFACTURE OF A
PHYTOPHARMACEUTICAL DRUG IN THE COUNTRY

PART —A

1. Datato be submitted by the applicant:

1.1.A brief description or summary of the phyto phaceutical drug giving the botanical name of thanp
(including vernacular or scriptural name, whereapplicable), formulation and route of administrati@osages,
therapeutic class for which it is indicated anddtems to be made for the phytopharmaceutical yebd

1.2.Published literature including information oftarg or product or phytopharmaceutical drug, agaalitional
medicine or as an ethno medicine and provide referdo books and other documents, regarding cotiposi
process prescribed, dose or method of usage, pgiopaf the active ingredients in such traditiopagparations per
dose or per day’s consumption and uses.

1.3.Information on any contraindications, side etfementioned in traditional medicine or ethno roed literature
or reports on current usage of the formulation.

1.4.Published scientific reports in respect of safed pharmacological studies relevant for thet@blyarmaceutical
drug intended to be marketed,-

(a) where the process and usages are similar or sarhe toroduct known in traditional medicine or ethno
medicine; and

(b) where process or usage is different from that knowtraditional medicine or ethno medicine.
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1.5.Information on any contraindications, side @fenentioned or reported in any of the studidsyination on side
effects and adverse reactions reported during cumsage of the phytopharmaceutical in the lastethyears,
wherever applicable.

1.6.Present usage of the phytopharmaceutical ditogestablish history of usages, provide detailshef product,
manufacturer, quantum sold, extent of exposurewmnan population and number of years for which tredpct is
being sold.

Human or clinical pharmacology information:

2.1.Published scientific reports in respect of piegological studies including human studies oricdihstudies or
epidemiological studies, relevant for the phytopheceutical drug intended to be marketed,-

(&) where the process and usages are similar or sathe fvoduct known in traditional medicine or ethno
medicine; and

(b)  where process or usage is different from that knowtraditional medicine or ethno medicine.
2.2. Pharmacodynamic information (if available).

2.3.Monographs, if any, published on the plant oodpct or extract or phytopharmaceutical. (Copiésalb
publications, along with English translation toditached.)

PART -B

DATA GENERATED BY APPLICANT

3.

I dentification, authentication and sour ce of plant used for extraction and fractionation:

3.1 Taxonomical identity of the plant used as as®wf the phytopharmaceutical drug giving botaninzame of
genus, species and family, followed by the autliczitation (taxonomist’'s name who named the spgcthe
variety or the cultivar (if any) needs to be menéd.

3.2 Morphological and anatomical description givitiggnostic features and a photograph of the pamlant
part for further confirmation of identity and auttieity. (Furnish certificate of confirmation of tamical identity
by a qualified taxonomist).

3.3 Natural habitat and geographical distributibthe plant and also mention whether the part efffant used is
renewable or destructive and the source whethévatdd or wild.

3.4 Season or time of collection.
3.5 Source of the plant including its geographiceition and season or time of collection.

3.6 A statement indicating whether the speciesysad the following, namely:-

(a)determined to be endangered or threatened undeErilangered Species Act or the Convention on

International Trade in Endangered species (CITE®)Id Fauna and Flora;
(b)entitled to special protection under the BiologiDalersity Act, 2002 (18 of 2003);
(c) any known genotypic, chemotypic and ecotypic vdlitalof species.

3.7. A list of grower or supplier (including namesd addresses) and information on the followinghé&dor each
grower or supplier, if available or identified adyy, including information of primary processingnmely: -

(&) harvest location;

(b) growth conditions;

(c) stage of plant growth at harvest;

(d) harvesting time;

(e) collection, washing, drying and storage conditions;
(H handling, garbling and transportation;

(g) grinding, pulverising of the plant material; and

(h) sieving for getting uniform particle size of powddrmplant material.

3.8. Quality specifications, namely:-
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(a) foreign matter;

(b) total ash;

(c) acid insoluble ash;

(d) pesticide residue;

(e) heavy metal contamination;

(H)  microbialload;

(g) chromatographic finger print profile with phytochiead reference marker;
(h) assay for bio-active or phytochemical compoundd; an

(i) chromatographic fingerprint of a sample as per testhod given under quality control of the
phytopharmaceutical drug (photo documentation).

3.9 An undertaking to supply specimen sample ofitpduly labelled and photocopy of the certificafddentity
confirmation issued by a qualified taxonomist alomgth drawings or photographs of the diagnostic
morphological and histological features of the batal raw material used for the confirmation oftaartticity.

4. Processfor extraction and subsequent fractionation and purification:
4.1. Quality specifications and test methods fartstg material.

4.2. Steps involved in processing.
(a) details of solvent used, extractive values, solvesidue tests or limits,

physico-chemical tests, microbial loads, heavy matataminants, chromatographic finger print pefil
with phytochemical reference markers, assay favadatonstituents or characteristic markers, if\acti
constituents are not known;

(b) characterisation of final purified fraction;
(c) data on bio-active constituent of final purifieddtion;

(d) information on any excipients or diluents or stiskil or preservative used, if any.
4.3. Details of packaging of the purified and cltagsed final product, storage conditions and llatze
5. Formulation of phytophar maceutical drug applied for:

5.1. Details of the composition, proportion of tHmal purified fraction with defined markers of
phytopharmaceutical drug per unit dose, name angqgptions of all excipients, stabilisers and anlyeotagent
used and packaging materials.

5.2. Test for identification for the phytopharmatieal drug.

5.3.Quiality specifications for active and inactpleytopharmaceutical chromatographic finger prirdfipg with
phytochemical reference marker and assay of actiastituent or characteristic chemical marker.

6. Manufacturing process of for mulation:

6.1.The outline of the method of manufacture ofdbsage form, along with environmental controlspiiacess
quality control tests and limits for acceptance.

6.2.Details of all packaging materials used, paglsteps and description of the final packs.

6.3.Finished product's quality specifications, umthg tests specific for the dosage form, qualityd a
chromatographic finger print profile with phytochieal reference marker and assay for active comstttwr
characteristic marker, if active constituents ayekmown.

7. Stability data:

7.1. Stability data of the phytopharmaceutical ddegcribed at 4 above, stored at room temperatud®4/- 2
deg. C and humidity at 75%RH +/-5%RHfor 0, 1, 28l 6 months.

7.2 Stability data of the phytopharmaceutical drugosage form or formulation stored at room terapee or 40
+/- 2 deg. C and humidity at 75%RH +/-5%RH for 02,13 and 6 months, in the pack intended for maie

8. Safety and phar macological infor mation:

8.1. Data on safety and pharmacological studidtprovided.
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8.2. Animal toxicity and safety data:
(a) 28 to 90 days repeat dose oral toxicity on two Eeaf animals;
(b) In-vitro genotoxicity data (Ame's test and Chronmababerration test);
(c) dermal toxicity tests for topical use products;
(d) teratogenicity study (only if phytopharmaceuticalglis intended for use during pregnancy).
9. Human studies:

9.1.Clinical trials for phytopharmaceutical drugstie conducted as per applicable Rules and guéelin
for new drugs.

9.2.For all phytopharmaceutical drugs data fromsphia(to determine maximum tolerated dose and &ssdc
toxicities) and the protocols shall be submitteidmpto performing the studies.

9.3.Data of results of dose finding studies perfetirand the protocols shall be submitted prior tdopeing the
studies:

Provided that in the case of phytopharmaceutioad @ready marketed for more than five years orrevtieere is
adequate published evidence regarding the safetyhef phytopharmaceutical drug, the studies may be
abbreviated, modified or relaxed.

10. Confirmatory clinical trials:

10.1. Submit protocols for approval for any specifir special safety and efficacy study proposed
specific to the phytopharmaceutical drug.

10.2. Submit proposed protocol for approval for hanglinical studies appropriate to generate ordeddi safety
and efficacy data for the phytopharmaceutical desagm or product as per applicable Rules and djuigle

10.3. Submit information on how the quality of foemulation would be maintained during the abovalis.
11. Regulatory status:

11.1. Status of the phytopharmaceutical drug meadket any country under any category like functidoad or
dietary supplement or as Traditional medicine oamapproved drug.

12. Marketing infor mation:

12.1. Details of package insert or patient infornoat sheet of the phytopharmaceutical drug to be
marketed.

12.2. Draft of the text for label and carton.

13. Post marketing surveillance(PM S):

13.1. The applicant shall furnish periodic safepdate reports every six months for the first twargeafter
approval the drug is granted.

13.2. For subsequent two years the periodic safadate reports need to be submitted annually.

14. Any other relevant information:

Any other relevant information which the applicannsiders that it will help in scientific evaluatiof the application.

THIRD SCHEDULE
(Seerules 8, 10, 11, 25, 35, 42 and 49)
CONDUCT OF CLINICAL TRIAL
1. Conduct of clinical trial.-

(i) Clinical trial shall be conducted in accordancehwitie provisions of the Act and these Rules andcjples of
Good Clinical Practice Guidelines.

(i) Clinical trial on a new drug shall be initiated prafter the permission has been granted by ther&ent
Licencing Authority and the approval obtained frtma respective ethics committee.

(i) The Central Licencing Authority shall be infmed of the approval of the respective instituticethics committee
in accordance with these rules.
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(iv) All trial investigator should possess appropriatliications, training and experience and showuehaccess
to such investigational and treatment facilities saie relevant to the proposed trial protocol. A lifjea
physician (or dentist, when appropriate) who isimrestigator or a sub-investigator for the tridhosld be
responsible for all trial-related medical (or déntiecisions. Laboratories used for generating datalinical
trials should be compliant with good laboratoryqpices.

(v) Protocol amendments, if become necessary befotiation or during the course of a clinical trial| auch
amendments should be submitted to the Central tingrAuthority in writing along with the approval lthe
ethics committee, if available, which has grantesldpproval for the study.

(vi) No deviations from or changes to the protocol sthdaé¢ implemented without prior written approvaltbé
ethics committee and Central Licencing Authoritgept when it is necessary to eliminate immediatmtds to
the trial subject or when change involves only dtigior administrative or minor aspects of theltrdl such
exceptions must be immediately notified to the atldommittee as well as to the Central LicencinghAtrity.
Administrative or logistic changes or minor amendtsein the protocol should be notified to the Caintr
Licencing Authority within thirty days.

2. Informed Consent.—

(@) In all trials, a freely given, informed, written mgent is required to be obtained from each stuthyesti The
Investigator must provide information about thedgtwerbally as well as using a patient informatsireet, in a
language that is nontechnical and understandabileebgtudy subject.

(b) The subject's consent must be obtained in writisgigs an Informed Consent Form”. Both the patient
information sheet as well as the informed consenmfshould have been approved by the ethics coemnand
furnished to the Central Licencing Authority. Anlyanges in the informed consent documents shouéppeved by
the ethics committee and submitted to the Cenicdricing Authority before such changes are implastn

(c) Where a subject is not able to give informedsent (e.g. an unconscious person or a minorasetuffering
from severe mental iliness or disability), the samay be obtained from a legally acceptable reptatiga a legally
acceptable representative is a person who is abffve consent for or authorise and interventiothia patient as
provided by the law of India).

(d) If the trial subject his or her legally accdptarepresentative is unable to read or write apaitial witness
should be present during the entire informed canpescess who must append his or her signaturegaonsent
form.

(e) In case of clinical trials on paediatrics, gubjects are legally unable to provide written infed consent, and
are dependent on their parent or legal guardiaassume responsibility for their participation iimidal studies. In
such case,-

(i) written informed consent should be obtained fromphrent or legal guardian. However, all paediatric
participants should be informed to the fullest exfgossible about the study in a language andring¢hat
they are able to understand.

(i) Where appropriate, paediatric participants shoulditeonally assent to enrol in the study. Mature
minors and adolescents should personally sign atelalseparately designed written assent form.

(iiAlthough a participant's wish to withdraw froenstudy must be respected, there may be circuoestan
therapeutic studies for serious or life-threaterdigpases in which, in the opinion of the Invedtigand
parent or legal guardian, the welfare of a paedigtatient would be jeopardized by his or her fajlito
participate in the study. In this situation, contd parental or legal guardian consent should fiicisat to
allow participation in the study.

(f) A checklist of essential elements to be incldidie the study subject's informed consent docurasiwell as a
format for the informed consent form for trial seddj is given in Table 3of this Schedule.

(g9) An audio-video recording of the informed cortsgrocess in case of vulnerable subjects in cliritals of New
Chemical Entity or New Molecular Entity includinggezedure of providing information to the subjectdahms
understanding on such consent, shall be maintdipede investigator for record:

Provided that in case of clinical trial of anti-HANd anti-leprosy drugs, only audio recording efitiformed consent
process of individual subject including the proaedaorf providing information to the subject and wiglerstanding on
such consent shall be maintained by the investidgataecord.

3.Responsibilities. -
(1) Sponsor .- (i) The clinical trial sponsor is responsible forglementing and maintaining quality assurance syste
to ensure that the clinical trial is conducted aada generated, documented and reported in coropliafth the
protocol and Good ClinicaPractices Guidelines as well as with all applicablatutory provisions. Standard
operating procedures should be documented to erampliance with Good Clinical Practices Guidelireasd
applicable regulations.
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(i) Sponsors are required to submit a status repoitherclinical trial to the Central Licencing Authtyriat the
prescribed periodicity.

(iii) In case of studies prematurely discontinued for@agon including lack of commercial interest imguing the
new drug application, a summary report should tersited within 3 months. The summary report shquiovide a
brief description of the study, the number of patSeexposed to the drug, dose and duration of exppsetails of
adverse drug reactions, if any, and the reasondiggontinuation of the study or non-pursuit of thew drug
application;

(iv)Any report of the serious adverse event, after doalysis shall be forwarded by the sponsor to thati@l

Licencing Authority, the Chairperson of the ethicenmittee and the head of the institution wherettia¢ has been
conducted, within fourteen days of knowledge ofusgence of the serious adverse event as specifidalble 5 of
this Schedule;

(v) In case of injury or death occurring to the triabgect, the sponsor (whether a pharmaceutical cagnpa an

institution) or his representative or the investigar the institution or centre where the studyswanducted, as the

case may be, shall make payment for medical manaigeof the subject and also provide financial congagon for
the clinical trial related injury or death in acdance with the procedure as prescribed in Chaptef these rules

(vi) The sponsor (whether a pharmaceutical company dnsitution) or his representative, whosoever bathined
permission from the Central Licencing Authority faynduct of the clinical trial, shall submit desadf compensation
provided or paid for clinical trial related injugr death, to the Central Licencing Authority thidgys of the receipt
of the order of the Central Licencing Authority.

(vii) The sponsor shall provide post-trial access ofithiestigational drug by giving the drug free of ctasthe trial
subject as per directions of the Central Licenddughority in special circumstances on the recomna¢inds of the
investigator and the ethics committee and writtemsent of the patient in accordance with rule 27.

(2) Investigator .- (i) The investigator shall be responsible for tleduct of the trial according to the protocol and

the Good Clinical Practices Guidelines and alsocfmmpliance as per the undertaking given in Tabl&tdndard
operating procedures are required to be documémytéide investigators for the tasks performed byrthe

0] During and following a subject’s participation firial, the investigator should ensure that adeguaddical
care is provided to the participant for any advengents.

(i) Investigator shall report all serious adverse evantthe Central Licencing Authority, the sponsorhis
representative, whosoever had obtained permission the Central Licencing Authority for conducttbg clinical
trial, and the ethics committee that accorded apgréo the study protocol, within twenty-four houo$ their
occurrence.

(iv) In case, the investigator fails to report any segiadverse event within the stipulated period,Hadl fiave to
furnish the reason for the delay to the satisfactib the Central Licencing Authority along with tiheport of the
serious adverse event. The report of the seriowerad event, after due analysis, shall be forwardgdhe
investigator to the Central Licencing AuthorityettfChairperson of the ethics committee and the Hsfathe
institution where the trial has been conducted iwifburteen days of the occurrence of the serialvese event.

(v) The investigator shall provide information to ttreal subject through informed consent process
provided in Table 3about the essential elementh®fclinical trial and the subject's right to clabmmpensation in
case of trial related injury or death. He shalbalsform the subject his or her nominee of theghts to contact the
sponsor or his representative whosoever had olot@ieemission from the Central Licencing Authority tonduct of
the clinical trial for the purpose of making claimghe case of trial related injury or death.

(3) Ethics committee.-

(i) It is the responsibility of the ethics committeatthieviews and accords its approval to a trial qook to
safeguard the rights, safety and well-being ofrall subjects.

as

(ii) The ethics committee should exercise particulae dar protect the rights, safety and well-being 8f a

vulnerable subjects participating in the study,,emgembers of a group with hierarchical structwe.(prisoners
armed forces personnel, staff and students of rakdiarsing and pharmacy academic institutionsiepts with

incurable diseases, unemployed or impoverishedpsypatients in emergency situation, ethnic migaioups,

homeless persons, nomads, refugees, minors oriattagrable of personally giving consent.

(iii) Ethics committee should get documentstndard operating procedures' and should maiata&cord
of its proceedings.

(iv) Ethics committee should make, at appropriate iaspan ongoing review of the trials for which they

have reviewed the protocol. Such a review may tsedan the periodic study progress reports furdighethe
investigators or monitoring and internal audit nepdurnished by the sponsor or visiting the staitgs.

(v) In case an ethics committee revokes its appras@bdrded to a trial protocol, it must record thasmns
for doing so and at once communicate such a decisidhe Investigator as well as to the Centrakhiing
Authority.
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(vi) In case of serious adverse event occurring toriaedubject, the ethics committee shall forwasl it
report or order on the event, after due analysimgawith its opinion on the financial compensatidrany, to be
paid by the sponsor or his representative or int#it or centre, as the case may be, in accordaitbeChapter
VI of these rules.

TABLE 1

INFORMATION TO BE SUBMITTED BY AN APPLICANT FOR GRANT
OF REGISTRATION OF ETHICSCOMMITTEE AND FORMAT FOR
ACCORDING APPROVAL

(A) Information required to be submitted by the laggmt for registration of ethics committee:
(@ Name of the ethics committee.

(b)  Authority under which the ethics committee has beenstituted, membership requirements, the
term of reference, conditions of appointment arelghorum required.

(c)  The procedure for resignation, replacement or rethofzmembers.
(d)  Address of the office of the ethics committee.

(e) Name, address, qualification, organisational titlelephone number, fax number, email, mailing
address and brief profile of the Chairperson.

)] Names, qualifications, organisational title, telepé number, fax number, e-mail and mailing address
of the members of the ethics committee. The infeinashall also include member's specialty
(primary, scientific or non-scientific), member'sfilation with institutions and patient group
representation, if any.

(g)  Details of the supporting staff.
(h)  The standard operating procedures to be followethéyommittee in general.
0] Standard operating procedures to be followed bytimemittee for vulnerable population

)] Policy regarding training for new and existing coittee members along with standard operating
procedures.

(k) Policy to monitor or prevent the conflict of intet@long with standard operating procedures.
0] If the committee has been audited or inspectedregfive details.

(B) Format for according approval to clinical tr@otocol by the ethics committee

To
Dr.
Dear Dr.

The Institutional ethics committee or independetiiics committee (state name of the committee, gwompiate)
reviewed and discussed your application to conthectlinical trial entitled “......... "on....... (date).
The following documents were reviewed:

(8) Trial protocol (including protocol amendmentfjted.......... version NO.(S) ............

(b) Patient information sheet and informed consent féimluding updates, if any) in English or vernaaul
language.

(c) Investigator's brochure, dated............cceeemeeiiiiiiiiiiiiiiie e .. Version no......... Proposed

methods for patient accrual including advertisemeit. proposed to be used for the purpose.
(d) Principal investigator's current Curriculum Vitae.

(e) Insurance policy or compensation for participationd for serious adverse events occurring duringsthey
participation.

(H Investigator's agreement with the sponsor.

(g) Investigator's undertaking (Table 4).
The following members of the ethics committee wenesent at the meeting held on (date, time, place).
........................ Chairperson of the ethics committee;

......................... Member-Secretary of the ethics committee;
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......................... Name of each member with designation;
We approve the trial to be conducted in its presgfarm.

The ethics committee to be informed about the msgof the study, any Serious Adverse Events (S®E)rring in the
course of the study, any changes in the protoctlatient information or informed consent and topbevided with a
copy of the final report.

Yours sincerely,

Member Secretary, Ethics Committee

TABLE 2
CONTENTSOF THE PROPOSED PROTOCOL FOR CONDUCTING
CLINICAL TRIALS
Title Page
(a) Full title of the clinical study,
(b) Protocol, Study number, and protocol versiombear with date.
(c) The Investigational New Drug (IND) name/numbéthe investigational drug.

(d) Complete name and address of the Sponsor anttaxt research organization if any. (e) Listtbé
investigators who are conducting the study, thespective institutional

affiliations and site locations
(f) Name of clinical laboratories and other depamis and/or facilities participating in thestudy.
Table of Contents
1. Background and introduction
(a) Preclinical experience
(b) Clinical experience

Previous clinical work with the new drug shouldreegiewed here and a description of how the curpeoitocol
extends existing data should be provided. If thigam entirely new indication, how this drug was sidered for this
should be discussed. Relevant information regar@imaymacological, toxicological and other biologipeoperties of
the drug/biologic/medical device, and previousogftly and safety experience should be described.

2. Study rationale: This section should descrildmiaf summary of the background information releventhe study
design and protocol methodology. The reasons foiopaing this study in the particular populatiorclided by the
protocol should be provided.

3. Study objective (primary as well as secondanyg) their logical relation to the study design.
4. Study desigh

(a) Overview of the study design: Including a dggion of the type of study (i.e., double-blind, kizcentre, placebo
controlled, etc.), a detail of the specific treatingroups and number of study Subjects in each pyraund
investigative site, Subject number assignment,thadype, sequence and duration of study periods.

(b) Flow chart of the study
(c) A brief description of the methods and proceduo be used during the study.
(d) Discussion of study design: This discussioritfethe rationale for the design chosen for thislg.

5. Study population: the number of subjects reqgutebe enrolled in the study at the investigasite and by all sites
along with a brief description of the nature of subject population required is also mentioned.

6. Subject eligibility
(a) Inclusion criteria
(b) Exclusion criteria

7. Study assessmentglan, procedures and methods to be described &il.det
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8. Study conduct stating the types of study adigithat would be included in this section would fmedical history,
type of physical examination, blood or urine tegtielectrocardiogram (ECG), diagnostic testing sashpulmonary
function tests, symptom measurement, dispensatmahratrieval of medication, Subject cohort assigninedverse
event review, etc.

Each visit should be described separately as Vjsiisit 2, etc.

Discontinued subjects: Describes the circumstances for Subject withdrawdrppouts, or other reasons for
discontinuation of Subjects. State how drop outaldidbe managed and if they would be replaced dest¢hie method of
handling of protocol waivers, if any. The persorovapproves all such waivers should be identified e criteria used
for specific waivers should be provided.

Describes how protocol violations will be treatad¢luding conditions where the study will be teratied for
noncompliance with the protocol.

9. Study treatment-

(&) Dosing schedule (dose, frequency, and duratiormefeixperimental treatment) Describe the administraaf
placebos and/or dummy medications if they are phthe treatment plan. If applicable, concomitanig{s),
their doses, frequency, and duration of concomitraatment should be stated.

(b) Study drug supplies and administration: A statenadrtut who is going to provide the study medicatoa
that the investigational drug formulation has bemmufactured following all regulations Details bétproduct
stability, storage requirements and dispensingirements should be provided.

(c) Dose modification for study drug toxicity: Rulesr fohanging the dose or stopping the study drug lghbe
provided.

(d) Possible drug interactions

(e) Concomitant therapy: The drugs that are permittathd the study and the conditions under which timay be
used are detailed here. Describe the drugs thabge@& is not allowed to use during parts of oréhére study.
If any washout periods for prohibited medicatiors @eeded prior to enrolment, these should be ibesthere.

(H Blinding procedures: A detailed description of thiénding procedure if the study employs a blind the
Investigator and/or the Subject

(@) Un-blinding procedures: If the study is blindede ttircumstances in which un-blinding may be done tue
mechanism to be used for un-blinding should bergive

10. Adverse Events:
Description of expected adverse events shouldangi
Procedures used to evaluate an adverse event shwdelscribed.
11. Ethical considerations: Give the summary of:
(a) Risk/benefit assessment:
(b) Ethics committee review and communications
(c) Informed consent process
(d) Statement of subject confidentiality includiomynership of data and coding procedures.
12. Study monitoring and supervision:

A description of study monitoring policies and pedares should be provided along with the propossgliEncy of site
monitoring visits, and who is expected to perforwnitoring.

Case Record Form (CRF) completion requirementduditg who gets which copies of the forms and apgctfic
required in filling out the forms Case Record Focorrection requirements, including who is authatize make
corrections on the Case Record Form and how quekest study data are handled and how errors,)if are to be
corrected should be stated.

Investigator study files, including what needs ®wdiored following study completion should be diésat.
13. Investigational Product Management:

(a) Give investigational product description and pa@kgg(stating all ingredients and the formulation thi
investigational drug and any placebos used in tindy¥

(b) The precise dosing required during the study
(c) Method of packaging, labelling, and blinding ofdfsubstances

(d) Method of assigning treatments to subjects andtlbgect identification code numbering system
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(e) Storage conditions for study substances

(H Investigational product accountability: Describstinctions for the receipt, storage, dispensatom return of
the investigational products to ensure a complet®anting of all investigational products receivdispensed,
and returned or destroyed.

(g) Describe policy and procedure for handling unuseeéstigational products.

14. Data Analysis: Provide details of the statistigap@ach to be followed including sample size, hbesample size
was determined, including assumptions made in ngakiis determination, efficacy endpoints (primasy well as
secondary) and safety endpoints.

Satigtical analysis: Give complete details of how the results will belgeed and reported along with the description of
statistical tests to be used to analyse the pringany secondary endpoints defined above. Describeletel of
significance, statistical tests to be used, andntie¢thods used for missing data; method of evaloatiothe data for
treatment failures, non-compliance, and Subjedtdvdwals; rationale and conditions for any inteainalysis if planned.

Describe statistical considerations for PharmaaaidnPK) analysis, if applicable.
15. undertaking by the Investigator (see Table 4)

16. Appendices: Provide a study synopsis, copies ofitfiermed consent documents (patient informatiogesh
informed consent form etc.); Case Record Form (C&# other data collection forms; a summary ofvahé pre-
clinical safety information and any other documestsrenced in the clinical protocol.

TABLE 3
INFORMED CONSENT
1. Checklist of informed consent documents foricéihtrial subject,

1.1 Essential elements:
0] Statement that the study involves research andeapibn of the purpose of the research.
(i)  Expected duration of the participation of subject.
(iif)  Description of the procedures to be followed, idohg all invasive procedures.

(iv)  Description of any reasonably foreseeable riskdismomforts to the Subject.

(v) Description of any benefits to the Subject ¢hevs reasonably expected from research. If no flieise
expected Subject should be made aware of this.

(vi) Disclosure of specific appropriate alternatpi@cedures or therapies available to the Subject.

(vii) Statement describing the extent to which d¢deftiality of records identifying the Subject witle
maintained and who will have access to Subjecticaérecords.

(viii) Trial treatment schedule and the probabilftyy random assignment to each treatment (for ravimkd
trials).

(ix) Statement describing the financial compensasind the medical management as under:

(a) In case of an injury occurring to the subjeatiay the clinical trial, free medical managememdlsbe
given as long as required or till such time itssablished that the injury is not related to theical trial,
whichever is earlier.

(b) In the event of a trial related injury or deathe sponsor or his representative or the invatsigor
centre, as the case may be, in accordance withutee39, as the case may be, shall provide financia
compensation for the injury or death.

(x)An explanation about whom to contact for trielated queries, rights of Subjects and in the egkaty injury.
(xi) The anticipated prorated payment, if any,ie subject for participating in the trial.
(xii) Responsibilities of subject on participationthe trial.

(xiii) Statement that participation is voluntariat the subject can withdraw from the study at tamg and that
refusal to participate will not involve any penattyloss of benefits to which the subject is othiseventitled.

(xiv) Statement that there is a possibility of diad of investigational product to provide intendédrapeutic
effect.

(xv) Statement that in the case of placebo comttaliial, the placebo administered to the subjsietdl not have
any therapeutic effect.
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(xvi) Any other pertinent information.

1.2 Additional elements, which may be required:

(a)statement of foreseeable circumstances under vihparticipation of the subject may be termindigdhe
Investigator without his or her consent.

(b)Additional costs to the subject that may resultrfparticipation in the study.

(c)The consequences of a Subject's decision to withdram the research and procedures for orderly
termination of participation by Subject.

(d)(d) Statement that the Subject or Subject's reptatiee will be notified in a timely manner if sigicant new
findings develop during the course of the reseastiich may affect the Subject's willingness to condé
participation will be provided.

(e). A statement that the particular treatmentrocedure may involve risks to the Subject (or te émbryo or
foetus, if the Subject is or may become pregnamhich are currently unforeseeable.

(f) Approximate number of Subjects enrolled in stedy.

2. Format of informed consent form for Subjectdipgrating in a clinical trial —
Informed Consent form to participate in a clinitrél
Study Title:
Study Number:

Subject's Initials: &iilsj Name:
Date of Birth/Age:
Address of the Subject

Qualification

Occupation: Student or Self-Employed or Servicelousewife or Others (Please click as appropriate)
Annual Income of the subject:

Name and address of the nominees and his reladitimet subject (for the purpose of compensatiorase mf
trial related death).

Place Initial box (Subject)

0] | confirm that | have read and understood the imfation [ ]

Sheet dated for the above study are hav

had the opportunity to ask questions.
(ii) | understand that my participation in the studwaduntary and [ ]

that | am free to withdraw at any time, withowtigg any reason,

without my medical care or legal rights being etféel.
(iii) | understand that the Sponsor of the clinical tri@hers

working on the Sponsor's behalf, the Ethics Comestt

and the regulatory authorities will not need my mpéssion

to look at my health records both in respect of ¢therent

study and any further research that may be conduite

relation to it, even if | withdraw from the trial.

| agree to this access. However, | understand that

my identity will not be revealed in any information

released to third parties or published. [ ]
(iv) | agree not to restrict the use of any data orliethat arise

from this study provided such a use is only foestific purposes [ ]
(v) | agree to take part in the above study. [ ]

Signature (or Thumb impression) of the Subject/llggscceptable Representative:
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Date: / /
Signatory’s Name:
Signature of the Investigator: Date: / /
Study Investigator’'s Name:
Signature of the Witness Date: / /

Name of the Witness:

Copy of the Patient Information Sheet and duleéllinformed Consent Form shall be handed overdctiject his or
her attendant.

TABLE 4
UNDERTAKING BY THE INVESTIGATOR
1. Full name, address and title of the Principal Itigasor (or Investigators when there is no Printlpaestigator).
2. Name and address of the medical college, hospitaltiter facility where the clinical trial will beoaducted:

Education, training & experience that qualify thevdstigator for the clinical trial (Attach detailscluding
Medical Council registration number, or any othatesments of qualifications)

Name and address of all clinical laboratory faeititto be used in the study.
4. Name and address of the Ethics Committee thasporesible for approval and continuing review of shedy.

Names of the other members of the research tearo(&ob-Investigators) who will be assisting thedstigator
in the conduct of the investigations.

6. Protocol Title and Study number (if any) of thenadal trial to be conducted by the Investigator.
7. Commitments:

0] I have reviewed the clinical protocol and agreé theontains all the necessary information to asstd
the study. | will not begin the study until all mssary ethics committee and regulatory approvale leen
obtained.

(i) | agree to conduct the study in accordance witlctlreent protocol. | will not implement any deviti
from or changes of the protocol without agreementhe Sponsor and prior review and documented appar
favourable opinion from the ethics committee of #w@mendment, except where necessary to eliminate an
immediate hazard to the trial subject or when thenges involved are only logistical or administratin nature.

(iii) | agree to personally conduct or supervise tlinical trial at my site.

(iv) | agree to inform all trial subject, that the druage being used for investigational purposes andl |
ensure that the requirements relating to obtaimiigrmed consent and ethics committee review anura@al
specified in the New Drugs and Clinical Trials Ryl2019 and Good Clinical Practices guidelineswaat

(v) | agree to report to the Sponsor all adverse espeeis that occur in the course of the investig&jon
in accordance with the regulatory requirements@add Clinical Practices guidelines.

(vi) | have read and understood the information in thedtigator's brochure, including the potentidksis
and side effects of the drug.

(vii) | agree to ensure that all associates, colleagueg®mmployees assisting in the conduct of the study
suitably qualified and experienced and they havenb&formed about their obligations in meeting tthei
commitments in the trial.

(viii) | agree to maintain adequate and accurate recomidcamake those records available for audit or
inspection by the Sponsor, ethics committee, Cehtc&&ncing Authority or their authorised represaites, in
accordance with regulatory provisions and the Gobilical Practices guidelines. | will fully coopéeawith any
study related audit conducted by regulatory offici@ authorised representatives of the Sponsor.

(ix) | agree to promptly report to the ethics commitsdlechanges in the clinical trial activities and al
unanticipated problems involving risks to humanjects or others.

x) | agree to inform all serious adverse events toQéatral Licencing Authority, sponsor as well as th
ethics committee within twenty-four hours of theccurrence. In case, of failure to do so, | shathish the
reason for the delay to the satisfaction of thet@ér.icencing Authority along with the report dig serious
adverse event.
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(xi) The report of the serious adverse event, afterathadysis, shall also be forwarded by me to the @ént
Licencing Authority, the Chairperson of the ethamsnmittee and the Head of the institution wherettla has
been conducted within fourteen days in accordarittetive regulatory requirements.

(xii) I will maintain confidentiality of the identificatn of all participating subjects and assure secuaiid
confidentiality of study data.

(xiii) | agree to comply with all other requirements, @liltes and statutory obligations as applicable to
clinical Investigators participating in clinicaldts.

Signature of Investigator with date.

TABLES

DATA ELEMENTSFOR REPORTING SERIOUSADVERSE EVENTS
OCCURRING IN A CLINICAL TRIAL OR BIOAVAILABILITY OR
BIOEQUIVALENCE STUDY

Patient Details:

Initials and other relevant identifier (hospitalaut-patient department (OPD) record number etc)*
Gender

Age or date of birth

Weight

Height

Suspected Drug(s) :

Generic name of the drug*

Indication(s) for which suspect drug was prescribetested.
Dosage form and strength.

Daily dose and regimen (specify units - e.g., mg,mg/kg).
Route of administration.

Starting date and time of day.

Stopping date and time, or duration of treatment

Other Treatment(s):

Provide the same information for concomitant dr@igsluding non-prescription or Over the Counter OdiQgs)
and non-drug therapies, as for the suspected grug(s

Details of Serious Adverse Event :

Full description of the event including body sitedaseverity, as well as the criterion (or criteffiaf) considering
the report as serious. In addition to a descriptibtihe reported signs and symptoms, whenever lplessiescribe
a specific diagnosis for the event*

Start date (and time) of onset of event.
Stop date (and time) or duration of event.
Dechallenge and rechallenge information.

Setting (e.g., hospital, out-patient clinic, hometsing home).

QOutcome

Information on recovery and any sequelae; resultspecific tests or treatment that may have been
conducted.

For a fatal outcome, cause of death and a commeiis @ossible relationship to the suspected evemy,
post-mortem findings.

Other information; anything relevant to facilitate assessment of tmecsuch as medical history including
allergy, drug or alcohol abuse; family history;dings from special investigations etc.
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6. Details about the Investigator*
Name and Address
Telephone number
Profession (specialty)
Date of reporting the event to Central LicencingHfauity:
Date of reporting the event to ethics committeersaeing the site:
Signature of the Investigator or Sponsor

Note: Information marked * must be provided.

TABLE®G
STRUCTURE, CONTENT AND FORMAT FOR CLINICAL TRIAL REPORT

1. Title Page: This page should contain informatioowhthe title of the study, the protocol code, naofighe
investigational product tested, development Phiaskcation studied, a brief description of the Itiikesign, the
start and end date of patient accrual and the nafrtbe Sponsor and the participating Institutes€ktigators).

2. Study Synopsis (1 to 2 pages): A brief overviewhsf study from the protocol development to thel tlasure
should be given here. This section will only sumisethe important conclusions derived from the wtud

Statement of compliance with the Good Clinical Bcas Guidelines.
List of abbreviations and definitions

Table of contents

2

Ethics Committee: This section should document thatstudy was conducted in accordance with thiath
principles of Declaration of Helsinki. A detaile@stription of the Ethics Committee constitution atades of
approvals of trial documents for each of the pgrditing sites should be provided. A declarationuthatate that
Ethics Committee (EC) notifications as per Goodnichl Practice Guidelines and Ethical Guidelines fo
Biomedical Research on Human Subjects, issueddignnCouncil of Medical Research have been follawed

7. Study Team: Briefly describe the administrativeusture of the study (Investigators, site staff, &mwy or
designates, Central laboratory etc.).

Introduction: A brief description of the productvdéopment rationale should be given here.

9. Study Objective: A statement describing the ovemlipose of the study and the primary and secondary
objectives to be achieved should be mentioned here.

10. Investigational Plan: This section should desctibe overall trial design, the Subject selectiortecia, the
treatment procedures, blinding or randomisatiohrneques if any, allowed or disallowed concomitaeitment,
the efficacy and safety criteria assessed, the qlality assurance procedures and the statistiethiads planned
for the analysis of the data obtained.

11. Trial Subjects: A clear accounting of all trial $atis who entered the study will be given here. fidenshould
also be made of all cases that were dropouts dogbdeviations. Enumerate the patients screeraediomised,
and prematurely discontinued. State reasons fongttee discontinuation of therapy in each applieaalse.

12. Efficacy evaluation: The results of evaluation dfthe efficacy variables will be described in tlsisction with
appropriate tabular and graphical representatiobriéf description of the demographic characteristf the trial
patients should also be provided along with angstf patients and observations excluded from a&ffjcanalysis.

13. Safety Evaluation: This section should includedbmplete list
13.1 all serious adverse events, whether expectadexpected and

13.2 unexpected adverse events whether serioustdcompiled from data received as per Table this t
Schedule).

The comparison of adverse events across study gmay be presented in a tabular or graphical form.
This section should also give a brief narrativalbfmportant events considered related to thestigational
product.

14 Discussion and overall Conclusion: Discussibthe important conclusions derived from the taad scope for
further development.
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15. List of References:

16. Appendices: List of Appendices to the Clinical StiREport
(@) Protocol and amendments
(b) Specimen of Case Record Form
(c) Investigators’ names with contact addresses, phtenail etc.
(d) Patient data listings
(e) List of trial participants treated with investigaial product
(H  Discontinued participants
(g) Protocol deviations
(h) Case Record Forms of cases involving death andhiigatening adverse event cases
(i)  Publications from the trial
()  Important publications referenced in the study
(k)  Audit certificate, if available

() Investigator’ certificate that he/she has rélael report and that the report accurately dessribe conduct
and the results of the study.

TABLE7
INVESTIGATOR'SBROCHURE

The Investigator's Brochure should contain theigaraumber, release date along with the followiagti®ns, each with
literature references where appropriate:

1 Table of Contents

2 Summary: A brief summary (preferably not excagdiwo pages) should be given, highlighting theniigant
physical, chemical, pharmaceutical, pharmacologitaicological, pharmacokinetic, metabolic, andnichl
information available that is relevant to the stagelinical development of the investigational guct.

3 Introduction: A brief introductory statement stibbe provided that contains the chemical namd ¢gmeric and
trade name when approved) of the investigationadpet, all active ingredients, the investigatiopabduct
pharmacological class and its expected positiohiwithis class (e.g. advantages), the rationalgéforming
research with the investigational product, andah#cipated prophylactic, therapeutic, or diagrostdication.
Finally, the introductory statement should provittee general approach to be followed in evaluatihg t
investigational product.

4 Physical, Chemical, and Pharmaceutical Progedied Formulation: A description should be providgdhe
investigational product substance (including thensttal or structural formula), and a brief summsinguld be
given of the relevant physical, chemical, and plareutical properties. To permit appropriate safeéasures to
be taken in the course of the trial, a descriptiérihe formulation to be used, including excipierglould be
provided and justified if clinically relevant. Imattions for the storage and handling of the dogaga should
also be given. Any structural similarities to otheown compounds should be mentioned.

5 Nonclinical Studies

5.1 Introduction: The results of all relevant ndmiclal pharmacology, toxicology, pharmacokineti;yda
investigational product metabolism studies showdpbovided in summary form. This summary shouldresisl
the methodology used, the results, and a discussitite relevance of the findings to the investgiatherapeutic
and the possible unfavourable and unintended sffacthuman. The information provided may include th
following, as appropriate, if known or available:

® Species tested

® Number and sex of animals in each group
® Unit dose (e.g., milligram/kilogram (mg/kg))
® Dose interval

® Route of administration

® Duration of dosing

® |Information on systemic distribution
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® Duration of post-exposure follow-up

® Results, including the following aspects:
- Nature and frequency of pharmacological or t@ffects
— Severity or intensity of pharmacological or togftects
- Time to onset of effects
- Reversibility of effects
— Duration of effects
— Dose response

Tabular format or listings should be used whengwessible to enhance the clarity of the presentafidre
following sections should discuss the most impdrfardings from the studies, including the dosepmsse of
observed effects, the relevance to humans, andaspgcts to be studied in humans. If applicable effextive
and nontoxic dose findings in the same animal gsesihould be compared (i.e., the therapeutic istiexld be
discussed). The relevance of this information te pmoposed human dosing should be addressed. Wérenev
possible, comparisons should be made in termsooidiissue levels rather than on a mg/kg basis.

(a) Nonclinical Pharmacology: A summary of the phacological aspects of the investigational produud,
where appropriate, its significant metabolites &ddn animals, should be included. Such a sumnsaguld
incorporate studies that assess potential therapeutivity (e.g. efficacy models, receptor bindingnd
specificity) as well as those that assess safegy, @ecial studies to assess pharmacologicalrectither than the
intended therapeutic effect(s)).

(b) Pharmacokinetics and Product Metabolism in AgiemA summary of the pharmacokinetics and biolalgic
transformation and disposition of the investigagioproduct in all species studied should be giVidre discussion
of the findings should address the absorption dmdldcal and systemic bioavailability of the invgational
product and its metabolites, and their relationgbighe pharmacological and toxicological findingsanimal
species.

(c) Toxicology: A summary of the toxicological eéfs found in relevant studies conducted in différ@mmal
species should be described under the followinglinga where appropriate:

- Single dose

— Repeated dose

— Carcinogenicity

— Special studies (e.qg. irritancy and sensitization
— Reproductive toxicity

— Genotoxicity (mutagenicity)

6 Effects in Humans: (a) A thorough discussionha known effects of the investigational productdhiiimans
should be provided, including information on phacakinetics, metabolism, pharmacodynamics, dose
response, safety, efficacy, and other pharmacabgictivities. Where possible, a summary of eaampieted
clinical trial should be provided. Information shdualso be provided regarding results of any usethef
investigational products other than from in clinicéls, such as from experience during marketing.

(b) Pharmacokinetics and Product Metabolism in Humans

A summary of information on the pharmacokineticstd investigational products should be presented,
including the following, if available:

— Pharmacokinetics (including metabolism, as appatg and absorption, plasma protein
binding, distribution, and elimination).

— Bioavailability of the investigational productb@&olute, where possible, or relative) using a
reference dosage form.

— Population subgroups (e.g., gender, age, and iietha organ function).
- Interactions (e.g., product-product interactiand effects of food).

— Other pharmacokinetic data (e.qg., results of faijmn studies performed within clinical trial(s).

(c) safety and Efficacy: A summary of information shibide provided about the investigational produat's o
products' (including metabolites, where approp)iatfety, pharmacodynamics, efficacy, and doseorespthat
were obtained from preceding trials in humans thgalolunteers or patients). The implications ofsth
information should be discussed. In cases whereimbar of clinical trials have been completed, tise of
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summaries of safety and efficacy across multiplelstrby indications in subgroups may provide a rclea
presentation of the data. Tabular summaries ofradwérug reactions for all the clinical trials (umting those for
all the studied indications) would be useful. Inmpat differences in adverse drug reaction pattercidences
across indications or subgroups should be discu3$edinvestigators Brochure IB should provide sadigtion of
the possible risks and adverse drug reactions tankieipated on the basis of prior experiences with product
under investigation and with related products. Aadption should also be provided of the precagtionspecial
monitoring to be done as part of the investigatiaise of the products.

(d) Marketing Experience: The Investigator's Brochurkowdd identify countries where the
investigational product has been marketed or amgatokny significant information arising from the rkated use
should be summarised (e.g., formulations, dosageses of administration, and adverse product re@st The
Investigator's Brochure should also identify ak #ountries where the investigational product ditl neceive
approval or registration for marketing or was withan from marketing or registration.

7 Summary of Data and Guidance for the Invesiigalhis section should provide an overall disausf the
nonclinical and clinical data, and should summatigeinformation from various sources on differagpects of
the investigational products, wherever possiblethis way, the investigator can be provided witle thost
informative interpretation of the available datal avith an assessment of the implications of therm&tion for
future clinical trials. Where appropriate, the psitéd reports on related products should be disdusghis could
help the investigator to anticipate adverse dragtiens or other problems in clinical trials. Theemall aim of this
section is to provide the investigator with a cleaderstanding of the possible risks and advemsetions, and of
the specific tests, observations, and precautioaisrhay be needed for a clinical trial. This untierding should
be based on the available physical, chemical, pheentical, pharmacological, toxicological, and ickih
information on the investigational products. Guickarshould also be provided to the clinical investg on the
recognition and treatment of possible overdose @hkrse drug a reaction that is based on previonsah
experience and on the pharmacology of the invetstigal product.

TABLES8
PRESCRIBING INFORMATION

Generic Name
Qualitative and quantitative composition

Dosage form and strength

e A

Clinical particulars
4.1 Therapeutic indication
4.2 Posology and method of administration
4.3 Contraindications
4.4 Special warnings and precautions for use
4.5 Drugs interactions

4.6 Use in special populations (such as pregnamhem lactating women, paediatric patients, gedatri
patients etc.)

4.7 Effects on ability to drive and use machines
4.8 Undesirable effects

4.9 Overdose

5. Pharmacological properties
5.1 Mechanism of Action

5.2Pharmacodynamicproperties
5.3 Pharmacokinetic properties

6. Nonclinical properties
6.1 Animal Toxicology or Pharmacology
7. Description
Pharmaceutical particulars
8.1 Incompatibilities
8.2 Shelf-life
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8.3 Packaging information

8.4 Storage and handing instructions
9. Patient Counselling Information
10. Details of manufacturer
11. Details of permission or licence number with date

12. Date of revision

FOURTH SCHEDULE
(Seerules 33, 45, 48, 49 and 52)

REQUIREMENTSAND GUIDELINESFOR CONDUCT OF BIOAVAILABILITY AND BIOEQUIVALENCE
STUDY OF NEW DRUGSOR INVESTIGATIONAL

NEW DRUGS

1. General Principles: (1) Bioavailability or Bioequivalence focus on tredease of an active drug from its dosage form
and subsequent absorption into the systemic ciionlaBioavailability or Bioequivalence study of a phaceatical
formulation is one of the components to ensurea€fy and safety of pharmaceutical product.

(2) Bioavailability can be generally documented by ategic exposure profile obtained by measuring drug
metabolite concentration in the systemic circulatwertime.

(3) Bioequivalence study is conducted to ensure thetapequivalence between two pharmaceutically emjaivt
test product and a reference product.

(4) Bioavailability or Bioequivalence study is condwtte ensure therapeutic equivalence between aroeggpr
new drug formulation and reference product for egoent applicant.

(5) Bioavailability or Bioequivalence study is also domted to ensure therapeutic equivalence at angepbé
clinical trial of a new chemical entity for estaitling bioequivalence between two products of thesrgbal entity,
which is important for certain pharmaceutical fofation or manufacturing changes occurring during thrug
development stages.

(6) For drugs approved elsewhere in the world and #lesbisystemically, bioequivalence with the reference
formulation should be carried out wherever applieallhese studies should be conducted under thelldab
conditions of administration. Data on the extensydtemic absorption may be required for formutatiother than
those designed for systemic absorption.

(7) Evaluation of the effect of food on absorption deling oral administration should be carried outtaDfiom
dissolution studies should also be submitted flos@id oral dosage forms.

(8) Dissolution and bioavailability data submitted withe new drug application must provide informatituat
assures bioequivalence or establishes bioavathalifid dosage correlations between the formulatimght to be
marketed and those used for clinical trials dudhigical development of the product.

(9) All bioavailability and bioequivalence studies shbube conducted according to the Guidelines for
Bioavailability and Bioequivalence studies issuad ®@entral Drugs Standard Control Organisation, btiyi of
Health and Family Welfare.

(10)Bioavailability and bioequivalence studies of a ngmg or investigational new drug shall be conddidtea
bioavailability and bioequivalence study centreisteged under rule 47 after obtaining permissiamfithe Central
Licencing Authority.

2. Bioavailability and bioequivalence study centre:

2.1 The Bioavailability and bioequivalence studwntce shall have following facilities for conductimgoavailability
and bioequivalence study of any new drug or ingasibnal new drug:

(2.1.1) Legal Identity: The organization, conducting the bioavailabilitydoequivalence studies, or the parent
organization to which it belongs, must be a legatipstituted body with appropriate statutory ragtsns.

(2.1.2) Impartiality, confidentiality, independence and integrity: The organization shall:

(a) have managerial staff with the authority and trsmoeces needed to discharge their duties.
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(b) have arrangements to ensure that its personndte@drom any commercial, financial and other
pressures which might adversely affect the qualitsheir work.

(c) be organised in such a way that confidence inntependence of judgment and integrity is
maintained at all times.

(d) have documented policies and procedures, whereargleto ensure the protection of its sponsors'
confidential information and proprietary rights.

(e) not engage in any activity that may jeopardize tthest in its independence of judgment and
integrity

() have documented policies and procedures for piotect rights, safety and well -being of study
subject in consistent with the Provisions of thei@ and Cosmetics Act and these Rules and Good
Clinical Practices Guidelines

(g) have documented policies and procedures for stiemttegrity including procedures dealing with
and reporting possible scientific misconduct.

(2.1.3) Organisation and management: The study centre must include the following:

(a)An Investigator who has the overall responsibility provide protection for safety of the study
subject. The Investigator(s) should possess apiatepmedical qualifications and relevant
experience for conducting pharmacokinetic studies.

(b)The site should have facilities and identified adsgly qualified and trained personnel to perform
the following functions:

(i) Clinical Pharmacological Unit (CPU) management
(ii) Analytical laboratory management

(i) Data handling and interpretation

(iv) Documentation and report preparation

(v) Quality assurance of all operations in the rent

(2.1.4) Documented Standard Operating Procedures. (1) The center shall establish and maintain a tyuali
system appropriate to the type, range and volumigsadctivities. All operations at the site must be
conducted as per the authorised and documentediesthaperating procedures.

(2) These documented procedures should be availalilee respective personnel for ready reference.
The procedures covered must include those tharemrsumpliance with all aspects of provision of the
Act and these rules, good clinical practices gumndsl and good laboratory practice guidelines.

(3) A partial list of procedures for which documed standard operating procedures should be
available includes:

(a)maintenance of working standards (pure substareesjespective documentation;
(b)withdrawal, storage and handling of biological steap

(c)maintenance, calibration and validation of instrotag

(d)managing medical as well as non-medical emergeinggtions;

(e)handling of biological fluids;

() managing laboratory hazards;

(g)disposal procedures for clinical samples and laboyavastes;

(h)documentation of clinical pharmacology unit obséors, volunteer data and analytical
data;

(i) obtaining informed consent from volunteers;

() volunteer screening and recruitment and manageafén¢ligible volunteers;
(K)volunteer recycling (using the same volunteer forerthan one study;

(I) randomization code management;

(m) study subject management at the site (includinglcieand check-out procedures);
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(n)recording and reporting protocol deviations;
(o)recording, reporting and managing scientific mistaot;
(p)monitoring and quality assurance.

(4) Wherever possible, disposable (sterile, whareapplicable) medical devices must be used for
making subject interventions.

(5) If services of a laboratory or a facility othban those available at the site (whether witndia or
outside the country) are to be availed — its oirthames, address and specific services to be used
should be documented.

2.1.5) Clinical Phar macological Unit

(1)1t must haveadequate space and facilities to house at leasblléiteers. Adequate area must be
provided for dining and recreation of volunteessparate from their sleeping area.

(2)Additional space and facilities should also be fted for the following:
(a)Office and administrative functions.
(b)Sample collection and storage.
(c)Control sample storage.

(d)wet chemical laboratory.

(e)Instrumental Laboratory.

(f) Library.

(g) Documentation archival room.

(h)Facility for washing, cleaning and Toilets.
(i) Microbiological laboratory (Optional).

() Radio Immuno-Assay room (optional).

3. Maintenance of Records: All records of invivo or in vitro tests conducted on any batch of a new drug pramuct
assure that the product meets a bioequivalencéremaent shall be maintained by the Sponsor foeast five years after
the completion of any study or for at least two rgeafter the expiration date of the batch of thev mieug product
whichever is later.

4. Retention of Samples: (1) All samples of test and reference drug produstd in bioavailability or bioequivalence
study should be retained by the organisation cagrgiut the bioavailability or bioequivalence study a period of five
years after the conduct of the study or one ydar #ie expiry of the drug, whichever is later.

(2) The study sponsor or drug manufacturer shoubdige to the testing facility batches of the tastl reference drug
products in such a manner that the reserve saroaiebe selected randomly.

(3) This is to ensure that the samples are in ffaptesentative of the batches provided by the stpbnsor or drug
manufacturer and that they are retained in thegimal containers. Each reserve sample should sb$ia quantity
sufficient to carry out twice all the in-vitro amgt vivo tests required during bioavailability ciobquivalence study.

(4) The reserve sample should be stored under ttomsliconsistent with product labeling and in a@easegregated from
the area where testing is conducted and with adiveiéed to authorised personnel.

TABLE1

DOCUMENT REQUIRED FOR REGISTRATION OF BIOAVAILABILITY AND BIOEQUIVALENCE
CENTRE

(1) Name and address of the organization to betergid along with its telephone no., fax no. andikaudress.

(2) Document regarding legal identity of the centre

(3) Name and address of the proprietors or parimedirectors.

(4) An organogram of the centre including brief @ulum Vitae of Key personnel (Refer para 2.1.3hé Schedule)

(5) Documents to ensure Impartiality, confidentiglindependence and integrity of the cenRefer para 2.1.2 of this
Schedule.
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(6) List of equipment in the firm.

(7) List of staff in firm.

(8) List of Standard Operating Procedures for vagiactivities (refer 2.1.4 of this Schedule).
(9) Layout of facility.

(10) Details of Ethics Committee including its retgation number.

(11) Facilities for maintenance of records.

(12) Details of Retention of samples.

(13) All major tie ups for ancillary services likenbulance, hospital etc.

TABLE 2
DATA AND INFORMATION REQUIRED FOR GRANT OF PERMISSION
TO CONDUCT BIOAVAILABILITY AND BIOEQUIVALENCE STUDY OF
A NEW DRUG OR INVESTIGATIONAL NEW DRUG

1. Introduction: A brief description of the drug and the therapealiss to which it belongs.

2. Chemical and pharmaceutical information, Animal phar macological and toxicological data, Clinical trial data -
As per Second Schedule.

3. Published reports of Pharmacokinetic and Pharmamodics studies carried out in healthy subjects atiepts
demonstrating safety and tolerability of the molecu

4. Regulatory statusin other countries. Countries where the drug is,-
(a)Marketed.
(b)Approved.
(C)Approved as Investigational New Drug.

(d)withdrawn, if any, with reasons.
Restrictions on use, if any, in countries wherekegad or approved
Free sale certificate or certificate of analysssappropriate.
5. Prescribing information of the new drug in case the drug is approved faketang in the country or other country.
6. Undertaking by the Investigator in original dulgrsed on a company letterhead as per Table 4 oftivel Schedule.
7. Copy of registration certificate issued by Centigkncing Authority.
8. Sponsor’s Authorisation letter duly signed by thetforised Signatory on company letterhead.

9. The study protocols, informed consent form or pdatieformation sheet along with audio-visual reéngdsystem as
per requirements of Second Schedule

10. Copy of approval of protocol from the Ethics contedt if available. Copy of registration of the EhiCommittee
under rule 8 from the Central Licencing Authority.

11. The study synopsis.

12. Undertaking letter from the sponsor stating thahplete medical management in accordance with rQlard an
undertaking letter from the sponsor stating thahgensation in case of study relate injury or dehtil be provided in
accordance with rule 39.

13. Certificate of Analysis (COA) of representative dyas (both Test and Reference formulations) toseel in the BE
study along with dissolution profile in case Orali® dosage forms.

14.  For multiple dose BE study adequate supportingtpafata and Pharamcokinetics or Pharmacodynammgich
be submitted covering the duration of period forichhthe study has to be conducted. For all injdetalhe sub-acute
toxicity should be submitted on the Test producthef sponsor, studied in at least two species fammum 14 days. If
regulatory guidance is available provide a copthefsame.
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15.  For conducting Bio-Equivalence studies with refeeeto Cytotoxic drugs, Hormonal preparations, Naccand
Psychotropic substances and radioactive substanclealthy Human subjects a Scientific justificatiovith special
emphasis on safety of subjects with a proper riigation strategy should be submitted. If regutgtguidance is
available provide a copy of the same.

16.  For conducting Bio-Equivalence studies with refeeeto cytotoxic drugs, Hormonal preparations, Naccand
Psychotropic substances and radioactive substamd@etients a scientific justification with speceahphasis on Safety
with a proper Risk Mitigation Strategy should bémitted.

Note 1: All items may not be applicable to all drugs. Eaplanation, refer text of this First Schedule, @&t Schedule
and Third Schedule.

TABLE3

DATA AND INFORMATION REQUIRED FOR GRANT OF PERMISSION
TO CONDUCT BIOAVAILABILITY AND BIOEQUIVALENCE STUDY OF
A NEW DRUG ALREADY APPROVED IN THECOUNTRY

1. Introduction: A brief description of the drug arttherapeutic class to which it belongs.

2. Chemical and pharmaceutical informatioks per Table 2 of Second Schedule

3. Published reports of Pharmacokinetic and Pharmawdics studies carried out in healthy subjects airepts
demonstrating safety and tolerability of the molecu

4. Prescribing information

5. Undertaking by the Investigator in original dulgiséd on a company letterhead as per Table 4 ofi Bdhedule.

6. Copy of registration certificate issued by Centiigencing Authority.

7. Sponsor’'s authorisation letter duly signed by thethésrised Signatory on company letterhead.

8. The study protocols, Informed Consent Form or Ratigformation Sheet along with audio-visual reéogdsystem

as per requirements of Second Schedule.
9. Copy of approval of protocol from the Ethics Contest if available.
10. Copy of registration of the Ethics Committee undge 8 from the Central Licencing Authority.
11. The study synopsis.

12. Undertaking letter from the sponsor stating thahplete medical management in accordance with rdlantl an
undertaking letter from the sponsor stating thanpensation in case of study relate injury or dedthll be
provided in accordance with rule 39.

13. Certificate of Analysis (COA) of representative dias (both Test and Reference formulations) todeel un the
Bio-Equivalence study along with dissolution prefih case Oral Solid dosage forms.

14. For multiple dose BE study adequate supportingtgafata and Pharmacokinetics or Pharmacodynamimsich
be submitted covering the duration of period foichithe study has to be conducted.

15. For all Injectable, the sub-acute toxicity shoutddubmitted on the Test product of the sponsodjetuin at least
two species for minimum 14 days. If regulatory guide is available provide a copy of the same.

16. For conducting Bio-Equivalence studies with refeeemo Cytotoxic drugs, Hormonal preparations, Néeccand
Psychotropic substances and radioactive substam¢eslthy human subjects a Scientific justificatiwith special
emphasis on Safety of subjects with a proper riglgation strategy should be submitted. If regutptguidance is
available provide a copy of the same.

17. For conducting Bio-Equivalence studies with refeeemo cytotoxic drugs, Hormonal preparations, Naccand
Psychotropic substances and radioactive substandeatients a scientific justification with speceinphasis on
Safety with a proper risk mitigation strategy shibloé submitted.
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FIFTH SCHEDULE
POST MARKET ASSESSMENT
(Seerules 77 and 82)

1. Post marketing assessment of new drug. - (1) When a new drug is approved for marketing, sssent of safety
and efficacy of the drug are generally based om dadm a limited number of patients, many studiedlar the

controlled conditions of randomized trials. Oftéigh risk patients and patients with concomitaimeises that require
use of other drugs are excluded from clinical $ria@nd long-term treatment data are limited. Moegppatients in

trials are closely monitored for evidence of adeersents.

(2) Inactual clinical practice, monitoring is lesseinsive, a broader range of patients are treatex] t@gmorbidities,
drugs, genetic abnormalities), and events too t@cur in clinical trials may be observed. Theref subsequent to
approval of a new drug, the drug shall be closebnitored and post marketing assessment of its hews profile
shall be carried out once it is marketed.

(3) A person intending to import or manufacture any mug for sale or distribution shall have a pharovigilance
system in place for collecting, processing and &ding the adverse drug reaction report to the i@khicencing
Authority emerging from the use of the drug impdree manufactured or marketed by the applicanhéncountry.

(4) The pharmacovigilance system shall be managed hiifigd and trained personnel and the officer iaucje of
collection and processing of data shall be a médifizer or a pharmacist trained in collection aathlysis of adverse
drug reaction reports.

(5) Post marketing assessment of new drug may be dawig in different ways as under:-

(A) Phase IV (Post marketing) trial.- Phase IV (Post marketing) trial include additiodalig-drug interactions,
dose-response or safety studies and trials designsapport use under the approved indications,reggtality or

morbidity studies etc. Such trial will be conducteabler an approved protocol with defined scientifigectives,

inclusion and exclusion criteria, safety efficacgs@ssment criteria etc. with the new drug undemrcyea

conditions for use in approved patient population.

In such trial the ethical aspects for protectionrights, safety and well-being of the trial subgeshall be
followed as per the regulatory provisions includihgt for compensation in case of clinical tridated injury or
death and good clinical practices guidelines.

In such study, the study drug may be provided ¢otttal subject free of cost unless otherwise thempecific
concern or justification for not providing the drfrge of cost, to the satisfaction of the Centriaehcing Authority
and the ethics committee.

(B) Post marketing surveillance study or observational or non-interventional study for active surveillance.-
Such studies are conducted with a new drug underogped conditions of its use under a protocol appdoby
Central Licencing Authority with scientific objee8. Inclusion or exclusion of subject are decidedpar the
recommended use as per prescribing informatioppraved package insert.

In such studies the study drugs are the part afrtrent of patient in the wisdom of the prescrilmaiuded in
the protocol. The regulatory provisions and guitksi applicable for clinical trial of a new drug awa applicable
in such cases as drugs are already approved fietag.

(C) Post mar keting surveillance through periodic safety update reports.- As part of post marketing surveillance
of new drug the applicant shall furnish perioditesaupdate reports (PSURS) in accordance wittptbeedures as
follows;

(i) The applicant shall furnish periodic safety afalreports (PSURS) in order to-
(@ report all relevant new information from appropgiaburces;
(b) relate the data to patient exposure;

(c) summarise the market authorisation status in riffe countries and any significant variations
related to safety; and

(d) indicate whether changes shall be made to prodémtmation in order to optimise the use of
product.

(i) Ordinarily all dosage forms and formulations aslwslindications for new drugs should be coverednie
periodic safety update reports. Within the singbeigrlic safety update reports separate presensatibn
data for different dosage forms, indications orasafe population need to be given.

(iii) All relevant clinical and non-clinical safety dathould cover only the period of the report (int¢édata).
The periodic safety update reports shall be sukthittvery six months for the first two years after
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(iv)

v)

approval of the drug is granted to the applicamt: §ubsequent two yearshe periodic safety update
reports need to be submitted annually. Central ndoey Authority may extend the totdiration of
submission of periodic safety update reports i§ itonsidered necessary in the interest of pulgaith.
Periodic safety update reports due for a periodt imesubmitted within thirty calendar days of tastlday

of the reporting period. However, all cases invadyiserious unexpected adverse reactions must be
reported to the licencing authority within fiftedays of initial receipt of the information by thppdicant.

If marketing of the new drug is delayed by the agpit after obtaining approval to market, such deth
have to be provided on the deferred basis begininorg the time the new drug is marketed.

New studies specificallylgpned or conducted to examine a safety issue sh@uttescribed in the periodic
safety update reports.

A PSUR shouldbe structured as follows:

(a) Title Page: The title page of periodic safgpglate reports should capture the name of the drug;
reporting interval; permitted indication of suchudr date of permission of the drug; date of
marketing of drug; licencee name and address.

(b) Introduction: This section of periodic safepydate reports should capture the reporting interval
drugs intended use, mode of action, therapeutgscldose, route of administration, formulation and
a brief description of the approved indication gogulation.

(c) Current worldwide marketing authorisation staftihis section of periodic safety update reports
should capture the brief narrative over view inahgddetails of countries where the drug is

currently approved along with date of first appiowdate of marketing and if product was

withdrawn in any of the countries with reasons é¢loér

(d) Actions taken in reporting interval for safagasons: This section of periodic safety update
reports should include a description of significactions related to safety that have been taken
during the reporting interval, related to eithevdstigational uses or marketing experience by the
licence holder, sponsor of a clinical trial, redaty authorities, data monitoring committees, or

ethics committees.

(e) Changes to reference safety information: Thigign of periodic safety update reports should
capture any significant changes to the referenéetysanformation within the reporting interval.
Such changes might include information relating ctantraindications, warnings, precautions,
adverse events, and important findings from onga@ind completed clinical trials and significant
non-clinical findings.

(f) Estimated patient exposure: This section ofiquic safety update reports should provide the
estimates of the size and nature of the populatixposed to the drug. Brief descriptions of the
methods used to estimate the subject or patiertsexp should be provided,-

(i) Cumulative and interval subject exposure in clihidal.
(i) Cumulative and interval patient exposure from MéngExperience from India.

(i) Cumulative and interval patient exposure from Mérig Experience from rest of the
world.

(g) Presentation of individual case histories: Tégstion of periodic safety update reports should
include the individual case information available a licence holder and provide brief case
narrative, medical history indication treated wihspect drug, causality assessment. Provide
following information:

() Reference prescribing information
(i) Individual cases received from India
(iii) Individual cases received from rest of thenld

(iv) Cumulative and interval summary tabulations sefrious adverse events from clinical
investigations.

(v) Cumulative and interval summary tabulationsrfrpost-marketing data sources

(h) Studies: This section of periodic safety updagorts should capture the brief summary of
clinically important emerging efficacy or effectivess and safety findings obtained from the licence
holder, sponsored clinical trials and publishedeafstudies that became available during the
reporting interval of the report which has potdritigpact on product safety information.
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(i) Summaries of significant safety findings from atili trials during the reporting period;
(i) Findings from non-interventional Studies;

(iii) Findings from non-Clinical Studies;

(iv) Findings from literature.

(i) Other information: This section of periodic ef update reports should include the details about
signals and Risk Management Plan in place by liedrodder (if any).

(8 Signal and risk evaluation: In this section licehodder will provide the details of signal
and risk identified during the reporting period adluation of signals identified during
the reporting period.

(b) Risk management plan: In this section licence holdidl provide the brief details of
safety concern and necessary action taken by himitigate these safety concerns.

()) Overall Safety Evaluation: This section of ipelic safety update reports should capture the
overall safety evaluation of the drug based up®nisk benefit evaluation for approved indication.

() Summary of safety concerns
(i) Benefit evaluation
(iii) Benefit risk analysis evaluation

(k) Conclusion: This section of periodic safety updaports should provide the details on the
safety profile of drug and necessary action takethb licence holder in this regards.

() Appendix: The appendix includes the copy of marigtauthorisation in India, copy of
prescribing information, line listings with narnagi of Individual Case Safety Reports (ICSR).

SIXTH SCHEDULE
(Seerules 21, 22, 33, 34, 45, 47, 52, 53, 60, 67, 68, 75, 76, 80, 81, 86, 91, 97 and 98)
FEE PAYABLE FOR LICENCE, PERMISSION AND REGISTRATION

CERTIFICATE
Serial Rule Subject In rupeesIndian
Number National Rupee
(INR) except
where
specified in
dollars
®
Application for permission to conduct
clinical trial
01 21 0] Phase | 3,00,000
(i)  Phase ll 2,00,000
(iiPhase 11l 2,00,000
(iv) Phase IV 2,00,000
Reconsideration of application for
02 22 permission to conduct clinical trial 50,000
Application for permission toconduct
03 33 bioavailability or bioequivalence study 2,00,000
Reconsideration of application of permission todart
04 34 bioavailability or bioequivalence study 50,000
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Application for registrationof bioavailability artdoequivalencestudyj
05 45 centre 5,00,000
Reconsideration of application for
07 47 Registration of bioavailability and bio- 1.00.000
equivalence study centre T
52 Application for permission to manufacture newgsr or
investigational new drugs for clinical trial or biaailability or 5000 per
08 bioequivalence study product
Reconsideration of application to
manufacture new drugs or investigational new dfagslinical trial 2000
09 53 or bioavailability or bioequivalence study per
product
Application for permission to manufacture unapprbaetive
pharmaceutical ingredient for development of foratioh for test or
0 9 analysis or clinical trial or bioavailability ordéquivalence study 5000 per
! 5 product
11 60 Reconsideration of permission to 2000
Manufacture unapproved active
pharmaceutical ingredient for development of foratioh for test or
analysis or clinical trial or bioavailability ord@quivalence study
Application for import of new drugs or investigatal new drugs for
clinical trial or bioavailability or bioequivalencgudy or for
12 67 examination, test and analysis 5000 per
product
Reconsideration of application for Import of newgs or
investigational new drugs for clinical trial or hiaailability or
13 68 bioequivalence study or for examination, test amal\sis 1000
Application for permission to import new drug (Khéd Formulation
14 for marketing 5,00,000
Application for permission to import new
15 75 Drug (Finished Formulation) already 2,00,000
approved in the country for marketing
Application for permission to import new drug (ActiPharmaceutical
16 Ingredient) for marketing 5,00,000
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Application for permission to import new
17 drug (Active Pharmaceutical Ingredient) 2 00.000
already approved in the country for marketing Y
Application for permission to import
approved new drug for new claims, new indicatiomew dosage
18 form or new route of administration or new strenfgthmarketing 3,00,000
Application for permission to import fixed dose doimation having
one or more of the ingredients as unapproved nelggules for
19 marketing 5,00,000
Application for permission to import fixed
20 Dose combination having approved 4,00,000
ingredients for marketing
Application for permission to import fixed
21 dose combination already approved for 2,00,000
marketing
Application for permission to import fixed dose domation for new
claims, new indication or new dosage form or newtef
29 administration or new strength for marketing 3.00,000
Reconsideration of application for
23 76 permission to import new drug for marketing 50,000
24 Application for permission to manufacture new d¢gmished 5,00,000
Formulation or Active Pharmaceutical Ingredient) $ale or
distribution
Application for permission to manufacture
25 new drug (Active Pharmaceutical Ingredient) alreaggroved in the 2 00.000
country for sale or distribution T
80 Application for permission to manufacture new dfgaished
26 Formulation) for sale or distribution 5,00,000
Application for permission to manufacture new d¢gmished
Formulation) already approved in the country fde e distribution
27 2,00,000
Application for permission to manufacture
28 new drug (Active Pharmaceutical Ingredient) fdesa distribution 5,00,000
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Application for permission to manufacture
29 new drug (Active Pharmaceutical Ingredient) alseapproved in the 2 00.000
country for sale or distribution T
Application for permission to manufacture approwesv drug for new
claims, new indication or new dosage form or newemf
dministrati t th f I distriitoo
30 administration or new strength for sale or dis 3.00,000
Application for permission to manufacture fixed da®mbination
having one or more of the ingredients as unapproesdmolecules
31 for sale or distribution 5,00,000
Application for permission to manufacture fixed d@®mbination hang
32 approved ingredients for sale or distribution 3,00,000
Application for permission to manufacture fixed da®mbination
33 already approved for sale or distribution 2,00,000
80
Application for permission to manufacture fixed da®mbination for
new claims, new indication or new dosage form av neute of
34 administration or new strength for sale or disttidu 3,00,000
Application for permission to manufacture
35 new drug (Active Pharmaceutical Ingredient) or tanefacture 5,00,000
finished formulation
80
Application for permission to import or to manuiaet phyto-
36 pharmaceutical drugs 2,00,000
Reconsideration of application for
37 81 permission to manufacture new drug for satdigiribution 50,000
Application for Import of unapproved new
38 86 drug by Government hospital and medicaltirtitin 10,000
Application for permission to manufacture unamenew drug but
under clinical
39 91 trial, for treatment of patient of life thteaing disease 5,000
40 98 Pre-submission meeting 5,00,000
41 99 Post-submission meeting 50000
42 i Any other application which is not specified above 50000

Note 1: No fee shall be chargeable in respect pfiegion for conduct of clinical trial for orphadrugs as defined in
clause (x) of rule 2.

Note 2: In case of application received from MiS@mall Medium Enterprises (MSME) firms for condudtatinical
trial, approval of new drug and pre and post subimismeeting, the fee payable shall be half ofdleespecified above.



234 THE GAZETTE OF INDIA : EXTRAORDINARY [RRT II—SEC. 3(i)]

SEVENTH SCHEDULE
(Seerules 39, 40, and 42)

FORMULAE TO DETERMINE THE QUANTUM OF COMPENSATION IN THE
CASESOF CLINICAL TRIAL RELATED INJURY OR DEATH

1. Formulain case of clinical trial related death:
Compensation = (B x F x R) / 99.37
Where,
B = Base amount (i.e. 8 lacs)
F = Factor depending on the age of the trial sulge@erAnnexure 1 (based on Workmen Compensation Act)

R = Risk Factor depending on the seriousness amtigeof the disease, presence of co-morbidity dmction
of disease of the trial subject at the time of &nemt in the clinical trial between a scale of @53 as under:

(1) 0.5 terminally ill patient (expected survival nobra than (NMT) 6 months)
(2) 1.0 Patient with high risk (expected survival beawé to 24months)

(3) 2.0 Patient with moderate risk

(4) 3.0 Patient with mild risk

(5) 4.0 Healthy Volunteers or trial subject of no risk.

However, in case of patients whose expected mtyrtiali90% or more within 30 days, a fixed amounRaf 2
lacs should be given.

2. Formula in case of clinical trial related injury (other than death): For calculation of quantum of compensation
related to injury (other than death), the compeorashall be linked to the criteria considered &alculation of
compensation in cases of death of the trial subgectreferred to in section of this Schedule. Thantum of
compensation in case of Clinical Trial related Sg®uld not exceed the quantum of compensation whialdd have
been due for payment in Case of death of the stibject since the loss of life is the maximum igjpossible.As per
the definition of SAE, the following sequelae othilean death are possible in a clinical trial subjatwhich the trial
subject shall be entitled for compensation in dAseSAE is related to clinical trial.

() A permanent disability: In case of SAE causing permanent disability tottiad subject, the quantum of
compensation in case of 100% disability shall b# @) the compensation which would have been dupdgment to
the nominee (s) in case of death of the trial sttbje

The quantum for less than 100% disability will begmortional to the actual percentage disability tti@ subject has
suffered.

Accordingly, following formula shall be applicabier determination of compensation:

Compensation = (C x D x 90) / (100 x 100)

Where:

D = Percentage disability the trial subject hasesat!.

C = Quantum of Compensation which would have beenfdr payment to the trial subject's nominees)
in case of death of the trial subject.

(ii) Congenital anomaly or birth defect: The congenital anomaly or birth defect in a baby wmecur due to
participation of anyone or both the parent in clatitrial. Following situations may arise due tagenital anomaly or
birth defect.

(a) Still birth;

(b) Early death due to anomaly;

(c) No death but deformity which can be fully correctebugh appropriate intervention;
(d) Permanent disability (mental or physical).

The compensation in such cases would be a lumpasnount such that if that amount is kept by wayixéd deposit or
alike, it shall bring a monthly interest amount @hiis approximately equivalent to half of minimunage of the
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unskilled worker (in Delhi). The quantum of compatien in such cases of SAE shall be half of theemmount as per
formula for determining the compensation for SAEuléng into death.

In case of birth defect leading to sub-clause (g} @) of this clause to any child, the medical agament as long as
required shall be provided by the Sponsor or sagentative which will be over and above the fai@hcompensation.

(iii)  Chronic life-threatening disease; and
(iv) Reversible SAE in caseit isresolved.

In case of clinical trial related SAE causing ltfeeatening disease and reversible SAE in case fesolved, the
guantum of compensation would be linked to the nemat days of hospitalisation of the trial subjéidte compensation
per day of hospitalization shall be equal to theyevéoss. The wage loss per day shall be calculbésgd upon the
minimum wage of the unskilled worker (in Delhi).

Since, in case of hospitalisation of any patiertt oy the patient loses his/her wage, there wélldirect or indirect
losses of various kind including inconvenience, evégss of attendant, etc. The compensation peotiagspitalisation
in such case shall be double the minimum wage.

Accordingly, following formula shall be applicabier determination of compensation:
Compensation =2 X W X N.
Where,
W = Minimum wage per day of the unskilled workar Delhi)
N = Number of days of hospitalization
Annexure 1

Factor (F) for calculating the amount of compensation

Age Factor
Not more than...
16 228.54
17 227.49
18 226.38
19 225.22
20 224.00
21 222.71
22 221.37
23 219.95
24 218.47
25 216.91
26 215.28
27 213.57
28 211.79
29 209.92
30 207.98
31 205.95
32 203.85
33 201.66
34 199.40
35 197.06
36 194.64
37 192.14
38 189.56
39 186.90
40 184.17
41 181.37
42 178.49
43 175.54
44 172.52
45 169.44
46 166.29
47 163.07
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48 159.80
49 156.47
50 153.09
51 149.67
52 146.20
53 142.68
54 139.13
5E 135.5¢
56 131.95
57 128.33
58 124.70
59 121.05
60 117.41
61 113.7"
62 110.14
63 106.52
64 102.93
65 or more 99.37

EIGHTH SCHEDULE
FORM CT-01
(Seerules 8, 10 and 17)

APPLICATION FOR REGISTRATION/RENEWAL OF ETHICSCOMMITTEE RELATING TO CLINICAL
TRIAL OR BIOAVAILABILITY AND BIOEQUIVALNENCE STUDY OR BIOMEDICAL HEALTH

A =TT

RESEARCH

(name,  designation

and full postal address of the applicant) Of ..........cccooiiiiie (name and full address with contact details of

the ethics committee) hereby apply for grant of registration of ethicenmittee.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, company, society, trust, independstitutional, other to be specified)

biomedical health research

(ii) Address for correspondence:

3. (i) Applicant address including telephone numbgsbile number, fax number and e-mail id:

corporate or registered office or clinical triatesior bioavailability and bioequivalence study cenbr

4. Details of accreditation, if any (self-attesteghy of certificate to be attached):

Clinical Trials Rules, 2019

5. | have enclosed the documents as specifiedeiriTdble 1 of the Third Schedule of tNew Drugs and
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6. | hereby state and undertake tiatt shall comply with all the provisions of therilys and Cosmetics Act
1940, and thé&lew Drugs and Clinical Trials Rules, 2019

Place: Digital Signature

Date: (Name and designation)

FORM CT-02
(Seerules 8, 9, 10 and 14)

GRANT OF REGISTRATION OF ETHICSCOMMITTEE RELATING TO CLINICAL TRIAL OR
BIOAVAILABILITY AND BIOEQUIVALNENCE STUDY

Registration No.

The Central Licencing Authority here by registensl @ermits _ (Name and full address with contactitbetd the ethics
committee) to perform duties of ethics committespecified in the New Drugs and Clinical Trials &12019.

2. The ethics committee shall observe the conditmfiregistration specified in Chapter Il of thew Drugs and Clinical
Trials Rules, 2019 and the Drugs and Cosmetics #90.

Place: ............ @@= Licencing Authority
Date: ........ccceeee. Stamp
FORM CT-03
(Seerules 17 and 18)
GRANT OF REGISTRATION OF ETHICSCOMMITTEE RELATING TO BIOMEDICAL HEALTH
RESEARCH

Registration No.

The designated authority is hereby register anthpper
(Name and full address with contact details ofdtiécs committee) to perform duties of ethics cottemias specified in
the Regulation of New Drugs and Clinical Trials &3)12019.

2. The ethics committee shall observe the conditafrregistration specified in Chapter 1V of theviNBrugs and Clinical
Trials Rules, 2019 and the Drugs and Cosmetics ¥30.

Place: ............ @=ah Licencing Authority
Date: ........ccee... Stamp
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FORM CT-04
(Seerule21)

APPLICATION FOR GRANT OF PERMISSION TO CONDUCT CLINICAL TRIAL OF NEW DRUG OR
INVESTIGATIONAL NEW DRUG

IV B, e e e e e a e e e e e e e s (name and full postal address of the
applicant) of ..o hereby apply for grant of permisstorconduct clinical trial on new
drug or investigational new drug.

The details of the application are as under:

1.Name of Applicant:

2. Nature and constitutionproprietorship, partnership includi
limited liability partnership, cormgmy, society, trust, other to
specified.

3. (i) Sponsor address, telephone numbegbile number, fa
number and e-mail id:

(i) Clinical trials site address, telephone number, ita
number, fax number and e-mail id:

(iii) Name and address of person responsiblepfiyment o
compensation, if any:

(iv)  Address for correspondence:

[corporate or registered office or clinical tridte$

4. Details of new drugs or investigational new dragd clinical investigation site [As per Annexure]

5. Phase of the Clinical Trial

6. Clinical trial protocol number with date:

7. Fee paid on Rs.

Receipt or Challan or transaction ID

8. | have enclosed the documents as specifiedeisdtond Schedule of tiew Drugs and Clinical Trials Rules,
2019

9. | hereby state and undertake that:

(i) 1 shall comply with all the provisions of therllys and Cosmetics Act, 1940, and Mew Drugs and Clinical
Trials Rules, 2019

Place:.......cccovvennnnn. Digital Signature
(DL 1= (Name and designation)
Annexure:

Details of new drugs or investigational new drugs:

Names of the ne drug or investigational new drug:

Therapeutic class:

Dosage form:
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Composition:

Indications:

Details of clinical trial site:

Names and address of clinical trial

Ethics committee details:

Name of investigata

FORM CT-4A
(Seerule 23)

INFORMATIONTO INITIATE CLINICAL TRIAL OF NEW DRUG OR INVESTIGATIONAL NEW DRUG
ASPART OF DISCOVERY, RESEARCH AND MANUFACTURE IN INDIA

IV, ettt e e e e e e e e e e e n s r——————aaaaeanaans (name and full postal
address of the applicant) Of e ————— hereby inform to
initiate the conduct clinical trial on new druginvestigational new drug.

The details of the application areas under:

1.Name of Applicant:

2. Nature and constitution:

(proprietorship, partnership including limited lity partnership,
company, society, trust, other to be specified)

3. (i) Sponsor address, telephone number, mobile nynfag
number and e-mail id:

(i) Clinical trials site address, telephone number, ifaob
number, fax number and e-mail id:

(iii) Name and address of person responsible for payaient
compensation, if any:

(iv)  Address for correspondence:

[corporate or registered office or clinical tridte$

4. Details of new drugs or investigational new dragd clinical investigation site [As per Annexure]

5. Phase of the Clinical Trial

6. Clinical trial protocol number with date:

8. | hereby declared that | have already submittedapplication under rule 21 of these rules arhtgid automatic
approval under rule 23(2) and enclosed the docwsrastspecified in the Second Schedule of the NewgPand
Clinical Trials rules, 2019.

9. | hereby state and undertake that:

(i) | shall comply with all the provisions of therilys and Cosmetics Act, 1940, athd New Drugs and Clinica|
Trials Rules, 2019.
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Place:.......ccoiiinin. Digital Signature
Date:....cooovveiiiiieeen. (Name and designation)
Annexure:

Details of new drugs or investigational new drugs:

Names of the new drug or investigational new ¢

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of clinical trial site:

Names and address of clinical trial

Ethics committee details:

Name of investigata

FORM CT-05
(Seerule 33)

APPLICATION FOR GRANT OF PERMISSION TO CONDUCT BIOAVAILABILITY OR
BIOEQUIVALENCE STUDY

LIV, ettt e e e e e e e e e e e e e e e b b e e e teeaaaaaa e e e aana (name and full postal address of the
applicant) of ... hereby apply for grant of permisstonconduct bioavailability or
bioequivalence studysttike off whichever is not applicable) of new drug or investigational new drug, the detaf which
are as under:

1.Name of applicant:

2. Nature and constitution:

(proprietorship,  partnership  including limited likdy
partnership, company, society, trust, other togeeiied)

3. (i) Sponsor address, telephone number, mobile nynfiine
number and e-mail id:

(i) Study address, telephone number, mobile number, fax
number and e-mail id:

(i)  Address for correspondence:

[corporate or registered office or bioavailabilityor
bioequivalence study centre]
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4. Details of new drug or investigational new deugl study centre [As per Annexure].

5. Study protocol number with date:

6. Fee paid on Rs.

Receipt or challan or transaction_ID

7. | have enclosed the documents as specifiedarFturth Schedule of tHdew Drugs and Clinical Trials Rules,
2019

8. | hereby state and undertake that:

(i) I shall comply with all the provisions of therilys and Cosmetics Act, 1940, and Mew Drugs and Clinical
Trials Rules, 2019

Place:.......cccoieinne. Digital Signature
(DL 1= (Name and designation)
Annexure:

Details of new drug or investigational new drugs:

Names of the new drug or investigationew drug:

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of study centre:

Names and address of study ce

Ethics committee details:

FORM CT-06
(Seerules 22, 25, 26, 29 and 30)
PERMISSION TO CONDUCT CLINICAL TRIAL OF NEW DRUG OR INVESTIGATIONAL NEW DRUG

The Central Licencing Authority hereby permits

(Name and full address with contact details ofdpelicant) to conduct clinical trial of the new drar investigational
new drug as per protocol number in the belowtioeed clinical trial sites. dated

2. Details of new drug or investigational new drug atidical trial site [As per Annexure].

3. This permission is subject to the conditions priésct in part A of Chapter V of the New Drugs anéhi@hl Trials
Rules, 2019 under the Drugs and Cosmetics Act, 1940

Place: ............. Central Licencing Authority
Date: .cccoovveeeennnn. Stamp
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Annexure:

Details of new drug or investigational new drug:

Names of the new drug or investigational new ¢

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of clinical trial site:

Names and address of clinical trial

Ethics committee details:

Name of principe investigator:

FORM CT-07
(See Rules 34, 35, 36, 37 and 38)

PERMISSION TO CONDUCT BIOAVAILABILITY OR BIOEQUIVALENCE STUDY OF NEW DRUG OR
INVESTIGATIONAL NEW DRUG

The Central Licencing Authority hereby permits

(Name and full address with contact details ofapplicant) to conduct bioavailability or bioequieate studysrike off
whichever is not applicable) of the new drug or investigational new drug asgretocol number dated in the
below mentioned study centre.

2. Details of new drug or investigational new drug atutly centre [As per Annexurel].

3. This permission is subject to the conditions priegct in part B of Chapter V of the New Drugs anéhichl Trials
Rules, 2019 under the Drugs and Cosmetics Act, 1940

Place: ............. Central Licencing Authority
Date: .cccoovveeeennnn. Stamp
Annexure:

Details of new drug or investigational new drug:

Names of the new drug or investigational new ¢

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of study centre:
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Names and address of study cel

Ethics committee details:

Name of principe investigator:

FORM CT-08
(Seeruledb)
APPLICATION FOR REGISTRATION/RENEWAL OF BIOAVAILABILITY OR BIOEQUIVALENCE STUDY
CENTRE
IV, ettt ettt e e e e e et e e e e e aeeaa e (name, designation and full postal address
of the applicant) of ..., hereby apply for grant of registration of biodahility or

bioequivalence study centre. The details of thdiegijpon are as under:

1.Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, company, society, trust, indepemdastitutional,
other to be specified)

3. (i) Applicant address including telephone numberobile
number, fax number and e-mail id:

(ii) Address for correspondence:

[corporate or registered office or bioavailability bioequivalence
study centre]

4. Details of accreditation, if any (self-attestaxpy of certificate to
be attached):

5. Fee paid on Rs.

Receipt or challan or transaction_ID

6. | have enclosed the documents as specifiedeiM eible 1 of Fourth Schedule of tNew Drugs and Clinical
Trials Rules, 2019

7. | hereby state and undertake that:

(i) | shall comply with all the provisions of therilys and Cosmetics Act, 1940 tNew Drugs and Clinical
Trials Rules, 2019

Place: ......ccoovvvviinnnn, Digital Signature

Date: ....oovvvviiiie s (Name and designation)
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FORM CT-09
(Seerules 47, 48, 49, 50and 51)
GRANT OF REGISTRATION OF BIOAVAILABILITY OR BIOEQUIVALENCE STUDY CENTRE

Registration No.

The Central Licencing Authority hereby register
(Name and full address with contact details ofdpplicant) for conduct of bioavailability and biaggalence studies of
new drugs and investigational new drugs as speédifithe New Drugs and Clinical Trials Rules, 2019.

2.This registration is subject to the conditionssaribed in Chapter VIl of the New Drugs and Chii€rials Rules, 2019
under the Drugs and Cosmetics Act, 1940.

Place: ............. Central Licencing Authority

Date: ... Stamp

FORM CT-10
(Seerule52)
APPLICATION FOR GRANT OF PERMISSION

TO MANUFACTURE NEW DRUG OR INVESTIGATIONAL NEW DRUG FOR CLINICAL TRIAL OR
BIOAVAILABILITY OR BIOEQUIVALENCE STUDY OR FOR EXAMINATION, TEST AND ANALYSIS

A5

(name and full postal address of the applicant) Of .......cccccoeeiiiiiiiiiiii e hereby apply for grant of
permission to manufacture new drug or investigatiorew drug for clinical trial or bioavailabilitgr bioequivalence
study or for examination, test and analysis.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited likty
partnership, company, society, trust, other togeiied)

3.() Corporate or Registered office address, tabep
number, mobile number, fax number and e-mail id:

(i) Applicant’'s address, telephone number, mohile
number, fax number and e-mail id:

(iii) Address for correspondence:

4. Details of new drugs and investigational newggrto be manufactured [As per Annexure].

5. Particulars of Manufacturer, Manufacturing sfi&s per Annexurel].

6. Fee paid on Rs receipt or challan or transadd___ |
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7. | hereby state and undertake that:

® | shall comply with all the provisions of the Drugad Cosmetics Act, 1940 and the Chapter VIlI|of
New Drugs and Clinical Trials Rules, 2(.

(i)  The new drug to be manufactured from M/s..........ccccceuennnee. shall be used exclusively foe
purpose of clinical trial and no part of it shadl Biverted to the domestic market.

Place: ............. Digital Signature
Date: ................ (Name and designation)
Annexure:

Details of new drug or investigational new drug:

Names of the new drug or investigational drug:

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of manufacturer and manufacturing site:

Name and address of Active Pharmaceutical Ingrédied
formulation manufacturer (full address with telepapfax
and e-mail address of the manufacturer).

Name and address of manufacturing sites of A«
Pharmaceutical Ingredient and formulation (full e with
telephone, fax and e-mail address of the manufacfsite).

FORM CT-11
(Seerules 53, 54, 55, 56, 57 and 58)

PERMISSION TO MANUFACTURE NEW DRUG OR INVESTIGATIONAL NEW DRUG FOR CLINICAL
TRIAL, BIOAVAILABILITY OR BIOEQUIVALENCE STUDY OR FOR EXAMINATION, TEST AND

ANALYSIS
Licence Number
The Central Licencing Authority hereby grant peisios (Name and full postal
address with contact details of the applicant) emuafacture the new drug or investigational new diargconduct of
clinical trial or bioavailability or bioequivalenctudy as per protocol number dated in the

below mentioned clinical trial sites or bioavailitli and bioequivalence study centre [As per Anrekuor for
examination, test and analysis.
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Name of the new drug or |Class of new drug or investigatio|Quantity to be manufacturg
investigational new drug to b new drug.
manufactured.

1%

Serial
Number

2. This licence is subject to the conditions specifiethe Chapter VIII of New Drugs and Clinical TieeRules,2019
under the Drugs and Cosmetics Act, 1940.

3. This licence shall, unless previously suspendegwrked, be in force for a period of three yeapsithe date of its
issuance.

4. Details of manufacturer and manufacturing site urids licence.

Name and address of manufacturer (full ad¢ Name and address of manufacturing site (full
Serial with telephone, fax and e-mail address of thaeddress with telephone, fax and e-mail address of
manufacturer). the manufacturing site).
Number
Place: ............. Central Licencing Authority
Date: ... Stamp
Annexure:

Details of clinical trial site:

Names and address of clinical trial

Ethics committee details:

Name of investigata

FORM CT-12
(Seerule 59)

APPLICATION FOR GRANT OF PERMISSION TO MANUFACTURE FORMULATION OF UNAPPROVED
ACTIVE PHARMACEUTICAL INGREDIENT FOR TEST OR ANALYSISOR CLINICAL TRIAL OR
BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

= TSP (name and full postal address of the applicant)
Of hereby apply for grant of permissioimanufacture formulations of
unapproved active pharmaceutical ingredient fdrdesnalysis or clinical trial or bioavailabilityr bioequivalence study.

The details of the application are as under:

1. Name of formulation manufacturer:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited |y
partnership, company, society, trust, other togeeiied)

3.(i) Corporate or registered office address tedeyghnumber
mobile number, fax number and e-mail id:

() Formulation manufacturer’s address includ|ng
telephone number, mobile number, fax number andiéich

(i) Address for correspondence:
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4. Details of unapproved Active pharmaceutical éutignt and its formulation [As per Annexure].

5. Details of Manufacturer, Manufacturing sitedaimulation [As per Annexure].

6.Fee  paid on Rs receipt or challan or trainsact
ID.

7. | hereby state and undertake thé):| shall comply with all the provisions of the Drugsd Cosmetics
Act, 1940 and Chapter VIl of thdew Drugs and Clinical Trials Rules, 2019

(i) The formulation of the unapproved active pharmacabingredient to be manufactured shall be used
for the mentioned purpose only and no part of didie sold in the market.

Place: Digital Signature
Date: (Name and designation
Annexure:

Details of Active pharmaceutical ingredient andf@ismulation:

Name of the unapproved active  Quantity Name of the formulation/test Quantity

pharmaceutical ingredient (AP Batches to be developed for test/analysis

or clinical trial

Name of the formulation to be manufactt

Quantity

Composition

Indication

Details of manufacturer and manufacturing siteoofriulation:

Name and address of manufacturer dName and address of manufacturing site of formu
formulation (full address with telephone, | (full address with telephone, fax andneil address ¢

Serial and e-mail address of the manufacturer) the manufacturing site)

number

Details of manufacturer and manufacturing site ofive pharmaceutical ingredient:

Name and address of manufacturer of A{ Name and address of manufacturing site of Active
pharmaceutical ingredient (faddress wit|pharmaceutical ingredient (full address with te s
telephone, fax and e-mail address of the fax and e-mail address of the manufacturing sitg)
manufacturer)

Serial
number
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FORM CT-13
(Seerule 59 and 60)

APPLICATION FOR GRANT OF PERMISSION TO MANUFACTURE UNAPPROVED ACTIVE
PHARMACEUTICAL INGREDIENT FOR DEVELOPMENT OF FORMULATION FOR TEST OR ANALYSIS
OR CLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

WV, ettt ettt e e e re e e e e e e e e e e e e e e e aneennrnned (name and full postal address of the applicant)

Of e ———— hereby apply for grant of permissit;m manufacture unapproved active
pharmaceutical ingredient for development of foratioh for test or analysis or clinical trial or hiailability or
bioequivalence study.

The details of the application are as under:

1. Name of manufacture:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited lility
partnership, company, society, trust, other togeeiied)

3.(i) Corporate or registered office address tedeghnumber,
mobile number, fax number and e-mail id:

(i) Formulation manufacturer's address including
telephone number, mobile number, fax number andiéich

(iii) Address for correspondence:

4. Details of unapproved active pharmaceuticaledgmt to be manufactured [As per Annexure].

5. Details of formulation to be manufactured [As panexure].

6. Fee paid on Rs receipt or challan or transadiion

() 1hereby state and undertake that: (i) | shall clyrmgth all the provisions of the Drugs and CosrosthAct, 1940
and Chapter VIII of th&lew Drugs and Clinical Trials Rules, 2019

()  The unapproved active pharmaceutical ingrediebetenanufactured shall be supplied to M/s
viveee....0nly and no part of it shall keold in the market.

Place: Digital Signature

Date: (Name and designation
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Annexure:

Details of Active pharmaceutical ingredient andfasmulation:

Name of the Quantity Name of the formulation or test Quantity
unapproved active batches to be developed for
pharmaceutical ingredient (AR test/analysis or clinical trial

to be obtained

Details of manufacturer and manufacturing siteoofriulation:

Name and address of manufacturer dName and address of manufacturing site of formu
formulation (full address with telephone, | (full address with telephone, fax andneil address ¢

Serial |0 4 e_mail address of the manufacture r the manufacturing site)

number

Details of manufacturer and manufacturing site ofive pharmaceutical ingredient:

Name and address of manufacturer of A{ Name and address of manufacturing site of Active
pharmaceutical ingredient (full address Jpharmaceutical ingredient (full address with te
telephone, fax and e-mail address of the fax and e-mail address of the manufacturing sitg)
manufacturer)

Serial
number

FORM CT-14
(Seerules 60, 61, 62, 63and64)

PERMISSION TO MANUFACTURE FORMULATION OF UNAPPROVED ACTIVE PHARMACEUTICAL
INGREDIENT FOR TEST OR ANALYSISOR CLINICAL TRIAL OR BIOAVAILABILITY OR
BIOEQUIVALENCE STUDY

Licence Number:

The Central Licencing Authority hereby grant pesios to
(Name and full postal address with contact detdilhe formulation manufacturer) to manufacture fidvenulation of the
unapproved active pharmaceutical ingredient smatifbelow for test or analysis or for conduct oficlal trials
bioavailability or bioequivalence study.

Name of the formulation or test batches to be dped for Quantity

test or analysis or clinical trial

2. Details of manufacturer, manufacturing site of fatation [As per Annexure].

Name and address of manufacturer (fylName and address of manufacturing site (full ads
address with telephone, fax and e-majl  with telephone, fax and e-mail address of the

Serial address of the manufacturer) manufacturing site)

number
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3. This licence is subject to the conditions presctibmder Chapter VIl of the New Drugs and Clinicaials
Rules,2019 under the Drugs and Cosmetics Act,1940.

4. Details of manufacturer and manufacturing siteativa pharmaceutical ingredient to be supplied.

Name and address of manufacturer (fuName and address of manufacturing site (full addres
Serial address with telephone, fax and e-mail  with telephone, fax and e-mail address of the
address of the manufacturer) manufacturing site)

number
5.  This licence shall, unless previously suspendewoked, be in force fora period of .................. from the date
of its issuance.
Place:............. Central Licencing Authority
Date: ................. Stamp

FORM CT-15

(Seerules 60, 61, 62, 63 and 64)

PERMISSION TO MANUFACTURE UNAPPROVED ACTIVE PHARMACEUTICAL INGREDIENT FOR
THE DEVELOPEMNT OF FORMULATION FOR TEST OR ANALYSISOR CLINICAL TRIAL OR
BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

Licence Number:

The Central Licencing Authority hereby grant pesios to
(Name and full address of the active ingredient ufacturer) to manufacture the unapproved activermpheeutical
ingredient specified below to manufacture its folamion for test or analysis or for conduct of otiai trials or
bioavailability or bioequivalence study.

Name of the unapproved active pharmaceutical ingnedAPI) to be manufactured Quantity

2. Details of Manufacturer, Manufacturing site of aetpharmaceutical ingredient.

Name and address of manufacturer (full Name and address of manufacturing site (full
address with telephone, fax and e- majl address with telephone, fax and e-mail address of

Serial address of the manufacturer) the manufacturing site)

number

3. Details of Manufacturer, Manufacturing site of faation manufacturer to be supplied.

Name and address of formulator (full addr@dame and address of site where the manufagt
with telephone, fax and e-mail address of pproved active pharmaceutical ingredient

manufacturer) used (full address with telephone, fax and e-mail
number address of the manufacturing site)

Serial.

4. This permission is subject to the conditions spedifin Chapter VIII of the New Drugs and Clinicalidls
Rules,2019 under the Drugs and Cosmetics Act, 1940.
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5.  This permission shall, unless previously susperate@voked, be in force for a period of .................. from the
date of its issuance.

Place:............. Central Licencing Authority
Date: ................. Stamp
Annexure

Details of record of unapproved active pharmacaltiggredient manufactured:

Serial Date of Licence number Name of the Quantity Manufactured for
number| manufacture unapproved active manufactured
pharmaceutical
ingredient

Details of reconciliation of unapproved active phaceutical ingredient manufactured:

Date| Name of the| Licence| Quantity |Quantity Quantity|Supplieq Quantity — leff Action
unapproved | number| manufacturedsupplied remained to over or remain taken

active unused or go
pharmaceutical damaged or
ingredient expired or

found of sub-
standard quality

* Write NA where not applicable.

FORM CT-16
(Seerule 67)

APPLICATION FOR GRANT OF LICENCE TO IMPORT NEW DRUG OR INVESTIGATIONAL NEW DRUG
FOR CLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY OR FOR
EXAMINATION, TEST AND ANALYSIS

LIV, et e e e e e e e e e e e e aap e e rtaaaaaaaaas (name and address of the applicant)
OF M/S oo hereby apply for grant of licerto import new drug or investigational new
drug for clinical trial bioavailability or bioequalence study or for examination, test and analysis.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited likdy
partnership, company, society, trust, other togeeiied)
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3.() Corporate or registered office address inicigd
telephone number, mobile number, fax number anciéith

(ih) Applicant’s address including telephone numbgr,
mobile number, fax number and e- mail id:

(ii) Address for correspondence:

4. Details of new drugs to be imported [As per Axure].

5. Particulars of overseas Manufacturer, Manufaogusites [As per Annexure].

6. Fee paid on Rs receipt
or challan or transaction ID.

7. | hereby state and undertake that:

() 1 shall comply with all the provisions of the Drugisd Cosmetics Act, 1940 and Chapter IX ofXtesv Drugs
and Clinical Trials Rules, 2019

(i)  The new drug to be imported from M/S.........ccecemrvevenene... shall be used exclusively fog urpose of clinical
trial and no part of it shall be diverted to therestic market.

Place: Digitailg@ature
Date: (Namelatesignation)
Annexure:

Details of new drug or investigational new drug:

Names of the new drug or investigational new ¢

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of manufacturer and manufacturing site:

Name and address of manufacturer (full address
telephone, fax and e-mail address of the
manufacturer)

Name and address of manufacturing site (full adc
with telephone, fax and e-mail address of the
manufacturing site)
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FORM CT-17
(Seerules 68, 69, 70, 71 and 72)

LICENCE TO IMPORT NEW DRUG OR INVESTIGATIONAL NEW DRUG FOR THE PURPOSE OF
CLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY OR FOR EXAMINATION,
TEST AND ANALYSIS

Licence Number:

The Central Licencing Authority hereby grants licen to (Name and full address with contact
details of the applicant) to import new drug orestigational new drug for conduct of clinical tréal bioavailability or
bioequivalence study as per protocol numiated

or for examination, test and analysis in the befesntioned clinical trial sites or bioavailabiliby
bioequivalence study centre. [As per Annexure].

Name of the new drug or| Therapeutic class of new drug
investigational new drug to investigational new drug

imported Quantity to be imported

Serial
number

2. This licence is subject to the conditions presdtilreChapter IX of the New Drugs and Clinical Tsi&ules, 2019.

3. This licence shall, unless previously suspende@wrked, be in force for a period of three yeapsifthe date of its
issuance.

4. Details of overseas manufacturer and manufactuibegunder this licence.

Name and address of manufacturer (full ade;esName and address of manufacturing site (full
with telephone, fax and e-mail address of theaddress with telephone, fax and e-mail address of

Serial manufacturer) the manufacturing site)

number

5. The licencee shall maintain the record of imported drug or investigational new drugs [As per Arure}.

Place: ............. Central Licencing Authority
Date: ................. Stamp
Annexure:

Detalils of clinical trial site or bioavailabilityrdioequivalence study centre:

Names and addre

Ethics committee details:

Name of investigata

FORM CT-18
(Seerule 75)

APPLICATION FOR GRANT OF PERMISSION TO IMPORT NEW DRUG FOR SALE OR FOR
DISTRIBUTION

IV B, ettt e et e e rr e e e e s e nar———rarraeeeeeannnnnne (name and address of the applicant)
OF MIS e hereby apply for grant of persios to import new drug for sale.
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1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited libty
partnership, company, society, trust, other topgeeiied)

3.(i) Corporate or registered office address iniclgd
telephone number, mobile number, fax number andiéich

(i) Manufacturer's address including telephone
number, mobile number, fax number and e-mail id:

(iii) Address for correspondence:

4. Details of new drug to be imported (Active phaosutical Ingredient or Finished Formulation) [As p
Annexure].

5. Details of the manufacturer and manufacturite [#gis per Annexure].

6. Fee paid on Rs
receipt or challan or transaction_ 1D

7. | hereby state and undertake that:

0 I shall comply with all the provisions of the Drugsd Cosmetics Act, 1940 and Chapter X ofNiesv
Drugs and Clinical Trials Rules, 2019

Place: DigitailgBature
Date: (Namedatesignation)
Annexure:

Details of new drug:

Name of the new dru

Dosage form:

Composition of the formulation:

Therapeutic class of the new drug:

Indications for which proposed to be used:

Manufacturer of the raw material (active
pharmaceutical ingredient):

Details of manufacturer and manufacturing siteefmrug:
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Name and address of manufacturell Name and address of manufacturing site (full adc
address with telephone, fax and e-malil with telephone, fax and e-mail address of the
address of the manufacturer). manufacturing site).

FORM CT-19

(Seerules 76, 77 and 78)

PERMISSION TO IMPORT NEW ACTIVE PHARMCEUTICAL INGREDIENT FOR SALE OR FOR
DISTRIBUTION

The Central Licencing Authority hereby grants pession to
(Name and full postal address of authorised agetit wontact details of the organization) to impodw active
pharmaceutical ingredient manufactured by an oesrsganufacturer specified below for sale.

2. Details of overseas manufacturer and its manufxfsite under this licence.

Serial | Name and address of overseas manufactiildame and address of manufacturing site (full name
number| (full name and address with telephone and eand address with telephone and e-mail address of
mail address of manufacturer) manufacturing site)

3. This permission is subject to the conditions pribscr in Chapter X of the New Drugs and Clinical &lsi
Rules,2019 under the Drugs and Cosmetics Act,1940.

4. Details of active pharmaceutical ingredient tomearted.

Name of the active pharmaceutical ingredient tolined. Quantity.
Place: ............. Central Licencing Authgri
Date: .................. Stamp
FORM CT-20

(Seerules 76, 77 and 78)

PERMISSION TO IMPORT PHARMACEUTICAL FORMULATIONS OF NEW DRUG FOR SALE OR FOR
DISTRIBUTION

The Central Licencing Authority hereby grant pesios to

(Name and full postal address of authorised agetit @ontact details of the organisation) to imppharmaceutical
formulation manufactured by an overseas manufactecified below for sale.

2. Details of overseas manufacturer and its manufafsite under this licence.

Serial | Name and address of overseas manufacfuame and address of manufacturing site (full nAme
(full name and address with telephone and @nd address with telephone and e-mail address of

number mail address of manufacturer). manufacturing site)
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3. Details of pharmaceutical formulation:

Name of the new drug tce imported:

Dosage form:

Composition:

Indication:

4, This permission is subject to the conditions priesct in Chapter X of the New Drugs and Clinical alsi
Rules,2019 under the Drugs and Cosmetics Act,1940.

Place: ............. Central Licencing Authgrit

Date: ................. Stamp

FORM CT-21
(Seerule 80)

APPLICATION FOR GRANT OF PERMISSION TO MANUFACTURE NEW DRUG FORMULATION FOR
SALE OR FOR DISTRIBUTION

LIV B, ettt e et e e e e e e e s e nan———rartaeeeeeannnnnre (name and full postal address of the
applicant) Of M/S ...oovvvieeiii i ereee e hereby apply for grant of persios to manufacture new drug
for sale or distribution.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(i.e. proprietorship, partnership including limit&dbility
partnership, company, society, trust, other togeeified)

3.() Corporate or registered office address inicigd
telephone number, mobile humber, fax number ancié-n
id:

D

(i) Manufacturer's address including telephon
number, mobile number, fax number and e-mail id:

(iii) Address for correspondence:

4. Details of new drug to be manufactured (Actibanmaceutical Ingredient or Finished Formulation or
both) [As per Annexure].

5. Details of the manufacturer and manufacturitg [¢is per Annexure].

6. Fee paid on Rs receipt or challan ar
transaction ID.
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7. | hereby state and undertake that:

0] | shall comply with all the provisions of the Drugsd Cosmetics Act, 1940 and Chapter X of the
New Drugs and Clinical Trials Rules, 2(.

Place:........... Digital Signature
Date: ............... (Name and designation)
Annexure:

Details of new drug:

Name of the new dru

Dosage form:

Composition of the formulation:

Therapeutic class of the new drug:

Indications for which proposed to be used:

Details of manufacturer and manufacturing siteefmrug:

Name and address of manufacturer (full add]Name ancaddress of manufacturing site (full address with
with telephone, fax and e-mail address of thetelephone, fax and e-mail address of the manufacfsite).
manufacturer).

FORM CT-22
(Seerules 81, 82, 83 and 84)

PERMISSION TO MANUFACTURE NEW ACTIVE PHARMACEUTICAL INGREDIENT FOR SALE OR
FOR DISTRIBUTION

The Central Licencing Authority hereby grant pesios to . . . (Name and full address
with contact details of the manufacturer) to mantifee for sale the new actlve pharmaceuucal ingrednanufactured
by manufacturer specified below.

2. Details of manufacturer and its manufacturing sitder this permission.

Serial [Name and address of manufacturer (full nam&ame and address of manufacturing site (full name
and address with telephone and e-mail | and address with telephone and e-mail address of

number address of manufacturer) manufacturing site)

3. This is subject to the conditions specified in QkagX of the New Drugs and Clinical Trials Rulesi®0under the
Drugs and Cosmetics Act,1940.
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4. Details of the new active pharmaceutical ingredierite manufactured------ .

Place: ............. Central Licencing Authority

Date: ........c........ Stamp

FORM CT-23
(Seerules 81, 82, 83 and 84)

PERMISSION TO MANUFACTURE PHARMACEUTICAL FORMULATION OF NEW DRUG FOR SALE OR
FOR DISTRIBUTION

The Central Licencing Authority hereby grant pesios to . . (Name and full address
of authorised agent with contact details of the ufacturer) to manufacture for sale of pharmaceutmmulanon

manufactured by an manufacturer specified below.

2. Details of manufacturer and its manufacturing sitder this licence.

Serial |[Name and address of manufacturer (full nafName and address of manufacturing site (full name
number and address with telephone and e-mail | and address with telephone and e-mail addresg of
address of manufacturer). manufacturing site).

3. Details of pharmaceutical formulation:

Name of the new drug to be import

Dosage form:

Composition:

Indication:

Shelf life with storage condition:

4. This is subject to the conditions prescribed in @aaX of the New Drugs and Clinical Trials Rul@§19 under
the Drugs and Cosmetics Act,1940.
Central Licencing Authority

Stamp

FORM CT-24
(Seerule 86)

APPLICATION FOR LICENCE TO IMPORT OF UNAPPROVED NEW DRUG FOR TREATMENT OF
PATIENTSOF LIFE THREATENING DISEASE IN A GOVERNMENT HOSPITAL OR GOVERNMENT
MEDICAL INSTITUTION

(name and full postal address of the applicant) Of M/S ... hereby apply for grant of
licence to import unapproved new drug but underi@dil trial for treatment of patients of life thiteaing disease in a

government hospital or medical institution.

The details of the application are as under:
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1. Name of Medical officer:

2. Nature and constitution of applicant:

(Government Hospital or Medical Institution)

3.(i) Aaddress including telephone number,

Medical Institution:

(ii) Address for correspondence:

fax number and e-mail id of the Government Hospita

mobilenher,

4. Details of unapproved new drug pharmaceuticahédation to be imported [As per Annexure].

5. Details of the manufacturer and manufacturitg [¢is per Annexure].

6. Details of the patient and disease [As per Aonelx

7. Fee paid on

Rs receipt or challan or tratiac

ID.

sold in the market is enclosed herewith.

8. A legal undertaking stating that the unapproved drug to be imported shall be used for the tneat of the
patient for the disease mentioned below only angdaroof it shall be

Place: .......cooooiviiinni.

Date: .......oovvviiiiinnnns

Annexure:

Digital Signature

(Name and designation)

Details of unapproved new drug to be imported:

Name of the new dru

Dosage form:

Quantity:

Indications for which proposed to be used:

Details of manufacturer and manufacturing site:

address with telephone, fax and e-mail addr
of the manufacturer).

Name and address of manufacturer ( LName and address of manufacturing site (full addveth

skephone, fax and e-mail address of the manufiactu
site).

Details of patient:

Name of the patier

Disease name:
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Certificate
Certified that the unapproved new drug specifiedvabfor import is urgently required for the treatin®f patients
suffering from...........ocoo and that the said drigghot available in India.
Place............ Signature
Date................. Medical Superintendent of the Government Hospitdllead of Medical Institution
[Stamp
FORM CT-25

(Seerules 87, 88, 89 and 90)

LICENCE TO IMPORT UNAPPROVED NEW DRUG FOR TREATMENT OF PATIENTSOF LIFE
THREATENING DISEASE IN A GOVERNMENT HOSPITAL OR MEDICAL INSTITUTION

Licence Number:

The Central Licencing Authority hereby grant licens (Name and full

postal address with contact details of the Govemintdospital or Government Medical Institution) tmgort the

unapproved new drug specified below for the purpose treatment of the patient for the disease
<eere.... (Name of the disease).

2. This permission is subject to the conditions priesct in Chapter XI of the New Drugs and Clinicaials
Rules,2019 under the Drugs and Cosmetics Act, 1940.

3. This licence shall, unless previously suspendewrked, be in force for a period of .................. from the date
of its issuance.

4. Details of the new drug to be imported

Name of new drui

Quantity to be imported:

Place: ............. Central Licencing Authority
Date: ................. Stamp
Annexure

Details of new drug imported:

Serial |Date of impor] Licence | Name of the| Imported through| Consignment Quantity
number number new drug | (Port office name) number imported.
imported.

Details of record of patient history:

Licence numbgr Name of the| Patient name| Diagnosis detail witl Disease name Dosage schedl
new drug. date.

e.
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Details of reconciliation of new drug to be impatte

Date [Nam e o Licence Initial Quantity | Quantity Quantity — Action
the new number. | quantity. used. remained. taken.
drug.

left over or remain unused pr
got damaged or expired or
found of sub-standard quality

*Write NA where not applicable.

FORM CT-26
(Seerule9l)

APPLICATION FOR GRANT OF PERMISSION TO MANUFACTURE UNAPPROVED NEW DRUG BUT
UNDER CLINICAL TRIAL FOR TREATMENT OF PATIENTSOF LIFE THREATENING DISEASE IN A
GOVERNMENT HOSPITAL OR MEDICAL INSTITUTION

LIV, ettt ettt e e e e ar e e e e e e e e e e e annnee (name and full postal address of the
applicant) Of M/S ....oooiiiiiiiii e hereby apply for grant of persiug to manufacture unapproved
new drug but under clinical trial for treatmentpaftients of life threatening disease in a goverrirhespital or medical
institution.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited ity
partnership, company, society, trust, other togeeiied)

3.() Corporate or registered office address initigg
telephone number, mobile number, fax number and

e-mail id:

(i) Manufacturer's address including telephone numper,
mobile number, fax number and e-mail id:

(i) Address for correspondence:

4. Details of unapproved new drug to be manufadt{ies per Annexure].

5. Details of the manufacturer and manufacturitg [¢is per Annexure].

6. Details of the Medical officer and Governmentshital and Medical Institution

7. Copy of recommendation of the ethics committee @onsent from the patient in accordance with Ralef
the Regulation of New Drugs and Clinical Trials €1R019 are hereby enclosed.
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8. Fee paid on Rs receipt or challan or traimzadD___|

9. A legal undertaking stating that the unapproved drug to be manufactured shall be used for the
treatment of the patient for the disease mentidoedaw only and no part of it shall be sold in tharket is
enclosed herewith.

Place:................... Digital Signature
Date: ......ccvvennnne. (Name and designation)
Annexure:

Details of unapproved new drug to be manufactured:

Name of the new dru

Quantity:

Indications:

Details of manufacturer and manufacturing site:

Name and address of manufacturer (full addName and address of manufacturing site (full addvweth
with telephone, fax and e-mail address of thetelephone, fax and e-mail address of the manufacfsite).
manufacturer).

Details of the government hospital or governmentlica institution and patient:

Name of the government fpital or
government medical institution:

Address of the government hospital or
government medical institution:

Name and address of the pati

Disease name:

Certificate

Certified that the unapproved new drug but undeiazl trial specified above for manufacture isemty required for the
treatment of patients suffering from and that the said
drug(s) is/are not available in India.

Place............ Signature
Date................. Medical Superintendent of the Government Hospitdllead of Medical Institution
[Stamp
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FORM CT-27
(Seerules 92, 93, 94 and 95)

PERMISSION TO MANUFACTURE UNAPPROVED NEW DRUG BUT UNDER CLINICAL TRIAL FOR
TREATMENT OF PATIENTSOF LIFE THREATENING DISEASE IN A GOVERNMENT HOSPITAL OR
MEDICAL INSTITUTION

Licence Number ................ooei.

The Central Licencing Authority hereby grant pesiog to ............coocooviiiiiiiiiiiiininnne, (Name and full
postal address with contact details of the orgaioagato manufacture the unapproved new drug sigeciielow on the
premises situated at ..........ccociiiiiiiiiii (fybostal address with contact details of the
manufacturing site) for supply t0 .....coovviiiii i dme of the medical officer and address of the
Government hospital or medical institution) for theatment of the patient for the disease ......................(Name

of the disease).

2. This licence is subject to the conditions presatibbeChapter XI of the New Drugs and Clinical Tsidkules, 2019
under the Drugs and Cosmetics Act,1940.

3. This licence shall, unless previously suspendedewoked, be in force for a period of one year frtima date
specified below:—
4. Details of the new drug to be manufactured

Name

Quantity:

Place: ............. Central Licencing Authority and Stamp

Date: ......coceeenn.

Annexure:

Details of unapproved new drug manufactured:

Serial Date of Licence Name of the unapproved Quantity Manufactured fof
number| manufacturel number new drug manufactured

Details of record of patient history:

Licence numbgr Name of the] Patient name| Diagnosis detail witl Disease name| Dosage schedyle

new drug date

Details of reconciliation of unapproved active phaceutical ingredient manufactured:

DatgName of th( Licence| Quantity Quantity| Quantity | Supplied Quantity — Action
unapprove( No. manufactured supplied| remained| to taken
new drug

left over or remain
unused or got

damaged or expire
or found of sub-

o
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