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MINISTRY OF HEALTH AND FAMILY WELFARE
(Department of Health and Family Weifare)
NOTIFICATION
New Delhi, the 19th March, 2019

G.SR.227(E) .3 WHEREAS the draft of the New Drugs and Clinical Trials Rules, 2018 was published, in
exercise of the powers conferred by sub-section (1) of section 12 and sub-section (1) of section 33 of the Drugs and
Cosmetics Act, 1940 (23 of 1940), in the Gazette of india, Extraordinary, Paxt 11, section 3, sub-section (i) vide
notification number G.S.R. 104(E), dated the "1™ February, 2018, by the Central Government, after consultation with the
Drugs Technical Advisory Board, inviting objections and suggestions from all persons likely to be affected thereby,
before the expiry of a period of forty-five days from the date on which copies of the Official Gazette containing the said
notification were made aavailable to the public;

AND VWHEREAS, copies of the Official Gazette containing the said notification were rmade awvailable to the
public on the 7% Februasry, 2018;

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

AND WHEREAS, the Hon ble Supreme Court of India in Writ Petition(s) (Civil) No (s). 33/2012 Swathaiya
Adhikar Manch, ndore and another Versus Union of india and others with W.P (C) No. 79/2012 (PIL-VV), inter alia,
observed that new clinical trial rules shall be finalised urgently;

NOW, THEREFORE, in exercise of the powers conferred by section 12 and section 33 of the Drugs and
Cosmetics Act, 1940 (23 of 1940), the Central Government, after consultation with the Drugs Technical Advisory Board,
hereby makes the following rules, namely: [

CHAPTER1
PRELIMINARY

1. Short title, commencement and applicability.(] (1) These rules may be callied the New Drugs and Clinical Trials
Rules, 2019.

=) T hey shall come in to force from the date of their publication in the Official Gazette, except Chapter |1\ which
shaill come in to force after one hundred and eighty days.

(3) They shall apply to all new drugs, investigational new drugs for human use, dinical trial, biocequiva ence study,
bioavailability study aad Ethics Comumi ttee.

2. Definitions. (1 (1) In these rules, uniess the context otherwise requires, (1}

(=2 “academic dinical trial” means a dinical trial of a drug already approved for a certain claim and initiated by
any investigator, academic or research institution for a new indication or new route of administration or naw
dose or new dosage form, where the results of such a trial are intended to be used only for academic or
research purposes and not for seeking aspproval of the Central Licencing Authority or regulatory authority of
any country for marketing or commercial purpose;

(b) “Act” means the Drugs and Cosmetics Act, 1940 (23 of 1940); R

<) “active pharmaceutical ingredient” means any substance which can be used in a phaarmaceutical formulation
with the intention to provide pharmacological activity: or to otherwise have direct effect in the diagnosis,
cure, mitigation, trestment or prevention of disease or to hawve direct effect in restoring, correcting or
modifying physiological functions in human beings or animals;

) “adverse event” means any untoward medical occurrence (including a symptom or disease or an abnormal
laboratory finding) during treastment with an investigational drug or a pharmaceutical product in a patient or a
trial subject that does Nnot necessarily have a relationshi p with the treatment being given;
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(f)  “bicequivalence study” means a study to establish the absence of a statigticaly significant difference in the
rate and extent of absorption of an active ingredient from a pharmeaceutical formulation in comparison to the
reference formulation having the same active ingredient when administered in the same molar dose under
similar conditions

(9 “bioavalability and bioequivaence study centre’ means a centre created or established to undertake
bioavailability study or bioequivaence study of a drug for either dinica part or for both dlinicd and
andytica part of such study;

(h)  “biomedica and health reseerch” means research including studies on basic, applied and operationa research
or clinical research, designed primerily to increase scientific knowledge about diseases and conditions
(physical or socio-behavioral); their detection and cause; and evolving strategies for hedth promotion,
prevention, or amelioration of disease and rehabilitation but does not include dinical trid as defined in clause
G);

(i)  “Centra Licencing Authority” meens the Drugs Controller, Indiaasreferred to inrule 3;

(i) “clinicd trid” in relation to a new drug or investigational new drug meens any systematic study of such new
drug or investigational new drug in human subjects to generate data for discovering or verifying its-

(i) dinicdor;
(i)  pharmacological including pharmacodynamics, pharmacokineticsor,
(i) adverseeffects
with the objective of determining the safety, efficacy or tolerance of such new drug or investigationd new drug,

(k) “clinica tria protocol” means a document containing the background, objective, rationae, design, methodology
including matters concerning performance, menagement, conduct, andysis, adverse event, withdrawa,
statistical consideration and record keeping pertaining to clinicd trial;

) “clinica trid site’ means any hospital or institute or any other clinica establishment having the required
facilities to conduct aclinica tria;

(m) “efficacy” in relation to a drug meens its ability to achieve the desired effect in acontrolled dinica setting;

(n) «effectiveness’ in relation to a drug means its ability to achieve the desired effect in a red world clinical
situation after approval of the drug;

(o) “ Ethics Committeg” means, for the purpose of, -
(i) dinica trial, Ethics Committes, constituted under rule 7 and registered under rule 8,

(ii) biomedical and heaith research, Ethics Committee, constituted under rule 16 and registered under
rule 17;

(p) “Good Clinical Practices Guidelines’ means the Good Clinical Practices Guidelines for conduct of clinicd
studies in India formulated by the Centrd Drugs Standard Control Organisation and adopted by the Drugs

Technica Advisory Board,

(g) “globa dinicd triad” meansany dlinica trid whichis conducted as part of adlinica development of a drug in more
than one country;

r) “investigational new drug’ means a new chemical or biological entity or substance that has not been approved

for marketing asadrug in any country,

(s “investigationd product” means the pharmaceutica formulation of an active ingredient or placebo being tested
or used in adlinicd trid;

(1) “investigator” means a person who is responsible for conducting clinical tria a the clinicd trid site;

(u) “medicd menagement” meens treatment and other necessary activities for providing the medicd care to
complement the treatment; '
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) “newdrug” means,C

(i)  adrug, including active pharmaceutical ingredient or phytopharmaceutica drug, which has not
been used in the country to any significant extent, except in accordance with the provisions of the
Act and the rules mede thereunder, as per conditions specified in the Iabelling thereof and has not
been approved as safe and efficacious by the Centra Licencing Authority with respect to its
clams or

(ii)  a drug approved by the Centra Licencing Authority for certan claims and proposed to be
marketed with modified or new claims including indication, route of administration, dosage and
dosage form; or

(ili) a fixed dose combination of two or more drugs, approved separately for certain clams and
proposed to be combined for the first time in a fixed ratio, or where the ratio of ingredientsin an
approved combination is proposed to be changed with certain clams including indication, route
of administration, dosage and dosage form; or

(iv) a modified or sustained release form of a drug or novel drug delivery system of any drug
gpproved by the Central Licencing Authority; or

(v) a vaccine recombinant Deoxyribonucleic Acid (r-DNA) derived product, living modifiad
organism, monociond anti-body, stem cell derived product, gene therapeutic product or
xenografts, intended to be used as drug; -

Explanation.] The drugs, other than drugs referred to in sub-clauses (iv) and {v), shel continue to be new
drugs for a period of four years from the date of their permission granted by the Centra Licencing
Authority and the drugs referred to in sub-clauses (iv) and (v) shal aways be deemed to be new
drugs;

(x)  “orphan drug” means adrug intended to treat a condition which affects not more than five lakh personsin India

y) “pharmaceutica formulation” means any preparation for human or veterinary use containing one or more active
pharmaceutical ingredients, with or without pharmaceutical excipients or additives, that is formulated to produce
a specific physical form, such as, tablet, capsule or solution, suitable for administration to human or animas;

(2) “phermacovigilance” means the science and activities relating to detection, assessment, understanding and
prevention of adverse effects or any other drug- related problem;

(a8  “phytopharmaceutica drug” means a drug of purified and standardised fraction, assessed quditativly and
quantitatively with defined minimum four bio- active or phytochemical compounds of an extract of a medicina
plant or its part, for interna or externd use on human beings or animdls, for diagnosis, treatment, mitigation or
prevention of any disease or disorder but does not include drug administered through parenterd route;

(bb)  “placebo” means an inactive substance visually identical in sppearance to adrug being tested in adlinica trid;

(cc)  “post-trid access’ means meking a new drug or investigational new drug available to a trid subject after
completion of dinica trid through which the said drug has been found beneficia to a trid subject during
clinical trid, for such period as considered necessary by the investigator and the Ethics Committes:

(dd)  “registered pharmacist’ shall have the meaning as assigned to it in clause(i) of section 2 of the Pharmecy Act,
1948 (8 of 1948); .

(ee)  “Schedule’ means the Schedule annexed to these rules;

(ff) “serious adverse event’ means an untoward medical occurrence during clinicd trid resuiting in death or
permanent disability, or hospitalisation of the trid subject where the trid subject is an outdoor patient or a
hedthy person, prolongation of hospitaisation where the trid subject is an indoor-patient, persistent or
significant disability or incapacity, congenital anomaly, birth defect or life threatening event;

(g9)  “similar biclogic’ means abiological product which is similar in terms of quality, sefety and efficacy to reference
biological product licenced or approved in India, or any innovator product approved in Internationa Council of
Harmonisation (ICH)member countries;

(hh)  “sponsor” includes a person, a company or an ingtitution or an organisation responsible for initiation and
management of adinicd trid; '
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i “trial subject” means a person who is either a patient or a healthy person to whom investigationa product is
administered for the purposes of adlinicd trid.

(2) Words and expressions used in these rules but not defined herein but defined in the Drugs and Cosmetics Act, 1940
(23 of 1940) shal have the meaning assigned to themin the Act.

CHAPTER I
AUTHORITIESAND OFFICERS

3. Central Licencing Authority.0 The Drugs Controller, India appointed by the Central Government in the Ministry of
Hedlth and Family Welfare shal be the Centra Licencing Authority for the purposes of these rules :

4. Delegation of powers of Central Licencing Authority.O (1) The Drugs Controller, India, with the prior approval of
the Centra Government, may, by an order in writing, delegate al or any of powers of the Centra Licencing
Authority to any other officer of the Centra Drugs Standard Control Organisation not below the rank of Assistant
Drugs Controlier (India).

(2) The officer to whom the powers have been delegated under sub-rule (1) shall exercise al or any of the powers
of the Centra Licencing Authority under its name and sedl.

5. Controlling Officer.0 (1) The Drugs Controller, India may designate any officer not below the rank of Assistant
Drugs Controller (india) as Controlling Officer.
(2) TheDrugs Controller, Indiashall, by order, specify the areas and powers of the Controlling Officer.

(3) The Controlling Officer, designated under sub-rule (1) shall supervise the work of subordinate officers and shall
exercise powers and perform functions which may be assigned to that Officer.

CHAPTER 111
ETHICSCOMMITTEE FOR CLINICAL TRIAL, BIOAVAILABILITY AND
BIOEQUIVALENCE STUDY

6. Requirement of the Ethics Committee. 1 (1) Whoever intends to conduct clinica trid or bioavailability study or
bioequivaence study shall be required to have approvd of an Ethics Committee for clinica trid registered under
rule8.

(2) The Ethics Committee shall apply for registration with the Central Licencing Authority under rule 8.

7. Congtitution of Ethics Committee for dlinical trial.0 (1) The Ethics Committee shal have a minimum of seven
members from medica, non-medical, scientific and non-scientific areas with a least,0

(i)  onelay person,
(ii)  onewoman member,
(iii)  onelega expert;

(iv)  one independent member from any other related field such as socid scientist or representative of
non-governmenta voluntary agency or philosopher or ethicist or theologian.
(2) The Ethics Committee referred to in sub-rule(1) shal consist of a least fifty percent of its members who are not
affiliated with the ingtitute or organization in which such committee is constituted.

(3) One member of the Ethics Committee who is not afiliated with the institute or organization sha! be the
Chairperson, and shall be appointed by such institute or organisation.

(4) One member who is affiliated with the institute or organization shal be appointed as Member Secretary of the
Ethics Committee by such I ndtitute or organization.

(5) The committee shall include a least one member whose primery area of interest or specidisation is non-
scientific and at least one member who is independent of the institution.

(6) The members of the Ethics Committee shall follow the provisions of these rules, Good Clinica Practices
Guidelines and other regulatory requirements to safeguard the rights, safety and well-being of tria subjects.
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Provided that any member, who has not successfully completed such training and developmenta
programmes, shall be disquaified to hold the post of member of the Ethics Committee and shd| cease to be a member
of such committee.

(8) The members representing medical scientists and dlinicians shall possess a least post graduate qudlification in
their respective area of specidisation, adequate experience in the respective fields and requisite knowledge and clarity
about their role and responsbility as committee members

(9) Asfar as possible, based on the requirement of research area such as Human Immunodeficiency Virus (HIV) or
genetic disorder, specific patient group may aso be represented in the Ethics Committea

(10) No member of an Ethics Committee, having a conflict of interest, shdll be involved in the oversight of the
dlinical triad or bioavailability or bioequivalence study protocol being reviewed by it and al members shdl sign a
declaration to the effect that thereis no conflict of interest.

(11) While considering an application which involves a conflict of interest of any member of the Ethics Committee,
such member may voluntarily withdraw from the Ethics Committee review meeting, by expressing the same in
writing, to the Chairperson.

(12) The details in respect of the conflict of interest of the member shal be duly recorded in the minutes of the
meetings of the Ethics Committee

. 8. Registration of Ethics Committee relating to clinical trial, bicavailability and bioequivalence study.00 (1)
Every Ethics Committee, constituted under rule 7, shall make an application for grant of registration to the
Central Licencing Authority in Form CT-01.

(2) The Ethics Committee shall furnish such information and documents as specified in Table 1 of the Third
Schedule along with the application made in Form CT-01.

(3) TheCentra Licencing Authority, 0
(i) shal scrutinisetheinformation and documents furnished with the application under sub-rule (2); and

(i) make such further enquiry, if any, considered necessary and after being satisfied, that the requirements of
these rules have been complied with, may grant registration to Ethics Committee in Form CT-02; and if
the Centra Licencing Authority is not satisfied with the compliance of these rules by the applicant
Ethics Committee, it may, reject the application, for reasons to be recorded in writing, within a period
of forty-five working days, from the date of the receipt of the gpplication made under sub-rule (1).

(4) An zpplicant Ethics Committee aggrieved by the decision of rejection of the application by the Centra
Licencing Authority under clause (ii) of sub-rule (3), may file an appea before the Centrd Government in the
Ministry of Hedth and Family Welfare within sixty working days from the date of the receipt of order of such
rejection.

(5) The Centra Government may, after such enquiry, as considered necessary, and after giving an opportunity of
being heard to the gppellant referred to in sub-rule (4), shal dispose of the goped filed under that sub-rule within a
period of sixty working days from the date on which the apped has been filed.

9. Validity period of registration of Ethics Committee for clinical trial.0 The registration granted in Form CT-02
shal remain vaid for a period of five years from the dae of its issue, unless suspended or cancelled by the Centra
Licencing Authority.

10. Renewal of registration of Ethics Committee for dinical trial.0 (1) On expiry of the validity period of
registration granted under rule 9, an Ethics Committee may make an application for renewa of registration in Form
CT-01 aong with documents as specified in Table 1 of the Third Schedule ninety days prior to the dete of the expiry
of the registration: ,

Provided that if the gpplication for renewa of registration is received by the Central Licencing Authority
ninety days prior to the date of expiry, the registration shal continue to be in force until an order is passed by the
said authority on such application: '

Provided also that fresh set of documents shall not be required to be furnished, if there are no changes in such
documents furnished at the time of grant of registration, and the applicant renders a certificate to that effect indicating
that thereisno change.

(2) The Centrd Licencing Authority shdl, after scrutiny of information furnished with the application and after
taldinn inta anrniint tha inanactinn rannrt if anv  and after aich filirther enciiiry 2 enndiderand narsecary and An haeina
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(ii) not been complied with, reject the application, for reasons to be recorded in writing, withina period of
forty-five working days from the date of renewal application made under sub-rule (1).

11. Functions of Ethics Committee 1 The Ethics Committee for clinic tria shall perform the following functions for
a person, ingtitution or organization; namely:[

(i) review and accord gpprova to a clinical trid, bioavailability or bioequivalence study protocol and other related
documents, as the case may be, in the format specified in clause (B) of Table 1 of the Third Schedule and
oversee the conduct of dinica trid to sfeguard the rights, safety and wellbeing of tria subjects in
accordance with these rules, Good Clinical Practices Guidelines and other applicable regulations;

(i) make a appropriate intervals, an ongoing review of the dlinical trids for which it has accorded gpprova and
such review may be based on periodic study progress reports furnished by the investigators or monitoring and
internal audit reports furnished by the sponsor or by visiting the study sites;

(iii) indicate the reasons that weighed with it while rejecting or asking for a change or notification in the protocol
in writing and a copy of such reasons shall also be made available to the Central Licencing Authority;

(iv) where any serious adverse event occurs to a triad subject or to study subject during dclinica trid or
bioavaitability or biocequivaence study, the Ethics Committee shdl andyse the relevant documents pertaining
to such event and forward its report to the Central Licencing Authority and comply with the provisions of

Chagpter VI

(v) whereat any stage of aclinical tridl, it comes to a conclusion that the trid is likely to compromise the right,
sefety or wellbeing of the tria subject, the committee may order discontinuation or suspension of the clinicd
trid and the same shall be intimated to the head of the institution conducting dlinical trid and the Centrdl
Licencing Authority;

(vi) dlow any officer authorised by the Central Licencing Authority to enter, with or without prior notice, to
inspect the premises, any record, or any documents related to dinical trid, furnish information to any query
raised by such authorised person, in relaion to the conduct of clinical tria and to verify compliance with the
requirements of these rules, Good Clinica Practices Guidelines and other appliceble regulations for
safeguarding the rights, safety and well-being of trid subjects;

(vii) comply with the requirements or conditions in addition to the requirements specified under the Act and these
rules as may be specified by the Centra Licencing Authority with the approva of the Central Government, to
sefeguard the rights of clinical tria subject or bioavailability or bioequivalence study subject.

12. Proceedings of Ethics Committee for dlinical trial.0 (1) No clinica tria or bicavailability or bioequivaence
protocol and related documents shall be reviewed by an Ethics Committee unless a least five of its members as
detailed below are present, namely: 0

(i) medica scientist (preferably a pharmacologist);

(i) dinician;

(iii)  legal expert;

(iv)  socid scientist or representative of non-governmenta voluntary agency or philosopher or ethicist or
theologian or asimilar person,

(v)  lay person.

(2) The Ethics Committee may constitute one or more sub-committees of its members to assist in the functions
assigned to it

(3) The Ethics Committee may associate such experts who are not its members, in its deliberations but such experts
shdl not have voting rights, if any.

(4) Any change in the membership or the congtitution of the registered Ethics Committee shall be intimated in
writing to the Centra Licencing Authority within thirty working days.

13. Maintenance of records by Ethics Committee for dlinical trial.0 (1) The Ethics Committee shall maintain data, -
record, registers and other documents related to the functioning and review of clinical tria or bioavailability study or
bioequivalence study, as the case may be, for a period of five yeers after completion of such dlinicd trial.

(2) In particular and without prejudice to the generdity of the sub-rule (1), the Ethics Committee shall maintain the
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(ii) thecurriculum vitae of all members of the Ethics Committee;
(iii) standard operating procedures followed by the Ethics Committee;
(iv) nationd and international guidelines followed by the Ethics Commiittee;

(V) copies of the protocol, data collection formats, case report forms, investigators brochures, eic.,
submitted for review;

(vi) dl correspondence with committee members and investigators regarding application, decision
and follow up; :

(vii) agenda of al Ethics Committes mestings and minutes of all Ethics Committee megtings with
signature of the Chairperson;

(viii) copies of decisions communicated to applicants;

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

(x) find report of the study including microfilms, compact disks or video recordings;
(xi) recommendation given by Ethics Committee for determination of compensation;
(xii) records relating to the serious adverse event, medicd management of trid subjects and
compensation paid.
(3) The Ethics Committee shall furnish the information maintained under sub-rule (1) and sub-rule (2), asand when
required by the Central Licencing Authority or any other officer authorised on its behaf.

14. Suspension or cancellation of registration of Ethics Committee for clinical trial.0 (1) Where Centra Licencing
Authority is of the opinion that any Ethics Committee fals to comply with any provision of the Act or these rules it
may issue show cause notice to such Ethics Committee specifying therein such non-compliances and the period
within which reply shall be furnished by such Ethics Committee.

(2) On receipt of reply for the show cause notice within a period specified in the show cause notice, the Central
Licencing Authority may give an opportunity of being heard, in person to such Ethics Committee

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

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

(ii) issue warning to the Ethics Committee describing the deficiency or defect observed during inspection or
otherwise, which may adversely affect the rights or well-being of the trid subject or the vdidity of dinical
tria or bioavailability or bioequivalence study being conducted;

(iii) reject the results of clinical trid or bioavailability and bioequivaence study;
(iv) suspend for such period as considered approprige or cancel the registration issued under rule 8;

(v) debar its members to oversee any dinica tria in future for such period as may be considered appropriate by
the Central Licencing Authority.

(4)Where the Ethics Committee or any member of the Ethics Committee is aggrieved by an order of the Central
Licencing Authority under sub-rule (3), such aggrieved Ethics Committee or member, may, within a period of
sixty working days of the receipt of the order, file an apped to the Centrd Government.

(5)Where an apped has been filed under sub-rule (4), the Central Government may, after such enquiry, asit thinks
necessary, and after giving an opportunity of being heard, pass such order in relation therelo as it thinks
appropride in the facts and circumstances of the case within a period of sixty working days from the date of

filing of the apped.
CHAPTER IV
ETHICSCOMMITTEE FOR
BIOMEDICAL AND HEALTH RESEARCH
15. Ethics Committee for biomedical and heaith research.0 Any ingtitution or organisation which intends to conduct
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16. Congtitution of Ethics Committee for biomedical and heaith research.0 (1) The Ethics Committee referred to in
rule 15, relating to biomedical and health research shdl be constituted in accordance with the Nationd Ethica
Guidelines for Biomedica and Health Research Involving Human Participants as may be specified by the Indian
Council of Medical Research from time to time and sha function in accordance with said guidelines.

(2) The Ethics Committee referred to in sub-rule (1), shal review the work of the biomedical and hedth research
centre before initiation and oversee throughout the duration of the biomedical and health research as per Nationa
Ethical Guidelines for Biomedical and Hedith Research Involving Humen Participants.

(3) Aninstitution or organisation or any person shal conduct any biomedica and hedith research with the approva
of the Ethics Committee for biomedical and health research registered under rule 17.

(4) Any biomedica and hedth research shal be conducted in accordance with the National Ethica Guidelines for
Biomedical and Hedlth Research Involving Human Participants as may be specified by the Indian Council of Medica
Research fromtime to time.

(5) Institutions desirous of conducting biomedical and health research as well as dinical trids or bioavailability or
bioequivaence study shall require obtaining registration from specified authorities as provided in rule 8 and rule 17.

17. Registration of Ethics Committee related to biomedical and health research.0

(1) An Ethics Committee constituted under rule 16, shall be required to register with the authority designated by the
Central Government in the Ministry of Health and Family Welfare, Department of Hedth Research under these
rules for which an application shall be made in Form CT-01 to the said authority.

(2) The spplication referred to in sub-rule (1) shal be accompanied with the information and documents as
specified in Table 1 of the Third Schedule.

(3) On receipt of application in Form CT-01 under sub-rule (1), the authority designated under sub-rule (1) shall
grent provisiona registration which shall remain vaid for a period of two years.

(4) After the grant of provisiona registration under sub-rule (3), the authority designated under sub-rule (1) shal
scrutinise the documents and information furnished with the application, and if satisfied that the requirements
of these rules have been complied with, grant fina registration to Ethics Committee in Form CT-03; or if not
sdtisfied, reject the application, for reasons to be recorded in writing and the find registration in Form CT-03
shal supersede the provisional registration granted under sub-ruie (3).

(5) Anapplicant who is aggrieved by the decision of the authority designated under sub-rule (1), may file an apped
within sixty working days from the date of receipt of such rejection before the Centra Government in the
Ministry of Hedlth and Family Welfare, and the Centra Government, may, after such enquiry as is considered
necessary in the facts and circumstances of the case, and after giving an opportunity of being heard to the
appellant, dispose of the apped within a period of sixty working days.

(6) The Ethics Committee shall make an application for renewa of registration in Form CT-01 aong with
documents as specified in sub-rule (2) at least ninety days prior to the date of the expiry of its final registration:

Provided that if the application for renewal of registration is received by the authority designated under
sub-rule (1), ninety days prior to the date of expiry, the registration shall continue to be in force until an order is
passed by the said authority on the application:

Provided further that fresh set of documents shall not be required to be furnished, if there are no changesin
such documents furnished at the time of grant of final registration, and if the applicant renders a certificate to
that effect indicating that there is no change.

(7) The authority designated under sub-rule (1) shall after scrutiny of information furnished with the application
and after such further enquiry, as considered necessary and on being satisfied that the requirements of these
rules have been complied with, renew the registration of Ethics Committee in Form CT-03, or if not reject the
application, for reasons to be recorded in writing.

(8) Theauthority shall take a decision under sub-rule (7) within a period of forty-five working days, from the date
of gpplication made under sub-rule(1).

(9) The registration granted in Form CT-03 shall remain valid for a period of five years from the date of its issue,
unless suspended or cancelled by the authority designated under sub-rule (1).

(10) The function, proceedings of ethics committee and maintenance of records shall be as per the Nationa Ethica
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- Suspension or cancellation of registration of Ethics Committee for biomedical and health ressarch.0 (1)
Subject to provisions of rule 17, where the Ethics Committee fails to comply with any provision of these rules, the
authority designated under sub-rule (1), may, after giving an opportunity to show cause and after afording an
opportunity of being heard, by an order in writing, take one or more of the following actions, namely: [

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

(if)) suspend for such period as considered appropriate or cancel the registration issued under rule 17;

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

(2) Where the Ethics Committee or its member, as the case may be, is aggrieved by an order of the authority
designated under sub-rule (1), it may, within a period of forty-five working days of the receipt of the order, make
a gpped to the Central Government in the Ministry of Hedlth and Family Welfare, and that Government may,
after such enquiry, as deemed necessary, and after giving an opportunity of being heard, pass such order in
relation thereto as may be considered appropriate in the facts and circumstances of the case.

CHAPTERV
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.C0 (1) No person or institution or organisation shall conduct
clinical triad of anew drug or investigational new drug, 0

(1) except in accordance with the permission granted by the Central Licencing Authority; and

(i) without the protocol there of having been approved by the Ethics Committee for dlinical trial registered
in accordance with the provisions of rule 8.

(2) Every person associated with the conduct of dlinical trial of anew drug or investigational new drug shall follow
the genera principles and practices as specified in the First Schedule.

(3) No person or institution or organisation shail conduct dlinical trial of a new drug o investigational new drug
except in aooordmce with the procedure prescribed under the provisions of the Act and these rules.

20. Oversight of dinical trial site0 The work of every dinica trid site shall be overseen by an Ethics Committee
for clinica trial registered under rule 8, before initiation and throughout the duration of the conduct of such tria.

21.  Application for permission to conduct dinical trial of a new drug or investigational new drug.0 (1) Any
person or institution or organisation which intends to conduct diinical tria of anew drug or an investigational new
drug shall make an application to the Central Licencing Authority duly filled in Form CT-04.

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

Provided that no fee shall be payable for conduct of aclinical tria by a person of an institution or
organisation funded or owned, wholly or partialy by the Central Government or by a State Government.

22. Grant of permission to conduct clinical trial.0 (1) The Centra Licencing Authority may, after scrutiny of the
information and documents furnished with the application in Form CT-04 and such further enquiry, if any, as may
be considered necessary, 0
(i) if satisfied, that the requirements of these rules have been complied with, grant the permission to conduct
clinical tria for anew drug or investigationa new drug in Form CT-06;

(ii) in case, where the Central Licencing Authority considers that there are some deficiencies in the
spplication and the same may be rectified, the said Authority shal inform the applicant about the
deficiencies; .

(iii) if not satisfied that the requirements of these rules have been complied with, reject the application, for
the reasons to be recorded in writing.
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(3) The applicant, after being informed, as referred to in clause (i) of sub-rule (1), by the Centrd Licencing
Authority, may,

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

(ii) where the applicant rectifies the deficency, a refeted in  subrule
(1), and provides required information and documents the Central Licencing Authority shall
scrutinize the application again and if satisfied, grant permission to conduct dinical trid of the new
drug or investigationa new drug, or if not satisfied, reject the gpplication within a period of ninety
days reckoned from the day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Centra Licencing Authority, to
reconsider the application within a period of sixty working days from the date of rejection of the application
on payment of fee as specified in the Sixth Schedule and submission of required information and documents.

(4) An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1) or sub-rule
(3), may file an apped before the Centrd Government in the Ministry of Hedlth and Family Welfare within forty-
five days from the date of receipt of such decison and the that Government, may, after such enquiry, and after
giving an opportunity of being heard to the appellant, dispose of the appedl within a period of sixty working days.

23. Permission to conduct dlinical trial of a new drug or investigational new drug as part of discovery, research
and manufacture in India.0 (1) Notwithstanding anything contained in these rules, where any person or institution
or organisation make an application under rule 21 to conduct dinica trid of anew drug or an investigationa new drug
which is complete as per these rules and fulfills the following conditions, namely:

(i) the drug is discovered in india or

(ii) research and development of the drug are being done in India and also the drug is proposed to be
menufactured and marketed in India

such gpplication shal be disposed by way of grant of permission or réjection or processed by way of communication
to rectify any deficiency of the application, as the case may be, as specified in rule 22, by the Centra Licencing
Authority within a period of thirty working days from the date of the receipt of the application by the said authority:

, Provided that, where no communication has been received from the Centrd Licencing Authority to the
applicant within the said period, the permission to conduct clinical tria shall be deemed to have been granted by the
Centra Licencing Authority and such permission shal be deemed to be legdly vaid for -al purposes and the
applicant shall be authorised to initiate dinicd trid in accordance with these rules.

(2) The applicant who has taken deemed approval under the proviso to sub-rule (1) shall before initiating
the clinicd trid, inform the Centrd Licencing Authority in Form CT-4A and the Centra Licencing Authority shall
on the basis of the said information, take on record the Form CT-4A which shal become part of the officia record
and shd| be called automatic approva of the Centra Licencing Authority.

24. Permission to conduct clinical trial of a new drug already approved outside India.0 Notwithstanding anything
contained in these rules, where any person or institution or organisation makes an application under rule 21 to
conduct clinicd trid of a new drug which is dready approved and merketed in a country, as specified under rule
101,the application, shal be disposed of by way of grant of permission or rgection or processed by way of
communication to rectify any deficiency, as the case may be, as specified in rule 22, by the Centra Licencing
Authority within a period of ninety working days from the date of the receipt of the application by the said
Authority.

25. Conditions of permission for conduct of clinical trial.0 The permission granted by the Cenird Licencing

Authority to conduct dlinica tria under this Chapter shall be subject to following conditions, namely: 0

(i) dinica trid a each site shal be initiated after approvd of the dlinica trid protocol and other related
documents by the Ethics Committee of that site, registered with the Centra Licencing Authority under rule
8,

(i) whereacdlinicd trid site does not have its own Ethics Commiittee, clinical trid at that site may be initiated
after obtaining approva of the protoool from the Ethics Committee of another trid site; or an independent
Ethics Committee for dinical trid constituted in accordance with the provisions of rule 7:

Provided that the approving Ethics Committee for dinica trid shal in such case be responsibie for
the study a the tria site or the centre, as the case may be:

Provided further that the approving Ethics Committee and the dlinicd trid site or the bioavailability
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" the Centra Government and that Government may, after such enquiry, as deemed necessary, and af_ter affording an
opportunity of being heard, pass such order in relation thereto as may be considered appropriate in the facts and

circumstances of the case,
PART B
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY

31. Bicavailability or bicequivalence study of new drug or investigational new drug.00 (1) No bicavaiability or
bioequivalence study of any new drug or investigational new drug shal be conducted in humen subjects by any
person or institution or organisation except in accordance with the provisions of the Act and these rules.

(2) No person or intitution or organisation shall conduct bicavailability or bioequivaence study of a new drug or
investigational new drug in human subjects except in accordance with the permission granted by the Centrd
Licencing Authority and without the protocol thereof having been approved by the Ethics Committee registered
under rule 8.

. (3) Every person associgted with the conduct of bioavalability or bicequivdence study of a new drug or
investigationa new drug shall follow the general principles and practices as specified in the First Schedule

32. Oversight of bioavailability or bioequivalence study centred The work of every bicavalability or
bioequivalence study centre shall be overseen by an Ethics Committee registered under rule 8, before initiation and
throughout the duration of the conduct of such study.

33. Application for permission to conduct bioavailability or bioequivalence study.00 (1) Any person or
ingtitution or organisation which intends to conduct bioavailability or bioequivalence study of a new drug or an
investigationd new drug in human subjects shal obtain permission for conducting bioavailability or
bioequivalence study from the Central Licencing Authority by making an application in Form CT-05.

(2) An application for grant of permission to conduct bioavailability or bioequivaence study of any new drug or
investigational new drug shall be accompanied by a fee as specified in Sixth Schedule and such other information
and documents as specified in the Table 2 of the Fourth Schedule

Provided that no fee shal be payable for conducting a bicavailability or bioequivaence study by an
institution or organisation owned or funded wholly and partidly by the Centrd Government or a Stae
Government.

34. Grant of permission to conduct bioavailability or bioequivalence study.) (1) The Centrd Licencing
Authority may, after scrutiny of the information and documents furnished with the application in Form CT-05 and
such further enquiry, if any, as may be considered neoessary, [ .

(i) if satisfied, that the requirements of these rules have been complied with, grant permission to conduct
bioavailability or bicequivalence study for anew drug or investigationa new drug in Form CT-07; or if
not satisfied reject the application, for reasons to be recorded in writing within a period of ninety
working days from the date of receipt of the application in Form CT-05;

(i) in case, where the Centra Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, the said authority shall inform the applicant of the deficiencies
within the stipulated period referred to in clause (i).

(2) Thedecision under sub-rule (1) shall be taken within ninety working days.

(3) The applicant, after being informed as referred to in dlause (ii) of sub-ruie (1) by the Centra Licencing
Authority, may,-

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

(ii) where the gpplicant rectifies such deficiencies and provides required information and documenits,
the Central Licencing Authority shall scrutinise the gpplication again and if satisfied, grant
permission to conduct bicavailability or bioequivaence study - of the new drug or investigational
new drug; or if not satisfied, reject the application within a period of ninety working days
reckoned from the day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority,
to reconsider the application within a period of sixty working days from the date of rejection of the
gpplication on payment of fee as specified in the Sixth Schedule and resubmission of required
information and documents
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of such decision and that Government, may, after such enquiry, and after giving an opportunity of being heard to
the appellant, dispose of the apped within a period of sixty working days.

35. Conditions of permission for conduct of bicavailability or bicequivalence sudy.01 The permission granted by the
Centrd Licencing Authority to conduct bicavailability or bicequivaence study under rule 34 shal be subject to
following conditions, namely: (]

(i) bioavailability or bicequivaence study a each site shal be initiated after gpprova of bioavailability
or bioequivaence study protocol, as the case may be, and other related documents by the Ethics
Committee of that site, registered under rule 8;

(i)  where a bioavailability or bioequivaence study centre does not have its own Ethics Committee,
bioavailability or bioequivalence study a that site may be initiated after obtaining approva of the
protocol from the Ethics Committee registered under rule 8:

Provided that the approving Ethics Committee shdl in such case be responsible for the
study a the centre:

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

(iii)  in case an Ethics Committee of a bioavailability or bioequivalence study centre rejects the approva
of the protocol, the details of the same should be submitted to the Central Licensing Authority prior
to seeking approva of another Ethics Committee for the protocol for conduct of the bioavailability or
bioequivaence study a the same site;

(iv) the Centra Licencing Authority shall be informed about the approva granted by the registered Ethics
Committee within a period of 15 working days of the grant of such gpprovd,

(v)  bioavailability or bicequivaence study of new drug or investigational new drug shall be conducted
only in the bioavailability or bicequivaence study centre registered with the Centrd Licencing
Authority under rule 47,

(vi) bioavailability or bioequivalence study of investigational new drug shall be registered with the
Clinica Trid Registry of India maintained by the Indian Council of Medica Research before
enrolling the first subject for the study;

(vii) bioavailability or bioequivaence study shal be conducted in accordance with the approved
bioavailability or bioequivaence study protocol and other related documents and as per requirements
of Good Clinica Practices Guiddines and provisions of these rules;

(viii) in case of termination of any bioavailability or bicequivaence study, the detailed reasons for such
termination shall be communicated to the Central Licencirig Authority within thirty working days of
such termination;

(ix) any report of serious adverse event occurring during bioavailability or bioequivalence study to a
subject of such study, shall, after due andysis, be forwarded to the Central Licencing Authority, the
chairperson of the Ethics Committee and the ingtitute or the centre where the bioavailability or
bioequivalence study, as the case may be, has been conducted within fourteen days of its occurrence
as per Table 5 of the Third Schedule and in compliance with the procedures as specified in Chapter -
Vi,

(x) in case of an injury during bioavailability or bioequivalence study to the subject of such study,
complete medical management and compensation shal be provided in accordance with the
provisions of Chapter VI and details of compensation provided in such cases shall be intimated to the
Centra Licencing Authority within thirty days of the receipt of order issued in accordance with the
provisions of said Chapter; :

(xi)  in caseof bicavailability or bioequivaence study related deeth or permanent disability of any subject
of such study during the study, compensation shall be provided in accordance with Chapter Vi and
details of compensation provided in such cases shall be intimated to the Central Licencing Authority
within thirty days of receipt of the order issued in accordance with the provisions of said Chapter;

(xii) the premises of the sponsor including his representatives and bioavailability and bioequivaence

study centre shall be open for inspection by officers of the Central Licencing Authority who may be
acomnanied by officers of the State | icencina Authoritv or oitside exoerts as authorised bv the
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— furnish reply to the queries raised by the said officer in relation to bioavailability or bicequivalence
study;
(xiii)  the bioavailability or bioequivaence study shall be initiated by enrolling the first subject within a
- period of one year from the date of grant of permission, failing which prior permission from the
Centra Licencing Authority shall be required.

36. Validity period of permission to conduct bicavailability or bioequivalence study.0 (1) The permission to
conduct bioavailability or bioequivaence study granted under rule 34 in Form CT-07 shall remain valid for a period
of one yeer from the date of its issue, unless suspended or cancelled by the Central Licencing Authority.

(2) In exceptional circumstances, where the Central Licencing Authority is satisfied about the necessity for an
extension beyond one year, the said authority may, on the request of the applicant made in writing, extend the
period of permission granted for a further period of one yeer.

37. Inspection of premises relating to bioavailability or bioequivalence study.C The person or the institution or the
organisation permitted to conduct bioavailability or bioequivaence study under rule 34 in Form CT-07 including
his representatives and investigator, shal dlow any officer authorised by the Centra Licencing Authority, who
may, if considered necessary, be accompanied by an officer authorised by the State Licencing Authority, to enter
the premises and bioavailability or bioequivalence study centre with or without prior notice to inspect, search or ,
seize, any record, statistical result, document, investigational drug and other related materiad and reply to the queries
raised by the inspecting authority in relation to conduct of such bioavailability or bioequivalence study.

38. Suspension or cancellation of permission to conduct bioavailability or bioequivalence study.0 (1) Where any
person or institution or organisation to whom permission has been granted under rule 34 in Form CT-07 fails to
comply with any provision of the Act and these rules, the Centra Licencing Authority may, after giving an
opportunity to show cause and after affording an opportunity of being heard, by an order in wntmg, take one or
more of the following actions, namely: [

(i) issue warning in writing describing the deficiency or defect observed during inspection or otherwise,
which may affect adversely the rights, or well- being of a subject enrolied in the study or the validity
of bioavailability or bioequivaence study conducted;

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

(iii) suspend for such period as considered appropriate or cancel the permission granted under rule 34 in
Form CT-07;

(iv) debar the investigator or the sponsor including his representatives, to conduct any bioavailability or
bicequivalence study in future for such period as considered appropriate by the Centrd Licencing
Authority.

(2) Where a person or an ingtitution or an organisation to whom permission has been granted under rule 34 in Form
CT-07or the sponsor is aggrieved by the order of the Central Licencing Authority, the person or the institution or the
organisation may, within a period of sixty days of the receipt of the order, make an apped to the Central Government
and that Government may, after such enquiry, as deemed necessary, and after affording an opportunity of being
heerd, pass such order in relation thereto as may be considered appropriate in the facts and circumstances of the case
within a period of sixty dajs from the date of receipt of the gpped.

CHAPTER VI
COMPENSATION

39. Compensation in case of injury or death in clinical trial or bioavailability or bicequivalence study of new
drug or investigational new drug.00 (1) Where any death of a trial subject occurs during a clinicd trid or
bioavailability or bioequivalence study, the legal heir of the trid subject shal be provided financia
compensation by the sponsor or its representative, who has obtained permission to conduct the dlinical trid or
bicavailability or bioequivaence study, in accordance with the procedure specified in ruie 42.

(2) Where permenent disability or any other injury occurs to atrial subject during a clinical trid or bioavailability or
bioequivalence study, the trid subject shall be provided financid compensation by the sponsor or its representative,
who has obtained permission to conduct the dinical tria or bicavailability or bioequivaence study, in accordance with
the procedure specified in rule 42.

(3) The financia compensation referred to in sub-rule (1) or sub-rule (2) shall be in addition to any expenses incurred
on medica menagement of the tria subject.
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40.

(5) The sponsor or its representative shal give an undertaking aong with the application for dinical tria permission to
the Central Licencing Authority to provide compensation in the case of clinical trid related injury or deeth for which
subjects are entitied to compensation.

(6) Where the sponsor or its representative, who has obtained permission to conduct dlinicd trid or bicavailability or
bioequivaence study, fails to provide finencid compensation, as referred to in sub-rule (1) or sub-rule (2), the Centra
Licencing Authority shall, after affording an opportunity of being heard, by an order in writing, suspend or cancel the
clinica trid or bioavailability or bicequivdence study or restrict the sponsor induding its representative, who hes
obtained permission to conduct clinical trid or bioavailability or bioequivaence study, to conduct any further dinica
trid or bioavaiability or bioequivaence study or take any other action for such period as considered appropride in the
light of the facts and circumstances of the case.

Medical Management in dinical trial or bioavailability and bioequivalence study of new drug or
investigational new drug.00 (1) Where an injury occurs to any subject during dinica trid or bioavailability and
bioequivaence study of a new drug or an investigationd new drug, the sponsor, shal provide free medicd
management to such subject as long as required as per the opinion of investigator or till such time it is established
that the injury is not related to the clinicd trid or bicavalability or bioequivaence study, as the case may be
whichever is eerlier.

(2) The responsibility for medica management as referred to.in sub-rule (1), shall be discharged by the sponsor or
the person who has obtained permission from the Centra Licencing Authority.

(3)Where the sponsor or its representative, who has obtained permission to conduct dlinicd tria or
bioavailability or bioequivaence study, fals to provide medicad management, as referred to in sub-rule (1), the
Centra Licencing Authority shall after affording an opportunity of being heard, by an order in writing, suspend or
cancel the clinica tria or bioavailability or bioequivdence study or restrict the sponsor including its
representative, who has obtained permission to conduct clinical trial or bioavaiiability or bioequivalence study, to
conduct any further clinica tria or bioavailability or bioequivalence study or take any other action for such period
as considered appropriate in the light of the facts and circumstances of the case.

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

42.

bioequivalence study.0 Any injury or death or permanent disability of atriad subject occurring during dinica tria
or bioavailability or bioequivaence study due to any of the following reasons shdl be considered as clinical trid or
bioavailability or bioequivalence study related injury or death or permanent disability, namely:-

() adverseeffect of the investigationa product;

(b) violation of the approved protocol, scientific misconduct or negligence by the sponsor or his representative
or the investigator leading to serious adverse event;

(c) failure of investigational product to provide intended therapeutic effect where, the required standard care or
rescue medication, though available, was not provided to the subject as per clinica trid protocol;

(d) not providing the required standard care, though available to the subject as per dlinical tria protocol in the
placebo controlled trid;

(e) adverse effects due to concomitant medication excluding standard care, necessitated as part of the approved
protocol;

(f) adverse effect on achild in-utero because of the participation of the parent in the dlinical trial;
() any dlinical trid procedures involved in the study leading to serious adverse event.

Procedure for compensation in case of injury or death during clinical trial, bioavailability and
bioequivalence study.(l (1) The investigator shall report all serious adverse events to the Centra Licencing
Authority, the sponsor or its representative, who has obtained permission from the Centra Licencing Authority
for conduct of clinical tria or bioavailability or bioequivalence study, as the case may be, and the Ethics
Committee that accorded approva to the study protocol, within twenty-four hours of their occurrence; and if
the investigator fails to report any serious adverse event within the stipulated period, he shall have to furnish
the reasons for delay to the satisfaction of the Centra Licenci ng Authority along with the report of the serious
adverse event.

(2) A case of serious adverse event of death shall be examined in the following manner, namely:-
(i) the Central Licencing Authority shall constitute an independent expert committee to examine the cases and
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(i) in case an ethics committee of adlinicd trid site rejects the approva of the protocol, the details of the same
shadl be submitted to the Centrd Licensing Authority prior to seeking approval of another Ethics
Committee for the protocol for conduct of the dinical tria at the same site;

(iv)  the Centra Licencing Authority shal be informed about the approval granted by the Ethics Committee
within a period of fifteen working days of the grant of such approva;

(v)  dinica tria shall be registered with the Clinica Triad Registry of India maintained by the Indian Council of
Medical Research before enrolling the first subject for thetrial;

(vi) dinica trid shal be conducted in accordance with the approved dinica trid protocol and other related
documents and as per requirements of Good Clinical Practices Guidelines and the provisions of these rules;

(vii) status of enrolment of the trial subjects shall be submitted to the Central Licencing Authority on quarterly
basis or as appropriate as per the duration of treatment in accordance with the approved dinical tria
protocol, whichever is earlier; ’

(viii) six monthly status report of each clinicd trid, as to whether it is ongoing, completed or terminated, shall be
submitted to the Central Licencing Authority electronicdly in the SUGAM portd;

(ix) incase of termination of any dlinica trid the detailed reasons for such termination shal be communicated
to the Central Licencing Authority within thirty working days of such termination:

(x)  any report of serious adverse event occurring during clinica trid to a subject of dlinicd trid, shdl, after due
andlysis, be forwarded to the Centra Licencing Authority, the chairperson of the Ethics Committee and the
ingtitute where the tria has been conducted within fourteen days of its occurrence as per Table 5 of the
Third Schedule and in compliance with the procedures as specified in Chapter VI,

(xi) in case of injury during clinica tria to the subject of such trid, complete medical management and
compensation shall be provided in accordance with Chapter VI and details of compensation provided in
such cases shall be intimated to the Centra Licencing Authority within thirty working days of the receipt of
order issued by Central Licencing Authority in accordance with the provisions of the said Chapter;

(xii) in case of dlinicd triad related death or permanent disability of any subject of such tria during the trid,
compensation shall be provided in accordance with Chapter VI and details of compensation provided in
such cases shall be intimated to the Centrd Licencing Authority within thirty working days of receipt of the
order issued by the Centra Licencing Authority in accordance with the provisions of the said Chapter;

(xiii) the premises of the sponsor including his representatives and dlinica trid sites, shal be open for ingpection
by officers of the Central Licencing Authority who may be accompanied by officers of the State Licencing
Authority or outside experts as authorised by the Centrd Licencing Authority, to verify compliance of the
requirements of these rules and Good Clinica Practices Guidelines, to inspect, search and seize any record,
result, document, investigational product, related to clinical trid and furnish reply to query raised by the
said officer in relation to dlinicd trid,;

(xiv) where the new drug or investigational new drug is found to be useful in clinical development, the sponsor
shall submit an application to the Centra Licencing Authority for permission to import or manufacture for
sale or for distribution of new drug in India, in accordance with Chapter X of these rules, unless otherwise
justified;

(xv) the laboratory owned by any person or a company or any other legd entity and utilised by that person to
whom permission for clinica tria has been granted used for research and development, shal be deemed to
be registered with the Central Licensing Authority and may be used for test or andysis of any drug for and
on behaf of Centrd Licensing Authority;

(xvi) the Central Licencing Authority may, if considered necessary, impose any other condition in writing with
justification, in respect of specific dlinical trials, regarding the objective, design, subject population, subject
eligibility, assessment, conduct and treatment of such specific clinicd trid;

(xvii) the sponsor and the investigator shall maintain the data integrity of the data generated during dlinical tridl.

.. Validity period of permission to initiate a clinical trial.1 The permission to initiate clinical triad granted
under rule 22 in Form CT-06 or automatic approva under rule 23 in Form CT 4A shall remain vaid for a
period of two years from the date of its issue, unless extended by the Central Licencing Authority.

. Post-trial access of investigational new drug or new drug.] Where any investigator of a clinica trid of
investigational new drug or new drug has recommended post-trid access of the said drug after completion of
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(i) if the clinical trial is being conducted for an indication for which no adternative therapy is available and the
investigationa new drug or new drug has been found to be beneficid to the tria subject by the investigator;
and

(ii) the tria subject or legal heir of such subject, as the case may be, has consented

in writing to use post-tria investigational new drug or new drug; and the investigator has certified and the trid
subject or his lega heir, as the case may be, has deciared in writing that the sponsor shall have no ligbility for post-
trial use of investigationa new drug or new drug.

28. Academic dinical trial.O (1) No permission for conducting an academic dlinical triad shal be required for any druQ
from the Central Licencing Authority where,[0

(i) the clinica trid in respect of the permitted drug formulation is intended solely for academic research
purposes for a new indication or new route of administration or new dose or new dosage form; and

(i) thedinical tria referred to in clause (i) has been initiated after prior approva by the Ethics Committee
for clinicd trid; and

(iii) the observations generated from such dlinica trid are not required to be submitted to the Centra
Licencing Authority; and

(iv) the observations of such dinica trid are not used for promotiona purposes.

(2) In the event of a possible overlap between the academic dlinica trid and clinicd trid or a doubt on the nature of
study, the Ethics Committee concerned shal inform the Centrad Licencing Authority in writing indicating its
views within thirty working days from the receipt of application to that effect.

(3) TheCentrd Licencing Authority shall, after receiving the communication from the Ethics Committee referred to
in sub-rule (2), examine it and issue necessary dlarification, in writing, within thirty working days from the date
of receipt of such communication:

Provided that where the Centra Licencing Authority does not send the required communication to
such Ethics Committee within thirty working days from the date of receipt of communication from the said
Ethics Committee, it shall be presumed that no permission from the Centrad Licencing Authority is required.

(4) The approved academic clinicd trid shall be conducted in accordance with the approved dlinical tria protocol,
ethicd principles specified in Nationa Ethical Guiddines for Biomedica and Health Research Involving Human
Participants, notified by the Indian Council of Medica Research with a view to ensuring protection of rights,
sofety and wellbeing of trid subject during conduct of dlinica trid of licenced and gpproved drug or drug
formulation for any new indication or new route of administration or new dose or new dosage form for academic
research purposes.

29. Inspection of premises relating to dinical trial.0 The person or the ingtitution or the organisation permitted to
conduct dinica triad under rule 22 in Form CT-06 or rule 23 in Form CT -4A including his representatives and
investigator, shall dlow any officer authorised by the Centra Licencing Authority, who may, if considered necessary, be
accompanied by an officer authorised by the State Licencing Authority, to enter the premises and clinical trid site with or
without prior notice to inspect, search or seize, any record, statistical result, document, investigational drug and other
related meterial; and reply to queries raised by the inspecting authority in relation to conduct of such dlinica trid.

30. Suspension or cancellation of permission to conduct clinical trial.0 (1) Where any person or ingtitution or
organisation to whom permission has been granted under rule 22 in Form CT-06 or rule 23 in Form CT-4A fails to
comply with any provision of the Act and these rules, the Centra Licencing Authority may, after giving an opportunity
to show cause and after affording an opportunity of being heard, by an order in writing, take one or more of the following
actions, namely: 0

(i) issue warning in writing describing the deficiency or defect observed during inspection or otherwise,
which may affect adversely the right, or well- being of a triad subject or the vaidity of dinica tria
conducted;

(i) reject the results of dinical trid;

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

(iv)  debar the investigator or the sponsor including his representatives to conduct any dinica tfid in future
for such period as considered appropriate by the Central Licencing Authority.
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(i) the sponsor or its representative and the investigetor shall forward their reports on serious adverse event of
death after due andlysis to the Centra Licencing Authority and the head of the institution where the
clinica trid or bioavailability or bioequivaence study has been conducted within fourteen days of the
knowledge of occurrence of serious adverse event of death;

(iii) the Ethics Committee for clinical trid shall forward its report on serious adverse event of death after due
andysis dong with its opinion on the financia compensation, if any, determined in accordance with the
formula specified in the Seventh Schedule, to be paid by the said sponsor or its representative, who has
obtained permission from the Centra Licencing Authority for conduct of dlinical trid or bioavailability or
bioequivalence study, as the case may be, to the Centra Licencing Authority within a period of thirty
days of receiving the report of the serious adverse event of death from the investigator;

(iv) the Centra Licencing Authority shall forward the report of the investigator; sponsor or its representative
and the Ethics Committee to the Chairperson of the expert committee;

(V) the expert committee shal examine the report of serious adverse event of desth and make its
recommendations available to the Centra Licencing Authority for the purpose of arriving at the cause of
the serious adverse event of death within sixty days from the receipt of the report of the serious adverse
event, and the expert committee while examining the event, may take into consideration, the reports of the
investigator, sponsor or its representative and the Ethics Committee for dinicd trid;

(Vi) in case of dlinical tria or the bioavalability or bioequivalence study related death, the expert committee
shali aso recommend the quantum of compensation, determined in accordance with the formula specified
in the Seventh Schedule, to be paid by the sponsor or his representative who has obtained the permission
to conduct the clinical tria or the bioavailability or bioequivaence study, as the case may be;

(Vii) the Centra Licencing Authority shall consider the recommendations of the expert committee and shall
determine the cause of death with regards to the relatedness of the death to the dinica trid or the'
bioavailability or bioequivaence study, asthe case may be;

(Viii) in case of clinicd trid or the bioavailability or bioequivaence study related death, the Centra
Licencing Authority shal, after considering the recommendations of the expert committes, by order,
decide the quantum of compensation, determined as per the formula specified in the Seventh Schedule, to
be paid by the sponsor or its representative and shall pass orders as deemed necessary within ninety days
of the receipt of the report of the serious adverse event;

(i) the sponsor or its representative shall pay the compensation in case the serious adverse event of death is
related to dlinicd trid or the bioavailability or bioequivaence study, as specified in the order referred to
in clause (viii) of the Centra Licencing Authority within thirty days of the receipt of such order.

(3) Cases of serious adverse events of permanent disability or any other injury other than deeths shall be
examined in the following manner, namely: 0

(i) the sponsor or its representative, and the Investigator shal forward their reports on serious adverse event,
dter due andysis, to the Central Licencing Authority, chairperson of the Ethics Committee for clinical tria
and head of the ingtitution where the tria or bioavailability or bloequtvdenoe study has been conducted
within fourteen days of the reporting of serious adverse event;

(ii) the Ethics Committee for dlinical trid shall forward its report on serious adverse event of permanent
disability or any other injury other than deaths, as the case may be, after due andysis aong with its opinion
on the financial compensation, if any, determined in accordance with the formula specified in the Seventh
Schedule, to be paid by the sponsor or its representative who has obtained permission to conduct dinicd trid
or the bioavailability or bioequivalence study, as the case may be, within thirty days of receiving the report
of the serious adverse event; '

(iii) the Centra Licencing Authority shall determine the cause of the injury and pass order as specified in
clause (iv), or may constitute an independent expert committee, wherever it considers necessary, to examine
such serious adverse events of injury, and such independent expert committee shall recommend to the
Central Licencing Authority for the purpose to arrive a the cause of the serious adverse event and aso the
quantum of compensation, as determined in accordance with formula as specified in the Seventh Schedulein
case of dinical tria or bioavailability or bioequivalence study related injury, within a period of sixty days of
receipt of the report of the serious adverse event;

(iv) in case of dinical tria or the biocavailability or bioequivalence study related injury, the Centrd Licencing
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permission to conduct the clinica tria or the bioavailability or bioequivaence study, as the case may be,
within a period of ninety days of receipt of the report of the serious adverse event;

(v)the sponsor or its representative, who has obtained permission to conduct the dinical trid or bicavailability or
bioequivaence study, as the case may be, shall pay the compensation in case of clinicd trid or bioavailability
or bioequivaence study related injury, as specified in the order of the Centrd Licencing Authonty referred to
in clause (iv) within thirty days of receipt of such order.

43. 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.0
Notwithstanding anything contained in these rules, medica management and compensation for injury or desth
relaing to biomedica and heaith research, overseen by an Ethics Committee for dlinicd trids as referred to in
Chepter 1V, shdl be in accordance with the Nationd Ethicd Guidelines for Biomedica and Health Research
Involving Humen Participants specified by the Indian Council of Medicd Research fromtimetotime.

CHAPTER VII
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY CENTRE

44 Registration of bicavailability and bioequivalence study centre 0 No bioavailability and bioequivaence study
centre shall conduct any bioavailability study or bioequivaence study of a new drug or investigationa new drug in
human subjects except in accordance with the registration granted by the Centra Licencing Authority under these
rules

45. Application for registration of bioavailability and bioequivalence study centre.0 (1) Application for
registration of any bioavailability and bioequivalence study centre with the Central Licencing Authority shall
be made to the said authority in Form CT-08.

(2) The application under sub-rule (1) shal be accompanied by a fee as specified in the Sixth Schedule and such
other information and documents as specified in the Fourth Schedule.

46. Inspection of bioavailability and bicequivalence study centre G On receipt of an application under sub-rule
(1) of rule 45, any officer authorised by the Central Licencing Authority who may be accompanied by the officers
authorised by the State Licencing Authority, may cause an inspection of the bicavailability and bioequivaence
study centre to verify the facility of the centre and the capacity of the applicant to compiy with the requirements of
theserules.

47. Grant of registration to bioavailability and bioequivalence study centrel (1) The Centrd Licencing
Authority may, after scrutiny of the informetion and documents furnished with the application in Form CT-08 and
such further enquiry, if any, as may be considered necessary, and if satisfied, that the requirements of these rules
have been complied with, grant registration to the applicant in Form CT-09 within a period of ninety working
days from the date of receipt of its application in Form CT-08; or if not setisfied, reject the application, for reasons
to be recorded in writing, from the date the application was made under sub-rule (1) of rule 45;

(2) In case, where the Centra Licencing Authority considers that there are some deficiencies in the application
and the same are to be rectified, said authority shall inform the applicant of the deficiencies within the period as
provided in sub-rule (1),

(3) The applicant may, after being informed by the Central Licencing Authority as specified in sub-rule(2),0]
(i) rectify the deficiencies within a period specified by the Centra Licencing Authority; and

(i) where the applicant rectifies the deficiency within the period referred to in clause (i) and provides
required information and documents, the Centrad Licencing Authority shal scrutinise the
application again and if satisfied, grant registration to the applicant in Form CT-09 or if not
sdlisfied, reject the gpplication within a period of ninety days reckoned from the day when the
required information and documents were provided:

Provided that in case of rejection, the applicant may request the Centra Licencing
Authority, to reconsider the application within a period of sixty days from the date of rejection of the
gpplication on payment of fee as specified in the Sixth Schedule and submission of required
information and documents.

(4) An applicant who is aggrieved by the decision of the Centra Licencing Authority under sub-rule (1) or sub-
rule (3), may file an appea within forty-five days from the date of receipt of such rejection before the Centra
Government and that Government may, after such enquiry and after giving an opportunity of being heard to the
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. Validity period and renewal of registration of bioavailability and bicequivalence centre 0 (1) The registration
granted under rule 47 in Form CT-09 shall remain valid for a period of five years from the date of its issue, unfess
suspended or cancelled by the Central Licencing Authority.

(2) The bioavailability or bioequivaence centre shall make an application for renewal of registration in Form CT-08
dong with documents as specified in the Fourth Schedule at least ninety days prior to date of expiry of its

registration:

Provided that if the application for renewal of registration is received by the Centra Licencing Authority
ninety days prior to date of expiry, the registration shall continue to be in force until orders are passed by the said
authority on the application.

(3)The Central Licencing Authority shall, after scrutiny of information enclosed with the application and after
taking into account the inspection report, and such further enquiry, if any, as may be considered necessary, if
satisfied, thet the requirements of these rules,

(i) have been complied with, grant registration or renew registration in Form CT-09;
(i) have not been complied with, reject the application, for reasons to be recorded in writing, within a period of
forty-five days, from the date the application was made under sub-rule (2).

49. Conditions of registration.0 The registration granted under rule 47 in Form CT-09 shall be subject to following
conditions, namely: 0]

(i)

(i)

(iii)

(iv)

v)

(vi)

(vii)

(viii)

(ix)

)

the centre shall maintain the facilities and adequately qudified and trained personnel as specified in
the Fourth Schedule for performing its functions;

the centre shall initiate any bioavailability study or bioequivalence study of any new drug or
investigational new drug in human subjects after approva of the protocol and other related
documents by the Ethics Committee for clinical trial and permission of such study granted by the
Centra Licencing Authority;

where the bioavailability or bioequivalence study centre does not have its own Ethics Committee,
biocavailability or bioequivalence study a that site may be initiated after obtaining approva of the
protocol from another Ethics Committee for dlinicdl trid registered under rule 8:

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

the Central Licencing Authority shall be informed about the approva of the Ethics Committee for
cinica trid;

bioavailability or bioequivalence study of investigationa new drug shall be registered with the
Clinical Tria Registry of India before enrolling the first subject for the study;

study shall be conducted in accordance with the gpproved protocol and other related documents and
as per requirements of Good Clinicd Practices Guidelines and provisions of the Act and these rules;

in case of termination of any such study prematurely, the detailed reasons for such termination shall
be communicated to the Centrd Licencing Authority immediately,

any report of serious adverse event occurring during study to the subject of such study shall, after
due andysis, be forwarded to Centra Licencing Authority within fourteen days of its occurrence in
the format as specified in Table 5 of the Third Schedule and in compliance with the procedures as
specified in rule 42;

in case of an injury to the study subject during study, the complete medica management and
compensation in the case of study related injury shall be provided in accordance with the provisions
of Chapter VI and details of compensation paid to the tria subject in such cases shall be intimated to
the Central Licencing Authority within thirty days of receipt of the order;

in case of death, permanent disability, injury other than death and permanent disability, as the case
may be, of a study subject, compensation shall be provided in accordance with the provisions of
Chapter VI and details of compensation paid to the tria subject or his lega heir, as the case may be,
in such cases shall be intimated to the Centra Licencing Authority within thirty days of receipt of
the order;
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(xii) the study centre shal maintain data, records, and other documents related to the conduct of the
bioavailability or bicequivaence study for a period of five years after completion of such study or
for & least two years after the expiration date of the batch of the new drug or investigational new
drug studied, whichever is later;

(xiii) the bioavalability and bicequivalence study centre shall dlow any officer authorized by the
Centra Licencing Authority who may be accompanied by an officer authorised by State Licencing
Authority to enter the premises with or without prior notice, to inspect any record, stetistical
observation or results or any documents related to bioavailability study and bio-equivaence study
and furnish informetion to the queries raised by such authorised person, in relation to the conduct of
the said study;

(xiv) the Centrd Licencing Authority may, if considered necessary, impose additiona condition, in
writing with justification, in respect of specific bicavailability and bioequivalence study regarding
the objective, design, subject population, subject eligibility, assessments, conduct and treatment of
such specific study.

50. inspection of bioequivalence and bioavailability study centre registered with Central Licencing Authority.O
The bioavailability and bioequivaence study centre registered by the Central Licencing Authority under Rule 47 in
Form CT-09, incuding his representatives and investigator, shall alow any officer authorised by the Centra
Licencing Authority, who may be accompanied by an officer authorised by the State Licencing Authority, to enter
the premises of the bioavailability and bioequivaence study centre with or without prior consent, to inspect, search
or seize, any record, document, investigationd product and other related materid and reply to queries raised by the
inspecting authority in relation to funictioning of the centre.

51. Suspension or cancellation of registration of bioavailability and bioequivalence study centre.Cl (1) Where any
bioavailability and bioequivalence study centre including his representatives or investigator, fails to comply with
any provision of the Act and these rules, the Centra Licencing Authority may, after giving an opportunity to show
cause and after affording an opportunity of being heard, by an order in writing, take one or more of the following
actions, namely.

(@ issue waning in writing describing the deficiency or defect observed during
inspection or otherwise, which may affect adversely the right or well-being of tria subject or the
vaidity of any study conducted;

{b) reject theresultsof the study;

(c) suspend the conduct of a study;

(d) suspend for such period as considered appropriate or cancel the registration granted under rule 47 in
Form CT-09; and

(e)  debar the centre including its representatives to conduct any bioavailability and bioequivalence study in
future for such period as considered appropriate by the Central Licencing Authority.

(2) Where a bioavailability and bioequivaence study centre registered under Form CT-

09 against whom an order has been made under sub-rule (1) is aggrieved by the order of the Centra Licencing
Authority, the bioavailability and bioequivalence study centre may within a period of sixty days of the receipt of the
order, make an apped to the Centra Government and that Government may, after such enquiry, as desmed necessary
and after affording an opportunity of being heard, pass such orders in relation thereto as may be considered
appropriate in the facts and circumstances of the case.

CHAPTER Vil

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 bicavailability and bioequivalence study or for examination, test and analysis ~

(1) No person shal manufacture a new drug or an investigationd new drug to conduct dlinica trid or
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(2) Any person who intends to menufacture a new drug or an investigational new drug to conduct clinica tria or
bioavailability and bioequivaence study or for examination, test and analysis shal make an application in
Form CT-10 to the Central Licencing Authority to obtain the permission referred to in sub-rule(1).

(3) The application referred in sub-rule (2) shall be accompanied with such documents and information as
specified in the Fourth Schedule dong with fee as specified in the Sixth Schedule.

53. Grant of permission to manufacture new drugs or investigational new drugs for dlinical trial or
bicavailability or bioequivalence study, or for examination, test and analysis0 (1)The Centrd Licencing
Authority may, after scrutiny of the information and documents furnished with the application in Form CT-10 and
such further enquiry, if any, as may be considered necessary, if satisfied, that the requirements of these rules have
been complied with, grant permission to menufacture the new drug or investigationa new drug for conduct of clinical
tria or bioavailability or bioequivaence study or for examination, test and andysis, as the case may be, the new drug
or investigational new drug, in Form CT-11 within a period of ninety working days from the date of receipt of its
application in Form CT-10; or if not satisfied that the requirements of these rules have been complied with, reject the
application, for reasons to be recorded in writing, within a period of ninety working days from the date the
applicetion was made under sub-rule (2) of rule 52.

(2)in case, where the Centra Licencing Authority considers that there are some deficiencies in the gpplication and
the same may be rectified, the said authority shall inform the applicant of the deficiencies within the period specified
in sub-rule (1)

(3) The applicant may, after being informed by the Central Licencing Authority as specified in sub-rule (2),00
(i) rectify the deficiencies within a period specified by the Central Licencing Authority; and

(i) where the applicant rectifies the deficiency within the period referred to in dlause (i) and provides
required information and documents, the Centra Licencing Authority shal scrutinise the
gpplication again and if satisfied, grant permission to manufacture for conduct of dinical tria or
bioavailability or bioequivalence study, or for examination, test and andysis, as the case may be,
for the new drug or investigational new drug; or if not satisfied, reject the application within a
period of ninety working days reckoned from the day when the required information and
documents were provided:

Provided that in case of rejection, the applicant may request the Centrd Licencing
Authority to reconsider the application within a period of sixty working days from the date of rejection of
the gpplication on payment of fee as specified in the Sixth Schedule and submission of required
information and documents.

(4) An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1) or sub-rule (3),
may file an apped before the Central Government within forty-five days from the date of receipt of such decision and
that Government, may, after such enquiry, and after giving an opportunity of being heard to the appelant, dispose of
the appea within a period of sixty days from the date of filing the apped.

54. Validity period of permission to manufacture of new drug or investigational new drugs for dinical trial or
bioavailability and bioequivalence study, or for examination, test and analysisJ (1) The permission granted
under rule 53 in Form CT-11 shal remain vaid for a period of three years from the date of its issue, unless
suspended or cancelled by the Centra Licencing Authority.

(2) In exceptiona circumstances, where the Centra Licencing Authority is satisfied about the necessity and exigency, it
may, on the request of the applicant made in writing, by order, and for reasons to be recorded, extend the period of
the permission granted for a further period of one year.

55. Condition of permission.0] The grant of permission under rule 53 in Form CT-11 shall be subject to the following
conditions, namely: [

(i) the permisson holder shal meke use of new drug maenufactured under Form
CT-11 only for the purposes of conducting dlinical trid or bioavailability and bioequivaence study or
for examination, test and analysis and no part of it shal be sold in the market or supplied to any other
person or agency or institution or organisation;

(i) the permission holder shall manufacture new drugs for the purposes of clinical tria or bicavailability and
bioequivalence study or for examination, test and andysis in small quantities in accordance with the
provisions of these rules and a places specified in the permission and in accordance with the principles
of Good Manufacturing Practices;
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(iv) where new drug menufactured for purposes of dlinica trid or bicavailability or bioequivalence study
or for examination, test and andysis is left over or remains unused or gets damaged or its specified
shelf life has expired or has been found to be of sub- standard qudity, the same shai! be destroyed and
action taken in respect thereof shal be recorded.

56. Licence to manufacture new drugs or investigational new drugs for dclinical trial or biocavailability or
bicequivalence study or for examination, test and analysis under the Drugs and Cosmetics Rules, 1845.0 (1)
After obtaining permission under rule 53, the person, who intends to manufacture the new drug or investigationa
new drugs for clinicad tria or bioavailability or bioequivaence study or for examination, test and andysis of new
drugs or investigationd new drugs, shal make an gpplication for grant of licence to manufacture new drug or
investigational new drugsin accordance with the provisions of the Act and the Drugs and Cosmetics Rules, 1945.

(2) The application referred in sub-rule (1) shal be accompanied by the permission under rule 53 in Form CT-
11 obtained by the applicant from the Centra Licencing Authority to manufacture the new drugs for clinical
tria or bioavailability or bioequivaence study or for examination, test and andysis.

57. Inspection of new drugs or investigational new drugs manufactured for clinical trial or bioavailability and
bicequivalence study or for examination, test and analyssC The permission holder or the person, to whom
new drugs have been supplied for conducting dinicd trid or bioavalability and bicequivaence study or for
examingtion, test and andlysis, shdl dlow any officer authorised by the Central Licencing Authority or the State
Licencing Authority to enter, the premises where the new drug is being manufactured or stored, with or without
prior notice, to inspect such premises and records, investigate the manner in which the drugs are being
menufactured or stored or used and to take sample thereof. '

58. Suspension or cancellation of manufacturing permission for new drug or investigational new drugsD (1)
Subject to provisions of rule 55, where the permission holder, fails to comply with any provision of the Act and
these rules, the Centra Licencing Authority may, after giving that person an opportunity to show cause and after
affording an opportunity of being heard, by an order in writing, take one or more of the following actions,

namely: 0
) suspend the permission for such period as considered appropriae;
(i) cance! the permission granted under rule 53 in Form CT-11.

(2) Where the permission holder whose permission has been suspended or cancelled under sub-rule (1) is
aggrieved by an order of the Centrad Licencing Authority, he may, within sixty days of the receipt of the
order, make an apped to the Centra Government and that Government may, after such enquiry, as deemed
necessary and after affording an opportunity of being heard, pass such order in relation thereto as may be
considered gppropriate in the facts and circumstances of the case.

59. Application for permission to manufacture unapproved active pharmaceutical ingredient for development of
pharmaceutical formulation for test or analysis or dinical trial or biocavailability and bioequivalence
study.(

(1) Where a menufacturer of a pharmaceutical formulation intends to procure active pharmaceutical ingredient,
which is not approved under rule 76 or rule 81, for development of formutation and to manufacture batches
for test or andlysis or clinica trid or bioavailability and bioequivaence study of such formulation, the
application for permission to menufacture such drug shall be made to the Central Licencing Authority by the
menufacturer of pharmaceutical formulation in Form CT-12 and manufacturer of the active pharmaceutical
ingredient in Form CT-13.

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

60. Grant of permission to manufacture unapproved active pharmaceutical ingredient for development of
pharmaceutical formulation for test or analysis or dinical trial or bicavailability and bioequivalence study.0 (1)
The Central Licencing Authority may, after scrutiny of the information and documents furnished with the application
under ruie 59 in Form CT-12 or CT-13, as the case may be, and such further enquiry, if any, as may be considered
necessary: {J
(i) if satisfied, that the requirements of these rules have been complied with, grant the permission to the
menufacturer of active pharmaceutical ingredient in Form CT-15 to menufacture the unapproved
active pharmaceutica ingredient and to the manufacturer of pharmaceutica formulation in Form CT-
14 for development of pharmaceutica formulation for test or andysis or dinicd trid or
bioavailability and bioequiva ence study within ninety working days; or
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61.

62.

(iii) if the Central Licencing Authority considers that there are some deficiencies in the gpplication and the
same may be rectified, the said Authority shdl inform the applicant of the deficiencies within the
stipulated period referred to in clause (i).

(2) The applicant may, after being informed, by the Centra Licencing Authority as referred to in dause (iti) of
sub-rule (1),-

(i) rectify the deficiencies within a period specified by the Centra Licencing Authority;

(i)  where the applicant rectifies the deficiency, as referred in sub-rule (1), within the period referred to in
cdlause (i) and provides required information and documents, the Central Licencing Authority shall
scrutinise the application again and if satisfied, grant permission to the manufacturer of active
pharmaceutical ingredient in Form CT-15 to manufacture the unapproved active’ pharmaceutical
ingredient and to the manufacturer of pharmaceutica formulaion in Form CT-14 for development of
pharmaceutical formulation for test or andysis or dinicd trid or bioavailability and bioequivaence
study; or if not satisfied, reject the gpplication within a period of ninety working days reckoned from the
day when the required information and documents were provided:

Provided that in case of rgjection, the applicant may request the Centrd Licencing Authority, to
reconsider the application within a period of sixty days from the date of rejection of the gpplication on
payment of fee as specified in the Sixth Schedule and submission of required information and documents.

(3) An applicant who is aggrieved by the decision of the Centra Licencing Authority under sub-rule (1) or sub-
rule (2), may file an appea before the Centra Government within sixty days from the date of receipt of such
rejection and that Government, may, after such enquiry, and after giving an opportunity of being heard to the
appellant, dispose of the appea within a period of sixty days from the date of filing the apped.

Validity period of the permission to manufacture unapproved active pharmaceutical ingredient and its
formulation for test or analysis or dinical trial or bioavailability and bioequivalence study.l] (1) The
permission granted under rule 60 in Form CT-14 or Form CT-15, as the case may be, shall remain vdid for a
period of three years from the date of its issue, unless suspended or cancelled by the Centra Licencing Authority.

(2) In exceptiona circumstances, where the Central Licencing Authority is satisfied about the necessity and
exigency, it may, on the request of the applicant made in writing, by order and for reasons to be recorded extend
the period of permission granted for a further period of one year.

Suspension or canceliation of permission to manufacture unapproved active pharmaceutical ingredient for
development of formulation for test or analysis or dinical trial or bioavailability and bioequivalence
study.[l (1) Subject to provision of rule 60, where the formulation manufacturer or an active pharmaceutica
ingredient manufacturer fails to comply with any provisions of the Act and these rules, the Centra Licencing
Authority may, after giving an opportunity to show cause and after affording an opportunity of being heard, by an
order in writing, take one or more of the following actions, namely: O

(i) suspend the permission for such period as considered appropriae;
(i) cancel the permission granted under rule 60 in Form CT-14 or Form CT-15.

(2) Where the formulation manufacturer or active pharmaceutical ingredient manufacturer whose permission has
been suspended or cancelled under sub-rule (1), is aggrieved by an order of the Centrd Licencing Authority,
such manufacturer may, within forty-five days of the receipt of the order, make an apped to the Centra
Government and that Government: may, after such enquiry, as deemed necessary and after dfording an
opportunity of being heard, pass such orders in relation thereto as may be considered gppropriate in the facts
and circumstances of the case.

63. Conditions of permission.0 The permission granted under rule 60 in Form CT-14 or Form CT-15 shdl be

subject to following conditions, namely: 0

(i} the manufacturer of pharmaceutica formulation or the active pharmaceutical ingredient shal make use of the
unapproved active pharmaceutical ingredient menufactured on the basis of permission issued under rule 60, only
for the purposes specified in the said permission, and no part of it shall be sold in the market,

(ii) the permission holder shal menufacture such active pharmaceutica ingredient or its pharmaceutica
formulation for the purposes as specified in permission in accordance with the provisions of these rules and &
places referred to in such permission and, in case, the manufacture of such drugs is for clinica trid or
bioavailability and bioequivaence study, it should be manufactured in accordance with the principles of Good
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(iii) the manufacturer of a phermaceutica formulation and active pharmaceutical ingredient referred to in clause (i),
shall keep al necessary records to indicate the quantity of drug procured, manufactured, used, disposed of in any
manner and other matters related thereto;

(iv) where ungpproved active pharmaceutica ingredient and pharmaceutica formulation manufactured in
accordance with the permission issued under rule 60 is left over or remains, unused or gets damaged or its shelf
life has expired or has been found to be of sub-standard quality, the same shall be destroyed and action taken in
respect thereof shall be recorded.

64. Licence to manufacture unapproved active phar maceutical ingredient for development of formulation for
test or analysis or dinical trial or bioavailability and bioequivalence study under the Drugs and Cosmetics
Rules, 1945.00 (1) After obtaining permission under rule 60, the person intending to manufacture unapproved
active pharmaceutica ingredient or pharmaceutical formulation of the new drug or investigational new drug for
dinica trid or bioavalability or bioequivaence study or for examination, test and andysis shdl meke an
application for grant of licence to menufacture unapproved active pharmaceutical ingredient or pharmaceutical
formulation for test or andysis or clinicd trid or bioavailability in accordance with the provisions of the Act and
the Drugs and Cosmetics Rules, 1945,

(2) The application referred in sub-rule (1) shall be accompanied by the permission granted under rule 60 in Form
CT-14 or Form CT-15, as the case may be, obtained by the applicant from the Central Licencing Authority to
manufacture unapproved active pharmaceutical ingredient for development of formulation for test or anayss oL
clinicd tria or bioavailability or bioequivaence study.

65. Inspection of manufacturer of unapproved active pharmaceutical ingredient for development of formulation
for test or analysis or dlinical trial or bicavailability and bioequivalence study.0 The manufacturer of active
pharmaceutical ingredient or formulation, referred to in rule 60, shal alow any officer authorised by the Central
Licencing Authority or the person authorised by the State Licencing Authority to enter the premises where the
unapproved active pharmaceutica ingredient is being manufactured, stored and used, with or without prior notice,
to inspect such premises and records, inspect the manner in which the unapproved active pharmaceutica ingredient
is being manufactured and stored or used and to take sample thereof.

66. Manner of labelling.0) (1) Any new drug or investigational new drug manufactured, for the purpose of dinica tria
or bicavailability or bioequivalence study, shall be kept in containers bearing labels, indicating the name of the drug
or code number, batch or lot number, wherever applicable, date of manufacture, use before date, storage conditions,
name of the institution or organisation or the centre where the dlinica trid or bioavailability or bicequivaence
study is proposed to be conducted, name and address of the manufacturer, and the purpose for which it has been
menufactured.

(2) Where a new drug or an investigational new drug is menufactured by the permission holder on behalf of
another person, the permission holder shall indicate on the label of the container of such drug, the name and address
of the manufacturer and the person to whom it is being supplied dong with the scientific name of such drug, if
known, or the reference which shall enable such drug to be identified and the purpose for which it is manufactured.

3) No person or menufacturer shall dter, obliterate or deface any inscription or mark made on the container,
label or wrapper of any new drug manufactured without permission of the Central Licencing Authority.

CHAPTER IX

IMPORT OF NEW DRUGSAND 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 dinical trial or bicavailability or
bioequivalence study or for examination, test and analysis (1) No person shall import a new drug or any
substance relating thereto for conducting clinical tria or bioavailability or bioequivalence study or for examination,
test and analysis except in accordance with the licence granted by Centra Licencing Authority.

(2) Any person or ingtitution or organisation who intends to import a new drug or any substance relati ng thereto for
conducting clinical trid or bioavailability or bioequivaence study or for examination, test and andysis shal make
an gpplication in Form CT-16 to the Central Licencing Authority.

(3) The application under sub-rule (2) shall be accompanied by a fees specified in the Sixth Schedule and such other
information and documents as specified in Form CT-186.

68. Grant of licence for lmport of new drug or investigational new drug for dinical trial or bloavautabmty or
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(i) if satisfied, that the requirements of these rules have been complied with, grant the licence to import
of new drug or investigational new drug for clinica tria or bioavailability or bioequivaence study
or for examination, test and andysis in Form CT-17 within a period of ninety days from the date of
receipt of its gpplication in FormCT-16;

(i) in cae where the Centrd Licencing Authority considers that there
are some deficiencies in the application and the same may be rectified, the said Authority shall
inform the applicant of the deficiencies within the stipulated period referred to in clause (i);

(i) if not satisfied that the requirements of these rules have been complied with, reject the application,
for reasons to be recorded in writing, within a period of ninety days, from the date of the gpplication
made under sub-rule (2) of rule 67,

(2) The gpplicant may, after being informed, by the Centrd Licencing Authority as referred to in dlause (ii)
of sub-rule (1),0

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

(ii) where the applicant rectifies the deficiency, as referred in clause (i) and provides required
information and documents, the Centra Licencing Authority shall scrutinise the application
again and if satisfied, grant licence to import of new drug or investigationa new drug for
dinical tria or bioavailability or bioequivalence study or for examination, test and andysis; or
if not satisfied, reject the gpplication within a period of ninety working days reckoned from the
day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Centra
Licencing Authority, to reconsider the gpplication within a period of sixty days from the date
of rejection of the application on payment of fee as specified in the Sixth Schedule and
submission of required information and documents.

(3) An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1) or
sub-rule (2), may file an apped before the Centrd Government within sixty days from the date of
receipt of such rejection and that Government, may, after such enquiry, and after giving an opportunity
of being heard to the appeliant, dispose of the gpped within a period of sixty working days.

69. Validity period of licence for import of new drugs for clinical trial or bioavailability or bioequivalence study or
for examination, test and analysisT (1) The licence granted under rule 68 in Form CT-17 shal remain vdid for a
period of three years from the date of its issue, unless suspended or cancelled by the Central Licencing Authority.

(2) In exceptional circumstances, where the Centra Licencing Authority is satisfied about the necessity and
exigency, it may, on the request of the applicant made in writing, extend the period of the licence granted under
rule 68 for afurther period of one year.

70. Condition of licence.0 The licence granted under rule 68 in Form CT-17 is subject to the following conditions,
namely: 0

(i) it shall be the responsibility of the licencee to ensure that the new drug has been manufactured in
accordance with the provisions of the Act, these rules and principles of Good Manufacturing
Practices;

(i) the licencee shal make use of a new drug or substance relating thereto imported on the basis of
licence granted under rule 68 in Form CT-17 only for the purposes of clinica tria or bicavailability
or bioequivaence study or for examination, test and andysis and no part of such new drug or
substance relating thereto shall be sold in the market or supplied to any other person or agency or
ingtitution or organisation;

(iii) the licencee shall maintain records of imported new drug or substance relating thereto to indicate the
quantity of drug imported, used, disposed of in any manner and other matters related thereto;

(iv) where the imported new drug or substance relating thereto is left over or remains unused or gets
damaged or its specified shelf life has expired or has been found to be of sub-standard qudlity, the
same shd| be destroyed and details of action taken in such cases shal be recorded.

71. Inspection of imported new drug for dinical trial or the biocavailability or bioequivalence study or for
examination, test and analysis 0 The person licenced to import a new drug for dinicd trid or bioavailability or
bioequivaence study or for examination, test and anadysis shal dlow any officer authorised by the Centrd Licencing
Authority to enter the premises where a new drug or substances relating thereto has been manufactured or imported, is
stocked or is beina used. with or without prior notice, to inspect such premises and records. investiaate the manner in
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72. Suspension or cancellation of import licence of new drug for dinical trial or bicavailability or bicequivalence study

73.

74.

75.

or for examination, test and analysis 0 (1) Where the person to whom alicence has been granted under rule 68, fails
to comply with any provisions of the Act and these rules the Centra Licencing Authority may, after giving an
opportunity to show cause and after affording an opportunity of being heard, by an order in writing, suspend or cancel
the licence for such period as considered gppropriae either wholly or in respect of some of the substances to which the
violation relates and direct the imported new drugs to be disposed of in the manner specified in the said order.

(2) Where the person whose licence has been suspended or cancelled under sub-rule (1), is aggrieved by an order of
the Central Licencing Authority, such person may, within a period of forty-five days of the receipt of the order of
suspension or cancellation, meke an apped to the Centrd Government and that Government may, after such
enquiry, as deemed necessary and after affording an opportunity of being heard, pass such order in relaion thereto
as considered appropriate within a period of sixty working days from the date of filing the apped.

Manner of labelling.0 (1) Any new drugs or investigationa new drugs imported for the purpose of clinicd trid or
biocavailability or bioequivalence study or for examination, test and andysis shal be kept in containers bearing
labels, indicaing the name of the drug or code number, batch or lot number, wherever applicable, date of
menufacture, use before date, storage conditions, name of the ingtitution or organisation or the centre where the
dinicd trid or bioavailability or bicequivalence study or for examination, test and andysis is proposed to be
conducted, name and address of the manufacturer, and the purpose for which it has been imported.

(2) Where a new drug or an investigational new drug is imported by the licencee on behalf of another person, the
licencee shd| indicate on the label of the container of the such drug, the name and address of the importer and the
person to whom it is being supplied along with the scientific name of such drug, if known, or the reference which
shall enable such drug to be identified and the purpose for which it is manufactured.

(3) No person or importer shall dter, obliterate or deface any inscription or mark made on the container, label or
wrapper of any new drug imported without permission of the Central Licencing Authority.

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

Regulation of new drug.C No person shall import or manufacture for sale or for distribution any new drug in the
form of active pharmaceutica ingredient or pharmaceutical formulation, as the case may be, except in accordance
with the provisions of the Act and these rules.

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 pharmaceutical ingredient or pharmaceutical formulation, as the case may
be, for sale or for distribution in India, shall make an application to obtain a permission from the Centra Licencing
Authority in Form CT-18 dong with afee as specified in the Sixth Schedule:

Provided that an application for grant of permission to import a new drug, in the form of active
pharmaceutical ingredient which is a new drug not approved earlier, shal be accompanied by an application for
grant of permission to manufacture pharmaceutica formulation of that new drug.

(2) Where a new drug proposed to be marketed by any person is a new drug having unapproved new molecule, the
application in Form CT-18 shall be accompanied by data and other particulars indluding result of local dlinicd tria
as specified in the Second Schedule dong with data specified in Table 1 of the Second Schedule and accompanied
with fee as specified in the Sixth Schedule.

(3) Where a new drug is proposed to be merketed which has been approved as a new drug in the country, the
gpplication in Form CT-18 shall be accompanied by data and other particulars as specified in the Second Schedule
dong with data specified in Table 2 of the Second Schedule and accompanied with fee as specified in the Sixth
Schedule.

(4) Where a new drug which is dready permitted for certain clams, is now proposed to be marketed by any
person for new claims, new indication or new dosage form or new route of administration or new strength,
gpplication in Form CT-18 shall be accompanied by data and other particulars including result of local dinica
trid as specified in the Second Schedule along with data specified in Table 3 of the Second Schedule and
accompanied with fee as specified in the Sixth Schedule.

(5) In case a new drug which is a fixed dose combination, the application in CT-18 shall be accompanied by data
and other particulars including result of loca clinical triad as the case may be, as specified in the Second Schedule
dong with data specified in Table 1 or Table 2 or Table 3, as the case may be, of the Second Schedule and
accompanied with fee as specified in the Sixth Schedule.
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(7) The locdl clinical trid may not be required to be submitted along with the application referred to in sub-rule
(1) if,0

(i) thenew drug is approved and merketed in countries specified by the Central Licencing Authority
under rule 101 and if no mgjor unexpected serious adverse events have been reported; or

(if)  the application is for import of a new drug for which the Central Licencing Authority had dready
grented permission to conduct a globa dlinica trid which,is ongoing in India and in the meantime such
new drug has been approved for marketing in a country specified under rule 101; and

(iif)  thereis no probability or evidence, on the basis of existing knowledge, of difference in Indian
population of the enzymes or gene involved in the metabolism of the new drug or any factor affecting
pharmacokinetics and pharmacodynamics, safety and efficacy of the new drug; and

(iv) the applicant has given an undertaking in writing to conduct Phase IV dinicd trid to
establish safety and effectiveness of such new drug as per design approved by the Centra Licencing
Authority:

Provided that the Centrd Licencing Authority may relax this condition, where the drug is
indicated in life threatening or serious diseases or diseases of specia relevance to indian hedth scenario
or for a condition which is unmet need in India such as XDR tuberculosis, hepatitis C, H1N1, dengue,
maaria, HIV, or for the rare diseases for which drugs are not available or available a ahigh cost or if it is
an orphan drug.

(8) The submission of requirements relating to anima toxicology, reproduction studies, teratogenic studies,
perinata studies, mutagenicity and carcinogenicity in the application referred to in sub-rule (1), may be modified
or relaxed in case of new drugs approved and marketed for more than two years in other countries, if the Central
Licencing Authority is satisfied that there is adequate published evidence regarding the safety of the drug, subject
to other provisions of theserules.

76. Grant of permission for import of new drugs for sale or distribution.0 (1) The Centra Licencing Authority
may, after scrutiny of the information and documents furnished with the application in Form CT-18 and such

further enquiry, if any, as may be considered necessary, ]

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

(ii) in case, where the Centrd Licencing Authority considers tha there
are some deficiencies in the application and the same may be rectified, said Authority shall mform
the applicant of the deficiencies within the stipulated period referred to in dause (i);

(iii) if not satisfied that the requirements of these rules have been complied with, reject the application,
for that reasons to be recorded in writing, within a period of ninety workmg days, from the date of
the application made under rule 75.

(2) The gpplicant may, after being informed by the Centra Licencing Authority as referred to in dlause (ii) of sub-
rule(1),0

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

(ii) where the applicant rectifies the deficiency, as referred in dlause (i), within the period referred to in
clause (i) and provides required information and documents, the Central Licencing Authority shall
scrutinise the application again and if satisfied, grant permission to import new drug, in the form of
active pharmaceutical ingredient for sde or for distribution in Form CT-19 or pharmaceutical
formulation for sale or for distribution in Form CT-20, as the case may be; or if not satisfied, reject
the gpplication within a period of ninety days reckoned from the day when the required information
and documents were provided:

Provided that in case of rejection, the gpplicant may request the Centrd Licencing
Authority, to reconsider the application within a period of sixty days from the date of rejection of the

application on payment of fee as specified in the Sixth Schedule and submission of requnred
information and documents.

(3) An applicant who is aaarieved bv the decision of the Central Lioenci na Authoritv under sub-rule (1) and
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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 76 shal be subject to the following conditions, namely: (1

(i)  thenew drugs shall conform to the specifications approved by the Central Licencing Authority;

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

(iii)  the label on the immediate container of the drug as well as the packing in which the contdner is
enclosed should contain the following warning: "WARNING: To be sold by retail on the prescription
ofa...............only" which shal bein red box;

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

(v)  al reported adverse reactions related to drug shall be intimated to the Centra Licencing Authority and
regulatory action resulting from their review shal be complied with;

(vi)  no daims except those mentioned above shall be made for the drug without prior approva of the
Centrd Licencing Authority;

(vii) specimen of the carton, labels, package insert that will be adopted for marketing the drug in the
country shall be got approved from the Centra Licencing Authority before the drugs is marketed;

(viii) in caseof import, each consignment shall be accompanied by atest or analysis report;

(ix)  if long-term stability data submitted do not cover the proposed shelf-life of the product, the stability
study shal be continued to firmly establish the shelf-life and the complete stability data shal be
submitted.

78. Suspension or cancellation of import permission for new drug.0l (1) Where the importer fails to comply with
any provision of the Act and these Rules, the Central Licencing Authority may, after giving show cause notice and
an opportunity of being heard, by an order in writing, may suspend the permission for such period as considered
gppropriate or cancel the permission.

(2) Where the importer whose permission has been suspended or cancelled under sub-rule (1), is aggrieved by an
order of the Centra Licencing Authority, such importer may, within forty-five days of the receipt of the order,
meke an apped to the Central Government and that Government may, after such enquiry, as deemed necessary and
after giving an opportunity of being heard, pass such order as may be considered appropriate in the facts and
circumstances of the case.

79. Licence to import new drug for sale or for distribution under the Drugs and Cosmetics Rules, 1945.01 (1)
After obtaining permission under Rule 76, the person intending to import new drug for sde shal meke an
application to the Central Licencing Authority as per provisions of the Drugs and Cosmetics Rules, 1945 to obtain
alicence for import of new drug for sale or for distribution.

(2) The application referred in sub-rule (1) shall be accompanied by the permission in Form CT-19 or Form CT-20,
asthe case may be, obtained by the applicant from the Centra Licencing Authority to import the new drugs

80. Application for permission to manufacture new drug for sale or distribution.0] (1) A person who intends to
manufacture new drug in the form of active pharmaceutica ingredient or pharmaceutical formulation, as the case
may be, for sale or distribution, shall make an application for grant of permission to the Central Licencing
Authority in Form CT-21 dong with a fee as specified in the Sixth Schedule:

Provided that no fee shall be required to be paid dong with the application for manufacture of a new drug
based on successful completion of clinical trids from Phase | to Phase [i] under these Rulesin India, where fee has
aready been paid by the same applicant for conduct of such dlinicd trids

Provided further that an application for grant of permission to manufacture a new drug for sale or distribution
in the form of active pharmaceutica ingredient having a new drug molecule not approved earlier shal be
accompanied by an application for grant of permission to manufacture for sale or distribution of pharmaceutica
formulation of the said new drug.

(2 Where a new drug, proposed to be manufactured, is a new drug having unapproved new molecule, the
application in Form CT-21 shal be accompanied by data and other particulars including results of local clinical
tria as specified in the Second Schedule dong with data specified in Table 1 of the Second Schedule and
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dong with data specified in Table 2 of the Second Schedule and accompanied with fee as specified in Sixth
Schedule. :

(4) Where a new drug which is dready permitted for certain clams, is now proposed to be manufactured
for new claims, namely new indication or new dosage form or new route of administration or new strength,
application in Form CT-21 shdl be accompanied by data and other paticulars including resuits of loca clinica
trid as specified in the Second Schedule dong with data specified in Table 3 of the Second Schedule and
accompanied with fee as specified in the Sixth Schedule.

(5) In case of a new drug which is a fixed dose combination, the application in Form CT-21 shal be
accompanied by data and other particulars including results of locad dlinica trid as specified in the Second
Schedule aong with data specified in Table 1 or Table 2 or Teble 3, as the case may be, of the Second Schedule
and accompanied with fee as specified in the Sixth Schedule

(6) A person who intends to market phyto -pharmaceutical drugs shal make an spplication in Form CT-21
to the Central Licencing Authority dong with data specified in Table 4 of Second Schedule and it shal be
accompanied with a fee as specified in the Sixth Schedule.

(7) Thelocd dlinica tria may not be required to be submitted aong with the appliétion referred to in sub-rule (1)
if,-

(i) the new drug is approved and marketed in countries specified by the Central Licencing Authority under
rule101 and if no major unexpected serious adverse events have been reported; or

(i) there s no probability or evidence, on the basis of existing knowledge, of difference in Indian population
of the enzymes or gene involved in the metabolism of the new drug or any factor affecting
pharmacokinetics and pharmacodynamics, safety and efficacy of the new drug; and

(iii)  theapplicant has given an undertaking in writing to conduct Phase IV dlinical trid to establish safety
and effectiveness of such new drug as per design approved by the Centra Licencing Authority:

Provided that the Central Licencing Authority may relax this condition, where the drug is indicated in
life threatening or serious diseases or diseases of specid relevance to Indian hedth scenario or for a condition
which is unmet need in India such as XDR tuberculosis, hepatitis C, HIN1, dengue, maaria, HIV, or for the
rare diseases for which drugs are not available or available & a high cost or if it is an orphan drug.

(8) In the application referred to in sub-rule (1), the submission of requirements relating to anima toxicology,
reproduction studies, teratogenic studies, perinad studies, mutagenicity and carcinogenicity may be modified or
relaxed in case of new drugs approved and merketed for severad years in other countries, if the Central Licencing
Authority is satisfied that there is adequate published evidence regarding the safety of the drug, subject to other
provisions of these rules.

81. Grant of permission for manufacture of new drug for sale or distribution.0 (1) The Centrd Licencing
Authority may, after scrutiny of the information and documents furnished with the application in Form CT-21 and
such further enquiry, if any, as may be considered necessary,0 v

(i) if satisfied, that the requirements of these rules have been complied with, grant permission to manufacture
new drug, in the form of active pharmaceutica ingredient for sae or for distribution in Form CT-22 or
pharmaceutical formulation for sale or for distribution in Form CT-23, as the case may be, within a period
of ninety working days from the date of receipt of its application in Form CT-21;

(1i) if not satisfied that the requirements of these rules have been complied with, reject the application, for
reasons to be recorded in writing, within a period of ninety working days, from the date, the application
meade under rule 80; and

(i) in case, where the Central Licencing Authority considers that there are some deficiencies in the
gpplication and the same may be rectified, said Authority shal inform the applicant of the deficiencies
within the stipulated period referred to in clause (i).
(2) The spplicant may, after being informed by the Central Licencing Authority as referred to in clause (iii) of
sub-rute (1),C
(i) rectify the deficiencies within a period specified by the Central Licencing Authority;

(i) where the applicant rectifies the deficiency within the period referred to in dlause (i) and provides
required information and documents, the Centra Licencing Authority shall scrutinise the gpplication
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distribution in Form CT-23, as the case may be; or if not satisfied, reject the application within a period of
ninety working days reckoned from the day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to reconsider
the application within a period of sixty working days from the date of rejection of the gpplication on payment
of fee as specified in the Sixth Schedule and submission of required information and documents.
(3) An gpplicant who is aggrieved by the decision of the Centrad Licencing Authority under sub-rule (1) or sub-
rule (2), may file an appea before the centrd Government within sixty days from the date of receipt of such
rejection and that Government, may, after such enquiry, and after giving an opportunity of being heard to the
appellant, dispose of the apped within a period of sixty working days from the date of filing the apped.
82. Condition of permission for manufacture of new drugs for sale or distribution.Cl The permission granted under
rule 81 in Form CT-22 or in Form CT-23 shal be'subject to following conditions, namely:0
(i) the new drugs shal conform to the specifications approved by the Centra Licencing Authority;
(ii) the labeling of the drugs shall conform to the requirements specified in the Drugs and Cosmetics Rules, 1945;

(iii) the Iabel on the immediate container of the drug as well as the packing in which the container is enclosed
should contain the following warning:

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

(iv)  as post merketing surveillance, the applicant shall submit Periodic Safety Upddé Reports as specified
in the Fifth Schedule;

(v) al reported serious unexpected adverse reactions related to the drug shdl be intimated to the Centra
Licencing Authority and regul atory action resulting from their review shall be complied with;

(vi) no clams except those mentioned above shal be made for the drug without prior approva of the
Centrd Licencing Authority;
(vii) specimen of the carton, labels, package insert that will be adopted for marketing the drug in the

country shal be got approved from the Centra Licencing Authority before the drugs is marketed;

(Viii)  if long-term stability data submitted do not cover the proposed sheif-life of the product, the stability
study shall be continued to firmly establish the shelf-life and the complete stability data shall be submitted.

83. Licence to manufacture a new drug for saleor for distribution under Drugsand Cosmetics Rules, 1945.0 (1)
After obtaining permission granted under rule 81, the person intending to menufacture a new drug for sae shall
meke an application for grant of licence to manufacture for sae or for distribution in accordance with the provisions
of the Act and the Drugs and Cosmetics Rules, 1945.

(2) The application referred in sub-rule (1) shal be accompanied by the permission in Form CT-22 or Form CT-23,
as the case may be, obtained by the applicant from the Centra Licencing Authority to manufacture the new
drug.

84. Suspension or cancellation of permission.0 (1) Where the manufacturer fails to comply with any provisions of
the Act, these rules and any condition of the permission, the Central Licencing Authority may, after affording an
opportunity of being heard, suspend or cancel the permission for such period as considered gppropriate either
wholly or in respect of some of the substances to which the violation relates.

(2) Where the manufacturer whose permission has been suspended or cancelled under sub-rule (1) is aggrieved by
an order of the Central Licencing Authority, such manufacturer may, within thirty days of the receipt of the
order, make an gpped to the Centrad Government and that Government may, after such enquiry, as deemed
necessary and after affording an opportunity of being heard, pass such orders in relation thereto as considered
gopropride.

85. Responsibility of importers or manufacturersin marketing of new drugs ] The manufacturer or importer of
new drugs shal be responsible for marketing a new drug for the approved indication and in only such dosage
form for which it has been permitted:

Provided that the manufacturer or importer of new drug shal not be punished for the consequences
resuiting from use of the drug for an indication other than for which the drug has been approved where the
manufacturer proves that he has not been invol ved in any manner in the promotion of use of the new drug for
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CHAPTER X

7~ 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
ingtitution.l (1) Notwithstanding anything contained in these rules, a medical officer of a Government hospital or
a Government medicd institution, may import new drug, which has not been permitted in the country under
Chapter X of these rules, but approved for merketing in the country of origin for treastment of a patient suffering
from life threatening disease or disease causing serious permanent disability or disease requiring thergpies for
unmet medical needs, by making an application duly certified by the Medica Superintendent of the Government
hospital or Head of the Government medical institution, as the case may be, to the Central Licencing Authority in
Form CT-24.

(2) The application under sub-fule (1) shall be accompanied by such other particulars and documents as are
specified in Form CT-24 dong with fee as specified in the Sixth Schedule.

87. Grant of licence for import of unapproved new drug by Government hospital and medical ingtitution.
(1)The Central Licencing Authority, after scrutiny of information and documents enclosed with the application and
such further enquiiry, if any, as considered necessary, may, [

(i) if satisfied, that the requirements of these rules have been complied with, grant licence for import of an
unapproved new drug by Government hospital and Government medical ingtitution in Form CT-25;

(ii) if not satisfied with the requirements as referred to in sub-clause (i), reject the application, for reasons to be

recorded in writing, within a period of ninety days, from the date of application made under sub-rule (1) of
rule 86.

(2) An zpplicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1), may file an
gpped before the Centra Government within forty-five days from the date of receipt of such rejection and that
Government, may, after such enquiry, and after giving an opportunity of being heard to the appellant, dispose of
the appeal within a period of sixty working days from the date of filing the apped.

(3) The quantity of any single drug imported on the basis of licence granted under sub-rule (1), sl not exceed one
hundred average dosages per patient but in exceptiona circumstances and on being satisfied about the necessity
and exigency the Centrd Licencing Authority may alow import of unapproved new drugs in larger quantities
depending on the condition and requirement of such patient.

88. Conditions of licence.0 The import licence granted under rule 87 in Form CT-25 shall be subject to the following
conditions, namely: 0

(i) the licence shdl remain vaid for a period of three years from the date it has been issued;

(i) the licence shal be displayed in the premises of the medica institution including where the
unapproved new drug is being stocked and used in the office of the Medica Superintendent of the
Government hospital or Head of Government medical institution;

(i) thelicencee shall stock the unapproved new drug imported under this licence under proper storage
conditions; :

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

(v) the registered pharmacist shal maintain a record as specified in Annexure of Form CT-25,
countersigned by the Medica Superintendent of the Government hospitd or Head of the
Government medica institution which shall be produced, on demend by the officer authorised by the
Centra Licencing Authority under these rules;

(vi)  the Government hospitd and Government medica institution referred to in sub-rule (1) of rule 87,
shall submit to the Centra Licencing Authority a haf yearly report about the status and stock of
unapproved new drugs imported, utilised and destroyed;

(vii)  where the unapproved new drugs imported under licence granted under sub-rule (1) of rule 87, are
left over or remain unused or get damaged or its specified shelf life has expired or has been found to
ba of aib-gtandard auditv the same shall he destroverd and the action taken in resnert therenf be
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89. Suspension or canceliation of import licence for unapproved new drug of Government hospital or
Government medical ingtitution.C) (1) Where any licencee referred to rule 87, fails to comply with any provision
of the Act and these rules, the Centra Licencing Authority, may after affording an opportunity of being heard, by
an order in writing, suspend or cancel the permission for such period as considered appropnate either wholly or in
respect of some of the substances to which the violation relates.

(2) Where the licencee, whose licence has been suspended or cancelied under sub-rule (1) is aggrieved by an
order of the Centrd Licencing Authority, he may, within aperiod of forty-five days from the receipt of the order,
meke an apped to the Central Government and that Government may, after such enquiry, as deemed necessary
and after affording an opportunity of being heard, pass such ordersin relation thereto as considered appropriate.

90. Inspection of unapproved new drug imported by Government hospital or Government medical
institution.0  The licencee referred in rule 87, shal alow any person authorised by the Centra Licencing
Authority who may be accompanied by an officer authorised by the State Licencing Authority, to enter the
premises where the unapproved new drugs are stored and is being used, with or without prior notice, and records,
to inspect such premises, store and record, investigate the manner in which the drugs are being used and stocked
and to take sample thereof.

91. Application for permission to manufacture unapproved new drug but under dinical trial, for treatment of
patient of life threatening dissase 0 (1) Where any medica officer of a Government hospital or Government
medical institution prescribes in specia circumstances any new drug for a patient suffering from serious or life
threatening disease for which there is no satisfactory therapy available in the country and which is not yet
approved by the Centra Licencing Authority but the same is under clinicd tria in the country, then, such new drug
may be gpproved to be manufactured in limited quantity subject to provisions of these rules.

(2) Where any manufacturer intends to menufacture new drug referred to in sub-rule (1), he shall obtain the
consent in writing from the patient to whom the unapproved new drug has been prescribed under sub-rule (1) or
his lega heirs and make an application to the Ethics Committee of the Government hospitd or medica

indtitution, as the case may be for obtaining its specific recommendation for manufacture of such unapproved
new drug.

(3) After obtaining the recommendation of the Ethics Committee under sub-rule (2), the manufacturer shall make
an application in Form CT-26 to obtain the permission to the Central Licencing Authority for manufacturing
specific new drug.

(4) The gpplication under sub-ruie (3) shall be accompenied by consent in writing from the patient referred to in sub-rule (1)
or hislega heirs regarding use of such unapproved new drug and such other particulars and documents as are specified in
Form CT-26 dong with fee as spedified in the Sixth Schedule

92. Grant of permission to manufacture unapproved new drug but under dinical trial, for treatment of patient
of life threatening dissase 0 (1) The Centrd Licencing Authority may, after scrutiny of information and
documents enclosed with the application and such further enquiry, if any, as considered necessary -

(i) if satisfied, that the requirements of these rules have been complied with, grant permission to menufacture

unapproved new drug but under clinical tria for trestment of patient of serious or life threstening disease in
Form CT-27;

(i) if not satisfied with the requirements as referred to in clause (i), reject the application, for reasons to be
recorded in writing, within a period of ninety days, from the date of gpplication made under rule 91.

(2) The quentity of any single new drug manufactured on the basis of permission granted under sub-rule (1) shal

not exceed one hundred average dosages per patient but in exceptiona circumstances on the basis of the

prescription of the medica officer referred to in sub-rule (1) and the recommendation of the Ethics Committe,
the Central Licencing Authority may allow the manufacture of such new drug in larger quantity.

93. Condition of permission.] The permission granted under rule 92 in Form CT-27, is subject to the following
conditions, namely:-

(i) the permission shall remain vaid for a period of one year from the date it has been issued;
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(iti)  the manufacturer to whom the permission is granted under sub-rule (1) of rule 92, shall make use of
~ the unapproved new drug only for the purposes specified in the permission and no part of it shall be
sold in the merket or supplied to any other person, agency, institution or place;

(iv)  the manufacturer referred to in dause (jii) shall keep record of the unapproved new drugs
manufactured, stored and supplied by him to the patient in a register in the format as specified in
annexure of Form CT-27;

(v)  the menufacturer referred to in clause (iii), shall submit to the Central Licencing Authority a haif
yearly report about the status of the unapproved new drugs manufactured, supplied to the authorised
patient;

(vi)  the manufactured unapproved new drugs shall be kept and stored in accordance with the storage
conditions specified on its label and supplied to the patient under the supervision of the medica
officer referred to in sub-rule (1) of rule 91 or aregistered pharmacist duly authorised by him;

(vii) the registered pharmacist shall maintain a record of the full name and address of the patients
diagnosis, dosage schedule, total quantity of drugs received and issued, countersigned by the
Medica Superintendent of the Government hospital or Head of the medica institution which shall
be produced, on demand by the officer authorised by the Central Licencing Authority under the
Adt;

(viii) where the unapproved new drug manufactured in accordance with the permission issued under sub-
rule (1) of rule 92, is left over or remain unused or get damaged or its specified shelf life has
expired or has been found to be of sub-standard qudity, the same shal be destroyed by the
menufacturer and the action taken in respect thereof shal! be recorded;

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

94. Inspection of unapproved new drug but under clinical trial manufactured for patient of life threatening
dissase 0 The menufacturer referred to in rule 92, shall alow persons authorised by the Centrd Licencing
Authority including the person authorised by the State Licencing Authority to enter the premises where the
unapproved new drug is being manufactured, stored and supplied, with or without prior notice, to inspect such
premises and records, investigate the manner in which the unapproved new drug is being manufactured, supplied
and to take sample thereof.

95. Suspension or cancellation of permission to manufacture unapproved new drug but under dinical trial.(]
(1) Where the manufacturer to whom permission is granted under rule 92 fails to comply with any provision of the
Act and these rules, the Central Licencing Authority, may, after giving an opportunity of being heard, by an order,
in writing, suspend or cancel the permission for such period as considered appropriate either wholly or in respect
of some of the substances to which the violation relates.

(2) Where the manufacturer whose permission is suspended or cancelled under sub-rule (1) is aggrieved by an order
of the Central Licencing Authority, he may, within a period of forty-five days from the receipt of the order, make an
appedl to the Central Government in respect of suspension or canceliation of the permission and that Government,
may, after such enquiry, as deemed necessary and after affording an opportunity of being heard, pass such orders in
relation thereto as considered appropriate.

96. Licence to manufacture an unapproved new drug but under dinical trial, for treatment of patient of life
threatening disease under the Drugs and Cosmetics Rules, 1945.00 (1) After obtaining permission under ruie
92, the person intending to manufacture an unapproved new drug, which is under clinica trid, for treatment of
patient of serious or. life threatening disease, shall make an gpplication for grant of licence to manufacture the
unapproved new drug under the provisions of the Act and the Drugs and Cosmetics Rules, 1945.

(2) The application referred in sub-rule (1) shal be accompanied by the permission in Form CT-27 obtained by
the applicant from the Centrd Licencing Authority to import the new drugs.
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CHAPTER XII
AMENDEMENTS OF DRUGSAND COSMETICSRULES, 1945

97.In the Drugs and Cosmetics Rules 1945, after rule 122DA the following new rule shall be inserted,
namely: 0

“122DAA. Non-application of certain rules for new drugs and investigational new drugs for
human use0 Pat XA and Schedule Y shal not be applicable in respect of new drugs and
investigational new drugs for human use from the date of coming into force of the New Drugs and
Clinica Trids Rules 2019, and the references in respect of human use made in the these rules shal -
respectively be omitted, and the construction thereof shall be construed accordingly and shall stand
amended with ai cogent meaning of the grammar”.

CHAPTER Xill
MISCELLANEOUS

98. Pre-submission meeting.] (1) Any person who intends to make an application for grant of licence or
permission for import or manufacture of new drugs or to conduct clinica trid may, request by making an
application in writing, for a pre-submission meeting with the Central Licencing Authority or any other officer
authorised by the Central Licencing Authority for seeking guidance about the requirements of law and procedure
of such licence or permission of manufacturing process, dinica tria and other requirements.

(2) The application for pre-submission meeting under sub-rule (1) may be accompanied by paticulars and
documents referred to in the Second Schedule, as available with the gpplicant to support his proposa dong with
fee as specified in the Sixth Schedule

(3) Where the applicant intends to seek guidance about the sde process of new drugs or import licence, in
addition to the purposes referred to in sub-rule (2), the fee as specified in the Sixth Schedule shall be submitted
aong with the application.

(4) Wnere the Centrd Licencing Authority is satisfied that the gpplication is incomplete or the information or the
documents submitted aong with the same are inadequate, he may within a period of thirty days from the receipt of
the same intimate the facts to the applicant in writing and direct him to furnish such further information or
documents as are necessary in accordance with the provisions of the Act and these rules.

(5) In the pre-submission meeting, the Central Licencing Authority or any other person authorised by it
shdl provide suitable clarification to the applicant.

99. Post-submission meeting.C (1) If the applicant desires to seek clarification in person in respect of pending
application and queries related thereto, the applicant may make an application for a post-submission meeting with
the officer designated by the Central Licencing Authority within a period of fifteen days from the date the query
was received for seeking guidance with regards to the queries concerning pending application.

(2) The applicant shal clearly state the points on which clarification is required and after receipt of such
application, the designated officer shal inform the time and date scheduled for post submission meeting.

(3) The summeary of the clarification provided by the designated officer shall be made available to the gpplicant.

(4) The application for post-submission meeting under sub-rule (1) shall be accompanied with the fee as specified
in the Sixth Schedule.

(5) In the post submission meeting, the officer designated by the Centra Licencing Authority shall provide suitable
claification to the applicant.

100. Constitution of expert committee or group of experts by Central Licencing Authority.0 The Centra
Licencing Authority may, when so required, congtitute one or more expert committee or group of experts with
specidisation in relevant fields, with the approva of .Centra Government, to evauate scientific and technical
matters relating to drugs and such committee or group may, give its recommendations to that authority on
matters referred to it within a period of sixty days from the date of reference.
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waiver of locd clinica tria for approva of new drugs under Chapter X and for grant of permission for conduct of
o~ dinica trid under Chapter V.

102. Mode of payment of fee. 0 The fees prescribed under these rules, in case of gpplication made to the Centra
Licencing Authority, shal be paid through challan or by electronic mode, in the Bank of Baroda, Kasturba Gandhi
Marg, New Delhi-110001 or any other branch of Bank of Baroda, or any other bank, notified by the Ministry of
Hedth and Family Weifare in the Centra Government, to be credited under the Head of Account “0210- Medica
and Public Hedlth, 04-Public Hedth, 104-Fees and Fines.

103. Debarment of applicant.Cl (1) Whoever himseif or, any other person on his behdf, or gpplicant is found to be
guilty of submitting misleading, or fake, or fabricated documents, may, after giving him an opportunity to show
cause as to why such an order should not be made, in writing, stating the reesons thereof, be debarred by the
Centra Licencing Authority for such period as deemed fit.

(2) Where an applicant is aggrieved by an order made by the Central Licencing Authority under sub-rule (1,
such gpplicant may, within thirty days from the receipt of the order, make an apped to that Government and that
Government, may, after such enquiry as it considers necessary, and after affording an opportunity of being heerd,
pass such orders as considered appropriae. )

104. Order of suspension or revocation in public domain.(] In case, the Centra Licencing Authority issue any order
of suspension or revocation or cancellation of any permission or licence or registration granted under these rules,
suich order shall be made available in the public domain immediately by uploading it in the website of Central Drugs
Standard Control Organisation.

105. Digitalisation of Forms.0 The forms prescribed under these rules may be suitably modified for conversion into
digita forms by the Centra Drugs Standard Control Organisation and such modification shall not require any
amendment in these rules.

106. Applicability in case of inconsistency.l If there is any inconsistency between these ruies and any other rule
made under the Act, the provisions of these rules shall prevail over such other rules. ‘

107. Savings O (1) Notwithstanding the non-gpplicability of the Drugs and Cosmetics Rules, 1945, the approvas or
permissions or licences or certificates issued under the provisions of the Act and the said rules in respect of new
drugs and investigationa new drugs for human use, prior to commencement of these rules, shall be deemed to be
valid till its expiry under the corresponding provisions of said rules;

(2) Any things done or any action taken or purported to have been done or taken, including any rule, notification,
inspection, order or notice made or issued or any appointment or declaration made or any operation undertaken or
any direction given or any prooeedings taken or any pendty, punishment, forfeiture or fine imposed under the
Drugs and Cosmelics Rules, 1945 shdl, be deemed to have been done or taken under the corresponding
pravisions of these rules and shal aways remain vaid for al purposes

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

1. General PrinciplesT (1) The principles and guidelines for protection of tria subjects as described in Third
Schedule as well as Good Clinical Practices guidelines shall be followed in conduct of any clinicd trid.

(2) The sponsor and investigator share the responsibilities for the protection of tria subject together with ethics
committee. The responsibilities of sponsor, investigator and ethics committee are described in the Third Schedule.

(3) The results of non-dlinica studies or previous clinical trids should be sufficient to ensure that the new drugs or
investigational new drug is safe for the proposed dinicd trid.

(4) Throughout the dinicad trid and drug development process, the anima toxicological data and dinica data
generated should be evaluated to ensure their impact for the safety of the tria subject.
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() The primary objective of any dlinical tria should be clearly and explicitly stated which may include exploratory
or confirmatory characterisation of safety, efficacy, assessment of pharmacokinetic and pharmacodynamic
parameters;

(b) Thedlinicd tria should be designed appropriately so that it provides the desired information;

(c) Appropriate comparator may be utilised to achieve the objective with respect to primery and secondary end
points. Comparison may be made with placebo, no treatment, active controls or of different doses of the hew drug or
investigationa new drug;

(d) The number of subjects to be included in the clinical trid should be adequate depending on the nature and
objective of the clinical trid.

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

(@) The nature of non-clinica studies and their timing in respect of conduct of clinical tria should be determined
taking following aspects in to consideration:

(i) characteristics of the new drug or investigationa new drug;
(ii)  disease of conditions for which the new drug or investigational new drug is intended to be indicated;
(iii)  duration and exposurein dlinical trial subject;
(iv)  routeof administration.
(b) The detailed requirements of non-clinical studies have been specified in the Second Schedule. -

(c) For first in human studies the dose should be calculated carefully based on the non-clinica pharmacologicd,
toxicologica data generated.

(2) Phases in Clinica Trid: Clinica drug development generaly consists of four phases (Phase I-1V). The detals of
these phases are described as under.

(a) Phase 1.0 The objective of studies in this phase is the estimation of safety and tolerability with the initia
administration of an investigational new drug into humans. Studies in this phase of development usualy have
non-therapeutic objectives and may be conducted in hedthy subjects or certain types of patients. Drugs with
significant potentid toxicity e.g. cytotoxic drugs are usualy studied in patients. Phase | trid should
preferably be carried out by investigators trained in clinical pharmacology with access to the necessary
facilities to closely observe and monitor the subjects. Studies conducted in Phase |, usualy intended to
invotve one or a combination of the following objectives: -

(8) Maximum tolerated dose To determine the tolerability of the dose range
expected to be needed for later dinica studies and to determine the nature of adverse reactions that can be
expected. These studies inciude both single and mutiple dose administration.

(b) Pharmacokinetics, i.e, characterisation of a drug's absorption, distribution, metabolism and excretion:
Although these studies continue throughout the development plan, they should be performed to support
formulation development and determine pharmacokinetic parameters in different age groups to support
dosing recommendations.

(¢) Pharmacodynamics: Depending on the drug and the endpoints studied, pharmacodynamic studies and
studies relating to drug blood levels (pharmacokinetic or pharmacodynamic studies) may be conducted in
heaithy volunteer subjects or in patients with the target disease. If there are appropriate vdidated indicators
of activity and potentia efficacy, pharmacodynamic data obtained from patients may guide the dosage and
dose regimen to be applied in later studies

(d) Early measurement of drug activity: Preliminary studies of activity or potential therapeutic benefit may
be conducted in Phase | as a secondary objective. Such studies are generally performed in later phases but
may be appropriate when drug activity is readily measurable with a short duration of drug exposure in
patients a this eerly stage.
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short-term side-effects and risks associated with the drug. Studies in Phase |1 should be conducted in a group of
patients who are selected by reldively narrow criteria leading to a relaively homogeneous population. These
studies should be closely monitored. An important god for this phase is to determine the dose and regimen for
Phese 11 trials Doses used in Phase || are usualy (but not dways) less than the highest doses used in Phase 1.

{ii) Additional objectives of Phase |l studies can include evaluation of potentia study endpoints,
therapeutic regimens (including concomitant medications) and target populdions (eg. mild versus severe
disease) for further studies in Phase ti or Hll. These objectives may be served by exploratory andyses,
examining subsets of data and by induding multiple endpointsin trids.

(c) Phase I11.0 (i) Phase Il studies have primary objective of demonstration or confirmation of therapeutic
benefits. Studies in Phase Il are designed to confirm the preliminary evidence accumulated in Phase 1] thet a
drug is safe and effective for use in the intended indication and recipient populaion. These studies should be
intended to provide an adequate basis for marketing gpprova. Studies in Phase HI may dso further explore the
dose-response relationships (relationships among dose, drug concentration in blood and dlinical response), use
of the drug in wider populations, in different stages of disease, or the safety and effmcy of the drug in
combination with other drugs.

(i) For drugs intended to be administered for long periods, trids involving extended exposure to the drug are
ordinarily conducted in Phase i11, although they may be initiated in Phase |1. These studies carried out in Phase
It complete the information needed to support adequate instructions for use of the drug (prescribing
information).

(iit) For new drugs approved outside India, Phase i1l studies may need to be carried out if scientifically and
ethically justified, primarily to generate evidence of efficacy and safety of the drug in Indian patients when used
as recommended in the prescribing information. Prior to conduct of Phase |11 studies in Indian subjects, Central
Licencing Authority may require pharmacokinetic studies to be undertaken to verify that the data generated in
Indian population is in conformity with the data dready generated abroad.

In case of an application of a new drug dready approved and marketed in other country, where locd dlinical
trid in Indiais waived off or not found scientifically judified for its approva for manufacturing first time in
the country, the bioequivaence studies of such drug, as appropriate, is required to be carried out and the test
batches manufactured for the purpose shall be inspected before its approvad.

(d) Phase V.0 Phese IV or post marketing trial of new drugs are performed after the approva of the drug and
relaed to the gpproved indication. Such trids go beyond the prior demonstration of the drug’s safety, efficacy
and dose definition. Such triad might not have been considered essentia a the time of new drug approvd due to
various reasons such as limitation in terms of patient exposure, duration of treatment during dinical
development of the drug, need for early introduction of the new drug in the interest of patients etc. Phase IV
trids include additional drug-drug interaction, dose response or safety studies and trids design to support use
under the approved indiaion eg. mortdity or morbidity studies, epidemiological studies, efc.

(3) Studies in specia populdions. ] Information supporting the use of the drug in children, pregnant women, nursing
wormen, elderly patients, patients with rena or other orgen systems failure, and those on specific concomitant medication
is required to be submitted if relevant to the clinica profile of the drug and its anticipated usage pattern.

(A) Geriatrics.0 Geriatric patients should be included in Phase 11 dlinica trids (and in Phase |l trids, a the
Sponsor's option) in meaningful numbers, ifD

(@) the disease intended to be treated is characteristicaly a disease of aging; or
(b) the population to be treated is known to include substantial numbers of geriatric patients; or

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

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

(B) Paediatrics. 0 (i) The timing of paediaric studiesin the new drug development program will depend on the



.00

BIOFET TORTY, THTHTRT, RFoWTT OF, S00€ n 9

age group. When clinical development is to include studies in children, it is usualy appropriate to begin with
older children before extending the tria to younger children and then infants.

(ii) If the new drug is for diseases predominantly or exclusively affecting paediatric patients, clinical tria data
should be generated in the paediatric population except for initia safety and tolerability data, which will usudly
be obtained in aduits unless such initial safety studies in adults would yield little useful information or expose
them to inappropriate risk.

(iii) If the new drug is intended to treat serious or life-threatening dissases, occurring in both adults and
paediatric patients, for which there are currently no or limited therapeutic options, paediatric popuiation should
be included in the dlinical trids eerly, following assessment of initid safety data and reasonable evidence of
potentia benefit. In circumstances where thisis not possible, lack of data should be justified in detail.

(iv) If the new drug has a potentid for use in paediatric patients — paediatric studies shouid be conducted. These
studies may be initiated a various phases of clinical development or after post marketing surveillance in adults
if asafety concern exists. in cases where there is limited paediatric data at the time of submission of application,
more data in paediatric patients would be expected after marketing authorisation for usein children is granted.

(v) The paediatric studies should includel]

(@) dinicd trids,

(b) relative bioequivalence comparisons of the paediaric formulation with the adult formulation
performed in adults, and definitive pharmacokinetic studies for dose selection across the age ranges of
paediatric patients in whom the drug is likely to be used. These studies should be conducted in the
paediatric patient population with the disease under study.

(Vi)if the new drug is a mgjor thergpeutic advance for the paediatric population the studies should begin early in
the drug development, and this data should be submitted with the new drug application.

(vii) For clinical trias conducted in the paediaric population, the reviewing ethics committee should include
members who are knowledgesble about paediatric, ethicd, dinical and psychosociad issues.

(C) Pregnant or nursing women..] (i) Pregnant or nursing women should be included in clinicd trids only
when the drug is intended for use by pregnant or nursing women or fetuses or nursing infants and where the data
generated from women who are not pregnant or nursing, is not suitable.

(i) For new drugs intended for use during pregnancy, follow-up data (pertaining to a period appropriate for that
drug) on the pregnancy, foetus and child will be required. Where applicable, excretion of the drug or its
metabolites into human milk should be examined and the infant should be monitored for predicted
pharmacologica effects of the drug.

4. Conduct of Clinical Trial.0 Clinica tria should be conducted in accordance with the principles as specified in
Third Schedule. Adherence to the clinical trid protocol is essentia and if amendment of the protocol becomes necessary
the rationale for the amendment shall be provided in the form of a protocol amendment. Serious adverse events shdl be
reported during dlinical trid in accordance with these Rules,

5. AnalyssT The results of a dinica tria shal be analysed according to the plan specified in the clinica trid
protocol. Safety data should be appropriately tabulaled and al adverse events should be classified according to their
seriousness and causal relationship with the study drug.

6. Reporting.0' Report of clinical trial shall be documented in accordance with the approaches specified in Table 6 of
the Third Schedule. The report shall be certified by the principal investigator or if no principd investigator is designated
then by each of the participating investigators of the study.
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SECOND SCHEDULE
~ (Seerules 21, 75, 80 and 97)
REQUIREMENTSAND GUIDELINESFOR 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 manufacture new drug for sde or to
undertake dlinical trids under these Rules shal be made to the Centra Licencing Authority accompanied with following
data in accordance with the Table 1 or Table 2 or Table 3 or Table 4 of this Schedule, as the case may be, namely -
(i) chemicd and pharmaceuticd information;
(i) animal pharmacology data;
(@) specific pharmacologica actions and demonstrating, therapeutic potentia for humans shal be
described according to the anima models and species used. Wherever possible, dose-response
relaionships and EDs shall be submitted. Specid studies conducted to elucidate mode of action shall
also be described; -
(b) generd pharmacologica actions;
() pharmacokinetic data related to the absorption, distribution, metabolism and excretion of the
test substance Wherever possible, the drug effects shal be co-reaed to the plasma drug
concentrations;
(iii) animal toxicology data;
(iv) human clinica pharmacology data as prescribed and as stated below:-
(a) for new drug substances discovered or developed in India dinicd trids are required to be
carried out in India right from Phase | and data should be submitted as prescribed;

(b) for new drug substances discovered or developed in countries other than India, Phase | data
should be submitted dong with the application. After submission of Phase | data generated outside
India to the Centrd Licensing Authority, permission may be granted to repest Phase | trids or to
conduct Phase |i trias and subsequently Phase I trid concurrently with other globa trids for that
drug. For a drug going to be introduced for the first time in the country, Phase Il trid may be
required to be conducted in India before permission to market the drug is granted unless otherwise
exempted;

(c) the data required will depend upon the purpose of the new drug application. The number of
study subjects and sites to be involved in the conduct of dinical trid will depend upon the nature and
objective of the study. Permission to carry out these trids shal generaly be given in stages
considering the data emerging from earlier phases;

(d) application for permission to initiate specific phase of clinica trid should aso accompany
investigator's brochure as per Table 7 of Third Schedule, proposed protocol as per Table 2 of Third
Schedule, case record form, trid subject's informed consent document as per Table 3 of Third
Schedule, investigator's undertaking as per Table 4 of Third Schedule and ethics committee clearance,
if available as per Table 1 of Third Schedule

(e) reports of clinical studies submitted should be in consonance with the format specified in Table
6 of Third Schedule. The study report shal be certified by the principa investigator or, if no principa
investigator is designated, then by each of the investigators participating in the study. The certification
should acknowledge the contents of the report, the accurate presentation of the study was undertaken,
and express agreement with the conclusions. Each page should be numbered;
(v) regulatory status in other countries as prescribed including information in respect of restrictions
imposed, if any, on the use of the drug in other countries, e.g. dosage limits, exclusion of certain age groups,
warning about adverse drug reactions etc. Likewise, if the drug has been withdrawn in any country by the
manufacturer or by regulaory authorities, such information should dso be furnished aong with the reasons and
their relevance, if any, to India This information must continue to be submitted by the sponsor to the Centra
Licencing Authority during the course of marketing of thedrug in Indig;

(vi)  thefull rexcribing information should be submitted as part of the new drua apolication for merketina.
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(vii)  al package inserts, promotiond fiterature and patient education material subsequently produced are
required to be consistent with the contents of the approved full prescribing informetion. The drafts of 1abel and
carton texts should comply with provisions of rule 96 and rule 97 of the Drugs and Cosmetics Rules, 1945, After
submission and gpprova by the Centra Licencing Authority, no changes in the package insert shall be effected
without such changes being approved by the Central Licencing Authority;

(viii)  complete testing protocol for quality control testing together with a compiete impurity profile and
release specifications for the product as prescribed should be submitted as part of new drug spplication for
marketing. Samples of the pure drug substance and finished product are to be submitted when desired by the
regulatory authority;

(ix)  if the application is for the conduct of dlinical trids as a part of multi-nationdl dlinical development of
the drug, the number of sites and patients as well as the justification for undertaking such trids in India should
be provided to the Centrd Licencing Authority aong with the application.

(2 Special situations for a new drug where relaxation, abbreviations, omission or deferment of data may be
considered. - (i) Depending on categories and nature of new drugs to be imported or menufactured for sde or dlinica
tria to be undertaken (viz. New Chemica Entity, biological products, similar biologics, approved new drug or new
dosage form or new indication or new route of administration or new strength of aready approved drugs efc.,)
requirements of chemical and pharmaceutical information, animal pharmacology and toxicology data clinicd data may
differ. The requirements may aiso differ depending on the specific phase of dlinical trid proposed to be conducted as
well asclinical parameters related to the specific study drug.

(ii) For drugs intended to be used in life threatening or serious disease conditions or rare diseases and for drugs intended
to be used in the diseasss of specid relevance to Indian scenario or unmet medical need in India, disaster or specia
- defence use eg. haemostatic and quick wound hedling, enhancing oxygen carrying capacity, radiation safety, drugs for
combating chemical, nuclear, biological infliction etc., following mechanism may be followed to expedite the development
of new drug and approva process.

(A) Accelerated Approval Process: Accelerated approva process may be alowed to a new drug for adisease
or condition, taking into account its severity, rarity, or prevaence and the availability or lack of dternative
trestments, provided that there is a prima facie case of the product being of meaningful therapeutic benefit
over the existing tregtment.

(@ In such case, the gpprova of the new drug may be based on data generated in clinica trid
where surrogate endpoint shal be considered rather than using standard outcome measures such as
survival or disease progression, which are reasonably likely to predict clinical benefit, or a dinical
endpoint. These should be measurable earlier than irreversible morbidity or mortaity (IMM) and
reasonably likely to predict clinical benefit.

(b)  After granting accelerated approva for such drug, the post marketing trias shal be required to
vaidate the anticipated clinica benefit.

() Accelerated spprova may aso be granted to a new drug if it is intended for the treatment of a
serious or life-threstening condition or disease of specid relevance to the country, and addresses
unmet medical needs. This provision is intended to facilitate and expedite review of drugs so that an
approved product can reach the thergpeutic armamentarium expeditiously.

(d) If the remarkable efficacy is observed with a defined dose in the Phase Il dinical trid of
investigationa new drug for the unmet medical needs of serious and life threatening disesses in the
country, it may be considered for grant of marketing approval by the Central Licencing Authority
based on Phase |1 clinical trid data In such cases, additiona post licensure studies may be required
to be conducted after approva to generate the data on larger population to further verify and describe
the dinical benefits, as per the protocol approved by the Central Licencing Authority.

() The type of information nesded to demonstrate the potential of a drug to address an unmet
medical need will depend on the stage of drug development. Early in development, such potentia
should be sufficiently demonstrated based on nonclinicad models, a mechanistic rationde and
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Explanation. - For the purpose of this clause, an unmet medica need is a situation where tregtment
or diagnosis of disease or condition is not addressed adequately by available therapy. An unmet
medical need includes an immediate need for a defined population (i.e, to treat a serious condition
with no or limited treatment) or a longer-term need for society (e.g., to address the development of
resistance to antibacteria drugs).

(B) Situations where quick or expeditious review process can be sought for approval of a new drug after
dinical development. - (i) In situation where the evidence for clinicd safety and efficacy have been
established even if the drug has not completed the al or norma clinica trid phases, the sponsor or
gpplicant may apply to the licencing authority for expedited review process wherein the licencing
authority will examine and satisfy the following conditions. -

(@ it is for a drug that is intended to treat a serious or life threatening or rare disease or
condition;

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

(c) there is substantial reduction of a treatment-limiting adverse reaction and enhancement of
patient compliance that is expected to lead to an improvement in serious outcomes;

(i) the sponsor or gpplicant may aso apply to the licencing authority for expedited review process for
new drugs developed for disaster or defence use in extraordinary situation, such as war time, the
radiation exposure by accident or intention, sudden deployment of forces at areas with higher health risk,
where specific preventive and treatment strategy is required, where new intervention in the form of new
drug, route of delivery or formulation has been developed and where red life clinical tria may not be
possible. The permission for manufacture of such new drug may be granted if following conditions are
satisfied: -

(@ Thepredinica data makesa case for claimed efficacy;

(b) there is no possibility of obtaining informed consent from the patient or his legally
acceptable representative, as the case may be, adopting inclusion and exclusion criteria and strict
protoco! adherence by each subject;

(c) thereis no established management or therapeutic strategy available as on date and proposed
intervention has clear possible advantage;

(d)  such approval can be used only for one time. The subsequent approva shall only be granted
once detailed efficacy report of such intervention is generated.

(iii) the new drug is an orphan drug as defined in clause (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 dinically tried or marketed with certain new dlaims. ~ (i) In case a drug already gpproved by the
Centra Licencing Authority for certain claims, which is now proposed to be dlinicaly tried or marketed with modified or
new clams namely, indications dosage, dosage form (inciuding sustaned release dosage form) and route of
administration or novel drug delivery system (NDDS), the requirements of data and information for permission to import
or manufacture of such new drug for sde or to undertake clinical trid shall depend on nature and regulatory status of the
drug for the new claim in other country. Application for approval of manufacture or import of such new drug or to
undertake Clinica trid may differ from application for'a new drug molecule in that they alow the applicant and
regulatory authority to rely at least in part, on the safety or efficacy data of drug formulation already approved. However,
additional non-clinical or clinical data may be necessary to substantiate the new claims considering the following:-

(A) Chemica and pharmaceutical information will be same as prescribed in this Schedule. However, the deta
requirements may be omitted depending on whether the drug formulation is aready gpproved and marketed in
the country by the applicant in the same dosage form for certain indication. If it is approved and marketed, no
further chemical and pharmaceutical datais required to be submitted.

(B) The anima pharmacological and toxicologica data and clinical data needed in such cases will usudly be
determined on case-bv-case basis denendina on the tvpe of new claims beina made bv the aonlicant aswell asthe
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requirements may be abbreviated or relaxed or omitted as considered appropriate by the Centra Licencing
Authority under following conditions:

(a) the drug is aready approved and marketed in other country for the proposed new daim;

(b) dinica data supporting the benefit-risk ratio in favour of the drug in the proposed new claim
isavalable;

(© the dinicd trid doesn't involve a route of adminidration, dose patient population that
significantly increases the risk associated with the use of the drug.

(ii) In case of an application for permission to undertake dinicd tria of a new drug formulation, which is aready
approved in the country, no chemicd and pharmaceutical data and non-clinicd and dinicd dda is required to be
submitted provided the clinica tria is proposed to be conducted with a new drug manufactured or imported by a firm
under necessary new drug permission or import registration and licence, as the case may be granted by the Centra
Licencing Authority.

Note: The data requirements stated in this Schedule are expected to provide adequae information to evauate the
efficacy, safety and therapeutic rationale of new drugs prior to the permission for sale. Depending upon the nature of new
drugs ‘and diseases, additiona information may be required by the Centra Licencing Authority. The applicant shall
certify the authenticity of the data and documents submitted in support of an application for new drug. The Central
Licencing Authority reserves the right to reject any data or any documents if such data or contents of such documents are
found to be of doubtful integrity.

2. Animal toxicology (Non-clinical toxicity studies).- (1) Generd principles. - Toxicity studies should comply with
the norms of Good Laboratory Practices (GLP). Briefly, these studies should be performed by suitably trained and
qudified staff employing properly caibrated and standardized equipment of adequate size and capacity. Studies should
be done as per written protocols with modifications (if any) verifiable retrospectively. Standard operating procedures
(SOPs) should be followed for al manageria and laboratory tasks relaed to these studies Test substances and test
systems (in-vitro or in-vivo) should be properly characterised and standardized. All documents belonging to each study,
including its approved protocol, raw data, draft report, find report, and histology dides and paraffin tissue blocks should
be preserved for aminimum of five years after marketing of the drug.

Toxicokinetic studies (generation of pharmacokinetic data either as an integral component of the conduct of
non-clinical toxicity studies or in specidly designed studies) should be conducted to assess the systemic exposure
achieved in animals and its relationship to dose level and the time course of the toxicity study. Other objectives of
toxicokinetic studies include obtaining data to relate the exposure achieved in toxicity studies to toxicologica findings
and contribute to the assessment of the relevance of these findings to clinica safety, to support the choice of species and
treatment regimen in nonclinicd toxicity studies and to provide information which, in conjunction with the toxicity
findings, contributes to the design of subsequent non-clinical toxicity studies.

(1.1) Systemic toxicity studies,-

(1.1.1) Single-dose toxicity studies.] These studies (see Table 1) should be carried out in 2 rodent
species (mice and rats) using the same route as intended for humans. In addition, unless the intended
route of administration in humans is only intravenous, a least one more route should be used in one
of the species to ensure systemic absorption of the drug. This route should depend on the nature of
the drug. A limit of 2g/kg (or 10 times the norma dose that is intended in humans, whichever is
.higher) is recommended for ora dosing. Animals should be observed for 14 days after the drug
administration, and Minimum Letha Dose (MLD) and Maximum Tolerated Dose (MTD) should be
established. If possible, the target organ of toxicity should aso be determined. Mortdity should be
observed for up to seven days after parentera administration and up to 14 days after ord
administration. Symptoms, signs and mode of death should be reported, with appropriate
macroscopic and microscopic findings where necessary. LDy and LDs, should be reported
preferably with 95 percent confidence limits. |f LDg, cannot be determined, reasons for the same
should be stated.

The dose causing severe toxic menifestations or death should be defined in the case of cytotoxic
anticancer agents, and the post-dosing observation period should be up to 14 days Mice should first be
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predictors of humen toxicity (e.g., antifolates), or where the cytotoxic drug acts by a novel mechanism
of action, Maximum Tolerated Dose (MTD) should be established in non-rodent species

(1.1.2) Repeated-dose systemic toxicity studies 0 These studies (see Table 1) should be carried out in
a least two mammalian species, of which one should be a non-rodent. Dose ranging studies should
precede the 14-, 28-, 90- or 180- day toxicity studies. Duration of the find systematic toxicity study
will depend on the duration, therapeutic indication and scale of the proposed diinicd trid. If a species
is known to metabolise the drug in the same way as humans, it should be preferred for toxicity studies.

In repeated-dose toxicity studies the drug should be administered seven days a week by the
route intended for clinica use. The number of animas required for these studies, i.e. the minimum
number of animals on which data should be avalable

Wherever applicable, a control group of animals given the vehide alone should be included,
and three other groups should be given graded doses of the drug. The highest dose should produce
observable toxicity; the lowest dose should not cause observable toxicity, but should be comparable to
the intended therapeutic dose in humans or a multiple of it. To make alowance for the sensitivity of the
species the intermediate dose should cause some symptoms, but not gross toxicity or death, and should
be placed logarithmically between the other two doses.

The parameters to be monitored and recorded in long-term toxicity studies should include
behavioural, physiological, biochemica and microscopic observations In case of parenteral drug
administration, the sites of injection should be subjected to gross and microscopic examination. Initial
and final electrocardiogram and fundus examination should be carried out in the non-rodent species

In the case of cytotoxic anticancer agents dosing and study design should be in accordance with the
proposed clinical schedule in terms of days of exposure and number of cycles Two rodent species may
be tested for initiating Phase | trids. A non-rodent species should be added if the drug has a novel
mechanism of action, or if permission for Phase 1, 111 or marketing is being sought.

For most compounds, it is expected that single dose tissue distribution studies with sufficient
sensitivity and specificity will provide an adequate assessment of tissue distribution and the potent:a
for accumulation. Thus, repeated dose tissue distribution studies should not be required uniformily for
al compounds and should only be conducted when appropriate data cannot be derived from other
sources. Repeated dose studies may be appropriate under certain circumstances based on the data from
single dose tissue distribution studies, toxicity and toxicokinetic studies. The studies may be
most appropriate for compounds which have an apparently long haif-life, incomplete elimination
or unanticipated organ toxicity.

Notes (i) Single dose toxicity study. - Each group should contain at least five animals of either sex.
At least four .graded doses should be given. Animals should be exposed to the test substance in a
single bolus or by continuous infusion or severa doses within 24 hours. Animals should be observed
for 14 days. Signs of intoxication, effect on body weight, gross pathologica changes should be
reported. It is desirabie to include histo-pathology of grossly affected organs, if any.

(i) Dose-ranging study. - Objectives of this study include the identification of target
organ of toxicity and establishment of Maximum Tolerated Dose (MTD) for subsequent studies. ’

(a) Rodents. - Study should be performed in one rodent species (preferably rat) by the proposad
cdlinica route of administration. At least four graded doses including control should be given,
and each dose group as well as the vehicle control should consist of a minimum of five animas
of each sex. Animals should be exposed to the test substance daily for 10 consecutive days.
Highest dose should be the maximum tolerated dose of single-dose study. Animals should be
observed daily for signs of intoxication (general appearance, activity and behavior etc), and
periodically for the body weight and laboratory parameters. Gross examination of viscera and
microscopic examination of affected organs should be done.

(b) Non-rodents. - One male and one female are to be taken for ascending Phase Maximum
Tolerated Dose (MTD) study. Dosing should start after initial recording of cage-side and
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be lowered appropriately when dlinica or laboratory evidence of toxicity are observed.
Administration of test substance should then continue for 10 days a the well-tolerated dose level
following which, samples for laboratory parameters should be taken. Sacrifice, autopsy and
microscopic examination of affected tissues should be performed asin the case of rodents.

(iii) 14-28 Day repeated-dose toxicity studies. - One rodent (6-10/sex/group) and one
non-rodent (2-3/sex/group) species are needed. Daily dosing by proposed clinical route a three dose
levels should be done with highest dose having observable toxicity, mid dose between high and low
dose, and low dose. The doses should preferably be multiples of the effective dose and free from
toxicity. Observation parameters should include cage side observations, body weight changes, food or
water intake, blood biochemistry, haematology, and gross and microscopic studies of al viscera and
tissues.

(iv) 90 Days repeated-dose toxicity studies. - One rodent (15-30/sex/group) and one non-rodent (4-
6/sex/group) species are needed. Daily dosing by proposed clinical route a three graded dose levels
should be done. In addition to the control a “ high-dose-reversal” group and its control group should be
dso included. Parameters should include signs of intoxication (genera appearance, activity and
behavior etc), body weight, food intake, biood biochemical parameters, haematologica values, urine
anaysis, organ weights, gross and microscopic study of viscera and tissues Haf the animds in
“reversa” groups (treated and controt) should be sacrificed after 14 days of stopping the trestment. The
remaining animals should be sacrificed after 28 days of stopping the trestment or after the recovery of
signs or dinical pathologica changes — whichever comes later, and evauated for the parameters used
for the main study.

(v) 180-Day repeated-dose toxicity studies. - One rodent (15-30/sex/group) and one non-rodent
(4-6/sex/group) species are needed. At least four groups, including control, should be taken. Daily
dosing by proposed dlinical route & three graded dose levels should be done. Parameters should
include signs of intoxication, body weight, food intake, blood biochemistry, hematology, urine
andysis, organ weights, gross and microscopic examination of organs and tissues.

(1.2) Mae fertility study: One rodent species (preferably rat) should be used. Dose selection should be done
from the results of the previous 14 days or 28 days toxicity study in ra. Three dose groups, the highest one
showing minimal toxicity in systemic studies, and a control group should be taken. Each group should consist of
six adult male animals. Animals should be treated with the test substance by the intended route of dinical use
for minimum 28 days and maximum 70 days before they are paired with femae animas of proven fertility ina
raio of 1:2 for mating. Drug treatment of the male anima's should continue during pairing. Pairing should be
continued till the detection of vagina plug or 10 days, whichever is earlier. Femaes getting thus pregnant
should be examined for their fertility index after day 13 of gestation. All the mae animals shouid be sacrificed
a the end of the study. Weights of each testis and epididymis should be separately recorded. Sperms from one
epididymis should be examined for their motility and morphology. The other epididymis and both testes should
be examined for their histology.

(1.3) Female reproduction and developmentd toxicity studies These studies need to be carried out for al drugs
proposed to be studied or used in women of child bearing age. Segment |, 1 and 111 studies (see below) are to be
performed in abino mice or rats, and segment Hl study should inciude abino rabbits dso as a second test
species. On the occasion, when the test article is not compatible with the rabbit (e.g. antibiotics which are
effective against gram positive, anaerobic organisms and protozoas) the Segment | data in the mouse may be
substituted.

(1.3.1) Female fertility study (Segment ). - The study should be done in one rodent species (rat
preferred). The drug should be administered to both males and females, beginning a sufficient number
of days (28 days in maes and 14 days in ferales) before mating. Drug treatment should continue
during mating and, subsequently, during the gestation period. Three graded doses should be used, the
highest dose (usually the Maximum Tolerated Dose (MTD) obtained from previous systemic toxicity
studies) should not affect general hedth of the parent animas At least 15 maes and 15 femaes
should be used per dose group. Control and the treated groups should be of similar size. The route of
administration should be the same as intended for therapeutic use.
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gestation or parturition periods, length of gestation, parturition, postpartum heaith and gross pathology
(and histopathology of affected organs) of dams should be recorded. The pups from both treated and
control groups should be observed for generd signs of intoxication, sex-wise distribution in different
trestment groups, body weight, growth parameters surviva, 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-rodent (rabbit)
species are to be used. The drug should be administered throughout the period of organogenesis, using
three dose levels as described for segment I. The highest dose should cause minimum materna toxicity
and the lowest one should be proportional to the proposed dose for dinical usein humansor a multiple
of it. The route of administration should be the same as intended for human therapeutic use.

The control and the treated groups should consist of at least 20 pregnant rats (or mice) and 12
rabbits, on each dose level. All foetuses should be subjected to gross examination, one of the foetuses
should be examined for skeletal abnormalities and the other half for visceral abnormdlities. Observation
parameters should include: (Dams) signs of intoxication, effect on body weight, effect on food intake,
examingion of uterus, ovaries and uterine contents, number of corpora lutea, implantation sites,
resorptions (if any); and for the foetuses, the total number, gender, body length, weight and gross or
viscerd or skeletd abnormalities, if any.

(1.3.3) Perinatal study (Segment 111). - This study is specially recommended if the drug is to be given
to pregnant or nursing mothers for long periods or where there are indications of possible adverse
effects on foeta development. One rodent species (preferably rat) is needed. Dosing & levels
comparable to multiples of human dose should be done by the intended clinical route. At least four
groups (including control), each consisting of 15 dams should be used. The drug should be
administered throughout the last trimester of pregnancy (from day 15 of gestation) and then the dose
that causes low foetal loss should be continued throughout Iactation and weaning. Dams should then be
sacrificed and examined as described below.

One male and one femde from each litter of F1 generation (totd 15 males and 15 femaes in
each group) should be selected at weaning and treated with vehicle or test substance (a the dose levels
described above) throughout their periods of growth to sexuad maturity, pairing, gestation, parturition
and lactation. Mating performance and fertility of F1 generation should thus be evaluated to obtain the
F2 generation whose growth parameters should be monitored till weening. The criteria of evauation
should be the same as described earlier.

Animals should be sacrificed at the end of the study and the observation parameters should
indude (Dams) body weight, food intake, general signs of intoxication, progress of gestation or
parturition periods and gross pathology (if any); and for pups, the dinica signs, sex-wise distribution
in dose groups, body weight, growth parameters, gross examination, surviva and autopsy (if needed)
and where necessary, histopathology.

(1.4) Local toxicity.- These studies are required when the new drug is proposed to be used by some specia
route (other than ora) in humans. The drug should be applied to an appropriate site (eg., skin or vagina
mucous membrane) to determine local effects in a suitable species. Typicd study designs for these studies
should include three dose levels and untreated or vehicle control, preferably use of two species, and increasing
group size with increase in duration of treatment. Where dosing is restricted due to anatomical or humane
reasons, or the drug concentration cannot be increased beyond a certain level due to the problems of solubility,
pH or tonicity, a clear statement to this effect should be given. If the drug is absorbed from the site of
application, appropriate systemic toxicity studies will also be required.

Notes (i) Dermal toxicity study. - The study may be done in rabbit and rat. The initial toxicity study shall be
carried out by non-animal aternative tests as given in Organisation for Economic Cooperation and Development
Guidelines. In rabbit and rat studies, daily topical (dermd) application of test substance in its clinical dosage
form should be done.; Test materid should be applied on shaved skin covering not less than 10% of the tota
body surface area Porous gauze dressing should be used to hold liquid meterid in place. Formulations with
different concentrations (at least 3) of test substance, several fold higher than the dlinical dosage form should be
userl Period of annlication mav varv from seven to 90 davs denendina on the dinical duration of use Where
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repeated-dose study. Locd signs (erythema, oedema and eschar formation) as well as histological examination of
sites of gpplication should be used for evauation of results.

(i) Photo-allergy or dermal photo-toxicity. - It should be tested by Armstrong or Harber test in guinea pig.
This test should be done if the drug or a metabolite is related to an agent causing photosensitivity or the nature
of action suggests such a potentid (e.g., drugs to be used in treatment of leucoderma). Pretest in eight animals
should screen four concentrations (patch application for two hours £15 min.) with and without UV exposure (10
Jem2). Observations recorded a 24 and 48 hours should be used to ascertain highest non-irritant dose. Main
test should be performed with 10 test animals and five controls. Induction with the dose selected from pretest
should use 0.3 mi/patch for 2 hour £15 min. followed by 10 Jem2 of UV exposure. This should be repeated on
day 0, 2,4,7,9 and 11 of the test. Animd's should be challenged with the same concentration of test substance
between day 20 to 24 of the test with a similar 2-hour gpplication followed by exposure to 10 Yem2 of UV light.
Examination and grading of erythema and oedema formation & the chalenge sites should be done 24 and 48
hours after the challenge. A positive control like musk ambrett or psorain should be used.

(iii)  Vvaginal toxicity test. - Study is to be done in rabbit or dog. Test substance should be applied topically
(vagind mucosa) in the form of pessary, cream or ointment. Six to ten anima's per dose group should be taken.
Higher concentrations or severd daily applications of test substance should be done to achieve multiples of daily
human dose. The minimum duration of drug treatment is seven days (more according to dinica use), subject to
a maximum of 30 days Observation parameters should include swelling, closure of in troit us and
histopathology of vagind wal.

(iv) Rectal tolerance test.- For al preparations meent for rectad administration this test may be performed in
rabbits or dogs. Six to ten animal's per dose group should be taken. Formulation in volume comparable to human
dose (or the maximum possible volume) should be applied once or severa times daily, per rectaly, to achieve
administration of multiples of daily human dose. The minimum duration of application is seven days (more
according to clinical use), subject to a maximum of 30 days. Size of suppositories may be smdler, but the drug
content should be severa fold higher than the proposed human dose. Observation parameters should include
clinicdl signs (diding on backside), signs of pain, blood or mucus in faeces, condition of and region or
sphincter, gross and (if required) histological examination of rectal mucosa

(V) Parenteral drugs.- For products meant for intravenous or intramuscular or subcutaneous or intradermal
injection the sites of injection in systemic toxicity studies should be specialy examined grossly and
microscopically. If needed, reversibility of adverse effects may be determined on a case to case basis

(vi)  Ocular toxidity studies (for products meant for ocular ingtillation). - These studies should be carried
out in two species, one of which should be the albino rabbit which has a sufficiently large conjunctiva sac. Direct
delivery of drug onto the cornea in case of animals having small conjunctival sacs should be ensured. Liquids,
ointments, gels or soft contact fenses (saturated with drug) should be used. Initia single dose application should
be done to decide the exposure concentrations for repeated-dose studies and the need to include a recovery
group. Such initid toxicity studies shal be carried out by non-animal dternative tests as given in Organisation
for Economic Cooperation and Development Guidelines Duration of the fina study will depend on the
proposed length of human exposure subject to a maximum of 90 days At least two different concentrations
exceeding the human dose should be used for demonstrating the margin of safety. In acute studies, one eye
should be used for drug administration and the other kept as control. A separate control group should be
included in repeated-dose studies. Slit-lamp examination should be done to detect the changes in cornes, iris and
aqueous humor. Fluorescent dyes (sodium fluorescein, 0.25 to 1.0%) should be used for detecting the defects in
surface epithelium of cornea and conjunctiva Changes in intra-ocular tension should be monitored by a
tonometer: Histological examination of eyes should be done a the end of the study after fixation in Davidson's
or Zenker's fluid.

(vii)  Inhalation toxicity studies - The studies are to be undertaken in one radent and one non-rodent
species using the formulation that is to be eventually proposed to be marketed. Acute, subacute and chronic
toxicity studies should be performed according to the intended duration of human exposure. Standard systemic
toxicity study designs (described above) should be used. Gases and vapours should be given in whole body
exposure chambers;, aerosols are to be given by nose-only method. Exposure time and concentrations of test
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Duration of exposure may vary subject to a maximum of 6 hours per day and five days a week. Food and water
should be withdrawn during the period of exposure to test substance.

Temperature, humidity and fiow rate of exposure chamber should be recorded and reported. Evidence
of exposure with test substance of particle size of 4 micron (especidly for aerosols) with not less than 25%
being 1 micron should be provided. Effects on respiratory rate, findings of bronchia lavage fluid examination,
histological examination of respiratory passages and lung tissue should be included aong with the regular
parameters of systemic toxicity studies or assessment of margin of safety.

(1.5) Allergenicity or Hypersensitivity. - Standard tests include guinea pig maximization test (GPMT) and
local lymph node assay (LLNA) in mouse. Any one of the two may be done.

Notes: (i) Guinea pig maximization test. - The test is to be performed in two steps; first, determination of
maximum non-irritant and minimum irritant doses, and second, the main test. The initia study will also have
two components. To determine the intradermal induction dose, four dose levels should be tested by the same
route in a batch of four male and four female anima's (2 of each sex should be given Freund's adjuvant). The
minimum irritant dose should be used for induction. Similarly, a topica minimum irritant dose should be
determined for challenge. This should be established in two males and two females. A minimum of six mae
and six female animals per group should be used in the main study. One test and one control group should be
used. It is preferable to have one more positive control group. Intraderma induction (day 1) coupled with
topica challenge (day21) should be done. If there is no response, re-chalenge should be done 7 to 30days after
the primary challenge. Erythema and oedema (individual animal scores as well as maximization grading) should
be used as eva uation criteria

(ii) Loca lymph node assay. - Mice used in this test should be of the same sex, either only maes or only
females. Drug treatment is to be given on ear skin. Three graded doses, the highest being maximum non-irritant
dose plus vehicie control should be used. A minimum of 6 mice per group should be used. Test materia should
be applied on ear skin on three consecutive days and on day 5, the draining auricular lymph nodes should be
dissected out 5 hours after i.v. H-thymidine or bromo-deoxy-uridine (BrdU). Increase in H-thymidine or BrdU
incorporation should be used as the criterion for evaluation of results. '

(1.6) Genotoxicity. Genotoxic compounds, in the absence of other data, shal be presumed to be trans-
species carcinogens, implying a hazard to humans. Such compounds need not be subjected to long term
carcinogenicity studies. However, if such adrug isintended to be administered for chronic ilinesses or otherwise
over a long period of time - a chronic toxicity study (up to one year) may be necessary to detect early
tumorigenic effects. Genotoxicity tests are in vitro and in vivo tests conducted to detect compounds which
induce genetic damage directly or indirectly. These tests should enable a hazard identification with respect to
damage to De-oxy Ribonucieic Acid (DNA) and its fixation.

The following standard test battery is generaly expected to be conducted:
(i) A test for gene mutation in bacteria

(i) An in vitro test with cytogenetic evauation of chromosoma damage with mammaian cells or
an in vitro mouse lymphometic assay.

(iti) An in vivo test for chromosoma damage using rodent haematopoietic cells Other genotoxicity
tests e.g. tests for measurement of De-oxy Ribonucdleic Acid (DNA) adducts, De-oxy Ribonudleic Acid
(DNA) strand breaks, De-oxy Ribonucleic Acid (DNA) repair or recombination serve as options in
addition to the standard battery for further investigation of genotoxicity test results obtained in the
standard battery. Only under extreme conditions in which one or more tests comprising the standard
battery cannot be employed for technica reasons, dternative validated tests can serve as substitutes
provided sufficient scientific jugtification should be provided to support the argument that a given
standard battery test is not appropriate. '

(iv) Both in-vitro and in-vivo studies should be done. In-vitro studies should include Ames
Sadmonella assay and chromosomd aberrations (CA) in cultured cells. in-vivo studies should include
micronucleus assay (MNA) or chromosomal aberrations (CA) in rodent bone marrow. Data andysis of
chromosomal aberrations (CA) should include analysis of “gaps’.
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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 coli WP2 uvrA or Escherichia coli WP2 uvrA
(PKM101) should be used.

{vi) In-vitro exposure (with and without metabolic activation, S9 mix) should be done & a
minimum of 5 log dose levels “Solvent” and “positive” control should be used. Positive control may
include 9-amino-acridine, 2-nitrofluorine, sodium azide and mitomycin C, respectively, in the tester
strains mentioned above. Each set should consist of a least three replicates A 2.5 fold (or more)
increase in number of revertants in comparison to spontaneous revertants would be considered positive.

(vii) In-vitro cytogenetic assay. - The desired level of toxicity for in vitro cytogenetic tests using
cell lines should be greater than 50% reduction in cell number or culture confluency. For lymphocyte
cultures, an inhibition of mitotic index by greater than 50% is considered sufficient. It should be
performed in Chinese Hamster Ovary (CHO) cells or on humaen lymphocyte in culture. In-vitro
exposure (with and without metabolic activation, S9 mix) should be done using a minimum of 3 log
doses. “Solvent” and “positive’ control should be included. A positive control like Cydiophosphamide
with metabolic activation and Mitomycin C for without metabolic activation should be used to give a
reproducible and detectable increase clastogenic effect over the background which demonstrates the
sensitivity of the test system. Each set should consist of & least three replicates. Increased number of
aberrations in metaphase chromosomes should be used as the criteria for evauation.

(viii)  Invivo micronucleus assay. - One rodent species (preferably mouse) is needed. Route of
administration of test substance should be the same as intended for humans. Five animals per sex per
dose groups should be used. At least three dose levels, plus “ solvent” and “positive” control should be
tested. A positive control like mitomycin C or cyclophosphamide should be used. Dosing should be
done on day one and two of study followed by sacrifice of animals six hours after the last injection.
Bone marrow from both the femora should be taken out, flushed with fetal bovine serum (20 min.),
pelletted and smeared on glass sides. Giemsa-May Gruenwald staining should be done and increased
number of micronuclei in polychromatic erythrocytes (minimum 1000) should be used as the evauation
criteria

(ix)  Invivo cytogenetic assay. - One rodent species (preferably rat) is to be used. Route of
administration of test substance should be the same as intended for humans. Five animals/sex/dose
groups should be used. At least three dose levels, plus “ solvent” and “positive’ control shoutd be tested.
Positive control may include cyclophosphamide. Dosing should be done on day one followed by intra-
peritoned colchicine administration & 22 hours Animas should be sacrificed two hours after
colchicine administration. Bone marrow from both the femora should be taken out, flushed with
hypotonic saline (20 minutes), pelletted and resuspended in Carnoy’s fluid. Once again the cells should
be pelletted and dropped on clean glass slides with a Pasteur pipette. Giemsa staining should be done
and increased number of aberrations in metaphase chromosomes {minimum 100) should be used as the
evauation criteria

(1.7) Carcinogenicity.- Carcinogenicity studies should be performed for al drugs that are expected to be
dinicaly used for more than six months as well as for drugs used frequently in an intermittent manner in the
treatment of chronic or recurrent conditions. Carcinogenicity studies are also to be performed for drugs if there
is concern about their carcinogenic potentia emanating from previous demonstration of carcinogenic potential
in the product class that is considered relevant to humans or where structure-activity relationship suggests
carcinogenic risk or when there is evidence of preneoplastic lesions in repeated dose toxicity studies or when
long-term tissue retention of parent compound or metabolites results in loca tissue reactions or other
pathophysiological responses. For pharmaceutical's developed to treat certain serious diseases, Centrd Licencing
Authority may alow carcinogenicity testing to be conducted after marketing permission has been granted.

In instances where the life-expectancy in the indicated population is short (i.e., lessthan 2 - 3 years) no

long-term carcinogenicity studies may be required. In cases where the therapeutic agent for cancer is generaly

- successful and life is significantly prolonged there may be later concerns regarding secondary cancers. When
such drugs are intended for adjuvent therapy in tumour free patients or for prolonged use in non-cancer
indications, carcinogenicity studies may be needed. Completed rodent carcinogenicity studies are not needed in
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Carcinogenicity studies should be done in a rodent species (preferably rat). Mouse may be employed
only with proper scientific justification. The selected strain of animals should not have a very high or very low
incidence of spontaneous tumors.

At least three dose levels should be used. The highest dose should be sub-lethd, and it should not
reduce the life span of animals by more than 10% of expected normal. The lowest dose should be comparable to
the intended humen therapeutic dose or a multiple of it, eg. 2.5x; to make alowance for the sensitivity of the
species. The intermediate dose to be placed logarithmicaly between the other two doses. An untreated control
and (if indicated) a vehicle control group should be included. The drug should be administered seven days a
week for a fraction of the life span comparable to the fraction of humean life span over which the drug is likely to
be used therapeuticaly. Generally, the period of dosing should be 24 months for rats and 18 months for mice.

Observations should include macroscopic changes observed a autopsy and detailed histopathology of
organs and tissues. Additiona tests for carcinogenicity (short-term bioassays, neonata mouse assay or tests
employing transgenic animal's) may a'so be done depending on their applicability on a case to case basis.

Note: Each dose group and concurrent control group not intended to be sacrificed early should contain at least
50 animals of each sex. A high dose satellite group for evaluation of pathology other than neoplasia should
contain 20 animals of each sex while the satellite control group should contain10animals of each sex.
Observation parameters should include signs of intoxication, effect on body weight, food intake, clinical
chemistry parameters, hematology parameters, urine andysis, organ weights, gross pathology and detailed
histopathology. Comprehensive descriptions of benign and maignant tumour development, time of their
detection, site, dimensions, histologica typing etc. should be given.

(1.8) " Animal toxicity requirements for clinical trials and marketing of a new drug.
Systemic Toxicity Studies
Long term toxicity
Route of Duration of proposed wt:?;f? ud?\ia::(rS) for requirements
administration humen administration to be cond uoto edposed
Single dose or severa
dosesin oneday, LI 2 species; 2 weeks
up to 1 week
>1 week but upto
L 2 species; 2weeks
2 weeks
Upto 2 weeks Marketing permission 2 species; 4weeks
L 2 species, equal to duraion of
. human exposure
>2 weeks but upto 4 weeks
Ordl or Parenterd Marketing permission 2 species; 12 weeks
or
Transdermal L 2 species; equa to duration of
> 4 weeks but upto 12 n human exposure
weeks . . .
Marketing permission 2 species; 24 weeks
LN 2 species; equd to duration of
T human exposure
> 12 weeks but upto 24
weeks i :
Marketing permission 2 mar Rlodent |36%:‘ ;f:ks’ nor-
VI 2 species; Rodent 24 weeks, non-
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. . 2 species; Rodent
Makgtlng PEIMISSON | 24 weeks, non-rodent 36 weeks
2 species; | month
Up to 2 weeks i, 0,1l
P (Exposure time 3h/d, 5d/week)
Inhalation (genera -
A thetics, 2 species; 12 \_Ned<s
| Up to 4 weeks 1, I, i1 (Exposure time
aerosols) 6hvd, Sd/week)
2 sp; 24 weeks
>14 weeks L (Exposure time
6h/d, 5d/week)
L ocal Toxicity Studies
Up to 2 weeks 1l 1 species; 4 weeks
Derma P il 2 species; 4 weeks
> 2 weeks , i, 2 species; 12 weeks
Ocular or Optic or Up to 2 weeks 11 1 species; 4 weeks
Nasal H 2 species 4 weeks
> 2 weeks (IR 2 species, 12 weeks
1,1 1 species; 4weeks
Vagind or Recta Upto2 wesks i 2 species; 4 weeks
> 2 weeks I, N0, 2 species; 12 weeks

Special Toxicity Studies

Male Fertility Study: Phase 11l in mae volunteers or patients

Femae Reproduction and Development Toxicity Studies

Segment |1 studiesin 2 species; Phase 1, 111 involving female patients of child bearing age.
Segment | study; Phase [11 involving female patients of child-bearing age.

Segment 111 study, Phase |11 for drugs to be given to pregnant or nursing mothers for long periods or where there
areindications of possible adverse effects on foetal development. '

Aliergenicity or Hypersensitivity:

Phasel, I, 11l - when there is a cause of concern or for parentera drugs (including dermal application)
Photo-alergy or dermal photo-toxicity:

Phase |, II, Il - if the drug or a metabolite is related to an agent causing photosensitivity or the nature of action
suggests such a potentid.
Genotoxicity:

In-vitro studies — Phase |

Both in-vitro and in-vivo - Phase i1, 111

Carcinogenicity:

Phase |11 -when there is a cause for concern, or when the drug is to be used for more than 6 months.

Abbreviations d -day; h-hour; 1, I1, 111 - Phase of dlinicd trid;

Note: (1) Animal toxicity data generated in other countries may be accepted and may not be asked to be
repeated or duplicated in India on a case to case basis depending upon the quality of data and the credentia's of
the laboratory where such data has been generated.
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14 to 28 days 84 to 182 days
Non-rodent
Group | Rodent(Rat) | ™Non-rodent(Dogor Rodent (Rat) (Dog or
Monkey)
Monkey)
Made | Femde Mde Femde Mae Femde Mae Femade

Control | 61010 | 61010 | 2103 | 2103 51030 | 151030 | 4106 216
Lowdose | 61010 | 61010 | 2t63 | 2to3 151030 | 151030 | 4106 416
'”t:medl 12| 61010 | 6to10 | 2t03 | 2103 151030 |15t030 | 4106 4106
Highdoss | 61010 | 61010 | 2t3 | 2103 151630 | 151030 | 4106 4106

(1.10) Laboratory parametersto be inciuded in toxicity studies:

Haematological parameters
Haemoglobin Tota Red Blood Celf count Haematocrit Reticulocyte
Total White Blood Differentia Platelet count Termind Bone Marrow
Cdll . Examination
| White Blood Celi
Count
Erythrocyte Genera Blood Picture: A Speciad mention of abnormaand immature cdlls should be made
sedimentation rate
(ESR) (Non-
rodents only)
Coagulation parameters (Non-rodents only): Bleeding Time coagulation Time,
prothrombin time, Activated partid Thromboplastin Time
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 lipoproteins
(HDL) cholesterol ( Non-
rodents only)
Low density Serum glutamic pyruvic Serum glutamic
lipoproteins Bilirubin transaminase (SGPT) (Alanine | oxalocacetic transaminase
(LDL) aminotransferase (ALT) (SGOT)
Cholesterol( Non-rodents only) Aspartate aminotransferase (AST)
Alkdine [ GGT (Nonodkeriscrty) | Blood urea Nitrogen | Credtinine
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Totd Albumin Globulin (Calculated values) Sodium
proteins
Potassium Phosphorus Cdcium
Gross and Microscopic Pathology
Brain*: Cerebrum, (Spind cord) Eye (Middie Ear)
Cerebdllum,
Midbrain
Thyroid (Parathyroid) Spleen Thymus
Adrend* (Pancreas) (Trachea) Lung*
Heart* Aorta Oesophagus Stomech
Duodenum Jgjunum Termind ileum Colon
(Rectum) Liver* Kidney* Urinary bladder
Epididymis Testis* Ovary Uterus*
Skin Mammary gland Mesenteric lymph node Skeleta muscle

* Organs marked with an asterisk should be weighed.
() Organs listed in parenthesis should be examined if indicated by the nature of the drug or observed effects
Non-clinical toxicity testing and safety evauation data of an Investigationa New Drug (IND) needed

for the conduct of different phases of dinica trias.

Note: Refer clause 2 of Second Schedule for essential features of study designs of the non-
dinicd toxicity studies listed below.

For Phase! Clinical Trials
Systemic Toxicity studies -

()] Single dose toxicitystudies

(n Dose Ranging Studies
(H) Repeat-dose systemic toxicity studies of appropriate duration to support the

duration of proposed human exposure.

Male fertility study:

In-vitro genotoxicity tests, -
Relevant local toxicity studies with proposed route of clinical application (duration depending

on proposed length of clinica exposure).

Allergenicity or Hypersensitivity tests (when there is a cause for concern or for parentera drugs,
including dermal gpplication).

Photo-dlergy or dermal photo-toxicity test (if the drug or a metabolite is related to anagent causing
photosensitivity or the nature of action suggestssuch a potentid).

For Phase il Clinical Trials Provide a summary of al the non-clinica safety data (listed above) aready

submitted while obtaining the permissions for Phase| trid, with appropriate references.

In case of an application for directly starting a Phase |1 trid - complete details of then on clinical safety
data needed for obtaining the permission for Phase | trial, as per the list provided above must be

submitted.

Repeat-dose systemic toxicity studies of appropriate duration to support the duration of proposed human
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Segment |1 reproductive or developmentd toxicity study (if female patients of child bearing
age are going to be involved).

For Phase Il Clinical Trials Provide a summary of al the non-clinical safety data (listed above) aready
submitted while obtaining the permissions for Phase | and i trias, with appropriate references. In case of an
application for directly initiating a Phase |11 trid - complete details of the non-clinical safety data needed for
obtaining the permissions for Phase | and I trials, as per the list provided above must be provided.

Repeat-dose systemic toxicity studies of appropriate duration to support the duration of propoéed human
exposure.
Reproductive or developmental toxicity studies

Segment | (if female patients of child bearing age are going to be involved), and Segment 111
(for drugs to be given to pregnant or nursing mothers or where there are indications of possible
adverse effects on foeta development).

Carcinogenicity studies (when there is a cause for concern or when the drug is to be used for more than 6
months).

For Phase IV Clinical Trials Provide a summary of al the non-clinicd safety data (listed above) aready
submitted while obtaining the permissions for Phasel, Il and 11 trials, with appropriate references.

In case an gpplication is made for initiating the Phase IV trid, complete details of the non-clinical safety deta
needed for obtaining the permissions for Phase I, 1l and 11l trids, as per the list provided above must be
submitted. .

Application of Good L aboratory Practices (GLP) -

The animal studies be conducted in an accredited |aboratory. Where the sefety pharmacology studies are part of
toxicology studies, these studies should aso be conducted in an accredited laboratory.

(2) The animal toxicology requirements as referred above should be viewed as genera guidance for drug developments.
Anima toxicology studies may be planned, designed and conducted as per the Internationa Council of Harmonization
(ICH) guidelines to promote safe, ethical development and availability of new drugs with reduced use of animds in
accordance with the 3R (reducefrefing/replace) principles.

3. Animal Pharmacology.- (1) General Principles- Specific and genera pharmacological studies should be
conducted to support use of therapeutics in humans. In the early stages of drug development enough information
may not be available to rationally select study design for sefety assessment. In such a situation, a general approach to
safety pharmacology studies can be applied. Sofety pharmacology studies are studies that investigate potential
undesirable pharmacodynamic effects of a substance on physiologica functions in relaion to exposure within the
therapeutic range or above.

1.1 Spexific pharmacological actions,- Specific pharmacologicd actions are those which demonstrate the therapeutic
potentia for humans.
The specific studies that should be conducted and their design will be different based on the individua properties and

intended uses of investigational drug. Scientificaly validated methods should be used. The use of new technologies and
methodologies in accordance with sound scientific principles should be preferred.

1.2 General pharmacologicdl actions,-

1.2.1 Essentiad safety pharmacology.- Safety pharmacology studies need to be conducted to investigate the
potential undesirable pharmacodynamic effects of a substance on physiological functions in relation to
exposure within the therapeutic range and above These studies should be designed to identify
undesirable pharmacodynamic properties of a substance that may have relevance to its human safety; to
evauate adverse pharmacodynamic or pathophysiologica effects observed in toxicology or clinica studies;
and to investigate the mechanism of the adverse pharmacodynamic effects observed or suspected. The aim of
the essential safety pharmacology is to study the effects of the test drug on vital functions. Vital organ systems
such as cardiovascular, respiratory and centra nervous systems should be studied. Essentid safety
pharmacology studies may be excluded or supplemented based on scientific rationae. Also, the exclusion of
certain tests or exploration(s) of certain organs, systems or functions should be scientifically justified.

1.2.1.1 Cardiovascular system: Effects of the investigationa drug should be studied on blood pressure,
heart rate, and the eectrocardiogram. If possible in vitro, in vivo and/or ex vivo methods including
electrophvsioloav should aso be considered.
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1.2.1.3 Respiratory system: Effects of the investigational drug on respiratory rate and other functions
such astidal volume and haemoglobin oxygen saturation should be studied.

1.3 Follow-up and suppiemental sefety pharmacology studies- In addition to the essentia safety pharmacological
studies, additional supplemental and follow-up safety pharmacology studies may need to be conducted as appropriae.
These depend on the pharmacological properties or chemical class of the test substance, and the data generated from
sfety pharmacology studies, clinical trids, pharmacovigilance, experimenta in vitro or in vivo studies or from
literature reports.

1.3.1 Foliow-up studies for essentia safety pharmacology: Follow-up studies provide additional
information or a better understanding than that provided by the essential safety

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

1312 Centra nervous system: These include behavioural studies, learning and
memory, electrophysiology studies, neurochemistry and ligand binding studies.

1.3.1.3 Respiratory system: These include airway resistance, compliance, pulmonary artevial
pressure, biood gases and biood pH.

1.3.2 Supplementa safety pharmacology studies: These studies are required to investigate the possible
adverse pharmacological effects that are not assessed in the essential safety pharmacological studies and are
a cause for concern.

1.3.2.1 Urinary system: These include urine volume, specific gravity, osmoldity, pH, proteins, cytology
and blood urea nitrogen, creatinine and plasma proteins estimation.

1.3.2.2 Autonomic nervous system: These include binding to receptors relevant for the autonomic
nervous system, and functional response to agonist or antagonist responses in vivo or in vitro, and
effects of direct stimulation of autonomic nerves and their effects on cardiovascular responses.

1.3.2.3 Gastrointestina system: These include studies on gastric secretion, gastric pH measurement,
gastric mucosal examination, bile secretion, gastric emptying time in vivo and ileocaeca contraction in
vitro.

1.3.2.4 Other organ systems: Effects of the investigationdl drug on organ systems not investigated
elsawhere should be assessed when there is a cause for concern. For example, dependency potentia,
skeleta muscle, immune and endocrine functions may be investigated.

1.4 Conditions under which safety pharmacology studies are not necessary: Safety pharmacology studies are usually
not required for locally applied agents eg. dermd or ocular, in cases when the pharmacology of the investigational
drug is well known, and/or when systemic absorption from the site of application is low. Safety pharmacology testing
isalso not necessary, in the case of anew derivative having similar pharmacokinetics and pharmacodynamics.

1.5 Timing of safety pharmacology studiesin relation to dinical development :

1.5.1 Prior to first administration in humans The effects of an investigational drug on the vita functions listed in
the essential safety pharmacology should be studied prior to first administration in humans. Any follow-up or
supplemental studies identified, should be conducted if necessary, based on a cause for concern.

1.5.2 During clinica development: Additiona investigations may be warranted to clarify observed or suspected
adverse effects in animals and humans during dinical development.

1.5.3 Before applying for merketing approval: Follow-up and supplementa safety pharmacology studies should
be assessed prior to gpproval unless not required, in which case this should be justified. Available information
from toxicology studies addressing safety pharmacology endpoints or information from dlinica studies can
replace such studies

1.6 Application of Good Laboratory Practices (GLP): The animal studies be conducted in an accredited Iaboratory.
Where the sefety pharmacology studies are part of toxicology studies, these studies should also be conducted in an
accredited [aboratory.

4. Fixed Dose Combinations (FDCs). - Fixed dose combinations refer to products containing one or more active
ingredients used for a particular indication. Fixed Dose Combinations (FDCs) can be divided into the following groups
and data required for gpprova for marketing is described below:
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(b) (i) The second group Fixed Dose Combingtions (FDCs) includes those in which active ingredients aready

" approved or marketed individually are combined for the first time, for a particular claim and where the ingredients are
likely to have significant interaction of a pharmacodynamic or pharmacokinetic nature. If clinical trids have been
carried out with the Fixed Dose Combination (FDC) in other countries, reports of such trids should be submitted. If
the Fixed Dose Combination (FDC) is marketed abroad, the regulatory status in other countries should be stated.

(i) For merketing permission, appropriate chemical and pharmaceutical data will be submitted. In case such a
combination is not merketed anywhere in the world but these drugs are aready in use concomitantly (not as a Fixed
Dose Combination (FDC) but individualy) for the sad dam, merketing permission may be granted based on
chemica and pharmaceutical data Data showing the stability of the proposed dosage form will aso have to be
submitted.

(iii) For any other such Fixed Dose Combinations (FDCs), dlinical trias may be required. For obtaining permission to
carry out dinica trids with such Fixed Dose Combinations (FDCs) a summary of avalable pharmacologica,
toxicologicd and clinica data on the individua ingredients should be submitted, dong with the rationae for
combining them in the proposed ratio. In addition, acute toxicity data (Letha Dose 50 (LD 50)) and pharmacologica
data should be submitted on the individua ingredients as well as their combination in the proposed ratio.

(© The third group of Fixed Dose Combinations (FDCs) includes those which are dready marketed, but in
which it is proposed either to change the ratio of active ingredients or to make a new therapeutic claim. For such
Fixed Dose Combinations (FDCs), the appropriate rationde including published reports (if any) should be submitted
to obtain marketing permission. Permission will be granted depending upon the nature of the clam and data
submitted.

(d) The fourth group of Fixed Dose Combination (FDC) includes those whose individua active ingredients
(or drugs from the same class) have been widely used in a particular indications for years, their concomitant use is
often necessary and no claim is proposed to be made other than convenience. It will have to be demonstrated that the
proposed dosage form is stable and the ingredients are unlikely to have significant interaction of a pharmacodynamic
or pharmacokinetic nature. No additional animal or human data are generaly required for these Fixed Dose
Combinations (FDCs), and marketing permission may be granted if the Fixed Dose Combination (FDC) has an
acceptable rationde.

5. Stability Testing of New Drugs. - Stability testing is to be performed to provide evidence on how the quality of a
drug substance or formulation varies with time under the influence of various environmenta factors such as temperature,
humidity and light, and to establish shelf life for the formulation and recommended storage conditions.

Stability studies should include testing of those attributes of the drug substance that are susceptible to change during
storage and are likdy to influence quaity, safety or efficacy. In case of formulations the testing should cover, as
appropriate, the physical, chemicd, biologica, and microbiological altributes, preservative content (e.g., antioxident,
antimicrobia preservative), and functiondity tests (e.g., for adose delivery system).

Vaidated stability-indicating anaytica procedures should be applied. For long term studies, frequency of testing should
be sufficient to establish the stability profile of the drug substance.

In genera, a drug substance should be eva uated under storage conditions that test its thermal stability and, if applicable,
its sensitivity to moisture. The storage conditions and the length of studies chosen should be sufficient to cover storage,
shipment and subsequent use.

Stress testing of the drug substance should be conducted to identify the likely degradation products, which in turn
establish the degradation pathways, evauate the intrinsic stability of the molecule and vaidate the stability indicating
power of the analytica procedures used. The nature of the stress testing will depend on the individua drug substance and
the type of formulation involved.

Stress testing may generaly be carried out on a single batch of the drug substance It should include the effect of
temperatures), humidity where appropriate, oxidation, and photolysis on the drug substance.

Data should be provided for
(@) Photostability on at least one primary batch of the drug substance as well as the formulation, as the case may be; and

(b) the susceptibility of the drug substance to hydrolysis across a wide range of pH vaues when in solution or
suspension. _

Long-term testing should cover a minimum of six months duration if there is no significant change a any time during six
months testing a accelerated storage condition or twelve months duration if there is significant changes in the six months
accelerated stability testing on a least three primary batches of the drug substance or the formulaion a the time of
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In case of drug substances, the batches should be manufactured to a minimum of pilot scale by the same synthetic route
and using a method of manufacture that simulates the fina process to be used for production batches. in case of
formulations, two of the three batches should be a least pilot scale and the third one may be smaller.

The manufacturing process used for primery batches should simulate that to be applied to production batches
and should provide products of the same quality and meeting the same specifications as that intended for marketing.

The stability studies for drug substances should be conducted either in the same container - closure sysiem as
proposed for storage and distribution or in a container - closure system that simulates the proposed fina packaging. in
case of formulations, the stability studies should be conducted in the fina container - closure system proposed for
merketing.

Stability testing of new drug substances and formulations:
(i)Study conditions for drug substances and formulations intended to be stored under generd conditions

Study Study conditions Duration of study
Long-term 30°C + 2° C/75% RH + 5% RH 6 months or 12 months
Accelerated 40°C + 2° C/75% RH + 5% RH 6 months

(i) If atany time during 6 months testing under the accelerated storage condition, such changes occur that cause the
product to fail in complying with the prescribed standards, additiond testing under an intermediate storage condition
should be conducted and eva uated against significant change criteria

(iii)  Study conditionsfor drug substances and formulations intended to be stored in arefrigerator.

Study Study 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 formulations intended to be stored in a freezer

Study Study conditions Duration of study
Study Study conditions Durations of study
Long-term -20°C+5°C 6 months or 12 months

(v) Drug substances intended for storage below -20° C shall be treated on a case-by-case basis.

(vi) Stability testing of the formulations after constitution or dilution, if applicable, should be conducted to provide
information for the labelling on the preparation, storage condition, and in-use period of the constituted or diluted product.
This testing should be performed on the constituted or diluted product through the proposed in- use period.

TABLE1

DATA TO BE SUBMITTED ALONG WITH THE APPLICATIONTO
CONDUCT CLINICAL TRIALSOR IMPORT OR MANUFACTURE OF
NEW DRUGSFOR SALE IN THE COUNTRY

1. Introduction: A brief description of the drug and the therapeutic classto which it belongs.

2. Chemical and pharmaceutical information

2.1.  Information on active ingredients.- Drug information (Generic Name, Chemica Name or International
Nonproprietary Names (INN))

22 Physicochemica data-
(a) Chemical name and Structure
Empirica formula
Moleculer weight

(b) Physical properties
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Rotation
Partition coefficient
Dissociation constant.
23 Anayticd data
Elementd andysis
Mass spectrum
NMR spectra
IR spectra
UV spectra : R
Polymorphic identification.
24 Complete monograph specification including
Identification
Identity or quantification of impurities
Enantiomeric purity
Assay.
25, Vdidaions
Assay method
Impurity estimation method
Residud solvent/other volatile impurities (OVI) estimation method.
26. Stability studies (for details refer clause 5 of this Schedule)
Find release specification ‘
Reference standard characterization
Materia safety data sheet.
2.7 Data on formulation

(i) Dosage form
(i) Composition

(iii) Master manufacturing formula

(iv) Details of the formulation (including inactive ingredients)
(v) in process quality control check

(vi) Finished product specification

(vii) Excipient compatibility study
(viii)  Vadidation of the analytica method

(ix) Comparative evaluation with internationa brand or approved Indian brands, i
applicable.

(x) Pack presentation

(xi) Dissolution assay

(xii) Impurities

(xiii) Content uniformity pH
(xiv) Force degradation study
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(xvii) Process vaidation

When the application is for clinica trids only, the internationd non-proprietary name (INN) or generic name,
drug category, dosage form and data supporting stability in the intended container-closure system for the

duration of the dinical trid (information covered initem numbers2.1, 2.3, 2.6, 2.7) are required.

3. Animal phar macology (for detailsrefer clause 3 of this Schedule)
3.1. Summeary
3.2. Specific pharmacologicd actions
3.3. Genera pharmacologicd actions
3.4. Follow-up and supplementa safety pharmacology studies
3.5. Pharmacokinetics absorption, distribution; metabolism; excretion
4. Animal toxicology (for details refer dlause 2 of this Schedule)
4.1. Generd aspects
4.2 Sysemic toxicity studies
4.3. Mdefertility study
4 4. Femde reproduction and developmenta toxicity studies
45. Locd toxicity
4.6. Allergenicity or Hypersensitivity
47. Genotoxicity
4.8. Carcinogenicity

Note: Where the data on anima toxicity as per the specifications of clause 2has been submitted and the same has been
considered by the regulatory authority of the country which had eartier approved the drug, the animal toxicity studies

shall not be required to be conducted in India except in cases where there are specific concerns recorded in writing.

5. Human or Clinical pharmacology (Phasel)
5.1. Summary
5.2. Specific Pharmacologicd effects
5.3. Genera Pharmacological effects
5.4. Pharmacokinetics, absorption, distribution, metabolism, excretion
5.5. Pharmacodynamics / early measurement of drug activity
6. Therapeutic exploratory trials (Phasell)
6.1. Summary
6.2. Study report as given in Table6 of Third Schedule

7. Therapeutic confirmatory trials (Phaselil)
7.1. Summary

7.2. Individua study reports with listing of sites and investigators.
8. Special studies

8.1. Summary

8.2. Bio-availability or Bio-equivaence.

8.3. Other studiese.g. geridrics, paediatrics, pregnant or nursing women
9. Regulatory statusin other countries

9.1. Countries where the drug is

(a) Marketed
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(d) Withdrawn, if any, with reasons
9.2. Restrictions on use, if any, in countries where marketed/approved
9.3. Free sde certificate or certificate of andysis, as éppropriae.
10. Prescribing information

10.1. Proposed full prescribing information
10.2. Drafts of |abels and cartons

11. Samples and Testing protocol/s

11.1. Samples of pure drug substance and finished product (an equivaent of 50 dinicad doses, or more number of
clinica doses if prescribed by the Centrd Licencing Authority), with testing protocols, full impurity profile and
release specifications.

12. New chemical entity and Global clinical trial:

12.1Assessment of risk versus benefit to the patients
12.2Innovation vis-a-vis existing therapeutic option
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 manufacture for sale of new drug)

Note: (1) All items may not be applicabie to al drugs. For explianation, refer text of this First Schedule, Second
Schedule and Third Schedule.

{2) For requirements of data to be submitted with application for clinica trids refer text of the First Scheduie, Second
Schedule and Third Scheduie.

TABLE2
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 therapeutic class
2. Chemical and phar maceutical information
2.1 Chemical néme, code name or number, if any; non-proprietary or generic name, if any, structure;
physico-chemicd properties
2.2 Dosage form and its composition
2.3 Test specifications
(a) activeingredients
(b) inactiveingredients
2.4 Testsfor identification of the active ingredients and method of its assay
2.5 Specifications of finished product
2.6 Qutline of the method of manufacture of active ingredient and finished product
2.7 Stability data
3. Marketing information
3.1 Proposed package insert or promotiond literature
3.2 Draft specimen of the label and carton
4. Special studies conducted with approval of Central Licencing Authority
4.1 Bioavailability or Bioequivaence and comparative dissolution studiesfor ord dosage forms
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TABLE3

DATA REQUIRED TO BE SUBMITTED BY AN APPLICANT FOR CONDUCT OF CLINICAL TRIAL OF AN

1.
2.

o N O o p

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 already granted for the approved new drug.
Therapeutic justification for new claim- new indication or modified dosage formvnew route of administration
Chemica and Pharmaceutical information
3.1 Chemica name, code name or number, if any; non-proprietary or generic name, if any, structure; physico-
chemicd properties
3.2 Dosage form and its composition
3.3 Test specifications

(a) active ingredients

(b) inactive ingredients
3.4 Tests for identification of the active ingredients and method of its assay
3.5 Specifications of finished product
3.6 Outline of the method of manufacture of active ingredient and finished product
3.7 Stability data
Therapeutic justification for new claim or modified dosage form
Anima pharmacological and toxicological data as referred in clause 1, clause 2 and clause 3 of this Schedule.
Clinical tria data as referred in clause 1 of this Schedule.
Regulatory status in other countries
Marketing information: )

8.1 Proposed package insert or promotiond literature

8.2 Draft specimen of the label and carton

TABLE 4

DATA TO BE SUBMITTED ALONG WITH APPLICATION TO CONDUCT
CLINICAL TRIAL OR IMPORT OR MANUFACTURE OF A
PHYTOPHARMACEUTICAL DRUG IN THE COUNTRY

PART -A

1.

Data to be submitted by the applicant:

1.1.A brief description or summary of the phyto pharmaceuticd drug giving the botanica name of the plant
(including vernacular or scripturd name, wherever gpplicable), formulation and route of administration, dosages,
therapeutic class for which it is indicated and the claims to be made for the phytopharmaceutical product.

1.2 Published literature including information on plant or product or phytopharmaceutical drug, as a traditiona
medicine or as an ethno medicine and provide reference to books and other documents, regarding composition,
process prescribed, dose or method of usage, proportion of the active ingredients in such traditiona preparations per
dose or per day’ s consumption and uses.

1.3.Information on any contraindications, side effects mentioned in traditional medicine or ethno medicine literature
or reports on current usage of the formulation.

1.4.Published scientific reports in respect of safety and pharmacological studies relevant for the phytopharmaceutical
drug intended to be merketed, -

(8) where the process and usages are similar or same to the product known in traditiona medicine or ethno
madirine and
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1 5.Information on any contraindications, side effects mentioned or reported in any of the studies, information on side
7 effects and adverse reactions reported during current usage of the phytopharmaceuticd in the last three yeers,
wherever gpplicable.

1.6.Present usage of the phytopharmaceutical drug - to establish history of usages, provide detals of the produdt,
menufacturer, quantum sold, extent of exposure on human population and number of years for which the product is
being sold.

Human or dinical pharmacology information:

2.1.Published scientific reports in respect of pharmacologica studies induding human studies or clinical studies or
epidemiological studies, relevant for the phytopharmaceutica drug intended to be marketed -

(8)  wherethe process and usages are similar or same to the product known in traditiona medicine or ethno
medicine; and
(b)  where process or usage s different from that known in traditional medicine or ethno medicine.

2.2. Pharmacodynamic information (if available).

2.3.Monographs, if any, published on the plant or product or extract or phytopharmaceutical. (Copies of al
publications, @ong with English trandation to be atached.)

PART -B

DATA GENERATED BY APPLICANT

3.

Identification, authentication and source of plant used for extraction and fractionation:

3.1 Taxonomical identity of the plant used as a source of the phytopharmaceutical drug giving botanical name of
genus, species and family, followed by the authority citation (taxonomist’'s name who named the species), the
variety or the cultivar (if any) needs to be mentioned.

3.2 Morphologica and anatomical description giving diagnostic features and a photograph of the plant or plant
part for further confirmation of identity and authenticity. (Furnish certificate of confirmation of botanical identity
by aqualified taxonomist).

3.3 Naturd habitat and geographical distribution of the plant and also mention whether the part of the plant used is
renewable or destructive and the source whether cultivated or wild.

3.4 Season or time of collection.
3.5 Source of the plant including its geographical location and season or time of collection.
3.6 A statement indicating whether the speciesis any of the following, namely:-

() determined to be endangered or threstened under the Endangered Species Act or the Convention on
Internationa Trade in Endangered species (CITES) of wild Faunaand Florg;

(b) entitled to special protection under the Biological Diversity Act, 2002 (18 of 2003);

() any known genotypic, chemotypic and ecotypic variability of species

3.7. A list of grower or supplier (including names and addresses) and information on the following items for each
grower or supplier, if available or identified dready, including information of primary processing, namely: -

(8 harvest location;

(b) growth conditions;

(c) stageof plant growth at harvest;

(d) harvestingtime;

(€) collection, washing, drying and storage conditions;
(f) handiing, garbling and transportation;

(9) grinding, pulverising of the piant materid; and

7N
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(@) foreign matter;

(b) total ash;

(¢) acidinsoluble ash;

(d) pesticide residue;

(€) heavy metal contamination;

(f) microbiaload;

(0) chromatographic finger print profile with phytochemical reference merker;
(h) assay for bio-active or phytochemical compounds; and

(i) chromatographic fingerprint of a sample as per test method given under quaity control of the
phytopharmaceutical drug (photo documentation).

3.9 An undertaking to supply specimen sample of plant duly |abelled and photocopy of the certificate of identity
confirmation issued by a quaified taxonomist dong with drawings or photographs of the diagnostic
morphological and histological features of the botanica raw materia used for the confirmation of authenticity.

4. Processfor extraction and subsequent fractionation and purification:
4.1. Quality specifications and test methods for starting meterid.
4.2 Stepsinvolved in processing.
(@) details of solvent used, extractive val ues, solvent residue tests or limits,

physico-chemical tests, microbial loads, heavy metal contaminants, chromatographic finger print profile
with phytochemical reference markers, assay for active constituents or characteristic markers, if active
constituents are not known; :

(b) characterisation of final purified fraction;
(c) dataon bio-active constituent of find purified fraction;
(d) information on any excipients or diluents or stabiliser or preservative used, if any.
4.3. Details of packaging of the purified and characterised find product, storage conditions and Iabeliing.
5. Formulation of phytophar maceutical drug applied for:

5.1. Details of the composition, proportion of the fina purified fraction with defined markers of
phytopharmaceutica drug per unit dose, name and proportions of al excipients, stabilisers and any other agent
used and packaging meterials.

5.2. Test for identification for the phytopharmaceutica drug.

5.3.Quality specifications for active and inactive phytopharmaceutical chromatographic finger print profile with
phytochemical reference marker and assay of active constituent or characteristic chemica marker.

6. Manufacturing process of formulation:

6.1.The outline of the method of manufacture of the dosage form, dong with environmenta controls, in-process
quality control tests and limits for acceptance.

6.2.Details of al packaging materials used, packing steps and description of the find packs.

6.3.Finished products quaity specifications, including tests specific for the dosage form, qudity and
chromatographic finger print profile with phytochemical reference marker and assay for active congtituent or
characteristic merker, if active constituents are not known.

7. Stability data:

7.1. Stability data of the phytopharmaceutical drug described a 4 above, stored a room temperature or 40+/- 2
deg. C and humidity at 75%RH +/-§%RHfor 0, 1, 2, 3 and 6 months.

7.2 Stability data of the phytopharmaceutical drug in dosage form or formulation stored a room temperature or 40 -
+/- 2 deg. C and humidity a 75%RH +/-5%RH for 0, 1, 2, 3 and 6 months, in the pack intended for marketing.
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8.2. Animdl toxicity and sefety data
(a) 28 to 90 days repeat doseoral toxicity on two species of animals;
(b) In-vitro genotoxicity data (Ame's test and Chromosomal aberration test);
(c) dermdl toxicity tests for topica use products;
(d) teratogenicity study (only if phytopharmeceutical drug isintended for use during pregnancy).
9. Human studies:

9.1.Clinical trials for phytopharmaceutical drugs to be conducted as per applicable Rules and guidelines
for new drugs.

9.2.For al phytopharmaceutical drugs data from phase | (to determine maximum tolerated dose and associated
toxicities) and the protocols shall be submitted prior to performing the studies.

9.3.Data of results of dose finding studies performed and the protocols shall be submitted prior to performing the
studies:

Provided that in the case of phytopharmaceutical drug already marketed for more than five years or where there is
adequate published evidence regarding the safety of the phytopharmaceutica drug, the studies may be
abbreviated, modified or relaxed.

10. Confir matory dinical trials

10.1. Submit protocols for approval for any specific or special safety and efficacy study proposed
spexific to the phytopharmaceutica drug. ‘

10.2. Submit proposed protocol for approval for human dinical studies appropriate to generdte or vdidate safety
and efficacy data for the phytopharmaceutical dosage form or product as per applicable Rules and guidelines.

10.3. Submit information on how the quality of the formulation would be maintained during the above studies
11. Regulatory status:

11.1. Status of the phytopharmaceutical drug marketed in any country under any category like functional food or
dietary supplement or as Traditional medicine or as an approved drug.

12. Marketing infor mation:

12.1. Details of package insert or patient information sheet of the phytopharmaceutica drug to be
mearketed.

12.2. Dreft of the text for label and carton.

13. Post marketing surveillance(PM S):

13.1. The applicant shall furnish periodic safety update reports every six months for the first two years after
gpprova the drug is granted.

13.2. For subsequent two yeers the periodic safety update reports need to be submitted annually.

14. Any other relevant information:
Any other relevant information which the applicant considers that it will help in scientific evaluation of the application.

THIRD SCHEDULE
(Seerules 8, 10, 11, 25, 35, 42 and 49)
CONDUCT OF CLINICAL TRIAL
1. Conduct of clinical trial -

(i) Clinical trid shal be conducted in accordance with the provisons of the Act and these Rules and principles of
Good Clinicd Practice Guideines.

(ii) Clinical tria on a new drug shall be initisted only after the permission has been granted by the Central
Licencing Authority and the approva obtained from the respective ethics committee.

(iii)The Central Licencing Authority shal be informed of the approval of the respective institutiona ethics committee
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(iv) All trid investigator should possess appropriate qualifications, training and experience and should have access
to such investigational and trestment facilities as are reevant to the proposed tria protocol. A quaified
physician (or dentist, when appropriate) who is an investigator or a sub-investigator for the trial, should be
responsible for al trial-related medical (or dental) decisions. Laboratories used for generating data for clinica
trids should be compliant with good laboratory practices.

(v) Protocol amendments, if become necessary before initiation or during the course of a dinicd trid, dl such
amendments should be submitted to the Central Licencing Authority in writing aong with the approva by the
ethics committee, if available, which has granted the approval for the study.

(vi) No deviations from or changes to the protocol should be implemented without prior written approva of the
ethics committee and Central Licencing Authority except when it is necessary to eiminate immediate hezards to
the trid subject or when change involves only logistic or administrative or minor aspects of the trid. All such
exceptions must be immediately notified to the ethics committee as well as to the Central Licencing Authority.
Administrative or logistic changes or minor amendments in the protocol should be notified to the Centrd

Licencing Authority within thirty days.
2. Informed Consent.—

(@) Indl trids a frealy given, informed, written consent is required to be obtained from each study subject. The
Investigator must provide information about the study verbaly as well as using a patient information sheet, in a
language thet is nontechnical and understandable by the study subject.

(b) The subject's consent must be obtained in writing using an Informed Consent Form’. Both the patient
information sheet as well as the informed consent form should have been approved by the ethics committee and
furnished to the Central Licencing Authority. Any changesin the informed consent documents should be approved by
the ethics committee and submitted to the Central Licencing Authority before such changes are implemented.

(c) Where a subject is not able to give informed consent (€.g. an unconscious person or a minor or those suffering
from severe mental iliness or disability), the same may be obtained from a legally acceptable representative a legdly
acceptable representative is a person who is able to give consent for or authorise and intervention in the patient as
provided by the law of India).
(d) If the trial subject his or her legally acceptable representative is unable to read or write an impartia witness
shouid be present during the entire informed consent process who must append his or her signature to the consent
form.
(e) In case of clinica trids on paedialrics, the subjects are legally unable to provide written informed consent, and
are dependent on their parent or legal guardian to assume responsibility for their participation in dinicd studies In
such case -
(i) Written informed consent should be obtained from the parent or legdl guardian. However, al paediatric
participants should be informed to the fullest extent possible about the study in alanguage and in terms that
they are able to understand.

(ii) Where appropriate, paediatric participants should additionally assent to enrol in the study. Mature
minors and adolescents should personaly sign and date a separately designed written assent form.

(iii)Although a participant's wish to withdraw from a study must be respected, there may be circumstances in
therapeutic studies for serious or life-threstening diseases in which, in the opinion of the Investigator and
parent or legd guardian, the welfare of a paediaric patient would be jeopardized by his or her failing to
paticipate in the study. In this situation, continued parenta or legal guardian consent should be sufficient to
dlow participation in the study.
(f) A checklist of essential elements to be included in the study subject's informed consent document aswdl asa
format for the informed consent form for trial subject is given in Table 3of this Schedule.

(g) An audio-video recording of the informed consent process in case of vulnerable subjects in dinical trids of New
Chemicd Entity or New Molecular Entity including procedure of providing information to the subject and his
understanding on such consent, shall be maintained by the investigator for record:

Provided that in case of dlinical trid of anti-HIV and anti-leprosy drugs, only audio recording of the informed consent
process of individua subject including the procedure of providing information to the subject and his understanding on
such consent shall be maintained by the investigator for record.

3.Responsibilities -
(1) Sponsor - (i) Thedlinical trid sponsor is responsible for implementing and maintaining quality assurance systems
to ensure tha the dinical trid is conducted and data generated, documented and reported in compliance with the

I S LI | M~ A
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~~ (ii) Sponsors are required to submit a status report on the dlinicd tria to the Centra Licencing Authority a the
prescribed periodicity.
(iit) in case of studies prematurely discontinued for any reason including lack of commercid interest in pursuing the
new drug application, a summary report should be submitted within 3 months. The summary report should provide a
brief description of the study, the number of patients exposed to the drug, dose and duration of exposure, detals of
adverse drug reactions, if any, and the reason for discontinuation of the study or non-pursuit of the new drug
gpplicaion;
(iv)Any report of the serious adverse event, after due andysis shdl be forwarded by the sponsor to the Central
Licencing Authority, the Chairperson of the ethics committee and the head of the institution where the tria has been
conducted, within fourteen days of knowledge of occurrence of the serious adverse event as specified in Table 5 of
this Schedule;

(v) In case of injury or death occurring to the tria subject, the sponsor (whether a pharmaceutica company or an
ingtitution) or his representative or the investigator or the ingtitution or centre where the study was conducted, as the
case may be, shall make payment for medica management of the subject and also provide financial compensation for
the clinicd trid related injury or death in accordance with the procedure as prescribed in Chapter V1 of these rules

(vi)The sponsor (whether a pharmaceutica company or an Institution) or his representative, whosoever had obtained
permission from the Centra Licencing Authority for conduct of the dlinical trid, shall submit details of compensation
provided or paid for clinica tria related injury or deeth, to the Centrad Licencing Authority thirty days of the receipt
of the order of the Centra Licencing Authority.

(vii) The sponsor shal provide post-tria access of the investigationd drug by giving the drug free of cost to the tria
subject as per directions of the Central Licencing Authority in specid circumstances on the recommendations of the
investigator and the ethics committee and written consent of the patient in accordance with rule 27.

(2) Investigator.- (i) The investigator shall be responsible for the conduct of the trial according to the protocol and
the Good Clinical Practices Guidelines and dso for compliance as per the undertaking given in Table 4. Standard
operating procedures are required to be documented by the investigators for the tasks performed by them.

(i) During and following a subject’s participation in tria, the investigator should ensure that adequate medica
care is provided to the participant for any adverse events

(i) Investigator shall report all serious adverse events to the Central Licencing Authority, the sponsor or his
representative, whosoever had obtained permission from the Centra Licencing Authority for conduct of the clinical
trid, and the ethics committee that accorded approva to the study protocol, within twenty-four hours of their
occurrence.

(iv) Incase the investigator fails to report any serious adverse event within the stipulated period, he shal have to
furnish the reason for the delay to the satisfaction of the Centra Licencing Authority aong with the report of the
serious adverse event. The report of the serious adverse event, after due andysis, shdl be forwarded by the
investigator to the Centrad Licencing Authority, the Chairperson of the ethics committee and the Head of the
ingtitution where the tria has been conducted within fourteen days of the occurrence of the serious adverse event.

(v) The investigator shall provide information to the trid subject through informed consent process as
provided in Table 3about the essential elements of the clinical trid and the subject's right to claim compensation in
case of trid related injury or death. He shal aso inform the subject his or her nominee of their rights to contact the
sponsor or his representative whosoever had obtained permission from the Centra Licencing Authority for conduct of
the dinical trid for the purpose of making dlaimsin the case of trid related injury or death.

(3) Ethics committee-

(i) 1t is the responsibility of the ethics committee that reviews and accords its gpprovd to a trid protocol to
safeguard the rights, safety and well-being of dl trid subjects

(i) The ethics committee should exercise particular care to protect the rights, safety and well-being of al
vulnerable subjects participating in the study, e.g., members of a group with hierarchica structure (eg. prisoners
armed forces personnel, staff and students of medica, nursing and pharmacy academic ingtitutions), patients with
incurable diseases, unemployed or impoverished persons, patients in emergency situation, ethnic minority groups,
homeless persons, nomads, refugees, minors or other incapable of persondly giving consent.

(iii) Ethics committee should get documented "standard operating procedures and should maintain a record
of its proceedings.

(iv) Ethics committee should make, at appropriate intervas, an ongoing review of the trids for which they
have reviewed the protocol. Such a review may be based on the periodic study progress reports furnished by the
investigators or monitoring and interna audit reports furnished by the sponsor or visiting the study sites.
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(vi) In case of serious adverse event occurring to the tria subject, the ethics committee shall forward its
report or order on the event, after due analysis, along with its opinion on the financiad compensation, if any, to be
paid by the sponsor or his representative or institution or centre, as the case may be, in accordance with Chapter
VI of these rules.

TABLEA1

INFORMATION TO BE SUBMITTED BY AN APPLICANT FOR GRANT
OF REGISTRATION OF ETHICS COMMITTEE AND FORMAT FOR
ACCORDING APPROVAL

(A) Information required to be submitted by-the applicant for registration of ethics committee:
(8  Nameof the ethics committee.

(b)  Authority under which the ethics committee has been constituted, membership requirements, the
term of reference, conditions of appointment and the quorum required.

(0 The procedure for resignation, replacement or removal of members.
(d)  Addressof the office of the ethics committee.

(¢ Name, address qudification, organisationd title, telephone number, fax number, emal, mailing
address and brief profile of the Chairperson.

()  Names, qudifications, organisationd title, telephone number, fax number, e-mal and mailing address
of the members of the ethics committee The information shall aso include member's speciaty
(primary, scientific or non-scientific), member's affiliation with ingtitutions and patient group
representation, if any.

(g9 Detalsof the supporting staff.
(h)  Thestandard operating procedures to be followed by the committeein generd.
0] Standard operating procedures to be followed by the committee for vulnerable population

() Policy regarding training for new and existing committee members aong with standard operating
procedures.

(k)  Policy to monitor or prevent the conflict of interest @ong with standard operating procedures.
)] If the committee has been audited or inspected before, give details.
(B) Format for according approva to clinical trid protocol by the ethics committee

To
Dr.
Dea Dr.
The Ingtitutional ethics committee or independent ethics committee (state name of the committee, as appropriate)
reviewed and discussed your application to conduct the clinicd tria entitied”......... "on....... (date).
The following documents were reviewed:
(a) Tria protocol (including protocol amendments), dated..........version No.(S) ............
(b) Patient information sheet and informed consent form (including updates, if any) in English or vernacular
language.
(©) Investigator's brochure, daled................ocovirvmeinniiciin e , Version no........ Proposed

methods for patient accrual including advertisements etc. proposed to be used for the purpose.

(d) Principa investigator's current Curriculum Vitae.

(e) Insurance policy or compensation for participation and for serious adverse events occurring during the study
participation.

(f) Investigator's agreement with the sponsor.

(g) Investigator's undertaking (Table 4).
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AN e, Name of each member with designation;
We approve the trid to be conducted in its presented form.

The ethics committee to be informed about the progress of the study, any Serious Adverse Events (SAE) occurring in the
course of the study, any changes in the protocol and patient information or informed consent and to be provided with a
copy of thefina report.

Yours sincerely,
Member Secretary, Ethics Committee

TABLE?2
CONTENTS OF THE PROPOSED PROTOCOL FOR CONDUCTING
CLINICAL TRIALS
Title Page
(a) Full title of the dlinicd study,
(b) Protocol, Study number, and protocol version number with date.
(c) The Investigationa New Drug (IND) name/number of the investigational drug.

(d) Complete name and address of the Sponsor and contract research organization if any. (e) List of the
investigators who are conducting the study, their respective institutional

dfiliations and site locations
(f) Name of clinical laboratories and other departments and/or facilities participating in thestudy.
Table of Contents
1. Background and introduction
(a) Preclinica experience
{b) Clinical experience

Previous dinical work with the new drug should be reviewed here and a description of how the current protocol
extends existing data should be provided. If this is an entirely new indication, how this drug was considered for this
should be discussed. Relevant information regarding pharmacologica, toxicologica and other biologica properties of
the drug/biologic/medical device, and previous efficacy and safety experience should be described.

2. Study rationale: This section should describe a brief summary of the background informetion relevant to the study
design and protocol methodology. The reasons for performing this study in the particular population included by the
protocol should be provided.

3. Study objective (primary as well as secondary) and their logical relation to the study design.
4. Study design-

(a) Overview of the study design: Including a description of the type of study (i.e., double-blind, multicentre, placebho
controlled, etc.), a detail of the specific trestment groups and number of study Subjects in each group and
investigative site, Subject number assignment, and the type, sequence and duration of study periods.

(b) Flow chart of the study
(c) A brief description of the methods and procedures to be usad during the study.
(d) Discussion of study design: This discussion detals the rationale for the design chosen for this study.

5. Study population: the number of subjects required to be enrolled in the study at the investigative site and by dl! sites
dong with a brief description of the nature of the subject population required is aso mentioned.

6. Subject digibility
(a) Inclusion criteria
(b) Exclusion criteria
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8. Study conduct steting the types of study activities that would be included in this section would be: medical history,
type of physical examination, blood or urine testing, electrocardiogram (ECG), diagnostic testing such as pulmonary
function tests, symptom measurement, dispensation and retrieval of medication, Subject cohort assignment, adverse

event review, elc.
Each visit should be described separaely asVisit 1, Visit 2, €c.

Discontinued subjects Describes the circumstances for Subject withdrawal, dropouts, or other reasons for
discontinuation of Subjects. State how drop outs would be managed and if they would be replaced describe the method of
handling of protocol waivers, if any. The person who approves al such waivers should be identified and the criteria used

for specific waivers should be provided.

Describes how protocol violations will be treated, induding conditions where the study will be terminaed for
noncompliance with the protocol.

9. Study treatment-

(a) Dosing schedule (dose, frequency, and duration of the experimenta trestment) Describe the administration of
placebos and/or dummy medications if they are part of the treatment plan. If applicable, concomitant drug(s),
their doses, frequency, and duration of concomitant treatment should be stated.

(b) Study drug supplies and administration: A statement about who is going to provide the study medication and
that the investigationa drug formulation has been manufactured following al regulations Details of the product
stability, storage requirements and dispensing requi rements should be provided.

(c) Dose modification for study drug toxicity: Rules for changing the dose or stopping the study drug should be
provided.

(d) Possibledrug interactions

(e) Concomitant therapy: The drugs that are permitted during the study and the conditions under which they may be

used are detailed here. Describe the drugs that a Subject is not alowed to use during parts of or the entire study.
If any washout periods for prohibited medications are needed prior to enrolment, these should be described here.

(f) Blinding procedures A detailed description of the blinding procedure if the study employs a blind on the
I nvestigator and/or the Subject
(g0 Un-blinding procedures: If the study is blinded, the circumstances in which un-blinding may be done and the
mechanism to be used for un-blinding should be given
10. Adverse Events
Description of expected adverse events should be given.
Procedures used to evaluate an adverse event shouid be described.
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 confidentidity including ownership of data and coding procedures

12. Study monitoring and supervision:
A description of study monitoring policies and procedures should be provided aong with the proposed frequency of site
monitoring visits, and who is expected to perform monitoring.

Case Record Form (CRF) completion requirements, including who gets which copies of the forms and any specific
required in filling out the forms Case Record Form correction requirements, including who is authorized to make
corrections on the Case Record Form and how queries about study data are handied and how errors, if any, are to be

corrected should be stated.
Investigator study files, including what needs to be stored following study completion should be described.

13. Investigationa Product Management:
(a) Give investigational product description and packaging (stating al ingredients and the formulation of the
investigational drug and any placebos used in the study)

(b) The precise dosing required during the study
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~~ (e) Storage conditions for study substances

(f) Investigational product accountability: Describe instructions for the receipt, storage, dispensation, and return of
the investigational products to ensure a compiete accounting of al i nvestigational products received, dispensed,
and returned or destroyed.

(9) Describe poticy and procedure for handling unused investigationa products

14. DaaAndysis Provide details of the statistica approach to be followed including sample size, how the sample size
was determined, including assumptions made in making this determination, efficacy endpoints (primary as well as
secondary) and safety endpoints. :

Statistical analysis Give complete details of how the results will be analysed and reported adong with the description of
statistical tests to be used to anayse the primary and secondary endpoints defined above. Describe the level of
significance, statistical tests to be used, and the methods used for missing data; method of evauation of the data for
treatment failures, non-compliance, and Subject withdrawa s, rationae and conditions for any interim anaysisif planned.

Describe statistical considerations for Pharmacokinetic (PK) andysis, if applicable
15. Undertaking by the Investigator (see Table 4)

16. Appendices: Provide a study synopsis, copies of the informed consent documents (patient informetion shest,
informed consent form etc.); Case Record Form (CRF) and other data collection forms, a summary of rdevant pre-
clinical safety information and any other documents referenced in the diinical protocol.

TABLE 3
INFORMED CONSENT
1. Checklist of i'nformed consent docurments for clinical tria subject,-
1.1 Essentid elements

(i)  Statement that the study involves research and explanation of the purpose of the research.
(il)  Expected duration of the participation of subject.
(iii)  Description of the procedures to be followed, including al invasive procedures

(iv)  Description of any reasonably foreseeable risks or discomforts to the Subject.

(v) Description of any benefits to the Subject or others reasonably expected from ressarch. If no bendfit is
expected Subject should be made aware of this

(vi) Disclosure of specific appropriate aternative procedures or therapies available to the Subject.

(vii) Statement describing the extent to which confidentiaity of records identifying the Subject will be
maintained and who will have access to Subject's medical records.

(viii) Trid treatment schedule and the probability for random assignment to each treatment (for randomized
tridds).

(ix) Statement describing the financia compensation and the medical management as under:

(a) In case of an injury occurring to the subject during the clinical trid, free medica management shdl be
given as long as required or till such timeit is established that the injury is not related to the dinical trid,
whichever is earlier.

(b) In the event of atrid related injury or death, the sponsor or his representative or the investigator or
centre, as the case may be, in accordance with the rule 39, as the case may be, shal provide financia
compensation for the injury or death.

(x)An explanation about whom to contact for tria related queries, rights of Subjectsand in the event of any injury.
(xi) The anticipated prorated payment, if any, to the subject for participating in the trial.

(xii) Responsibilities of subject on participation in the trid.

(xiii) Statement that participation is voluntary, that the subject can withdraw from the study at any time and that
refusal to participate will not involve any penaity or loss of benefits to which the subject is otherwise entitled.
(xiv) Statement that there is a possibility of failure of investigational product to provide intended therapeutic
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(xvi) Any other pertinent information.
1.2 Additiona eements, which may be required:

(9) Statement of foreseeable circumstances under which the participation of the subject may be termi nated by the
Investigator without his or her consent.

(b)Additiond costs to the subject that may resuit from participation in the study.

(¢) The consequences of a Subject's decision to withdraw from the research and procedures for orderly
termination of participation by Subject.

(d)(d) Statement that the Subject or Subject’s representative will be notified in atimely manner if significant new
findings develop during the course of the research which may affect the Subject's willingness to continue
participation will be provided.

(e). A statement that the particular trestment or procedure may involve risksto the Subject (or to the embryo or
foetus, if the Subject is or may become pregnant), which are currently unforeseeeble.

(f) Approximate number of Subjects enrolied in the study.

2 Format of informed consent form for Subjects participating in aclinica trid -
Informed Consent form to participatein aclinica trial
Study Title:
Study Number:

Subject's Initids: Subject's Name:
Date of Birth/Age:
Address of the Subject __
Qualification
Occupation: Student or Self-Employed or Service of Housewife or Others (Please click as appropride) .
Annua Income of the subject:

Name and address of the nominess and his relation to the subject (for the purpose of compensation in case of
trid related death).

Place initid box (Subject)

(i) | confirmthat | have read and understood the information : { 1
Sheet dated for the above study and have
had the opportunity to ask questions.

(i) | understand that my participation in the study is voluntary and [ ]

that | am free to withdraw at any time, without giving any reason,
without my medica care or legal rights being affected.

(ii‘i) | understand that the Sponsor of the clinical trial, others
working on the Sponsor's behalf, the Ethics Committee
and the regulatory authorities will not need my permission
to look at my health records both in respect of the current
study and any further research that may be conducted in
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. [ i

(iv) | agree not to restrict the use of any data or results that arise

Commm bbafce aheche s cmmme St mimbe = e T it L @ mwhifla . —— r T
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~ Date: / /
Sgnatory’ sName:
Signature of the Investigator: Dae / /

Study Investigator'sName:
Signature of the Witness Date / /

Name of the Witness:

Copy of the Patient Information Sheet and duly filled Informed Consent Form shall be handed over to the subject his or
her attendant.

TABLE 4
UNDERTAKING BY THE INVESTIGATOR
1. Full name, address and title of the Principal Investigator (or Investigators when there is no Principal Investigator).

2 Name and address of the medical college, hospita or other facility where the dlinica trid will be conducted:
Education, training & experience that qualify the Investigator for the clinica tria (Attach details including
Medica Council registration number, or any other statements of qualifications)

Name and address of al clinicd Iaboratory facilities to be used in the study.
Name and address of the Ethics Committee that is responsible for approva and continuing review of the study.

Names of the other members of the research team (Co-or sub-Investigators) who will be assisting the Investigator
in the conduct of the investigations.

6. Protocol Title and Study number (if any) of the dlinica trial to be conducted by the Investigator.
7. Commitments

(i) I have reviewed the clinical protocol and agree that it contains all the necessary information to conduct
the study. | will not begin the study until al necessary ethics committee and regulatory approvas have been
obtained.

(if) I agree to conduct the study in accordance with the current protocol. | will not implement any deviation

from or changes of the protocol without agreement by the Sponsor and prior review and documented approval or
favourable opinion from the ethics committee of the amendment, except where necessry to diminate an
immediate hazard to the trial subject or when the changes involved are only logistica or administrativein nature.

(iii) | agree to personaly conduct or supervise the clinicd trid a my site.

(iv) | agree to inform al tria subject, that the drugs are being used for investigational purposes and | will
ensure that the requirements relating to obtaining informed consent and ethics committee review and approva
specified in the New Drugs and Clinical Trias Rules, 2019 and Good Clinical Practices guidelines are met.

v) I agree to report to the Sponsor al adverse experiences that occur in the course of the investigation( s)'
in accordance with the regulatory requirements and Good Clinical Practices guidelines.

(vi) | have read and understood the information in the I nvestigator's brochure, including the potentid risks
and side effects of the drug.

(vii) | agree to ensure that &l associates, colleagues and employees assiting in the conduct of the study are
suitably qudified and experienced and they have been informed about their obligations in meeting their
commitmentsin the trid.

{viii) | agree to maintain adequate and accurate records and to meke those records available for audit or
ihspection by the Sponsor, ethics committee, Centra Licencing Authority or their authorised representatives, in
accordance with regulatory provisions and the Good Clinical Practices guidelines. | will fully cooperate with any
study related audit conducted by regulatory officias or authorised representatives of the Sponsor.

(ix) | agree to promptly report to the ethics committee al changes in the dinical trid activities and dl
unanticipated problems invol ving risks to human subjects or others,

{x) | aaree to inform all serious adverse events to the Centra Licencina Authoritv. soonsor as well as the
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(xi) The report of the serious adverse event, after due andysis, shal aso be forwarded by me to the Central
Licencing Authority, the Chairperson of the ethics committee and the Head of the institution where the tria has
been conducted within fourteen days in accordance with the regulatory requirements

(xii) ! will maintain confidentidity of the identification of @l participating subjects and assure security and
confidentidity of study data

(xiii) | agree to comply with dl other requirements, guidelines and statutory obligations as gpplicable to
dinicd Investigators participating in clinicd trids.

Signature of investigator with date.

TABLES

DATA ELEMENTS FOR REPORTING SERIOUSADVERSE EVENTS
OCCURRING (N A CLINICAL TRIAL OR BIOAVAILABILITY OR
BIOEQUIVALENCE STUDY

Patient Details

Initias and other relevant identifier (hospital or out-patient department (OPD) record number efc)*
Gender

Age or date of birth

Weight

Height

Suspected Drug(s) :

Generic name of the drug*

Indication(s) for which suspect drug was prescribed or tested.
Dosage form and strength. '
Daily dose and regimen (specify units - eg., mg, mi, mg/kg).
Route of administration.

Starting date and time of day.

Stopping date and time, or duration of treefment

Other Treatment(s):

Provide the same information for concomitant drugs (including non-prescription or Over the Counter OTC drugs)
and non-drug therapies, as for the suspected drug(s).

Details of Serious Adverse Event :

Full description of the event including body site and severity, as well as the criterion (or criteria) for considering
the report as serious. In addition to a description of the reported signs and symptoms, whenever possible, describe
a specific diagnosis for the event*

Start date (and time) of onset of event.

Stop date (and time) or duration of event.

Dechallenge and rechdlenge information. 7

Setting (e.g., hospitd, out-patient dlinic, home, nursing home).

COucame
Information on recovery and any sequelag; results of specific tests or trestment that may have been
conducted.
For a fata outcome, cause of death and a comment on its possible relationship to the suspected event; Any
post-mortem findings.

e o
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10.

11.

12.

13.

Details about the Investigator*

Nameand Address

Telgphone number

Profession (speciaty)

Date of reporting the event to Central Licencing Authority:
Date of reporting the event to ethics committee overseeing the site:
Signature of the Investigator or Sponsor

Note: Information marked * must be provided.

TABLE 6
STRUCTURE, CONTENT AND FORMAT FOR CLINICAL TRIAL REPORT

Title Page: This page should contain information about the title of the study, the protocol code, name of the
investigational product tested, development Phase, indication studied, a brief description of the tria design, the
start and end date of patient accrual and the names of the Sponsor and the participating Institutes (Investigators).

Study Synopsis (1 to 2 pages): A brief overview of the study from the protocol development to the tria closure
should be given here. This section will only summarise the important conclusions derived from the study.

Statement of compliance with the Good Clinical Practices Guidelines.
List of abbreviations and definitions
Tableof contents

Ethics Commiittee: This section should document that the study was conducted in accordance with the ethica
principies of Declaration of Helsinki. A detailed description of the Ethics Committee constitution and dates of
gpprovals of tria documents for each of the participating sites should be provided. A declaration should state that
Ethics Committee (EC) notifications as per Good Clinical Practice Guidelines and Ethica Guiddines for
Biomedica Research on Human Subjects, issued by Indian Council of Medical Ressarch have been followed.

Study Team: Briefly describe the administrative structure of the study (Investigators, site staff, Sponsor or
designates, Centrd laboratory etc.).

Introduction: A brief description of the product development rationae should be given here,

Study Objectiver A statement describing the overal purpose of the study and the primary and secondary
objectivesto be achieved should be mentioned here.

Investigationd Plan: This section should describe the overal trid design, the Subject selection criteria, the
treatment procedures, blinding or randomisation techniques if any, allowed or disallowed concomitant treatment,
the efficacy and safety criteria assessed, the data quality assurance procedures and the statistical methods planned
for the andysis of the data obtained.

Trid Subjects A clear accounting of dl trid Subjects who entered the study will be given here Mention should
aso be made of al cases that were dropouts or protocol deviations. Enumerate the patients screened, randomised,
and prematurely discontinued. State reasons for premature discontinuation of therapy in each applicable case.

Efficacy evauation: The results of evauation of dl the efficacy variables will be described in this section with
appropriate tabular and graphica representation. A brief description of the demographic characteristics of the trid
patients should also be provided along with alisting of patients and observations excluded from efficacy andysis.

Safety Evauation: This section should include the complete list
13.1 al serious adverse events, whether expected or unexpected and

13.2 unexpected adverse events whether serious or not (compiled from data received as per Table 5 of this
Schedule).

The comparison of adverse events across study groups may be presented in atabular or graphica form.
This section should aso give a brief narrative of al important events considered related to the investigationa
product.
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15.

List of References:

16. Appendices: List of Appendicesto the Clinical Study Report

(a)  Protocol and amendments

(b)  Specimen of Case Record Form

(c) {investigators names with contact addresses, phone, e-mail elc.
(d) Pdtient datalistings

(e) Listof trial participants treated with investigational product

(f)  Discontinued participants

() Protocol deviations

(h)  Case Record Forms of casesinvolving death and life thregtening adverse event cases
(i)  Publications fromthetrid

(i)  Important publications referenced in the study

(k)  Audit certificate, if available

() Investigator certificate that he/she has read the report and that the report accurately describes the conduct
and the results of the study.

TABLE7
INVESTIGATOR'SBROCHURE

The Investigator's Brochure should contain the version number, release date dong with the following sections, each with
literature references where gppropriae:

1
2

Table of Contents

Summary: A brief summary (preferably not exceeding two pages) should be given, highlighting the significant
physical, chemica, pharmaceuticd, pharmacologica, toxicological, pharmacokinetic, metabolic, and clinica
information available that is relevant to the stage of dlinical development of the investigationa product.
Introduction: A brief introductory statement should be provided that contains the chemical name (and generic and
trade name when approved) of the investigational product, al active ingredients, the investigationa product
pharmacological class and its expected position within this dass (eg. advantages), the rationale for performing
research with the investigationa product, and the anticipated prophylactic, therapeutic, or diagnostic indication.
Findly, the introductory statement should provide the generd approach to be followed in evadueting the
investigational product.

Physicd, Chemica, and Pharmaceutical Properties and Formulation: A description should be provided of the
investigational product substance (including the chemical or structura formula), and a brief summary should be
given of the relevant physica, chemica, and pharmaceutica properties To permit appropriate safety measures to
be taken in the course of the trid, a description of the formulation to be used, including excipients, should be
provided and justified if dinicaly relevant. Instructions for the storage and handling of the dosage form should
aso be given. Any structurd similarities to other known compounds should be mentioned.

Nondlinical Studies

51 Introduction: The results of al relevant nondinica pharmacology, toxicology, pharmacokinetic, and
investigational product metabolism studies should be provided in summary form. This summary should address
the methodology used, the resuits, and a discussion of the relevance of the findings to the investigated therapeutic
and the possible unfavourable and unintended effects in human. The information provided may include the

following, as appropriate, if known or available
[Species tested
[INumber and sex of animals in each group
(JUnit dose (e.g., milligramvkilogram (mg/kg))
[iDoseinterval
[JRoute of administration
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[ IDuration of post-exposure follow-up

UResults, including the following aspects:
— Nature and frequency of pharmacologica or toxic effects
~ Severity or intensity of pharmacological or toxic effects
- Time to onset of effects
- Reversibility of effects
= Durdtion of effects

- Dose response

Tabular format or listings should be used whenever possible to enhance the clarity of the presentation. The
following sections should discuss the most important findings from the studies, including the dose response of
observed effects; the relevance to humans, and any aspects to be studied in humans. If gpplicable, the effective
and nontoxic dose findings in the same anima species should be compared (i.e, the therapetic index should be
discussed). The relevance of this information to the proposed human dosing should be addressed. Whenever
possible, comparisons should be made in terms of blood/tissue fevels rather than on a mg/kg basis

(a) Nonclinicd Pharmacology: A summary of the pharmacologica aspects of the investigationa product and,
where gppropriate, its significant metabolites studied in animals, should be included. Such a summery should
incorporate studies that assess potential therapeutic activity (eg. efficacy models, receptor binding, and
specificity) as well as those that assess sefety (e.g., specia studies to assess pharmacologica actions other than the
intended therapeutic effect(s)).

(b) Pharmacokinetics and Product Metabolism in Animals A summeary of the pharmacokinetics and biologica
transformation and disposition of the investigationa product in al species studied shouid be given. The discussion
of the findings should address the absorption and the local and systemic bioavailability of the investigational
product and its metabolites, and their relationship to the pharmacologica and toxicologica findings in anima
species.
- (c) Toxicology: A summery of the toxicological effects found in relevant studies conducted in different animal

species should be described under the following headings where appropriate:

- Singledose '

- Repedted dose

- Carcinogenicity

- Specid studies (e.g. irritancy and sensitization)

- Reproductive toxicity

- Genotoxicity (mutagenicity)

Effects in Humans: (a) A thorough discussion of the known effects of the investigational products in humans
should be provided, including information on pharmacokinetics, metabolism, pharmacodynamics, dose
response, safety, efficacy, and other pharmacologica activities. Where possible, a summary of each completed
dinicd trid should be provided. Information should aso be provided regarding results of any use of the
investigationa products other than from in dinicd trids, such as from experience during marketing.

(b)  Pharmacokinetics and Product Metabolism in Humans

A summary of information on the pharmacokinetics of the investigational products should be presented,
including the following, if available: v

- Pharmacokinetics (including metabolism, as appropriate, and absorption, plasma protein
binding, distribution, and elimination).

Bioavailability of the investigational product (absolute, where possible, or relative) using a
reference dosage form. :

Population subgroups (eg., gender, age, and impaired organ function).
Interactions (e.g., product-product interactions and effects of food).

- Other pharmacokinetic data (e.g., results of population studies performed within clinical trid(s).
(c) Sdfety and Efficacy: A summary of information should be provided about the investigational product's or
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summaries of safety and efficacy across muiltiple trids by indications in subgroups may provide a clear
presentation of the data Tabular summaries of adverse drug reactions for ai the clinical trias (including those for
4l the studied indications) would be useful. Important differences in adverse drug reection patternsfincidences
across indications or subgroups should be discussed. The | nvestigators Brochure |B should provide a description of
the possible risks and adverse drug reactions to be anticipated on the basis of prior experiences with the product
under investigation and with related products. A description should aso be provided of the precautions or specid
rmonitoring to be done as part of the investigationa useof the products

(d) Marketing Experience: The Investigator's Brochure should identify countries where the

investigational product has been marketed or gpproved. Any significant informetion arising from the marketed use

should be summarised (e.g., formulations, dosages, routes of administration, and adverse product reactions). The
Investigator's Brochure should aso identify dl the countries where the investigational product did not receive

approva or regisiration for marketing or was withdrawn from merketing or registration.

Summary of Data and Guidance for the Investigator: This section should provide an overal discussion of the
nonclinicd and clinicd data, and should summarise the information from various sources on different aspects of
the investigationd products, wherever possible. In this way, the investigator can be provided with the most
informetive interpretation of the available data and with an assessment of the implications of the information for
future dlinical trials Where appropriate, the published reports on related products should be discussed. This could
help the investigator to anticipate adverse drug reactions or other problemsin dinical trids The overal amof this
section is to provide the investigator with a clear understanding of the possible risks and adverse reactions, and of
the specific tests, observations, and precautions that may be needed for a dinicd trid. This understanding should
be based on the avalable physicd, chemica, pharmaceutica, pharmacologicd, toxicologica, and clinica
information on the investigationa products. Guidance should aso be provided to the dlinica investigator on the
recognition and trestment of possible overdose and adverse drug a reaction that is based on previous human

experience and on the pharmacology of the investigationa product.

TABLE 8
PRESCRIBING INFORMATION

Generic Name

Qudlitative and quantitative composition
Dosage form and strength

Clinica particulars

4.1 Thergpeutic indication

4.2 Posology and method of adminisiration
4.3 Contraindications

4.4 Specid warnings and precautions for use

4.5 Drugs interactions

4.6 Use in special populations (such as pregnant women, lactating women, paediatric patients geriatric
patients etc.)

4.7 Effects on ability to drive and use machines

4.8 Undesirable effects

4.9 Overdose

5. Pharmecologica properties

5.1 Mechanism of Action

5.2Pharmacodynamicproperties
5.3 Pharmacokinetic properties -

6. Nonclinicd properties

~

6.1 Anima Toxicology or Pharmacology

Description
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8.3 Packaging information

‘ 8.4 Storage and handing instructions
9. Patient Counssiling 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 BIOEQUIVAL ENCE
STUDY OF NEW DRUGSOR INVESTIGATIONAL

NEW DRUGS

1. General Principles (1) Bioavailability or Bioeqdivdenoe focus on the release of an active drug from its dosage form
and subsequent absorption into the systemic circulation. Bioavailability or Bioequivaence study of a pharmaceutica
formulation is one of the components to ensure efficacy and safety of pharmaceutical product.

(2) Bicavailability can be generaly documented by a systemic exposure profile obtained by measuring drug or
metabolite concentration in the systemic circulation overtime.

(3) Bioequivalence study is conducted to ensure therapeutic equivalence between two pharmaceutically equivalent
test product and a reference product. :

(4) Bioavailability or Bioequivaence study is conducted to ensure therapeutic equivaience between an approved
new drug formulation and reference product for subsequent applicant.

(5) Bicavalability or Bioequivalence study is also conducted to ensure therapeutic equivalence at any phase of
dinica trid of a new chemica entity for establishing bioequivalence between two products of the chemical entity,
which is important for certain pharmaceutical formulation or manufacturing changes occurring during the drug
development stages.

(6) For drugs approved elsewhere in the world and absorbed systemicaly, bicequivalence with the reference
formulation should be carried out wherever applicable These studies should be conducted under the labelled
conditions of administration. Data on the extent of systemic absorption may be required for formulations other than
those designed for systemic absorption.

(7) Evauation of the effect of food on absorption following oral administration should be carried out. Data from
dissolution studies should also be submitted for al solid oral dosage forms.

(8) Dissolution and biocavailability data submitted with the new drug application must provide information that
assures bioequivalence or establishes bicavailability and dosage correlations between the formulations sought to be
marketed and those used for clinical trids during dinical development of the product.

(9) All bicavailability and bioequivdlence studies should be conducted according to the Guiddlines for
Bioavailability and Bioequivalence studies issued by Centrd Drugs Standard Control Organisation, Ministry of
Heelth and Family Welfare.

(10) Bioavailability and bioequivaence studies of a new drug or investigational new drug shall be conducted in a
bioavailability and bioequivalence study centre registered under rule 47 after obtaining permission from the Central
Licencing Authority.

2. Bioavailability and bioequivalence study centre:

2.1 The Bioavailability and bicequivalence study centre shall have following facilities for conducting bioavailability
and bioequivaence study of any new drug or investigational new drug:

(2.1.1) Legal Identity: The organization, conducting the bioavailability or bicequivaence studies, or the parent
organization to which it belongs, must be alegally constituted body with appropriate statutory registrations.

(2.1.2) Impartiality, confidentiality, independence and integrity: The organization shall:
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(b) have arrangements to ensure that its personnel are free from any commercia, financid and other
pressures which might adversely dfect the quality of their work.

(c) be organised in such a way that confidence in its independence of judgment and integrity is
maintained & dl times.

(d) have documented policies and procedures, where relevant, to ensure the protection of its sponsors
confidentia information and proprietary rights

(e) not engage in any activity that may jeopardize the trust in its independence of judgment and
integrity

(f) have documented policies and procedures for protection of rights, safety and well -being of study
subject in consistent with the Provisions of the Drugs and Cosmetics Act and these Rules and Good

Clinica Practices Guidelines
(g) have documented policies and procedures for scientific integrity 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 overal responsibility to provide protection for safely of the study
subject. The Investigator(s) should possess appropriate medicd qualifications and relevant
experience for conducting pharmacokinetic studies.

(b) The site should have facilities and identified adequately qualified and trained personnel to perform
the following functions:

(i) Clinical Pharmacologica Unit (CPU) management
(i) Andlytical laboratory management

(iii) Data handling and interpretation

(iv) Documentation and report preparation

(v) Quality assurance of al operationsin the centre

(2.1.4) Documented Standard Operating Procedures (1) The center shal establish and maintan a quality
system appropriate to the type, range and volume of its activities All operations & the site must be
conducted as per the authorised and documented standard operating procedures.

(2) These documented procedures should be available to the respective personnel for ready reference.
The procedures covered must include those that ensure compliance with al aspects of provision of the
Act and these rules, good clinical practices guidelines and good Jaboratory practice guidelines.

(3) A partid list of procedures for which documented standard operating prooedures should be
available includes:

(@) maintenance of working standards (pure substances) and respective documentation;
(b)withdrawa, storage and handling of biological samples;

(¢) maintenance, calibration and validation of instruments;

(d) managing medical as well as non-medical emergency situations;

(e) handling of biological fluids;

(f) managing laboratory hazards,

(g)disposa procedures for clinical samples and |aboratory wastes;

(h)documentation of clinical pharmacology unit observations, volunteer data and andytica
data

(i) obtaining informed consent from volunteers;
(i) volunteer screening and recruitment and management of ineligible volunteers;
(K) volunteer recydling (using the same volunteer for more than one study;

VAAY
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- (n)recording and reporting protocol deviations;
(o) recording, reporting and managing scientific misconduct;
(p) monitoring and quality assurance.

(4) Wherever possible, disposable (sterile, wherever applicable) medicad devices must be used for
making subject interventions.

(5) If services of alaboratory or a facility other than those available at the site (whether with in India or
outside the country) are to be availed — its or their names, address and specific services to be used
should be documented.

2.1.5) Clinical Phar macological Unit

(1)1t must have adequate space and facilities to house at least 16 voluntears, Adequate area must be
provided for dining and recreation of volunteers, separate from their sleeping area.

(2)Additional space and facilities should dso be provided for the following:
(@) Office and adminigtrative functions.
(b) Sample collection and storage.
(c) Control sample storage.
(d) Wet chemical laboratory.
(€) Instrumenta Laboratory.
() Library.
(g) Documentation archival room.
(h) Facility for washing, deaning and Toilets
(i) Microbiological laboratory (Optional).
(i) Radio Immuno-Assay room (optiond).

3. Maintenance of Records Ali records of in vivo or in vitro tests conducted on any batch of a new drug product to
assure that the product meets a bioequivalence requirement shall be maintained by the Sponsor for at least five years after
the completion of any study or for a least two years after the expiration date of the batch of the new drug product
whichever islater.

4. Retention of Samples (1) All samples of test and reference drug products used in bicavailability or bioequivaence
study should be retained by the organisation carrying out the bioavailability or bioequivaence study for a period of five
years after the conduct of the study or one yeer after the expiry of the drug, whichever is|ater.

(2) The study sponsor or drug manufacturer should provide to the testing facility batches of the test end reference drug
products in such a menner that the reserve samples can be selected randomly.

(3) This is to ensure that the samples are in fact representative of the batches provided by the study sponsor or drug
manufacturer and that they are retained in their original containers. Each reserve sample should consist of a quantity
sufficient to carry out twice al the in-vitro and in- vivo tests required during bicavaiiability or bioequivaence study.

(4) Thereserve éanple should be stored under conditions consistent with product labeling and in an area segregated from
the area where testing is conducted and with access limited to authorised personnel.

TABLE 1

DOCUMENT REQUIRED FOR REGISTRATION OF BIOAVAILABILITY AND BIOEQUIVALENCE
CENTRE

(1) Name and address of the organization to be registered aong with its telephone no., fax no. and email address.

(2) Document regarding legdl identity of the centre '

(3) Name and address of the proprietors or partners or directors.

(4) An organogram of the centre including brief Curriculum Vitae of Key personnel (Refer para2.1.3 of this Schedule)
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(6) List of equipment in the firm.

(7) List of staff in firm.

(8) Ligt of Standard Operating Procedures for various activities (refer 2.1.4 of this Schedule).
(9) Layout of facility.

(10) Details of Ethics Committee including its registration number.

(11) Facilities for maintenance of records.

(12) Details of Retention of samples.

(13) All mgjor tie ups for ancillary services like ambulance, 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 therapeutic classto which it belongs.

2. Chemical and phar maceutical information, Animal phar macological and toxicological data, Clinical trial data -
As per Second Schedule

3. Published reports of Pharmacokinetic and Pharmacodynamics studies carried out in hedthy subjects or paients
demonstrating safety and tolerability of the molecule

4. Regulatory statusin other countries Countries where thedrug is-

(8) Marketed.

(b)Approved.

() Approved as Investigationd New Drug.

(d)Withdrawn, if any, with ressons.
Restrictions on use, if any, in countries where marketed or approved
Free sae certificate or certificate of andysis, as appropriate. ‘
5. Prescribing information of the new drug in case the drug is gpproved for marketing in the country or other country.
6. Undertaking by the Investigator in original duly signed on a company letterhead as per Table 4 of the Third Schedule.
7. Copy of registration certificate issued by Central Licencing Authority.
8. Sponsnr’sAuthdri sation letter duly signed by the Authorised Signatory on company letterhead.

9. The study protocols, informed consent form or patient information sheet dong with audio-visual recording system as
per requirements of Second Schedule

10. Copy of approva of protocol from the Ethics committee, if available. Copy of registration of the Ethics Committee
under rule 8 from the Centra Licencing Authority.

11. The study synopsis

12. Undertaking letter from the sponsor stating that complete medical management in accordance with rule 40 and an
undertaking letter from the sponsor stating that compensation in case of study relate injury or death shall be provided in
accordance with rule 39.

13. Certificate of Andysis (COA) of representative batches (both Test and Reference formulations) to be used in the BE
study along with dissol ution profile in case Oral Solid dosage forms.

14.  For multiple dose BE study adequate supporting safety data and Pharamcokinetics or Pharmacodynamics should
be submitted covering the duration of period for which the study has to be conducted. For al injectable, the sub-acute
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A5 For conducting Bio-Equivalence studies with reference to Cytotoxic drugs, Hormona preparations, Narcotic end
+ Sychotropic substances and radioactive substances in Hedthy Human subjects a Scientific justification with special
emphasis on safety of subjects with a proper risk mitigation strategy should be submitted. I regulaory guidance is
avalable provide a copy of the same.

16.  For conducting Bio-Equivaence studies with reference to cytotoxic drugs, Hormonal preparations, Narcotic and
Psychotropic substances and radioactive substances in Patients a scientific justification with specia emphasis on Safety
with a proper Risk Mitigation Strategy should be submitted.

Note 1: All items may not be a)phwaleto al drugs. For explanation, refer text of this First Schedule, Second 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 and the therapeutic class to which it belongs
Chemica and pharmaceutica information - As per Table 2 of Second Schedule

Published reports of Pharmacokinetic and Pharmacodynamics studies carried out in hedthy subjects or patients
demonstrating safety and tolerability of the molecule.

Prescribing information
Undertaking by the Investigator in origina duly signed on a company letterhead as per Table 4 of Third Schedule.
Copy of registration certificate issued by Centra Licencing Authority.

Sponsor’ s authorisation letter duly signed by the Authorised Signatory on company letterhead.

The study protocols, Informed Consent Form or Patient Information Sheet dong with audio-visua recording system
as per requirements of Second Schedule.

9. Copy of approvd of protocol from the Ethics Committee, if available v
10. Copy of registration of the Ethics Commiittee under rule 8 from the Central Licencing Authority.

11. Thestudy synopsis.

12.  Undertaking letter from the sponsor stating that complete medical management in accordance with rule 40 and an
undertaking letter from the sponsor stating that compensation in case of study relate injury or death shal be
provided in accordance with rule 39.

13. Certificate of Anaysis (COA) of representative batches (both Test and Reference formulations) to be used in the
Bio-Equivaence study aong with dissolution profile in case Ora Solid dosage forms.

14. For multiple dose BE study adequate supporting safety data and Pharmacokinetics or Pharmacodynamics should
be submitted covering the duration of period for which the study has to be conducted.

15. For al Injectable, the sub-acute toxicity should be submitted on the Test product of the sponsor, studied in a least
two species for minimum 14 days. If regulatory guidance is available provide a copy of the same.

w
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16. For conducting Bio-Equivalence studies with reference to Cytotoxic drugs, Hormonal preparations, Narcotic and
Psychotropic substances and radioactive substances in healthy human subjects a Scientific justification with specia
emphasis on Safety of subjects with a proper risk mitigation strategy should be submitted. if regulatory guidance is
available provide a copy of the same.

17. For conducting Bio-Equivaence studies with reference to cytotoxic drugs, Hormonal preparations, Narcotic and
Psychotropic substances and radioactive substances in Patients a scientific justification with speciad emphasis on
Sdfety with a proper risk mitigation strategy should be submitted.
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FIFTH SCHEDULE
POST MARKET ASSESSMENT

(Seerules 77 and 82)
When a new drug is approved for marketing, assessment of safety
from a limited number of patients, many studied under the

patients with concomitant illnesses that require
patients in

1. Post marketing assessment of new drug. - (1)

and efficacy of the drug are generaly based on data
controlled conditions of randomized trials. Often, high risk patients and
use of other drugs are excluded from clinical trids, and long-term treatment data are limited. Moreover,

trids are closaly monitored for evidence of adverse events.
oader range of patients are treated (age, co-morbidities,

(2) Inactud dinical practice, monitoring islessintensive, abr
drugs, genetic abnormalities), and events too rare to occur in clinical trids may be observed. Therefore, subsequent to
approvd of a new drug, the drug shal be closely monitored and post marketing assessment of its benefit-risk profile

shall be carried out once it is marketed.

(3) A person intending to import or manufacture any new drug for sde or distribution shal have a pharmacovigilance
system in place for collecting, processing and forwarding the adverse drug reaction report to the Centra Licencing
Authority emerging from the use of the drug imported or manufactured or marketed by the applicant in the country.

(4) The pharmacovigilance system shal be managed by qualified and traned personnel and the officer in-charge of
coliection and processing of data shall be a medical officer or a pharmacist trained in collection and analysis of adverse

drug reaction reports.
(5) Post marketing assessment of new drug may be carried out, in different ways as under:-
(A) Phase IV (Post marketing) trial.- Phase IV (Post marketing) trid include additiona drug-drug interactions,

dose-response or safety studies and trials designed to support use under the approved indications, e.g. mortaity or
under an approved protocol with defined scientific objectives,

morbidity studies etc. Such tria will be conducted
inclusion and exclusion criteria, safety efficacy assessment criteria etc. with the new drug under approved
conditions for use in gpproved patient population.

In such tria the ethical aspects for protection of rights, safety and well-being of the tria subjects shal be
followed as per the regulatory provisions including that for compensation in case of dlinical trid related injury or
death and good dlinical practices guidelines

In such study, the study drug may be provided to the trid
concern or justification for not providing the drug free of cost, to
and the ethics committee.
(B) Post marketing surveiliance study or observational or non-interventional study for active surveillance-
Such studies are conducted with a new drug under approved conditions of its use under a protocol approved by
Central Licencing Authority with scientific objective Inclusion or excluson of subject are decided as per the
recommended use as per prescribing information or approved package insert.

In such studies the study drugs are the part of treatment of patient in the wisdom of the prescriber included in
the protocol. The regulatory provisions and guidelines applicable for clinicd trid of a new drug are not applicable
in such cases as drugs are aready gpproved for marketing.

eiliance through periodic safety update reports- As part of post marketing surveitlance

(C) Post marketing surv
of new drug the applicant shal! furnish periodic safety update reports (PSURS) in accordance with the procedures as

follows,
(i) The gpplicant shal furnish periodic safety update reports (PSURS) in order to-
(@) report dl relevant new information from appropriate sources,

(b) relaethe detato patient exposure;

(0  summarise the market authorisation status in different countries and any significant variaions

related to safety; and

indicate whether changes shall be made to product information in order to optimise the use of

product.

(ii) Ordinarily al dosage forms and formulations as well as indications for new drugs should be covered in one
periodic safety update reports Within the single periodic safety update reports separate presentations of
data for different dosane forms indications or senarate nonulation neerd to be aiven

subject free of cost uniess otherwise there is specific
the satisfaction of the Centra Licencing Authority

(d)
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(iv)

(v)

gpprova of the drug is granted to the applicant. For subsequent two yeers - the periodic safety update
reports need to be submitted annualy. Centra Licencing Authority may extend the total duration of
submission of periodic safety update reports if it is considered necessary in the interest of public hedth.
Periodic safety update reports due for a period must be submitted within thirty cdendar days of the last day
of the reporting period. However, dl cases involving serious unexpected adverse reactions must be
reported to the licencing authority within fifteen days of initia receipt of the information by the applicant.
If merketing of the new drug is delayed by the applicant after obtaining approva to market, such data will
have to be provided on the deferred basi s beginning from the time the new drug is marketed.

New studies specificaly planned or conducted to examine a safety issue should be described in the periodic
safety update reports.
A PSUR should be structured as follows:

(a) Title Page: The title page of periodic sefety update reports should capture the name of the drug;
reporting interva; permitted indication of such drug;, date of permission of the drug; dae of
marketing of drug; licencee name and address.

(b) Introduction: This section of periodic safety update reports should capture the reporting interva,
drugs intended use, mode of action, therapeutic class, dose, route of administration, formulation and
abrief description of the approved indication and population.

(c) Current worldwide marketing authorisation status: This section of periodic safety update reports
should capture the brief narrative over view including details of countries where the drug is
currently approved aong with date of first approva, date of marketing and if product was
withdrawn in any of the countries with reasons thereof.

(d) Actions taken in reporting interva for safely reasons This section of periodic safety update
reports should include a description of significant actions related to safety that have been taken
during the reporting interva, rdaed to either investigationa uses or marketing experience by the
licence holder, sponsor of a dinica trial, regulatory authorities, data monitoring committees, or
ethics committees

(e) Changes to reference safety information: This section of periodic safety update reports should
capture any significant changes to the reference safety information within the reporting interval.
Such changes might include information relating to contraindications, warnings, precautions,
adverse events, and important findings from ongoing and completed clinical trials and shgnificant
non-clinica findings.

(f) Estimated patient exposure: This section of periodic safety update reports should provide the
egtimates of the size and nature of the population exposed to the drug. Brief descriptions of the
methods used to estimate the subject or patient exposure should be provided,-

(i) Cumulaive and interva subject exposure in clinica trid.
(i) Cumulative and interval patient exposure from Marketing Experience from India

(iii) Cumulative and interva patient exposure from Marketing Experience from rest of the
world.

(9) Presentation of individual case histories This section of periodic safety update reports should
include the individud case information available to a licence holder and provide brief case
narative, medica history indication treated with suspect drug, causdity assessment. Provide
following information:

(i) Reference prescribing information
(ii) Individual cases received from India
(iii) Individua cases received from rest of the world
{(iv) Cumulaive and interval summary tabulaions of serious adverse events from clinicad
investigations.
(v) Cumulative and intervad summeary tabulations from post-marketing data sources
(h) .St'qdi.es: This ssctioq of ;Eriodic sa‘ity ppdae rept;rts_shogld fa)tur.e the brlef summeary of
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(i) Summeriesof significant safety findings from clinical trids during the reporting period;
(i) Findings from non-interventiona Studies;

(iii) Findings from non-Clinica Studies;

(iv) Findings from literature.

(i) Other information: This section of periodic safety update reports should include the details about
signals and Risk Management Plan in place by licence holder (if any).

(@) Signd and risk evauation: In this section licence holder will provide the details of signal
and risk identified during the reporting period and evauation of signds identified during
the reporting period.

(b) Risk management plan: In this section licence holder will provide the brief details of
safety concern and necessary action taken by him to mitigate these safety concerns.

(j) Overdl Safety Evauation: This section of periodic safety update reports should cepture the
overal safety evaluation of the drug based upon its risk benefit eva uation for approved indication.

(k)
()

(iy Summery of safety concerns

(ii) Benefit evaluation

(iii) Benefit risk analysis evaluation

Condlusion: This section of periodic safety update reports should provide the details on the
safety profile of drug and necessary action taken by the licence holder in this regards

Appendix. The appendix includes the copy of marketing authorisation in India, copy of
prescribing information, line listings with narrative of Individual Case Sefety Reports (ICSR).

SIXTH SCHEDULE

(Seerules21, 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 rupees Indian
Number National Rupee
(INR) except
where
specified in
dollars
(9
Application for permission to conduct
clinicd trid
o1 21 (i) Phasel 3,00,000
(i) . Phasell 2,00,000
(iii)Phase lH] 2,00,000
(iv) Phase IV 2,00,000
Reconsideration of application  for
02 22 permission to conduct clinicd trial 50,000
Application for permission toconduct
03 33 bioavailability or bioequivaence study 2,00,000
Reconsideration of application of permission to conduct
04 34 bioavailability or bioequivaence study 50,000
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L Application for registrationof bioavailability and bioequivaence study
05 45 centre 5,00,000
Reconsideration of application for
a7 47 Registratiqn of bioavailability and bio- 1,00,000
equivalence study centre
52 Application for permission to manufacture new drugs or
investigational new drugs for clinicd trid or bicavailability or 5000 per
08 bioequivalence study product
Reconsiderationof gpplication to
menufacture new drugs or investigationa new drugs for clinica trid 2000 per
09 53 or bioavailability or bioequivalence study product
Application for permission to manufacture unapproved active
pharmaceutica ingredient for development of formulation for test or
andysisor clinica trid or bioavailability or bioequivaence study 5000 per
10 59
product
11 60 Reconsideration of permission  to 2000
Manufacture unapproved active
pharmaceutica ingredient for development of formulation for test or
anaysis or clinical trid or bioavai lability or bioequivaence study
Application for import of new drugs or investigationa new drugs for
clinicd tria or bioavailability or bioequivaence study or for
12 67 examinaion, test and andysis 5000 per
product
Reconsideration of application for import of new drugs or
investigational new drugs for dlinica tria or bioavailability or
13 68 bioequivalence study or for examination, test and andlysis 1000
Application for permission to import new drug (Finished Formuiation)
14 for merketing 5,00,000
Application for permission to import new
15 75 Drug (Finished Formulation) aready 2,00,000
approved in the country for marketing
Application for permission to import new drug (Active Pharmaceuticd
16 Ingredient) for marketing 5,00,000
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17

18

19

20

21

Application for permission to import new
drug (Active Pharmaceutica [ngredient)
aready gpproved in the country for merketing

2,00,000

Application for permission to import

approved new drug for new claims, new indication or new dosage
form or new route of administration or new strength for merketing

3,00,000

Application for permission to import fixed dose combination having
one or more of the ingredients as unapproved new molecules for
marketing

5,00,000

Application for permission to import fixed

Dose combination having approved
ingredients for marketing

4,00,000

Application for permission to import fixed

dose combination aready approved for
marketing

2,00,000

Application for permission to import fixed dose combination for new
claims, new indication or new dosage form or new route of
administration or new strength for marketing

3,00,000

23

76

Recondderation of application  for
permission to import new drug for marketing

50,000

5,00,000

24

25

26

27

28

Application for permission to manufacture new drug (Finished
Formulation or Active Pharmaceutical Ingredient) for sdeor
distribution

Application for permission to manufacture

new drug (Active Pharmaceutical Ingredient) aready approved inthe
country for sale or distribution

2,00,000

Application for permission to manufacture new drug (Finished
Formuiation) for sale or distribution

5,00,000

Application for permission to menufacture new drug (Finished
Formulation) aready approved in the country for sale or distribution

2,00,000

Application for permission to menufacture
new drug (Active Pharmaceutica Ingredient) for sale or distribution

5,00,000
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29

30

31

Application for permission to manufacture

new drug (Active Pharmaceutical Ingredient) aready gpproved in the
country for sale or distribution

2,00,000

Application for permission to manufacture approved new drug for new
claims, new indication or new dosage form or new route of
administration or new strength for sale or distribution

3,00,000

Application for permission to manufacture fixed dose combination
having one or more of the ingredients as unapproved new molecules
for sdle or distribution

5,00,000

Application for permission to menufacture fixed dose combination having
gpproved ingredients for sde or distribution

3,00,000

Application for permission to manufacture fixed dose combination
aready approved for sde or distribution

2,00,000

Application for permission to manufacture fixed dose combination for
new daims, new indication or new dosage form or new route of
administration or new strength for sale or distribution ‘

3,00,000

Application for permission to manufacture

new drug (Active Pharmaceutical Ingredient) or to manufacture
finished formulation

5,00,000

Application for permission to import or to manufacture phyto-
phermaceuticd drugs

2,00,000

Reconsideration of application for

37

81

permission to manufacture new drug for sale or distribution

50,000

| Application for Import of unapproved new

drug by Government hospital and medical ingtitution

10,000

Application for permission to manufacture unapproved new drug but
under clinicd

39

9

trid, for trestment of patient of life threatening disease

5,000

Pre-submission meeting

5,00,000

41

8 8

Post-submission meeting

50000

42

Any other gpplication which is not specified above

50000

Note 1. No fee shal be chargeable in respect of application for conduct of clinical trid for orphan drugs as defined in
clause (x) of rule 2.
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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 caseof clinical trial related death:
Compensation = (B x F x R) / 99.37
Where,
B = Base amount (i.e. 8 iacs) ‘

F = Factor depending on the age of the trial subject as per Annexure 1 (based on Workmen Compensation Act

R = Risk Factor depending on the seriousness and severity of the disease, presence of co-morbidity and duration
of disease of the tria subject a the time of enrolment in the clinical trial between a scde of 0.5 to 4 as under:

(1) 0.5termindly ill patient (expected surviva not more than (NMT) 6 months)'
(2) 1.0 Paient with high risk (expected survival between 6 to 24months)

(3) 2.0 Patient with moderate risk

(4) 3.0 Patient with mild risk

(5) 4.0 Hedthy Volunteers or trid subject of no risk.

However, in case of patients whose expected mortdity is 90% or more within 30 days, a fixed amount of Rs. 2
lacs should be given.

2 Formula in case of dlinical trial related injury (other than death): For caculation of quantum of compensation
relaed to injury (other than death), the compensation shall be linked to the criteria considered for calculation of
compensation in cases of death of the trid subject as referred to in section of this Schedule. The quantum of
compensation in case of Clinical Trid related SAE should not exceed the quantum of compensation which would have
been due for payment in Case of death of the trial subject since the loss of life is the maximum injury possible.As per
the definition of SAE, the following sequelae other than death are possible in acdlinica trid subject, in which the trial
subject shall be entitied for compensation in case the SAE isrelated to dlinicdl trid.

(i) A permanent disability: In case of SAE causing permanent disability to thetria subject, the quantum of
compensation in case of 100% disability shall be 90% of the compensation which would have been due for payment to
the nominee (s) in case of death of the trial subject.

The quantum for less than 100% disability will be proportiohd to the actua percentage disability the trial subject has
suffered.

Accordingly, following formula shal be applicable for determination of compensation:

Compensation = (C x D x 90) / (100 x 100)

Where:

D = Percentage disability the trial subject has suffered.

C = Quantum of Compensation which would have been due for payment to the tria subject’s nominees)
in case of death of the trid subject.

(ii) Congenital anomaly or birth defect: The congenita anomaly or birth defect in a baby may occur due to
participation of anyone or both the parent in dinical trid. Following situations may arise dueto congenital anomdy or
birth defect.

(@) Still birth;

(b) Early death due to anomdly;

(c) No desth but deformity which can befully corrected through appropriate intervention;
(d) Permanent disability (mental or physical).
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Apskilled worker (in Delhi). The quantum of compensation in such cases of SAE shal be half of the base amount as per

~Jrmula for determining the compensation for SAE resuilting into death.

In case of birth defect leading to sub-clause (c) and (d) of this clause to any child, the medica management as long as
required shall be provided by the Sponsor or his representative which will be over and above the financid compensation.

(iii) Chroniclife-threatening disease; and
(iv) ReversibleSAE in caseit isresived.

In case of dlinical trid relaed SAE causing life-threatening disease and reversible SAE in case it is resolved, the
quantum of compensation would be linked to the number of days of hospitdisation of the tria subject. The compensation
per day of hospitaization shal be equa to the wage loss. The wage loss per day shall be caculated based upon the

minimum wage of the unskilled worker (in Delhi).

Since, in case of hospitdisation of any patient not only the patient loses hisher wage, there will be direct or indirect
losses of various kind including inconvenience, wage loss of attendant, etc. The compensation per day of hospitaisation

in such case shal be double the minimum wage

Accordingly, following formula shall be gpplicable for determination of compensation:

Compensation=2 X W X N.
Where,
W = Minimum wage per day of the unskilled worker (in Delhi)
N = Number of days of hospitdization
Annexure1

Factor (F) for calculating the amount of compensation

Age

Factor

Not more than...
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EIGHTH SCHEDULE

FORM CT-01
(Seerules 8, 10and 17)

APPLICATION FOR REGISTRATION/RENEWAL OF ETHICSCOMMITTEE RELATING TO CLINICAL
TRIAL OR BIOAVAILABILITY AND BIOEQUIVALNENCE STUDY OR BIOMEDICAL HEALTH
RESEARCH

IIWE, e R (name,  designation

and full postal address of the applicant) of ... (name and full address with contact details of
the ethics committee) hereby apply for grant of registration of ethics committee.

The detdls of the application are as under:
1. Name of gpplicant:

2. Nature and constitution of applicant:

(proprietorship, company, society, trust, independent, institutional, other to be specified)

3. (i) Applicant address including telephone number, mobile number, fax number and e-mail id:
(i) Address for correspondence:

corporate or registered office or clinica tria site or biocavalability and bioequivalence study centre or
biomedical health research

4. Detals of accreditation, if any (self-attested copy of certificate to be atached):

5. | have enclosed the documents as specified in the Table 1 of the Third Schedule of the New Drugs and
Clinica Trids Rules, 2019. _
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5. | hereby state and undertake that: (i) | shal comply with dl the provisions of the Drugs and Cosmefics Act,
1940, and the New Drugs and Clinical Trids Rules, 2019.

Place: Digitd Signature
Dae .. (Name and designation)

FORM CT-02
(Seerules8, 9, 10 and 14)

GRANT OF REGISTRATION OF ETHICSCOMMITTEE RELATING TO CLINICAL TRIAL OR
BIOAVAILABILITY AND BIOEQUIVALNENCE STUDY

Registration No.

The Centra Licencing Authority here by registers and permits__(Name and full address with contact details of the ethics
committee) to perform duties of ethics committee as specified in the New Drugs and Clinica Trias Rules, 2019

2. The ethics committee shdll observe the conditions of registration specified in Chapter 111 of the New Drugs and Clinica
Trias Rules, 2019 and the Drugs and Cosmetics Act, 1940.

Place ............ Centra Licencing Authority
Dae ............... 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 and permit
(Name and full address with contact details of the ethics committee) to perform duties of ethics committee as specified in
the Regulation of New Drugs and Clinicd Trids Rules, 2019.

2. The ethics committee shall observe the conditions of registration specified in Chapter 1V of the New Drugsand Clinical
Trids Rules, 2019 and the Drugs and Cosmetics Act, 1940.

Place: ............ Centra Licencing Authority
Dae ... 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

EIVVE, oo v R R (name and full postal address of the
apphicant) of ..o hereby apply for grant of permission to conduct clinicd tria on new

drug or investigationa new drug.

The details of the gpplication are as under:
1.Name of Applicant:

P Nature and congtitution: proprietorship, partnership including
limited liability partnership, company, society, trust, other to be
specified.

3. (i) Sponsor address, telephone number, mobile number, fax
number and e-mail id:

(ii) Clinica trids site address telephone number, mobile
number, fax number and e-mail id:

(iii) Name and address of person responsible for payment of
icompensation, if any:

(iv)  Addressfor correspondence:

{corporate or registered office or clinical tria site]

4. Details of new drugs or investigationa new drugs and dlinical investigation site[As per Annexure].

5. Phase of the Clinica Tria
6. Clinicd tria protocol number with date:

7. Feepaid on Rs
Receipt or Challan or transaction D,
3.1 have endlosed the documents as specified in the Second Schedule of the New Drugs and Clinical Trids Rules,
2019.

0. | hereby state and undertake that:
(i) | shall comply with al the provisions of the Drugs and Cosmetics Act, 1940, and the New Drugs and Clinical
ITrids Rules, 2019.

Digitd Signature
(Name and designation)

Annexure:
Details of new drugs or investigational new drugs:
Names of the new drug or investigationa new drug:
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Jomposition:

Indications:

Details of clinica tridl site
Names and address of dinica trid site

Ethics committee details

Name of investigator:

FORM CT-4A
(Seerule 23)

INFORMATION TO INITIATE CLINICAL TRIAL OF NEW DRUG OR INVESTIGATIONAL NEW DRUG
ASPART OF DISCOVERY, RESEARCH AND MANUFACTURE IN INDIA

TWE, ...ttt e esee e e e (name and full postal

address of the applicant) Of e hereby inform to
initiate the conduct clinical trial on new drug or investigational new drug.
The details of the application areas under:

1.Name of Applicant;

2. Nature and constitution:

(proprietorship, partnership including limited liability partnership,
company, society, trust, other to be specified)

3. (i) Sponsor address, telephone number, mobile number, fax
number and e-mail id:

(i) Clinica trids site address, telephone number, mobile
number, fax number and e-mail id:

(iii) Narme and address of person responsible for payment of
icompensation, if any:

(iv)  Addressfor correspondence:
[corporate or registered office or dinica trid site]

4. Details of new drugs or investigational new drugs and dlinical investigation site[As per Annexure).

5. Phase of the Clinica Trid

6. Clinicd fria protocol number with date:

8. | hereby declared thet | have dready submitted the application under rule 21 of these rules and granted automatic
japproval under rule 23(2) and enclosed the documents as specified in the Second Schedule of the New Drugs a\d
Clinica Tridsrules, 2019.

9. | hereby state and undertake that: , |
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Digita Signature
(Name and designation)

Annexure
Details of new drugs or investigational new drugs.

Names of the new drug or investigational new drug:

Therapeutic class

Dosage form:

\Composition:

|ndications:

Detals of clinicd trid site:
Names and address of clinicd trid site

Ethics committee details

Name of investigator.

FORM CT-05
(Seerule 33)

APPLICATION FOR GRANT OF PERMISSION TO CONDUCT BIOAVAILABILITY OR
BIOEQUIVALENCE STUDY

(name and full postal address of the
applicant) of ... hereby apply for grant of permission to conduct bioavailability or
bioequivalence study (strike off whichever is not applicable) of new drug or investigational new drug, the details of which
are as under:

1.Name of applicant:

2 Nature and constitution:

(proprietorship,  partnership  including limited  ligbility
partnership, company, society, trust, other to be specified)

3. (i) Sponsor address, telephone number, mobile number, fax
number and e-mail id:

- (i) Study address, telephone number, mobile number, fax
number and e-mail id:

(ili) ~ Address for correspondence:
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4. Details of new drug or investigational new drug and study centre[As per Annexure].

5. Study protocol number with date:

6. Fee paid on Rs
Receipt or challan or transaction ID

7. | have endosed the documents as specified in the Fourth Schedule of the New Drugs and Clinicd Trids Rules.
2019.

8. | hereby state and undertake that:

(i) | shadl comply with &l the provisions of the Drugs and Cosmetics Act, 1940 and the New Drugs and Clinica
Trids Rules, 2019.

Places................... . Digitd Signature
Dae.......c..o e (Name and designdtion)
Annexure;

Details of new drug or investigational new drugs:

Names of the new drug or investigational new drug:

Therapeutic class:

Dosage form:

Composition:

Indications:

Detals of study centre:
Names and address of study centre

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 Centra Licencing Authority hereby permits

(Name and full address with contact details of the applicant) to conduct dlinica tria of the new drug or investigational
new drug as per protocol number in the below mentioned dinica trid sites. dated

2. Deailsof new drug or investigational new drug and clinical trid site [As per Annexure].

3. This permission is subject to the conditions prescribed in part A of Chapter V of the New Drugs and Clinica Trids
Rules, 2019 under the Drugs and Cosmetics Act, 1940.

[g VN Noandesd | immmains A dlharibog
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Annexure:
Details of new drug or investigationa new drug:
Names of the new drug or investigationa new drug:

Therapeutic class:

Dosage form:
IComposition:

Indicaions:

Details of clinicd trid site:
Names and address of clinicd trid site

Ethics committee details:

Name of principd investigator:

FORM CT-07
(See Rules 34, 35, 36, 37 and 36)

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 of the applicant) to oconduct bioavailability or bioequivalence study (strike off
whichever is not applicable) of the new drug or investigational new drug as per protocol number dated__in the

below mentioned study centre.
2. Detalsof new drug or investigationa new drug and study centre [As per Annexure].

3. This permission is subject to the conditions prescribed in part B of Chapter V of the New Drugs and Clinicd Trids
Rules, 2019 under the Drugs and Cosmetics Act, 1940.

4 Centra Licencing Authority
Dae ..o Stamp

Annexure
Details of new drug or investigationa new drug:
Names of the new drug or investigational new drug:

Therapeutic class:

Dosage form

Composition:

I ndirations
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Names and address of study centre

Ethics committee details

Name of principa investigator:

FORM CT-08
(See ruledd)
APPLICATION FOR REGISTRATION/RENEWAL OF BIOAVAILABILITY OR BIOEQUIVALENCE STUDY
CENTRE
IV, ..ttt eeeees et s e s ee et e e r s en s -(name, designation and full postal address
of the applicant) of .......ccooveiiiiec hereby apply for grant of registration of bioavalability or

bioequivalence study centre. The detdils of the gpplication are as under:

1.Name of applicant;

2. Nature and constitution of applicant:

(proprietorship, company, society, trust, independent, institutiond,
other to be specified)

3. (i) Applicant address including telephone number, mobile
number, fax number and e-mail id:

(ii) Address for correspondence:

[corporate or registered office or bioavailability or bicequivaence
study centre}

4. Details of accreditation, if any (self-atested copy of certificate to
be attached):

5. Fee pad on
Receipt or chalan or transaction |ID

Rs.

Trias Rules, 2019.

6. | have enclosed the documents as specified in the Table 1 of Fourth Schedule of the New Drugs and Clinica

7.1 hereby stale and underteke that:

(i) | shall comply with al the provisions of the Drugs and Cosmetics Act, 1940 the New Drugs and Clinica

Trias Rules, 2019.
Place .......c.oooeiie, Digitd Signature
Dae ...l {Name and designation)
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FORM CT-09
(Seerules47, 48, 49, 50and 51)
GRANT OF REGISTRATION OF BIOAVAILABILITY OR BIOEQUIVALENCE STUDY CENTRE

Registration No.

The Centra Licencing Authority hereby register '
(Name and full address with contact details of the zpplicant) for conduct of bioavailability and bioequivaence studies of

new drugs and investigational new drugs as specified in the New Drugs and Clinica Trias Rules, 2019.

2 This registration is subject to the conditions prescribed in Chapter VI of the New Drugs and Clinica Trias Rules, 2019
under the Drugs and Cosmetics Act, 1940.

Centra Licencing Authority
Stamp

FORM CT-10
(Seerule 52)
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

IAWE, e R L

(name and full postal address of the applicant) Of ... hereby apply for grant of
permission to manufacture new drug or investigationa new drug for dinica tria or bicavailability or bioequivaence

study or for examination, test and andysis.
The details of the application are as under:
1. Name of gpplicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability
partnership, company, society, trust, other to be specified)

3(i) Corporae or Registered office address, telephone
number, mobile number, fax number and e-mail id:

(i) Applicant's address, telephone number, mobile
number, fax number and e-mail id:

(iii)  Address for correspondence:
4. Details of new drugs and investigational new drugs to be manufactured [As per Annexure)].

5. Particulars of Manufacturer, Manufacturing sites [As per Annexurej.

6. Fee pad on Rs receipt or challan or transaction ID__
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7. | hereby state and undertake that:

(i) 1 shal comply with al the provisions of the Drugs and Cosmetics Act, 1940 and the Chapter VIl of
New Drugs and Clinical Trids Rules, 2019.

(i) The new drug to be manufactured from M/s................oooooo. shal be used exclusively for the
purpose of clinicd trid and no part of it shall be diverted to the domestic market.

Place: ............. Digita Signature
Date ............... (Name and designation)
Annexure

Details of new drug or investigationa new drug:

Names of the new drug or investigationa new drug:

Therapettic class:

Dosage form:

Composition:

I ndications:

Details of manufacturer and manufacturing site:

Name and address of Active Pharmaceutica Ingredient and
formulation manufacturer (full address with telephone, fax
and e-mail address of the manufacturer).

Name and address of menufacturing sites of Active
Pharmaceutical Ingredient and formulation (full address with
telephone, fax and e-mail address of the manufacturing site).

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 permission (Name and full postal
address with contact details of the applicant) to manufacture the new drug or investigationa new drug for conduct of
clinicd tria or biqa/ja'l_a)i}ity'o_r bi_oequivai_qwoe study s per protocol number_ : _ dated _in the
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Nameof thenew drugor | Class of new drug or investigational|Quantity to be manufactured,
investigationa new drug to be new drug.

Serid
. manufactured.

2 This licence is subject to the conditions specified in the Chapter V11T of New Drugs and Clinical Trias Rules,2019
under the Drugs and Cosmetics Act, 1940.

3 Thislicence shal, unless previously suspended or revoked, be in force for a period of three years from the date ofits
issuance.

4. Detalsof manufacturer and manufacturing site under thislicence.

Name and address of manufacturer (full address' Name and address of manufacturing site (full
Serial with telephone, fax and e-mail address of the address with telephone, fax and e-mail address of
Numt manufacturer). the manufacturing site).

Centrd Licencing Authority
Date; Stamp

Annexure
Detadils of clinica trid site:
Names and address of dinica trid site

Ethics committee details:

Name of investigator:

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

FIVVE, oo (name and full postal address of the applicant)
OF oot hereby apply for grant of permission to manufacture formulations of
unapproved active pharmaceutica ingredient for test or andysis or clinical trial or bioavailability or bioequivaence study.

The details of the gpplication are as under:
1. Name of formulation manufacturer:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability
partnership, company, society, trust, other to be specified)

3(i) Corporate or registered office address tel ephone number,
mobile number, fax number and e-mail id:

Gl) _ Formulation menufacturer’s address including
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4. Details of unapproved Active pharmaceutica ingredient and its formulation [As per Annexure].

5. Details of Manufacturer, Manufacturing sites of formulation [As per Annexure].

6.Fee pad on Rs__ receipt or chdlan or transaction
ID.

7. | hereby state and undertake that: (i) | shal comply with al the provisions of the Drugs and Cosmetics
Act, 1940 and Chapter Vi1 of the New Drugs and Clinicd Trias Rules, 2019.

for the mentioned purpose only and no part of it shall be sold in the market.

(ii) The formulation of the unapproved active pharmaceutical ingredient to be manufactured shall be used |

Place ) Digitd Signature
Dae: (Name and designation)
Annexure
Details of Active pharmaceuticd ingredient and its formulation:
Name of the unapproved active Quantity Name of the formulation/test Quentity
pharmaceutical ingredient (AP1) Batchesto be developed for test/analysis
or dinicd tria

Narme of the formulation to be manufactured
Quantity

Composition

Indication

Details of manufacturer and manufacturing site of formulation:

.

Name and address of manufacturer of  [Name and address of manufacturing site of formulation
Seria formulation (full address with telephone, fax] (full address with telephone, fax and e-mail address of
numt and e-mail address of the manufacturer) the manufacturing site)

Details of manufacturer and manufacturing site of Active pharmaceutica ingredient:

Name and address of manufacturer of Activdg Name and address of manufacturing site of Active
Serial pharmaceutical ingredient (full address with|pharmaceutica ingredient (full address with telephone,
telephone, fax and e-mail address of the fax and e-mail address of the manufacturing site)

number
manufacturer)
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FORM CT-13
(See rule 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

I, ... et e e (name and full postal address of the applicant)
OF e hereby apply for grant of permission to menufacture unapproved active
pharmaceutical ingredient for development of formulation for test or andysis or dlinical trid or bioavailability or
bioequivdence study.

The details of the gpplicaion are as under:

1. Name of manufacture:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability
partnership, company, society, trust, other to be specified)

3.(i) Corporate or registered office address telephone number,
mobile number, fax number and e-mal id:

(ii) Formulation manufacturer's address including
telephone number, mobile number, fax number and e-mail id:

(ili)  Address for correspondence:

4. Details of unapproved active pharmaceuticd ingredient to be manufactured [As per Annexure].

5. Detals of formulation to be manufactured [As per Annexure).

6. Feepaid on Rs receipt or challan or transaction |D

(i) 1 hereby state and undertake that: (i) | shall comply with all the provisions of the Drugs and Cosmetics Act, 1940
and Chapter V111 of the New Drugs and Clinical Trias Rules, 2019.

(i)  Theunapproved active pharmaceutical ingredient to be menufactured shall be supplied to M/s
......................................................... only and no part of it shal be sold in the market.

Place | Digital Signature
Dae - (Name and designation)
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Annexure

Details of Active pharmaceutica ingredient and its formulation:

unapproved active
pharmaceuticd ingredient (APY)

Name of the Quantity

to be obtained

batches to be developed for

Name of the formulation or test Quantity

test/andysis or clinicd trid

Detdils of manufacturer and manufacturing site of formulation:

Serid
number

Name and address of manufacturer of
formulation (full address with telephone, fax
and e-mal address of the menufacturer)

Name and address of manufacturing site of formulation
(full address with telephone, fax and e-mail address of
the manufacturing site)

Details of manufacturer and manufacturing site of Active pharmaceutical ingredient:

Seria
number

Name and address of manufacturer of Activg
pharmaceutical ingredient (full address with
telephone, fax and e-mail address of the
manufacturer)

Name and address of manufacturing site of Active
pharmaceutica ingredient (full address with telephone,
fax and e-mail address of the manufacturing site)

FOR

MCT-14

(Seerules 60, 61, 62, 63and6d)

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 permission to

(Name and full postal address with contact details of the formulation manufacturer) to manufacture the formulation of the
unapproved active pharmaceutical ingredient specified below for test or anadysis or for conduct of dinicd trids
bioavailability or bioequivaence study.

Name of the formulation or test batchesto be
test or analysisor clinicd tria

developed for Quantity

2. Details of manufacturer, manufacturing site of formulation [As per Annexure].

Serid
number

Name and address of manufacturer (full
address with telephone, fax and e-mail
aidress of the manufacturer)

Name and address of manufacturing site (full addr
with telephone, fax and e-mail address of the
manufacturing site)
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3. This licence is subject to the conditions prescribed under Chapter VI of the New Drugs and Clinica Trids
Rules, 2019 under the Drugs and Cosmetics Act,1940. .

4. Detailsof manufacturer and menufacturing site of active pharmaceutica ingredient to be supplied.

Name and address of manufacturer (full | Name and address of manufacturing site (full address
Serid 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 shal, unless previously suspended or revoked, be in force foraperiod of .............c.......... from the date
of its issuance.
Place............. Centra Licencing Authority
Dae ..o Stamp
FORM CT-15

(Seerules60, 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 permission to
(Name and full address of the active ingredient menufacturer) to menufacture the unapproved active pharmaceutical
ingredient specified below to manufacture its formulation for test or andysis or for conduct of clinica trids or
bioavailability or bioequivaence study.

Name of the unapproved active pharmaceutica ingredient (API) to be manufactured Quentity

2. Deails of Manufacturer, Manufacturing site of active pharmaceutical ingredient.

Name and address of manufacturer (full Name and address of manufacturing site (full
Serial address with telephone, fax and e- mail address with telephone, fax and e-mail address of
numt address of the menufacturer) the manufacturing site)

3. Detailsof Manufacturer, Manufacturing site of formulation manufacturer to be supplied.

Name and address of formulator (full address |Name and address of site where the manufactur
Seridl with telephone, fax and e-mail address of the junapproved active pharmaceuticd ingredient to

’ manufacturer) used (full address with telephone, fax and e-mail
number address of the manufacturing site)
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5. Thispermission shal, unless previously suspended or revoked, be in force for a period of ........................ from the
date of its issuance.
Place............. ’ Centra Licencing Authority
Dae ... Stamp
Annexure
Details of record of unapproved active pharmaceutica ingredient manufactured:
Serid Date of Licence number Name of the Quentity Manufactured for
number | manufacture unapproved active | manufactured
pharmacetica
ingredient

Details of reconciliation of unapproved active pharmaceutica ingredient manufactured:

Date | Nameofthe | Licence| Quentity |Quantity| Quantity [Supplied Quantity — left | Action
unapproved | number | manufactured | supplied| remained| to | over or remain| taken

active unused or got
pharmaceutica damaged or
ingredient expired or
' found of sub-
standard quality|

* Write NA where not applicable.

FORM CT-16
(Seerule67)

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

WG, ..ot e e e et ee e (name and address of the applicant)
OF M/S ..o hereby apply for grant of licence to import new drug or investigational new
drug for clinical trial bioavailability or bioequivalence study or for examination, test and andysis.

The details of the gpplication are as under:
1. Name of applicant;

2. Nature and constitution of applicant:

(proprietorship, partnership including limited  liability
partnership, company, society, trust, other to be specified)
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3.(i) Corporate or registered office address including
telephone number, mobile number, fax number and e-mail id:

(ii) Applicant’'s address induding telephone number,
mobile number, fax number and e- mail id:

(iii) Address for correspondence:

4. Details of new drugs to be imported [As per Annexure].

5. Particulars of overseas Manufacturer, Manufacturing sites [As per Annexure].

B. Fee pad on Rs receipt
or challan or transaction ID. ‘

7. | hereby state and undertake that:

(i) 1 shal comply with al the provisions of the Drugs and Cosmetics Act, 1940 and Chapter |X of the New Drugs
land Clinical TridsRules, 2019.

(i)  Thenew drugto beimported fromM/S.......c...coovvveerrrrrcnnn, shall be used exclusively for the purpose of dinical
trid and no part of it shal be diverted to the domestic market.

Place: Digitd Signature
Dae _ (Name and designation)
Annexure:

Details of new drug or investigationa new drug:
Names of the new drug or investigationa new drug:

Therapeutic class:

Dosage form:
Composition:

Indications

Details of manufacturer and manufacturing site:

Name and address of manufacturer (full address with
telephone, fax and emal address of the
meanufacturer)

Name and address of manufacturing site (full address
with telephone, fax and e-mal address of the
menufacturing site)




AT Y BTFLIT TOBTE, MHTHEeS, RFoWS® OF, S00F RAy

FORM CT-17
(Seerules68, 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 Centrd Licencing Authority hereby grantslicence to (Name and full address with contact
details of the applicant) to import new drug or investigational new drug for conduct of diinical trid or bioavailability or
bioequivdence study as per protocol number dated

or for examination, test and analysis in the below mentioned dlinical tria sites or bioavailability or
bioequivaence study centre. [As per Annexure).

Name of the new drugor | Therapeutic dass of new drug or
Seri investigationa new drug to be investigetiona new drug

id ;
number imported

Quantity to beimported

2. Thislicenceis subject to the conditions prescribed in Chepter 1X of the New Drugs and Clinical Trids Rules, 2019.
3. Thislicence shal, unless previously suspended or revoked, bein force for aperiod of three years from the date of its
issuance.

4. Detailsof overseas manufacturer and manufacturing site under this licence.

Name and address of menufacturer (full address| Name and address of manufacturing site (full
with telephone, fax and e-mail address of the | address with telephone, fax and e-mai! address of
menufacturer) the manufacturing site)

Serid
number

5. Thelicencee shdl maintain the record of imported new drug or investigational new drugs[As per Annexure}.

Place ............. Centrd Licencing Authority
Dae ... : Stamp
Annexure

Details of clinical trid site or bioavailability or bioequivalence study centre:
Names and address:

Ethics committee detdils

Name of investigator:

FORM CT-18
(Seerule 75)
APPLICATION FOR GRANT OF PERMISSION TO IMPORT NEW DRUG FOR SAL E OR FOR
DISTRIBUTION
AN, oo e e (name and address of the applicant)

OF MIS e hereby apply for grant of permission to import new drug for sae.
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1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability
nartnership, company, society, trust, other to be specified)

3.(i) Corporate or registered office address including
telephone number, mobile number, fax number and e-mail id:

(i) Manufacturer's address including telephone
number, mobile number, fax number and e-mail id:

(ili)  Address for correspondence:

4. Details of new drug to be imported (Active pharmaceutica Ingredient or Finished Formulation) [As per
Annexure)].

5. Detalls of the manufacturer and manufacturing site [ As per Annexure].

6. Fee pad on Rs
receipt or challan or transaction ID

7. | hereby state and undertake that:

() I shal comply with dl the provisions of the Drugs and Cosmetics Act, 1940 and Chapter X of the New
Drugs and Clinical Trias Rules, 2019.

Place: Digital Signature
Date {Name and designation)

Annexure
Details of new drug:

Name of the new drug:

Dosage form:

Composition of the formulation:

Therapeutic class of the new drug:

I ndications for which proposed to be used:

anufacturer of the raw materid (active
pharmaceutica ingredient):
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7~
Name and address of manufacturer (full Name and address of manufacturing site (full address
iaddress with telephone, fax and e-mail with telephone, fax and e-mail address of the
address of the manufacturer). menufacturing site).

FORM CT-19
(Seerules 76, 77 and 78)

PERMISSION TO IMPORT NEW ACTIVE PHARMCEUTICAL INGREDIENT FOR SALE OR FOR
DISTRIBUTION

The Centra Licencing Authority hereby grants permission to
(Name and full postal address of authorised agent with contact details of the organization) to import new active
pharmaceutical ingredient manufactured by an overseas manufacturer specified below for sae.

2. Details of overseas menufacturer and its manufacturing site under this licence.

Serid | Nameand address of overseas manufacturer | Name and address of manufacturing site (full name
number | (full name and address with telephoneand e- | and address with telephone and e-mail address of
mail address of manufacturer) menufacturing site)

3. This permission is subject to the conditions prescribed in Chapter X of the New Drugs and Clinicd Trids
Rules, 2019 under the Drugs and Cosmetics Act, 1940.

4. Detailsof active pharmaceutica ingredient to be imported.
Name of the active pharmaceuticd ingredient to be obtained. Quantity.

Place ............. Centra Licencing Authority
Dae ......cccoo... Starmp

FORM CT-20
(Seerules 76, 77 and 78)

PERMISSION TO IMPORT PHARMACEUTICAL FORMULATIONS OF NEW DRUG FOR SALE OR FOR
DISTRIBUTION

The Centra Licencing Authority hereby grant permission to
(Name and full postal address of authorised agent with contact details of the organisation) to import phz-rmaoeutlcd
formulation manufactured by an overseas manufacturer specified below for sale.

2. Details of overseas manufacturer and its manufacturing site under this licence.

Serid | Name and address of overseas manufacturer | Name and address of manufacturing site (full name
(full name and address with telephoneand e-| and address with telephone and e-mail address of
number mail address of manufacturer). manufacturing site)
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3.  Detailsof pharmaceutical formulation:
Name of the new drug to be imported:

Dosage form:

Composition:

Indication:

4. This permission is subject to the conditions prescribed in Chapter X of the New Drugs and Clinicd Trids
Rules 2019 under the Drugs and Cosmetics Act,1940.

Place ............. Centra Licencing Authority
Dae ................. Stamp

FORM CT-21
(Seerule 80)

APPLICATION FOR GRANT OF PERMISSION TO MANUFACTURE NEW DRUG FORMULATION FOR
SALE OR FOR DISTRIBUTION

AW, ..ot bbbttt es ettt (name and full postal address of the
applicant) of M/S ... hereby apply for grant of permission to manufacture new drug

for sde 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 limited liability
partnership, company, society, trust, other to be specified)

3.(i) Corporate or registered office address including
ttelephone number, mobile number, fax number and e-mail
id:

(ii) 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 manufactured (Active pharmaceutica Ingredient or Finished Formulation or
both) [As per Annexure].

5. Details of the manufacturer and manufacturing site [As per Annexure].

R Fan naid ~n (=13 ranai nt ~r rhallan nr
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7. | hereby state and undertake that:

) I shall comply with dl the provisions of the Drugs and Cosmetics Act, 1940 and Chapter X of the
New Drugs and Clinica Trids Rules, 2019.

Place........... Digitd Signature
Date ............... . (Name and designation)
Annexure

Details of new drug:

Name of the new drug:

Dosage form:

Composition of the formulation:

Therapeutic class of the new drug:

I ndications for which proposed to be used:

Details of manufacturer and menufacturing site of new drug:

Name and address of manufacturer (full address LName and address of manufacturing site (full address with
with telephone, fax and e-mal addressof the  telephone, fax and e-mail address of the manufacturing site).
manufacturer).

FORM CT-22
(Seerules81, 82, 83 and 84)

PERMISSION TO MANUFACTURE NEW ACTIVE PHARMACEUTICAL INGREDIENT FOR SALE OR
FOR DISTRIBUTION

The Centra Licencing Authority  hereby grant permission fo .. . (Name and full address
with contact details of the manufacturer) to manufacture for sae the new actlve pharrmeutwd mgredxent manufactured
by manufacturer specified below.

2. Detailsof manufacturer and its manufacturing site under this permission.

Seria |Name and address of manufacturer (full name |Name and address of manufacturing site (full name
numt and address with telephone and e-mail and address with telephone and e-mail address of
address of manufacturer) manufacturing site)

3. Thisissihiant to the conditions snerified in Chanter X of the New Driins and Clinical Trials Riles 2019 under the
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4. Detailsof the new active pharmaceutical ingredient to be manufactured-—--.

Place: Centrd Licencing Authority

Dae ............... - 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 permissionto .....................ccccoeeiienee i, (Name and full address
of authorised agent with contact detals of the manufacturer) to manufacture for sale of pharmaceutical formulation

manufactured by an manufacturer specified below.
2.  Details of menufacturer and its manufacturing site under this licence

Serid  |Name and address of menufacturer (full name |Name and address of manufacturing site (full name
number and address with telephone and e-mail and address with telephone and e-mail address of
address of manufacturer). manufacturing site).

3. Detailsof pharmaceutical formulation:
Name of the new drug to be imported:

Dosage form:

Composition:

Indication:

Shelf life with storage condition:

4. Thisis subject to the conditions prescribed in Chapter X of the New Drugs and Clinica Trias Rules 2019 unde
the Drugs and Cosmetics Act,1940.

Place: Centrd Licencing Authority

Dae ... Stamp

FORM CT-24
(See rule 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

(nane and_ full postal addrsgofthe app_liwnt) ‘of M/s ............... e he_reby a)_ply for gra1_t C
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1. Name of Medica officer:

2. Nature and constitution of applicant:

(Government Hospita or Medica Institution)

3.(i) Aaddress including telephone number, mobile number,
fax number and e-mail id of the Government Hospital or
Medica Inditution:

(i) Address for correspondence:

4. Details of unapproved new drug pharmaceutical formulation to be imported [As per Annexure].

5. Details of the manufacturer and manufacturing site [As per Annexure].

6. Details of the patient and disease [As per Annexure].

7. Fee pad on ‘ Rs __ receipt or chalan or transaction
ID.

8. A legd undertaking stating that the unapproved new drug to be imported shall be used for the treatment of the
patient for the disease mentioned below only and no part of it shall be

sold in the market is enclosed herewith.

Place ..o ‘ Digital Signature
Date ..........coovieniinns (Name and designation)

Annexure
Details of unapproved new drug to be imported:
Name of the new drug:

Dosage form:

Quantity:

I ndications for which proposed to be used:

Details of manufacturer and manufacturing site:

Name and address of manufacturer (full Name and address of manufacturing site (full address with
address with telephone, fax and e-mail address telephone, fax and e-mal address of the manufacturing
of the manufacturer). isite). ,

Detals of patient:
Name of the patient:

Disease name:
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Certificate
Certified that the unapproved new drug specified above for import is urgently required for the treatment of patients
sufferingfrom.................................. ad tha the ssid drug is not availablein India
Place........... ‘ Signature
Dae............ Medica Superintendent of the Government Hospital or Head of Medica Institution
[Stamp]
FORM CT-25

(Seerules 87, 88, 89 and 90)

LICENCE TO IMPORT UNAPPROVED NEW DRUG FOR TREATMENT OF PATIENTS OF LIFE
THREATENING DISEASE IN A GOVERNMENT HOSPITAL OR MEDICAL INSTITUTION

Licence Number:

The Central Licencing Authority hereby grant license to (Name and full
postal address with contact details of the Government Hospita or Government Medica Ingtitution) to import the
unapproved new drug specified below for the purpose of treatment of the paient for the disease
....................................... (Name of the disease).

2. This permission is subject to the conditions prescribed in Chapter XI ‘of the New Drugs and Clinica trids
Rules, 2019 under the Drugs and Cosmetics Act, 1940.

3. Thislicence shal, unless previously suspended or revoked, be in force for aperiod of ...................... from the date
of itsissuance.

4. Detailsof the new drug to beimported
Name of new drug:

Quantity to be imported:

Place: ............. Centrd Licencing Authority
Dae ... , Stamp
Annexure

Details of new drug imported:

Seridd  (Dateof import| Licence | Nameof the | Imported through | Consignment Quantity
number number newdrug | (Port office name). number imported.
imported.

Details of record of patient history:

Licence number| Nameof the | Patient name | Diagnosis detail with| Disease name. | Dosage schedule
new drug. dae.
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"Detdils of reconciliation of new drug to beimported:

Date |Nameof| Licence Initial Quenti Quantity Quantity - Action
thenew | number. | quantity. used. remained. taken.
drug.

left over or remain unused or

got damaged or expired or
found of sub-standard qudity

*Write NA where not gpplicable.

FORM CT-26
(Seerule 91)

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

AW, ..ottt ettt bt nees (name and full postal address of the
applicant) of M/S ..., hereby apply for grant of permission to manufacture unapproved
new drug but under clinicd tria for treatment of patients of life threatening disease in a government hospital 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 liability
partnership, company, society, trust, other to be specified)

3.(i) Corporate or registered office address including
tel ephone number, mobile number, fax number and

le-mail id:

(ii) Manufacturer's address including telephone number,
mobife number, fax number and e-mail id:

(iii) Address for correspondence:

4. Details of unapproved new drug to be manufactured [As per Annexure].

5. Detals of the manufacturer and manufacturing site [As per Annexure].

6. Details of the Medical officer and Government Hospital and Medica Ingtitution

7. Copy of recommendation of the ethics committee and consent from the patient in accordance with Rule 81 of
the Regulation of New Drugs and Clinica Trials Rules 2019 are hereby enclosad.
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8. Fee pad on Rs receipt or chalan or transaction 1D___|

9. A legd undertaking stating that the unapproved new drug to be manufactured shall be used for the
treastment of the patient for the disease mentioned below only and no part of it shal be sold in the market is
enclosed herewith.

Place..........co....... Digita Signature
Dae ................... {Name and designation)

Annexure:
Details of unapproved new drug to be manufactured:
Name of the new drug;

Quantity:

Indications

Details of menufacturer and manufacturing site:

Name and address of manufacturer (full address [Name and address of manufacturing site (full address with

with telephone, fax and e-mail addressof the  ftelephone, fax and e-mail address of the manufacturing site).
manufacturer).

Details of the government hospital or government medical ingtitution and patient:

Narme of the government hospita or
government medicd institution:

/Address of the government hospital or
government medical institution:

Name and address of the patient:
Disease name:
Certificate
Certified that the unapproved new drug but under clinical trid specified above for manufacture is urgently required for t
treatment of patients suffering from and that the
drug(s) iare not availablein india
Place............ Signature

Dae.......... Medica Superintendent of the Government Hospital or Head of Medica Indtitutis
' [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 PATIENTS OF LIFE THREATENING DISEASE IN A GOVERNMENT HOSPITAL OR
MEDICAL INSTITUTION

LicenceNumber ........................

The Centra Licencing Authority hereby grant permission to . (Name and full
posta address with contact details of the orgaw:zatlon) to manufacture the unapproved new drug speuﬂed below on the
premises situated a . . (full postd address with contact detals of the
menufacturing site) for supply to .......................................... (name of the medica officer and address of the
Government hospital or medicd institution) for the tregtment of the patient for thedisease ................cc......... (Name
of the disease).

2. Thislicence is subject to the conditions prescribed in Chapter X| of the New Drugs and Clinicd Triads Rules, 2019
under the Drugs and Cosmetics Act,1940.

3. This licence shdl, unless previously suspended or revoked, be in force for a period of one year from the date
specified below:—
4. Detals of the new drug to be manufactured

Name: .

Quantity:

Place ............. Centra Licencing Authority and Stamp

Annexure;
Details of unapproved new drug manufactured:

Serid Date of Licence Name of the unapproved Quantity Manufactured for
number | manufacture number new drug menufactured

Details of record of patient history:

Licence number| Nameof the | Patient name | Diagnoss detall with| Diseesename | Dosage schedule
new drug date

Details of reconciliation of unapproved active pharmaceuticd ingredient manufactured:

DatgNameof thd Licence| Quantity | Quantity | Quantity | Supplied Quantity— | Action |
unapproved| No. manufactured | supplied | remained to taken
new drug

left over or remain
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standard qudity

* Write NA where not applicable

[F.No.X.11014/10/2017- DRS -Part (1))
Dr. MANDEEP K. BHANDARI, . Secy.

BIVFET TORITVIOT STETVIT DT ©IT BIOIY,
ST°. HeATRE
ATOONT TRORTTT Y BTN
[TOFTT DT TOONFTEF,
BOBOEOD B|HVTNY Q0.

P.R. 52
SC-20

REVENUE SECRETARIAT
NOTIFICATION
NO: RD 45 ETC 2019, BENGALURU, DATED: 24-09-2019

The accompanying Notification No.S.0. 2753(E) dated: 31% July, 2019 issued by the Registrar General and Census
Commissioner, India, Ministry of Home Affairs, New Delhi, as published in the Gazette of India Extraordinary, is republished in

Karnataka Gazette, Part-1V, Section-C, for information of general public.
By Order and in the Name of the Governor of Karataka

R. UMADEVI
Under Secretary to Government
Revenue Department (DM & Services-3)

MINISTRY OF HOME AFFAIRS
(OFFICE OF THE REGISTRAR GENERAL, CITIZEN REGISTRATION, INDIA)
NOTIFICATION
New Delhi, the 31 July, 2019

S.0. 2753(E) - In pursuance of sub-rule (4) of Rule 3 of the Citizenship (Registration of Citizens and Issue of National |dentity
Cards) Rules, 2003, the Central Government hereby decides to prepare and update the Population Register and field work for house to
house enumeration throughout the country except Assam for collection of information relating to all persons who are usually residing
within the jurisdiction of Local Registrar shall be undertaken between the 1% April 2020 to 30" September, 2020.

[F No.9/5/2019-CRD(NPRY)]
VIVEK JOSHI, Registrar General of Citizenship Registration

R. UMADEVI

PR -53
Under Secretary to Government

SC-25
Revenue Department (DM & Services-3)
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TOBRECH FITTITNE 3TV
©RBREI
Rosd: MoFTew 25 EeWF 2019(e-Office), Wonees, HTwoS: 17-10-2019.

QT008: 08-08-2019 TOTD 7908 Fgor 3T RS w3em Fowdod Part-Il Section (1) 3 H3eszod The Code of
Wages 2019 (29 of 2019) @a’nc{ TOWERITO woolodMoN ToorF 33 anséwgd@q T TFLIRTONT.

MINISTRY OF LAW AND JUSTICE
(Legislative Department)

New Delhi, the 8th August, 2019/Shravana 17, 1941 (Saka)

The following Act of Parliament received the assent of the President on the
8th August, 2019, and is hereby published for general information:—

THE CODE ON WAGES, 2019

No. 29 oF 2019
[8th August, 2019.]

An Act to amend and consolidate the laws relating to wages and bonus and matters
connected therewith or incidental thereto.

Be it enacted by Parliament in the Seventieth Year of the Republic of India as follows:—

CHAPTERI
PRELIMINARY
1. (1) This Act may be called the Code on Wages, 2019. Short title,
. extent and
(2) Tt extends to the whole of India. commencement.

(3) It shall come into force on such date as the Central Government may, by notification
in the Official Gazette appoint; and different dates may be appointed for different provisions
of this Code and any reference in any such provision to the commencement of this Code
shall be construed as a reference to the coming into force of that provision.

Definitions. 2. In this Code, unless the context otherwise requires,—
(a) "accounting year" means the year commencing on the 1st day of April;

() "Advisory Board" means the Central Advisory Board or, as the case may be,
the State Advisory Board, constituted under section 42;

(c) "agricultural income tax law" means any law for the time being in force relating
to the levy of tax on agricultural income;

(d) "appropriate Government" means,—

(i) in relation to, an establishment carried on by or under the authority of
the Central Government or the establishment of railways, mines, oil field, major
ports, air transport service, telecommunication, banking and insurance company
or a corporation or other authority established by a Central Act or a central
public sector undertaking or subsidiary companies set up by central public
sector undertakings or autonomous bodies owned or controlled by the Central
Government, including establishment of contractors for the purposes of such
establishment, corporation or other authority, central public sector undertakings,
subsidiary companies or autonomous bodies, as the case may be, the Central
Government;
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7 of 1964.

52 of 1961.

(if) in relation to any other establishment, the State Government;

(e) "company" means a company as defined in clause (20) of section 2 of the

Companies Act, 2013;

(f) "contractor”, in relation to an establishment, means a person, who —

(?) undertakes to produce a given result for the establishment, other than
amere supply of goods or articles of manufacture to such establishment, through
contract labour; or

(i) supplies contract labour for any work of the establishment as mere
human resource and includes a sub-contractor;

(g) "contract labour" means a worker who shall be deemed to be employed in or

in connection with the work of an establishment when he is hired in or in connection
with such work by or through a contractor, with or without the knowledge of the
principal employer and includes inter-State migrant worker but does not include a
worker (other than part-time employee) who —

(i) is regularly employed by the contractor for any activity of his
establishment and his employment is governed by mutually accepted standards
of the conditions of employment (including engagement on permanent basis),
and

(if) gets periodical increment in the pay, social security coverage and
other welfare benefits in accordance with the law for the time being in force in
such employment;

(h) "co-operative society" means a society registered or deemed to be registered

under the Co-operative Societies Act, 1912, or any other law for the time being in force
relating to co-operative societies in any State;

(i) "corporation" means any body corporate established by or under any Central

Act, or State Act, but does not include a company or a co-operative society;

(j) "direct tax" means—
(i) any tax chargeable under the—

(A) Income-tax Act, 1961;

(B) Companies (Profits) Surtax Act, 1964;

(C) Agricultural income tax law; and

18 of 2013.

2 of 1912.

43 of 1961.

(if) any other tax which, having regard to its nature or incidence, may be
declared by the Central Government, by notification, to be a direct tax for the

purposes of this Code;

(k) "employee" means, any person (other than an apprentice engaged under the

Apprentices Act, 1961), employed on wages by an establishment to do any skilled,
semi-skilled or unskilled, manual, operational, supervisory, managerial, administrative,
technical or clerical work for hire or reward, whether the terms of employment be
express or implied, and also includes a person declared to be an employee by the
appropriate Government, but does not include any member of the Armed Forces of the
Union;
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63 of 1948.

63 of 1948.

43 of 1961.

(/) "employer" means a person who employs, whether directly or through any
person, or on his behalf or on behalf of any person, one or more employees in his
establishment and where the establishment is carried on by any department of the
Central Government or the State Government, the authority specified, by the head of
such department, in this behalf or where no authority, is so specified the head of the
department and in relation to an establishment carried on by a local authority, the chief
executive of that authority, and includes,—

(7) in relation to an establishment which is a factory, the occupier of the
factory as defined in clause (n) of section 2 of the Factories Act, 1948 and, where
a person has been named as a manager of the factory under clause (f) of
sub-section (/) of section 7 of the said Act, the person so named;

(i) in relation to any other establishment, the person who, or the authority
which, has ultimate control over the affairs of the establishment and where the
said affairs is entrusted to a manager or managing director, such manager or
managing director;

(iif) contractor; and
(iv) legal representative of a deceased employer;

(m) "establishment" means any place where any industry, trade, business,
manufacture or occupation is carried on and includes Government establishment;

(n) "factory" means a factory as defined in clause (m) of section 2 of the Factories
Act, 1948;

(0) "Government establishment" means any office or department of the
Government or a local authority;

(p) "Income-tax Act" means the Income -tax Act, 1961;
(¢) "industrial dispute" means,—

(7) any dispute or difference between employers and employers, or between
employers and workers or between workers and workers which is connected
with the employment or non-employment or the terms of employment or with the
conditions of labour, of any person; and

(if) any dispute or difference between an individual worker and an employer
connected with, or arising out of, discharge, dismissal, retrenchment or
termination of such worker;

(r) "Inspector-cum-Facilitator" means a person appointed by the appropriate
Government under sub-section (/) of section 51;

(s) "minimum wage" means the wage fixed under section 6;
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(1) "notification" means a notification published in the Gazette of India or in
the Official Gazette of a State, as the case may be, and the expression "notify" with its
grammatical variations and cognate expressions shall be construed accordingly;

(u) "prescribed" means prescribed by rules made by the appropriate Government;

(v) "same work or work of a similar nature" means work in respect of which the
skill, effort, experience and responsibility required are the same, when performed under
similar working conditions by employees and the difference if any, between the skill,
effort, experience and responsibility required for employees of any gender, are not of
practical importance in relation to the terms and conditions of employment;

(w) "State" includes a Union territory;

(x) "Tribunal" shall have the same meaning as assigned to it in clause (r) of
section 2 of the Industrial Disputes Act, 1947,

(v) "wages" means all remuneration whether by way of salaries, allowances or
otherwise, expressed in terms of money or capable of being so expressed which would,
if the terms of employment, express or implied, were fulfilled, be payable to a person
employed in respect of his employment or of work done in such employment, and
includes,—

(i) basic pay;

(ii) dearness allowance; and

(iii) retaining allowance, if any,
but does not include—

(a) any bonus payable under any law for the time being in force, which
does not form part of the remuneration payable under the terms of employment;

(b) the value of any house-accommodation, or of the supply of light,
water, medical attendance or other amenity or of any service excluded from the
computation of wages by a general or special order of the appropriate
Government;

(c) any contribution paid by the employer to any pension or provident
fund, and the interest which may have accrued thereon;

(d) any conveyance allowance or the value of any travelling concession;

(e) any sum paid to the employed person to defray special expenses entailed
on him by the nature of his employment;

() house rent allowance;

(g) remuneration payable under any award or settlement between the
parties or order of a court or Tribunal;

(h) any overtime allowance;
(7) any commission payable to the employee;
(j) any gratuity payable on the termination of employment;

(k) any retrenchment compensation or other retirement benefit payable to
the employee or any ex gratia payment made to him on the termination of
employment:

Provided that, for calculating the wages under this clause, if payments
made by the employer to the employee under clauses (a) to (i) exceeds one-half,
or such other per cent. as may be notified by the Central Government, of the all
remuneration calculated under this clause, the amount which exceeds such

14 of 1947.

42 of 2005.
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one-half, or the per cent. so notified, shall be deemed as remuneration and shall
be accordingly added in wages under this clause:

Provided further that for the purpose of equal wages to all genders and for
the purpose of payment of wages, the emoluments specified in clauses (d), (f),
(g) and (h) shall be taken for computation of wage.

Explanation.— Where an employee is given in lieu of the whole or part of
the wages payable to him, any remuneration in kind by his employer, the value of
such remuneration in kind which does not exceed fifteen per cent. of the total
wages payable to him, shall be deemed to form part of the wages of such employee;

(z) "worker" means any person (except an apprentice as defined under
clause (aa) of section 2 of the Apprentices Act, 1961) employed in any industry to do
any manual, unskilled, skilled, technical, operational, clerical or supervisory work for
hire or reward, whether the terms of employment be express or implied, and includes —

(i) working journalists as defined in clause (f) of section 2 of the Working
Journalists and other Newspaper Employees (Conditions of Service) and
Miscellaneous Provisions Act, 1955; and

(ii) sales promotion employees as defined in clause (d) of section 2 of the
Sales Promotion Employees (Conditions of Service) Act, 1976, and for the
purposes of any proceeding under this Code in relation to an industrial dispute,
includes any such person who has been dismissed, discharged or retrenched or
otherwise terminated in connection with, or as a consequence of, that dispute,
or whose dismissal, discharge or retrenchment has led to that dispute,

but does not include any such person—

(a) who is subject to the Air Force Act, 1950, or the Army Act, 1950, or the
Navy Act, 1957; or

(b) who is employed in the police service or as an officer or other employee
of a prison; or

(c) who is employed mainly in a managerial or administrative capacity; or

(d) who is employed in a supervisory capacity drawing wage of exceeding
fifteen thousand rupees per month or an amount as may be notified by the
Central Government from time to time.

3. (1) There shall be no discrimination in an establishment or any unit thereof among
employees on the ground of gender in matters relating to wages by the same employer, in
respect of the same work or work of a similar nature done by any employee.

(2) No employer shall,—

(7) for the purposes of complying with the provisions of sub-section (/), reduce
the rate of wages of any employee; and

(i1) make any discrimination on the ground of sex while recruiting any employee
for the same work or work of similar nature and in the conditions of employment, except
where the employment of women in such work is prohibited or restricted by or under
any law for the time being in force.

4. Where there is any dispute as to whether a work is of same or similar nature for the
purposes of section 3, the dispute shall be decided by such authority as may be notified by
the appropriate Government.
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CHAPTER I
MINIMUM WAGES

5. No employer shall pay to any employee wages less than the minimum rate of wages

notified by the appropriate Government.

6. (1) Subject to the provisions of section 9, the appropriate Government shall fix the

minimum rate of wages payable to employees in accordance with the provisions of section 8.

(2) For the purposes of sub-section (/), the appropriate Government shall fix a minimum

rate of wages—

(a) for time work; or
(b) for piece work.

(3) Where employees are employed on piece work, for the purpose of sub-section (1),

the appropriate Government shall fix a minimum rate of wages for securing such employees
a minimum rate of wages on a time work basis.

(4) The minimum rate of wages on time work basis may be fixed in accordance with any

one or more of the following wage periods, namely:—

(i) by the hour; or
(ii) by the day; or
(iii) by the month.
(5) Where the rates of wages are fixed by the hour or by the day or by the month, the

manner of calculating the wages shall be such, as may be prescribed.

(6) For the purpose of fixation of minimum rate of wages under this section, the

appropriate Government,—

(a) shall primarily take into account the skill of workers required for working
under the categories of unskilled, skilled, semi-skilled and highly-skilled or geographical
area or both; and

(b) may, in addition to such minimum rate of wages for certain category of
workers, take into account their arduousness of work like temperature or humidity
normally difficult to bear, hazardous occupations or processes or underground work
as may be prescribed by that Government; and

(c) the norms of such fixation of minimum rate of wages shall be such as may be
prescribed.

(7) The number of minimum rates of wages referred to in sub-section (6) may, as far as

possible, be kept at minimum by the appropriate Government.

7. (I) Any minimum rate of wages fixed or revised by the appropriate Government

under section 8 may consist of—

(@) a basic rate of wages and an allowance at a rate to be adjusted, at such
intervals and in such manner as the appropriate Government may direct, to accord as
nearly as practicable with the variation in the cost of living index number applicable to
such workers (hereinafter referred to as "cost of living allowance"); or

(b) a basic rate of wages with or without the cost of living allowance, and the
cash value of the concessions in respect of supplies of essential commodities at
concession rates, where so authorised; or

(c) an all-inclusive rate allowing for the basic rate, the cost of living allowance
and the cash value of the concessions, if any.
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(2) The cost of living allowance and the cash value of the concessions in respect of
supplies of essential commodities at concession rate shall be computed by such authority,
as the appropriate Government may by notification, appoint, at such intervals and in
accordance with such directions as may be specified or given by the appropriate Government
from time to time.

8. (/) In fixing minimum rates of wages for the first time or in revising minimum rates of
wages under this Code, the appropriate Government shall either—

(a) appoint as many committees as it considers necessary to hold enquiries and
recommend in respect of such fixation or revision, as the case may be; or

(b) by notification publish its proposals for the information of persons likely to
be affected thereby and specify a date not less than two months from the date of the
notification on which the proposals shall be taken into consideration.

(2) Every committee appointed by the appropriate Government under clause (a) of
sub-section (/) shall consist of persons—

(a) representing employers;

(b) representing employees which shall be equal in number of the members
specified in clause (a); and

(c) independent persons, not exceeding one-third of the total members of the
committee.

(3) After considering the recommendation of the committee appointed under clause (a)
of sub-section (/) or, as the case may be, all representations received by it before the date
specified in the notification under clause (b) of that sub-section, the appropriate Government
shall by notification fix, or as the case may be, revise the minimum rates of wages and unless
such notification otherwise provides, it shall come into force on the expiry of three months
from the date of its issue:

Provided that where the appropriate Government proposes to revise the minimum
rates of wages in the manner specified in clause (b) of sub-section (7), it shall also consult
concerned Advisory Board constituted under section 42.

(4) The appropriate Government shall review or revise minimum rates of wages ordinarily
at an interval not exceeding five years.

9. (1) The Central Government shall fix floor wage taking into account minimum living
standards of a worker in such manner as may be prescribed:

Provided that different floor wage may be fixed for different geographical areas.

(2) The minimum rates of wages fixed by the appropriate Government under section 6
shall not be less than the floor wage and if the minimum rates of wages fixed by the appropriate
Government earlier is more than the floor wage, then, the appropriate Government shall not
reduce such minimum rates of wages fixed by it earlier.

(3) The Central Government may, before fixing the floor wage under sub-section (/),
obtain the advice of the Central Advisory Board constituted under sub-section (/) of
section 42 and consult State Governments in such manner as may be prescribed.

10. If an employee whose minimum rate of wages has been fixed under this Code by the
day works on any day on which he was employed for a period of less than the requisite
number of hours constituting a normal working day, he shall, save as otherwise hereinafter
provided, be entitled to receive wages in respect of work done on that day, as if he had
worked for a full normal working day:

Provided that he shall not be entitled to receive wages for a full normal working day,—

(i) in any case where his failure to work is caused by his unwillingness to work
and not by the omission of the employer to provide him with work; and
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Wages for 11. Where an employee does two or more classes of work to each of which a different
two or more  minimum rate of wages is applicable, the employer shall pay to such employee in respect of
classes of . . . .
work. the time respectively occupied in each such class of work, wages at not less than the
minimum rate in force in respect of each such class.
Minimum 12. Where a person is employed on piece work for which minimum time rate and not a
time ”;Fe minimum piece rate has been fixed under this Code, the employer shall pay to such person
wages or wages at not less than the minimum time rate.
piece work.

Fixing hours
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normal
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13. () Where the minimum rates of wages have been fixed under this Code, the
appropriate Government may —

(a) fix the number of hours of work which shall constitute a normal working day
inclusive of one or more specified intervals;

(b) provide for a day of rest in every period of seven days which shall be allowed
to all employees or to any specified class of employees and for the payment of
remuneration in respect of such days of rest;

(c) provide for payment for work on a day of rest at a rate not less than the
overtime rate.

(2) The provisions of sub-section (/) shall, in relation to the following classes of
employees apply, only to such extent and subject to such conditions as may be prescribed,
namely:—

(a) employees engaged in any emergency which could not have been foreseen
or prevented;

(b) employees engaged in work of the nature of preparatory or complementary
work which must necessarily be carried on outside the limits laid down for the general
working in the employment concerned;

(c) employees whose employment is essentially intermittent;

(d) employees engaged in any work which for technical reasons has to be
completed before the duty is over; and

(e) employees engaged in a work which could not be carried on except at times
dependent on the irregular action of natural forces.

(3) For the purposes of clause (c) of sub-section (2), employment of an employee is
essentially intermittent when it is declared to be so by the appropriate Government on the
ground that the daily hours of duty of the employee, or if there be no daily hours of duty as
such for the employee, the hours of duty normally include periods of inaction during which
the employee may be on duty but is not called upon to display either physical activity or
sustained attention.

14. Where an employee whose minimum rate of wages has been fixed under this Code
by the hour, by the day or by such a longer wage-period as may be prescribed, works on any
day in excess of the number of hours constituting a normal working day, the employer shall
pay him for every hour or for part of an hour so worked in excess, at the overtime rate which
shall not be less than twice the normal rate of wages.

CHAPTER III
PAYMENT OF WAGES

15. All wages shall be paid in current coin or currency notes or by cheque or by
crediting the wages in the bank account of the employee or by the electronic mode:
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Provided that the appropriate Government may, by notification, specify the industrial
or other establishment, the employer of which shall pay to every person employed in such
industrial or other establishment, the wages only by cheque or by crediting the wages in his
bank account.

16. The employer shall fix the wage period for employees either as daily or weekly or
fortnightly or monthly subject to the condition that no wage period in respect of any employee
shall be more than a month:

Provided that different wage periods may be fixed for different establishments.

17. (1) The employer shall pay or cause to be paid wages to the employees, engaged
on—

(i) daily basis, at the end of the shift;

(ii) weekly basis, on the last working day of the week, that is to say, before the
weekly holiday;

(iii) fortnightly basis, before the end of the second day after the end of the
fortnight;

(iv) monthly basis, before the expiry of the seventh day of the succeeding
month.

(2) Where an employee has been—
(i) removed or dismissed from service; or

(i) retrenched or has resigned from service, or became unemployed due to
closure of the establishment,

the wages payable to him shall be paid within two working days of his removal, dismissal,
retrenchment or, as the case may be, his resignation.

(3) Notwithstanding anything contained in sub-section (/) or sub-section (2), the
appropriate Government may, provide any other time limit for payment of wages where it
considers reasonable having regard to the circumstances under which the wages are to be
paid.

(4) Nothing contained in sub-section (/) or sub-section (2) shall affect any time limit
for payment of wages provided in any other law for the time being in force.

18. (/) Notwithstanding anything contained in any other law for the time being in
force, there shall be no deductions from the wages of the employee, except those as are
authorised under this Code.

Explanation.—For the purposes of this sub-section,—

(a) any payment made by an employee to the employer or his agent shall be
deemed to be a deduction from his wages;

(b) any loss of wages to an employee, for a good and sufficient cause, resulting
from—

(7) the withholding of increment or promotion, including the stoppage of
an increment; or

(ii) the reduction to a lower post or time-scale; or
(iii) the suspension,

shall not be deemed to be a deduction from wages in a case where the provisions made
by the employer for such purposes are satisfying the requirements specified in the
notification issued by the appropriate Government in this behalf.
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(2) Deductions from the wages of an employee shall be made in accordance with the
provisions of this Code, and may be made only for the following purposes, namely:—

(a) fines imposed on him;
(b) deductions for his absence from duty;

(c) deductions for damage to or loss of goods expressly entrusted to the employee
for custody; or for loss of money for which he is required to account, where such
damage or loss is directly attributable to his neglect or default;

(d) deductions for house-accommodation supplied by the employer or by
appropriate Government or any housing board set up under any law for the time being
in force, whether the Government or such board is the employer or not, or any other
authority engaged in the business of subsidising house-accommodation which may
be specified in this behalf by the appropriate Government by notification;

(e) deductions for such amenities and services supplied by the employer as the
appropriate Government or any officer specified by it in this behalf may, by general or
special order, authorise and such deduction shall not exceed an amount equivalent to
the value of such amenities and services.

Explanation.—For the purposes of this clause, the expression "services" does
not include the supply of tools and raw materials required for the purposes of
employment;

() deductions for recovery of —

(i) advances of whatever nature (including advances for travelling
allowance or conveyance allowance), and the interest due in respect thereof, or
for adjustment of overpayment of wages;

(ii) loans made from any fund constituted for the welfare of labour, as may
be prescribed by the appropriate Government, and the interest due in respect
thereof;

(g) deductions for recovery of loans granted for house-building or other purposes
approved by the appropriate Government and the interest due in respect thereof;

(h) deductions of income-tax or any other statutory levy levied by the Central
Government or State Government and payable by the employee or deductions required
to be made by order of a court or other authority competent to make such order;

(7)) deductions for subscription to, and for repayment of advances from any
social security fund or scheme constituted by law including provident fund or pension
fund or health insurance scheme or fund known by any other name;

() deductions for payment of co-operative society subject to such conditions
as the appropriate Government may impose;

(k) deductions made, with the written authorisation of the employee, for payment
of the fees and contribution payable by him for the membership of any Trade Union
registered under the Trade Unions Act, 1926; 16 of 1926.

(D) deductions for recovery of losses sustained by the railway administration
on account of acceptance by the employee of counterfeit or base coins or mutilated or
forged currency notes;

(m) deductions for recovery of losses sustained by the railway administration
on account of the failure of the employee to invoice, to bill, to collect or to account for
the appropriate charges due to the railway administration whether in respect of fares,
freight, demurrage, wharfage and cranage or in respect of sale of food in catering
establishments or in respect of commodities in grain shops or otherwise;
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(n) deductions for recovery of losses sustained by the railway administration on
account of any rebates or refunds incorrectly granted by the employee where such
loss is directly attributable to his neglect or default;

(0) deductions, made with the written authorisation of the employee, for
contribution to the Prime Minister’s National Relief Fund or to such other fund as the
Central Government may, by notification, specify.

(3) Notwithstanding anything contained in this Code and subject to the provisions of
any other law for the time being in force, the total amount of deductions which may be made
under sub-section (2) in any wage period from the wages of an employee shall not exceed
fifty per cent. of such wages.

(4) Where the total deductions authorised under sub-section (2) exceed fifty per cent.
of the wages, the excess may be recovered in such manner, as may be prescribed.

(5) Where any deduction is made by the employer from the wages of an employee
under this section but not deposited in the account of the trust or Government fund or any
other account, as required under the provisions of the law for the time being in force, such
employee shall not be held responsible for such default of the employer.

19. (/) No fine shall be imposed on any employee save in respect of those acts and
omissions on his part as the employer, with the previous approval of the appropriate
Government or of such authority as may be prescribed, may have specified by notice under
sub-section (2).

(2) A notice specifying such acts and omissions shall be exhibited in such manner as
may be prescribed, on the premises in which the employment is carried on.

(3) No fine shall be imposed on any employee until such employee has been given an
opportunity of showing cause against the fine or otherwise than in accordance with such
procedure as may be prescribed for the imposition of fines.

(4) The total amount of fine which may be imposed in any one wage-period on any
employee shall not exceed an amount equal to three per cent. of the wages payable to him in
respect of that wage-period.

(5) No fine shall be imposed on any employee who is under the age of fifteen years.

(6) No fine imposed on any employee shall be recovered from him by instalments or
after the expiry of ninety days from the day on which it was imposed.

(7) Every fine shall be deemed to have been imposed on the day of the act or omission
in respect of which it was imposed.

(8) All fines and all realisations thereof shall be recorded in a register to be kept in such
manner and form as may be prescribed; and all such realisations shall be applied only to such
purposes beneficial to the persons employed in the establishment as are approved by the
prescribed authority.

20. (/) Deductions may be made under clause (b) of sub-section (2) of section 18 only
on account of the absence of an employee from the place or places where by the terms of his
employment, he is required to work, such absence being for the whole or any part of the
period during which he is so required to work.

(2) The amount of such deduction shall in no case bear to the wages payable to the
employed person in respect of the wage-period for which the deduction is made in a larger
proportion than the period for which he was absent bears to the total period within such
wage-period during which by the terms of his employment he was required to work:

Provided that, subject to any rules made in this behalf by the appropriate Government,
if ten or more employed persons acting in concert absent themselves without due notice
(that is to say without giving the notice which is required under the terms of their contracts
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of employment) and without reasonable cause, such deduction from any such person may
include such amount not exceeding his wages for eight days as may by any such terms be
due to the employer in lieu of due notice.

Explanation.—For the purposes of this section, an employee shall be deemed to be
absent from the place where he is required to work if, although present in such place, he
refuses, in pursuance of a stay-in strike or for any other cause which is not reasonable in the
circumstances, to carry out his work.

21. (1) A deduction under clause (c) or clause (n) of sub-section (2) of section 18 for
damage or loss shall not exceed the amount of the damage or loss caused to the employer by
negligence or default of the employee.

(2) A deduction shall not be made under sub-section (/) until the employee has been
given an opportunity of showing cause against the deduction or otherwise than in accordance
with such procedure as may be prescribed for the making of such deductions.

(3) All such deductions and all realisations thereof shall be recorded in a register to be
kept in such form as may be prescribed.

22. A deduction under clause (d) or clause (¢) of sub-section (2) of section 18 shall not
be made from the wages of an employee, unless the house-accommodation amenity or
service has been accepted by him as a term of employment or otherwise and such deduction
shall not exceed an amount equivalent to the value of the house-accommodation amenity or
service supplied and shall be subject to such conditions as the appropriate Government may
impose.

23. Deductions under clause (f) of sub-section (2) of section 18 for recovery of
advances given to an employee shall be subject to the following conditions, namely:—

(a) recovery of advance of money given to an employee before the employment
began shall be made from the first payment of wages to him in respect of a complete
wage-period but no recovery shall be made of such advances given for travelling
expenses;

(b) recovery of advance of money given to an employee after the employment
began shall be subject to such conditions as may be prescribed;

(c) recovery of advances of wages to an employee not already earned shall be
subject to such conditions as may be prescribed.

24. Deductions under clause (g) of sub-section (2) of section 18 for recovery of loans
granted to an employee, regulating the extent to which such loans may be granted and the
rate of interest payable thereon, shall be such as may be prescribed.

25. The provisions of this Chapter shall not apply to the Government establishments
unless the appropriate Government, by notification, applies such provisions to the
Government establishments specified in the said notification.

CHAPTER IV
PAYMENT OF BONUS

26. (1) There shall be paid to every employee, drawing wages not exceeding such
amount per mensem, as determined by notification, by the appropriate Government, by his
employer, who has put in at least thirty days work in an accounting year, an annual minimum
bonus calculated at the rate of eight and one-third per cent. of the wages earned by the
employee or one hundred rupees, whichever is higher whether or not the employer has any
allocable surplus during the previous accounting year.

(2) For the purpose of calculation of the bonus where the wages of the employee
exceeds such amount per mensem, as determined by notification by the appropriate
Government, the bonus payable to such employee under sub-sections (/) and (3) shall be
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calculated as if his wage were such amount, so determined by the appropriate Government
or the minimum wage fixed by the appropriate Government, whichever is higher.

(3) Where in respect of any accounting year referred to in sub-section (/), the allocable
surplus exceeds the amount of minimum bonus payable to the employees under that
sub-section, the employer shall, in lieu of such minimum bonus, be bound to pay to every
employee in respect of that accounting year, bonus which shall be an amount in proportion
to the wages earned by the employee during the accounting year, subject to a maximum of
twenty per cent. of such wages.

(4) In computing the allocable surplus under this section, the amount set on or the
amount set off under the provisions of section 36 shall be taken into account in accordance
with the provisions of that section.

(5) Any demand for bonus in excess of the bonus referred to in sub-section (/), either
on the basis of production or productivity in an accounting year for which the bonus is
payable shall be determined by an agreement or settlement between the employer and the
employees, subject to the condition that the total bonus including the annual minimum
bonus referred to in sub-section (/) shall not exceed twenty per cent. of the wages earned
by the employee in the accounting year.

(6) In the first five accounting years following the accounting year in which the
employer sells the goods produced or manufactured by him or renders services, as the case
may be, from such establishment, bonus shall be payable only in respect of the accounting
year in which the employer derives profit from such establishment and such bonus shall be
calculated in accordance with the provisions of this Code in relation to that year, but
without applying the provisions of section 36.

(7) For the sixth and seventh accounting years following the accounting year in
which the employer sells the goods produced or manufactured by him or renders services,
as the case may be, from such establishment, the provisions of section 36 shall apply
subject to the following modifications, namely:—

(i) for the sixth accounting year set on or set off, as the case may be, shall be
made, in the manner as may be prescribed by the Central Government, taking into
account the excess or deficiency, if any, as the case may be, of the allocable surplus
set on or set off in respect of the fifth and sixth accounting years;

(i) for the seventh accounting year set on or set off, as the case may be, shall
be made, in the manner as may be prescribed by the Central Government, taking into
account the excess or deficiency, if any, as the case may be, of the allocable surplus
set on or set off in respect of the fifth, sixth and seventh accounting years.

(8) From the eighth accounting year following the accounting year in which the
employer sells the goods produced or manufactured by him or renders services, as the case
may be, from such establishment, the provisions of section 36 shall apply in relation to such
establishment as they apply in relation to any other establishment.

Explanation 1.—For the purpose of sub-section (6), an employer shall not be deemed
to have derived profit in any accounting year, unless—

(a) he has made provision for depreciation of that year to which he is entitled
under the Income-tax Act or, as the case may be, under the agricultural income tax
law; and

(D) the arrears of such depreciation and losses incurred by him in respect of the
establishment for the previous accounting years have been fully set off against his
profits.

Explanation 2.—For the purposes of sub-sections (6), (7) and (8), sale of the goods
produced or manufactured during the course of the trial running of any factory or of the
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(b) he has been on leave with salary or wages;

(c) he has been absent due to temporary disablement caused by accident arising
out of and in the course of his employment; and

(d) the employee has been on maternity leave with salary or wages, during the
accounting year.

29. Notwithstanding anything contained in this Code, an employee shall be disqualified
from receiving bonus under this Code, if he is dismissed from service for—

(a) fraud; or

(b) riotous or violent behaviour while on the premises of the establishment; or
(c) theft, misappropriation or sabotage of any property of the establishment; or
(d) conviction for sexual harassment.

30. Where an establishment consists of different departments or undertakings or has
branches, whether situated in the same place or in different places, all such departments or
undertakings or branches shall be treated as parts of the same establishment for the purpose
of computation of bonus under this Code:

Provided that where for any accounting year a separate balance sheet and profit and
loss account are prepared and maintained in respect of any such department or undertaking
or branch, then, such department or undertaking or branch shall be treated as a separate
establishment for the purpose of computation of bonus, under this Code for that year,
unless such department or undertaking or branch was, immediately before the commencement
of that accounting year treated as part of the establishment for the purpose of computation
of bonus.

31. (/) The bonus shall be paid out of the allocable surplus which shall be an amount
equal to sixty per cent. in case of a banking company and sixty-seven per cent. in case of
other establishment, of the available surplus and the available surplus shall be the amount
calculated in accordance with section 33.

(2) Audited accounts of companies shall not normally be questioned.

(3) Where there is any dispute regarding the quantum of bonus, the authority notified
by the appropriate Government having jurisdiction may call upon the employer to produce
the balance sheet before it, but the authority shall not disclose any information contained
in the balance sheet unless agreed to by the employer.
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prospecting stage of any mine or an oil-field shall not be taken into consideration and where
any question arises with regard to such production or manufacture, the appropriate
Government may, after giving the parties a reasonable opportunity of representing the case,
decide upon the issue.
(9) The provisions of sub-sections (6), (7) and (8) shall, so far as may be, apply to new
departments or undertakings or branches set up by existing establishments.
Proportionate 27. Where an employee has not worked for all the working days in an accounting
reduction in year, the minimum bonus under sub-section (1) of section 26, if such bonus is higher than
ngtz?nltases eight and one third per cent. of the salary or wage of the days such employee has worked in
" that accounting year, shall be proportionately reduced.
Computation 28. For the purposes of section 27, an employee shall be deemed to have worked in an
of number of egtablishment in any accounting year also on the days on which,—
working days.
(a) he has been laid off under an agreement or as permitted by standing orders
under the Industrial Employment (Standing Orders) Act, 1946, or under the Industrial 20 of 1946.
Disputes Act, 1947, or under any other law applicable to the establishment; 14 of 1947.
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32. The gross profits derived by an employer from an establishment in respect of the
accounting year shall,—

(a) in the case of a banking company, be calculated in the manner as may be
prescribed by the Central Government;

() in any other case, be calculated in the manner as may be prescribed by the
Central Government.

33. The available surplus in respect of any accounting year shall be the gross profits
for that year after deducting therefrom the sums referred to in section 34:

Provided that the available surplus in respect of the accounting year commencing on
any day in a year after the commencement of this Code and in respect of every subsequent
accounting year shall be the aggregate of —

(a) the gross profits for that accounting year after deducting therefrom the
sums referred to in section 34; and

(b) an amount equal to the difference between——

(i) the direct tax, calculated in accordance with the provisions of
section 35, in respect of an amount equal to the gross profits of the employer for
the immediately preceding accounting year; and

(i) the direct tax, calculated in accordance with provisions of section 35,
in respect of an amount equal to the gross profits of the employer for such
preceding accounting year after deducting therefrom the amount of bonus
which the employer has paid or is liable to pay to his employees in accordance
with the provisions of this Code for that year.

34. The following sums shall be deducted from the gross profits as prior charges,
namely:—

(a) any amount by way of depreciation admissible in accordance with the
provisions of sub-section (/) of section 32 of the Income-tax Act or in accordance
with the provisions of the agricultural income-tax law, for the time being in force, as
the case may be;

(D) subject to the provisions of section 35, any direct tax which the employer is
liable to pay for the accounting year in respect of his income, profits and gains during
that year;

(c) such further sums in respect of the employer as may be prescribed by the
Central Government.

35. For the purposes of this Code, any direct tax payable by the employer for any
accounting year shall, subject to the following provisions, be calculated at the rates applicable
to the income of the employer for that year, namely:—

(@) in calculating such tax no account shall be taken of,—

(i) any loss incurred by the employer in respect of any previous accounting
year and carried forward under any law for the time being in force relating to
direct taxes;

(ii) any arrears of depreciation which the employer is entitled to add to
the amount of the allowance for depreciation for any succeeding accounting
year or years under sub-section (2) of section 32 of the Income-tax Act;

(b) where the employer is a religious or a charitable institution to which the
provisions of section 41 do not apply and the whole or any part of its income is
exempt from the tax under the Income-tax Act, then, with respect to the income so
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exempted, such institution shall be treated as if it were a company in which the public
are substantially interested within the meaning of that Act;

(c) where the employer is an individual or a Hindu undivided family, the tax
payable by such employer under the Income-tax Act shall be calculated on the basis
that the income derived by him from the establishment is his only income;

(d) where the income of any employer includes any profits and gains derived
from the export of any goods or merchandise out of India and any rebate on such
income is allowed under any law for the time being in force relating to direct taxes,
then, no account shall be taken of such rebate;

(e) no account shall be taken of any rebate other than development rebate or
investment allowance or development allowance or credit or relief or deduction (not
hereinbefore mentioned in this section) in the payment of any direct tax allowed
under any law for the time being in force relating to direct taxes or under the relevant
annual Finance Act, for the development of any industry.

36. (/) Where for any accounting year, the allocable surplus exceeds the amount of
maximum bonus payable to the employees in the establishment under section 26, then, the
excess shall, subject to a limit of twenty per cent. of the total salary or wage of the employees
employed in the establishment in that accounting year, be carried forward for being set on
in the succeeding accounting year and so on up to and inclusive of the fourth accounting
year to be utilised for the purpose of payment of bonus in such manner as may be prescribed
by the Central Government.

(2) Where for any accounting year, there is no available surplus or the allocable
surplus in respect of that year falls short of the amount of minimum bonus payable to the
employees in the establishment under section 26, and there is no amount or sufficient
amount carried forward and set on under sub-section (/) which could be utilised for the
purpose of payment of the minimum bonus, then, such minimum amount or the deficiency,
as the case may be, shall be carried forward for being set off in the succeeding accounting
year and so on up to and inclusive of the fourth accounting year in such manner as may be
prescribed by the Central Government.

(3) The principle of set on and set off as may be provided in rules by the Central
Government under this Code shall apply to all other cases not covered by sub-section (/)
or sub-section (2) for the purpose of payment of bonus under this Code.

(4) Where in any accounting year any amount has been carried forward and set on or
set off under this section, then, in calculating bonus for the succeeding accounting year,
the amount of set on or set off carried forward from the earliest accounting year shall first be
taken into account.

37. Where in any accounting year,—

(a) an employer has paid any puja bonus or other customary bonus to
employee; or

(b) an employer has paid a part of the bonus payable under this Code to an
employee before the date on which such bonus becomes payable,

then, the employer shall be entitled to deduct the amount of bonus so paid from the amount
of bonus payable by him to the employee under this Code in respect of that accounting year
and the employee shall be entitled to receive only the balance.

38. Where in any accounting year, an employee is found guilty of misconduct causing
financial loss to the employer, then, it shall be lawful for the employer to deduct the amount
of loss from the amount of bonus payable by him to the employee under this Code in
respect of that accounting year only and the employee shall be entitled to receive the
balance, if any.
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39. (1) All amounts payable to an employee by way of bonus under this Code shall be ~Time limit for
paid by crediting it in the bank account of the employee by his employer within a period of anmem of
eight months from the close of the accounting year: oS-

Provided that the appropriate Government or such authority as the appropriate
Government may specify in this behalf may, upon an application made to it by the employer
and for sufficient reasons, by order, extend the said period of eight months to such further
period or periods as it thinks fit; so, however, that the total period so extended shall not in
any case exceed two years.

(2) Notwithstanding anything contained in sub-section (/), where there is a dispute
regarding payment of bonus pending before any authority, such bonus shall be paid, within
a period of one month from the date on which the award becomes enforceable or the
settlement comes into operation, in respect of such dispute:

Provided that if, there is a dispute for payment at the higher rate, the employer shall
pay eight and one-third per cent. of the wages earned by the employee as per the provisions
of this Code within a period of eight months from the close of the accounting year.

40. (/) If in any accounting year an establishment in public sector sells any goods Application
produced or manufactured by it or renders any services, in competition with an establishment Oth thits .
in private sector, and the income from such sale or services or both, is not less than twenty est:glfsrklrr?ents
per cent. of the gross income of the establishment in public sector for that year, then, the in public
provisions of this Chapter shall apply in relation to such establishment in public sector as sector in

they apply in relation to a like establishment in private sector. certain cases.

(2) Save as otherwise provided in sub-section (1), nothing in this Chapter shall apply
to the employees employed by any establishment in public sector.

41. (1) Nothing in this Chapter shall apply to— Non-

. . . applicability
(a) employees employed by the Life Insurance Corporation of India; of this

(b) seamen as defined in clause (42) of section 3 of the Merchant Shipping Chapter.
Act, 1958;

(c) employees registered or listed under any scheme made under the Dock
Workers (Regulation of Employment) Act, 1948, and employed by registered or listed
employers;

(d) employees employed by an establishment under the authority of any
department of the Central Government or a State Government or a local authority;

(e) employees employed by—

(i) the Indian Red Cross Society or any other institution of a like nature
including its branches;

(ii) universities and other educational institutions;

(iii) institutions including hospitals, chamber of commerce and social
welfare institutions established not for purposes of profit;

(f) employees employed by the Reserve Bank of India;

(g) employees employed by public sector financial institution other than a
banking company, which the Central Government may, by notification, specify, having
regard to—

(i) its capital structure;
(if) its objectives and the nature of its activities;

(iii) the nature and extent of financial assistance or any concession given
to it by the Government; and

(iv) any other relevant factor;
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(h) employees employed by inland water transport establishments operating on
routes passing through any other country; and

(i) employees of any other establishment which the appropriate Government
may, by notification, exempt having regard to the overall benefits under any other
scheme of profit sharing available in such establishments to the employees.

(2) Subject to the provisions of sub-section (/) and notwithstanding anything
contained in any other provisions of this Chapter, the provisions of this Chapter shall apply
to such establishment in which twenty or more persons are employed or were employed on
any day during an accounting year.

CHAPTER V

ADVISORY BOARD

Central 42. (1) The Central Government shall constitute the Central Advisory Board which
gd“j(’ryd shall consist of persons to be nominated by the Central Government—
oara an
State Advisory (a) representing employers;
Boards.

(D) representing employees which shall be equal in number of the members
specified in clause (a);

(c) independent persons, not exceeding one-third of the total members of the
Board; and

(d) five representatives of such State Governments as may be nominated by the
Central Government.

(2) One-third of the members referred to in sub-section (/) shall be women and a
member specified in clause (c) of the said sub-section shall be appointed by the Central
Government as the Chairperson of the Board.

(3) The Central Advisory Board constituted under sub-section (/) shall from time to
time advise the Central Government on reference of issues relating to—

(a) fixation or revision of minimum wages and other connected matters;
(b) providing increasing employment opportunities for women;

(c) the extent to which women may be employed in such establishments or
employments as the Central Government may, by notification, specify in this
behalf; and

(d) any other matter relating to this Code,

and on such advice, the Central Government may issue directions to the State Government
as it deems fit in respect of matters relating to issues referred to the Board.

(4) Every State Government shall constitute a State Advisory Board for advising the
State Government—

(a) in fixation or revision of minimum wages and other connected matters;
(b) for the purpose of providing increasing employment opportunities for women;

(c) with regard to the extent to which women may be employed in such
establishments or employments as the State Government may, by notification, specify
in this behalf; and

(d) in any other matter relating to this Code, which the State Government may
refer from time to time to the Board.
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(5) The State Advisory Board may constitute one or more committees or sub-committees
to look into issues pertaining to matters specified in clauses (a) to (d) of sub-section (4).

(6) The State Advisory Board and each of the committees and sub- committees thereof
shall consist of persons—

(a) representing employers;

(D) representing employees which shall be equal in number of the members
specified in clause (a); and

(c) independent persons, not exceeding one-third of the total members of the
Board or committee or sub-committee, as the case may be.

(7) One-third of the members referred to in sub-section (6) shall be women and one
among the members specified in clause (c) of the said sub-section shall be—

(a) appointed by the State Government as the Chairperson of the Board;

(b) appointed by the State Advisory Board as the Chairperson of the committee
or sub-committee, as the case may be.

(8) In tendering its advice in the matters specified in clause (b) or clause (c) of
sub-section (4), the State Advisory Board shall have regard to the number of women
employed in the concerned establishment, or employment, the nature of work, hours of
work, suitability of women for employment, as the case may be, the need for providing
increasing employment opportunities for women, including part time employment, and such
other relevant factors as the Board may think fit.

(9) The State Government may, after considering the advice tendered to it by the State
Advisory Board and after inviting and considering the representations from establishment
or employees or any other person which that Government thinks fit, issue such direction as
may be deemed necessary.

(10) The Central Advisory Board referred to in sub-section (/) and the State Advisory
Board referred to in sub-section (4) shall respectively regulate their own procedure including
that of the committees and sub-committees constituted by the State Advisory Board, in
such manner as may be prescribed.

(11) The terms of office of the Central Advisory Board referred to in sub-section (/)
and the State Advisory Board referred to in sub-section (4) including that of the committees
and sub-committees constituted by the State Advisory Board, shall be such as may be
prescribed.

CHAPTER VI
PAYMENT OF DUES, CLAIMS AND AUDIT

43. Every employer shall pay all amounts required to be paid under this Code to every
employee employed by him:

Provided that where such employer fails to make such payment in accordance with
this Code, then, the company or firm or association or any other person who is the proprietor
of the establishment, in which the employee is employed, shall be responsible for such
payment.

Explanation—For the purposes of this section the expression "firm" shall have the
same meaning as assigned to it in the Indian Partnership Act, 1932.

44. (1) Subject to the other provisions of this Code, all amounts payable to an employee
under this Code shall, if such amounts could not or cannot be paid on account of his death
before payment or on account of his whereabouts not being known,—

(a) be paid to the person nominated by him in this behalf in accordance with the
rules made under this Code; or
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(b) where no such nomination has been made or where for any reasons such
amounts cannot be paid to the person so nominated, be deposited with the such
authority, as may be prescribed, who shall deal with the amounts so deposited in the
manner as may be prescribed.

(2) Where in accordance with the provisions of sub-section (/), all amounts payable
to an employee under this Code—

(a) are paid by the employer to the person nominated by the employee; or

(D) are deposited by the employer with the authority referred to in clause (o) of
sub-section (/),

then, the employer shall be discharged of his liability to pay those amounts.

45. (I) The appropriate Government may, by notification, appoint one or more
authorities, not below the rank of a Gazetted Officer, to hear and determine the claims which
arises under the provisions of this Code.

(2) The authority appointed under sub-section (/), while deciding the claim under
that sub-section, may order, having regard to the circumstances under which the claim
arises, the payment of compensation in addition to the claim determined, which may extend
to ten times of the claim determined and endeavour shall be made by the authority to decide
the claim within a period of three months.

(3) If an employer fails to pay the claim determined and compensation ordered to be
paid under sub-section (2), the authority shall issue a certificate of recovery to the Collector
or District Magistrate of the district where the establishment is located who shall recover
the same as arrears of land revenue and remit the same to the authority for payment to the
concerned employee.

(4) Any application before the authority for claim referred to in sub-section (/) may
be filed by,—

(a) the employee concerned; or

(b) any Trade Union registered under the Trade Unions Act, 1926 of which the
employee is a member; or

(c) the Inspector-cum-Facilitator.

(5) Subject to such rules as may be made, a single application may be filed under this
section on behalf or in respect of any number of employees employed in an establishment.

(6) The application under sub-section (4) may be filed within a period of three years
from the date on which claims referred to in sub-section (/) arises:

Provided that the authority referred to in sub-section (/) may, entertain the application
after three years on sufficient cause being shown by the applicant for such delay.

(7) The authority appointed under sub-section (/) and the appellate authority
appointed under sub-section (/) of section 49, shall have all the powers of a civil court
under the Code of Civil Procedure, 1908, for the purpose of taking evidence and of enforcing
the attendance of witnesses and compelling the production of documents, and every such
authority or appellate authority shall be deemed to be a civil court for all the purposes of
section 195 and Chapter XX VI of the Code of Criminal Procedure, 1973.

46. Notwithstanding anything contained in this Code, where any dispute arises
between an employer and his employees with respect to—

(a) fixation of bonus or eligibility for payment of bonus under the provisions of
this Code; or

16 of 1926.

5 of 1908.

2 of 1974.
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(b) the application of this Code, in respect of bonus, to an establishment in
public sector,

then, such dispute shall be deemed to be an industrial dispute within the meaning of the
Industrial Disputes Act, 1947.

47. (1) Where, during the course of proceedings before—
(a) the authority under section 45; or
(b) the appellate authority under section 49; or
(¢) a Tribunal; or

(d) an arbitrator referred to in clause (aa) of section 2 of the Industrial Disputes
Act, 1947,

in respect of any dispute of the nature specified in sections 45 and 46 or in respect of an
appeal under section 49, the balance sheet and the profit and loss account of an employer,
being a corporation or a company (other than a banking company), duly audited by the
Comptroller and Auditor-General of India or by auditors duly qualified to act as auditors of
companies under section 141 of the Companies Act, 2013, are produced before it, then, the
said authority, appellate authority, Tribunal or arbitrator, as the case may be, may presume
the statements and particulars contained in such balance sheet and profit and loss account
to be accurate and it shall not be necessary for the corporation or the company to prove the
accuracy of such statements and particulars by the filing of an affidavit or by any other
mode:

Provided that where the said authority, appellate authority, Tribunal or arbitrator, as
the case may be, is satisfied that the statements and particulars contained in the balance
sheet or the profit and loss account of the corporation or the company are not accurate, it
may take such steps as it thinks necessary to find out the accuracy of such statements and
particulars.

(2) When an application is made to the authority, appellate authority, Tribunal or
arbitrator, as the case may be, referred to in sub-section (/), by any Trade Union being a
party to the dispute or as the case may be, an appeal, and where there is no Trade Union,
by the employees being a party to the dispute, or as the case may be, an appeal, requiring
any clarification relating to any item in the balance sheet or the profit and loss account, then
such authority, appellate authority, Tribunal or arbitrator, may, after satisfying itself that
such clarification is necessary, by order, direct the corporation or, as the case may be, the
company, to furnish to the Trade Union or the employees such clarification within such time
as may be specified in the direction and the corporation or, as the case may be, the company,
shall comply with such direction.

48. (1) Where any claim, dispute or appeal with respect to bonus payable under this
Code between an employer, not being a corporation or a company, and his employees is
pending before any authority, appellate authority, Tribunal or arbitrator, as the case may be,
as referred to in sub-section (/) of section 47 and the accounts of such employer audited by
any auditor duly qualified to act as auditor of companies under the provisions of section
141 of the Companies Act, 2013, are produced before such authority, appellate authority,
Tribunal or arbitrator, then the provisions of section 47 shall, so far as may be, apply to the
accounts so audited.

(2) When the authority, appellate authority, Tribunal or arbitrator, referred to in
sub-section (/), as the case may be, finds that the accounts of such employer have not been
audited by any such auditor and it is of opinion that an audit of the accounts of such
employer is necessary for deciding the question referred to it, then, such authority, appellate
authority, Tribunal or arbitrator, may, by order, direct the employer to get his accounts
audited within such time as may be specified in the direction or within such further time as
it may allow by such auditor or auditors as it thinks fit and thereupon the employer shall
comply with such direction.
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(3) Where an employer fails to get the accounts audited under sub-section (2), the
authority, appellate authority, Tribunal or arbitrator, referred to in sub-section (/), as the
case may be, may, without prejudice to the provisions of section 54, get the accounts
audited by such auditor or auditors as it thinks fit.

(4) When the accounts are audited under sub-section (2) or sub-section (3), the
provisions of section 47 shall, so far as may be, apply to the accounts so audited.

(5) The expenses of, and incidental to, any audit under sub-section (3) including the
remuneration of the auditor or auditors shall be determined by the authority, appellate
authority, Tribunal or arbitrator, referred to in sub-section (/), as the case may be, and paid
by the employer and in default of such payment shall be recoverable by the authority
referred to in sub-section (3) of section 45 from the employer in the manner provided in that
sub-section.

49. (1) Any person aggrieved by an order passed by the authority under sub-section
(2) of section 45 may prefer an appeal, to the appellate authority having jurisdiction appointed
by the appropriate Government, by notification, for such purpose, within ninety days from
the date of such order, in such form and manner as may be prescribed:

Provided that the appellate authority may entertain the appeal after ninety days if it
satisfied that the delay in filing the appeal has occurred due to sufficient cause.

(2) The appellate authority shall be appointed from the officers of the appropriate
Government holding the post at least one rank higher than the authority referred under
sub-section (/) of section 45.

(3) The appellate authority shall, after hearing the parties in the appeal, dispose of the
appeal and endeavour shall be made to dispose of the appeal within a period of three
months.

(4) The outstanding dues under the orders of the appellate authority shall be recovered
by the authority referred to in section 45, by issuing the certificate of recovery in the manner
specified in sub-section (3) of that section.

50. (1) Every employer of an establishment to which this Code applies shall maintain
a register containing the details with regard to persons employed, muster roll, wages and
such other details in such manner as may be prescribed.

(2) Every employer shall display a notice on the notice board at a prominent place of
the establishment containing the abstract of this Code, category-wise wage rates of
employees, wage period, day or date and time of payment of wages, and the name and
address of the Inspector-cum-Facilitator having jurisdiction.

(3) Every employer shall issue wage slips to the employees in such form and manner
as may be prescribed.

(4) The provisions of sub-sections (/) to (3) shall not apply in respect of the employer
to the extent he employs not more than five persons for agriculture or domestic purpose:

Provided that such employer, when demanded, shall produce before the Inspector-
cum-Facilitator, the reasonable proof of the payment of wages to the persons so employed.

Explanation.—For the purposes of this sub-section, the expression "domestic
purpose" means the purpose exclusively relating to the home or family affairs of the employer
and does not include any affair relating to any establishment, industry, trade, business,
manufacture or occupation.
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CHAPTER VII
INSPECTOR-CUM-FACILITATOR

51. (1) The appropriate Government may, by notification, appoint Inspector-cum-
Facilitators for the purposes of this Code who shall exercise the powers conferred on them
under sub-section (4) throughout the State or such geographical limits assigned in relation
to one or more establishments situated in such State or geographical limits or in one or more
establishments, irrespective of geographical limits, assigned to him by the appropriate
Government, as the case may be.

(2) The appropriate Government may, by notification, lay down an inspection scheme
which may also provide for generation of a web-based inspection and calling of information
relating to the inspection under this Code electronically.

(3) Without prejudice to the provisions of sub-section (2), the appropriate Government
may, by notification, confer such jurisdiction of randomised selection of inspection for the
purposes of this Code to the Inspector-cum-Facilitator as may be specified in such
notification.

(4) Every Inspector-cum-Facilitator appointed under sub-section (/) shall be deemed
to be public servant within the meaning of section 21 of the Indian Penal Code.

(5) The Inspector-cum-Facilitator may—

(a) advice to employers and workers relating to compliance with the provisions
of this Code;

(b) inspect the establishments as assigned to him by the appropriate
Government,

subject to the instructions or guidelines issued by the appropriate Government from time to
time.

(6) Subject to the provisions of sub-section (4), the Inspector-cum-Facilitator may,—

(a) examine any person who is found in any premises of the establishment,
whom the Inspector-cum-Facilitator has reasonable cause to believe, is a worker of
the establishment;

(b) require any person to give any information, which is in his power to give
with respect to the names and addresses of the persons;

(c) search, seize or take copies of such register, record of wages or notices or
portions thereof as the Inspector-cum-Facilitator may consider relevant in respect of
an offence under this Code and which the Inspector-cum-Facilitator has reason to
believe has been committed by the employer;

(d) bring to the notice of the appropriate Government defects or abuses not
covered by any law for the time being in force; and

(e) exercise such other powers as may be prescribed.

(7) Any person required to produce any document or to give any information required
by a Inspector-cum-Facilitator under sub-section (5) shall be deemed to be legally bound to
do so within the meaning of section 175 and section 176 of the Indian Penal Code.

(8) The provisions of the Code of Criminal Procedure, 1973 shall, so far as may be,
apply to the search or seizure under sub-section (5) as they apply to the search or seizure
made under the authority of a warrant issued under section 94 of the said Code.
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CHAPTER VIII
OFFENCES AND PENALTIES
Cognizance of 52. (1) No court shall take cognizance of any offence punishable under this Code,
offences. save on a complaint made by or under the authority of the appropriate Government or an
officer authorised in this behalf, or by an employee or a registered Trade Union registered
under the Trade Unions Act, 1926 or an Inspector-cum-Facilitator. 16 of 1926.
(2) Notwithstanding anything contained in the Code of Criminal Procedure, 1973,no 2 of 1974.
court inferior to that of a Metropolitan Magistrate or Judicial Magistrate of the first class
shall try the offences under this Code.
Power of 53. (1) Notwithstanding anything contained in section 52, for the purpose of imposing
officers ,Oft penalty under clauses (a) and (c) of sub-section (/) and sub-section (2) of section 54 and
épopvrgglrrlnae;cn sub-section (7) of section 56, the appropriate Government may appoint any officer not
to impose below the rank of Under Secretary to the Government of India or an officer of equivalent
penalty in rank in the State Government, as the case may be, for holding enquiry in such manner, as

certain cases.

Penalties for
offences.

may be prescribed by the Central Government.

(2) While holding the enquiry, the officer referred to in sub-section (/) shall have the
power to summon and enforce attendance of any person acquainted with the facts and
circumstances of the case to give evidence or to produce any document, which in the
opinion of such officer, may be useful for or relevant to the subject matter of the enquiry and
if, on such enquiry, he is satisfied that the person has committed any offence under the
provisions referred to in sub-section (/), he may impose such penalty as he thinks fit in
accordance with such provisions.

54. (1) Any employer who—

(a) pays to any employee less than the amount due to such employee under the
provisions of this Code shall be punishable with fine which may extend to fifty
thousand rupees;

(b) having been convicted of an offence under clause (a) is again found guilty
of similar offence under this clause, within five years from the date of the commission
of the first or subsequent offence, he shall, on the second and the subsequent
commission of the offence, be punishable with imprisonment for a term which may
extend to three months or with fine which may extend to one lakh rupees, or with
both;

(c) contravenes any other provision of this Code or any rule made or order
made or issued thereunder shall be punishable with fine which may extend to twenty
thousand rupees;

(d) having been convicted of an offence under clause (c) is again found guilty
of similar offence under this clause, within five years from the date of the commission
of the first or subsequent offence, he shall, on the second and the subsequent
commission of the offence under this clause, be punishable with imprisonment for a
term which may extend to one month or with fine which may extend to forty thousand
rupees, or with both.

(2) Notwithstanding anything contained in sub-section (/), for the offences of
non-maintenance or improper maintenance of records in the establishment, the employer
shall be punishable with fine which may extend to ten thousand rupees.

(3) Notwithstanding anything contained in clause (c¢) of sub-section (/) or
sub-section (2), the Inspector-cum-Facilitator shall, before initiation of prosecution
proceeding for the offences under the said clause or sub-section, give an opportunity to
the employer to comply with the provisions of this Code by way of a written direction,
which shall lay down a time period for such compliance, and, if the employer complies with
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the direction within such period, the Inspector-cum-Facilitator shall not initiate such
prosecution proceeding and, no such opportunity shall be accorded to an employer, if the
violation of the same nature of the provisions under this Code is repeated within a period of
five years from the date on which such first violation was committed and in such case the
prosecution shall be initiated in accordance with the provisions of this Code.

55. (1) If the person committing an offence under this Code is a company, every
person who, at the time the offence was committed was in charge of, and was responsible to
the company for the conduct of business of the company, as well as the company, shall be
deemed to be guilty of the offence and shall be liable to be proceeded against and punished
accordingly:

Provided that nothing contained in this sub-section shall render any such person
liable to any punishment if he proves that the offence was committed without his knowledge
or that he exercised all due diligence to prevent the commission of such offence.

(2) Notwithstanding anything contained in sub-section (/), where an offence under
this Code has been committed by a company and it is proved that the offence has been
committed with the consent or connivance of, or is attributable to any neglect on the part of,
any director, manager, secretary or other officer of the company, such director, manager,
secretary or other officer shall also be deemed to be guilty of that offence and shall be liable
to be proceeded against and punished accordingly.

Explanation.—For the purposes of this section,—
(a) "company" means anybody corporate and includes—
(i) afirm; or

(ii) a limited liability partnership registered under the Limited Liability
Partnership Act, 2008; or

(ii7) other association of individuals; and
(b) "director" in relation to a firm means a partner in the firm.

56. (1) Notwithstanding anything contained in the Code of Criminal Procedure, 1973,
any offence punishable under this Code, not being an offence punishable with imprisonment
only, or with imprisonment and also with fine, may, on an application of the accused person,
either before or after the institution of any prosecution, be compounded by a Gazetted
Officer, as the appropriate Government may, by notification, specify, for a sum of fifty per
cent. of the maximum fine provided for such offence, in the manner as may be prescribed.

(2) Nothing contained in sub-section (/) shall apply to an offence committed by a
person for the second time or thereafter within a period of five years from the date— (i) of
commission of a similar offence which was earlier compounded; (i7) of commission of similar
offence for which such person was earlier convicted.

(3) Every officer referred to in sub-section (/) shall exercise the powers to compound
an offence, subject to the direction, control and supervision of the appropriate Government.

(4) Every application for the compounding of an offence shall be made in such manner
as may be prescribed.

(5) Where any offence is compounded before the institution of any prosecution, no
prosecution shall be instituted in relation to such offence, against the offender in relation to
whom the offence is so compounded.

(6) Where the composition of any offence is made after the institution of any
prosecution, such composition shall be brought by the officer referred to in sub-section (/)
in writing, to the notice of the court in which the prosecution is pending and on such notice
of the composition of the offence being given, the person against whom the offence is so
compounded shall be discharged.

Offences by
companies.

Composition
of offences.



PO

BIFET TORTY, THTHTRT, RFoWT® OF, S00€

won ¥

Bar of suits.

Protection of
action taken
in good faith.

Burden of
proof.

Contracting
out.

Effect of laws
agreements,
etc.,
inconsistent
with this
Code.

Delegation of
powers.

Exemption of
employer
from liability
in certain
cases.

(7) Any person who fails to comply with an order made by the officer referred to in
sub-section (/), shall be punishable with a sum equivalent to twenty per cent. of the
maximum fine provided for the offence, in addition to such fine.

(8) No offence punishable under the provisions of this Code shall be compounded
except under and in accordance with the provisions of this section.

CHAPTER IX
MISCELLANEOUS

57. No court shall entertain any suit for the recovery of minimum wages, any deduction
from wages, discrimination in wages and payment of bonus, in so far as the sum so claimed—

(a) forms the subject of claims under section 45;
(D) has formed the subject of a direction under this Code;
(c) has been adjudged in any proceeding under this Code;
(d) could have been recovered under this Code.

58. No suit, prosecution or any other legal proceeding shall lie against the appropriate
Government or any officer of that Government for anything which is in good faith done or
intended to be done under this Code.

59. Where a claim has been filed on account of non-payment of remuneration or
bonus or less payment of wages or bonus or on account of making deductions not authorised
by this Code from the wages of an employee, the burden to prove that the said dues have
been paid shall be on the employer.

60. Any contract or agreement whereby an employee relinquishes the right to any
amount or the right to bonus due to him under this Code shall be null and void in so far as
it purports to remove or reduce the liability of any person to pay such amount under this
Code.

61. The provisions of this Code shall have effect notwithstanding anything
inconsistent therewith contained in any other law for the time being in force or in the terms
of any award, agreement, settlement or contract of service.

62. The appropriate Government may, by notification, direct that any power exercisable
by it under this Code shall, in relation to such matters and subject to such conditions, if any,
as may be specified in the notification, be also exercisable—

(a) where the appropriate Government is the Central Government, by such
officer or authority subordinate to the Central Government or by the State Government
or by such officer or authority subordinate to the State Government, as may be
specified in the notification;

(b) where the appropriate Government is a State Government, by such officer or
authority subordinate to the State Government as may be specified in the notification.

63. Where an employer is charged with an offence under this Code, he shall be
entitled upon complaint duly made by him, to have any other person whom he charges as
the actual offender, brought before the court at the time appointed for hearing the charge;
and if, after the commission of the offence has been proved, the employer proves to the
satisfaction of the court—

(a) that he has used due diligence to enforce the execution of this Code; and

(D) that the said other person committed the offence in question without his
knowledge, consent or connivance,
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that other person shall be convicted of the offence and shall be liable to the like punishment
as if he were the employer and the employer shall be discharged from any liability under this
Code in respect of such offence:

Provided that in seeking to prove, as aforesaid, the employer may be examined
on oath, and the evidence of the employer or his witness, if any, shall be subject to
cross-examination by or on behalf of the person whom the employer charges as the actual
offender and by the prosecution.

64. Any amount deposited with the appropriate Government by an employer to secure
the due performance of a contract with that Government and any other amount due to such
employer from that Government in respect of such contract shall not be liable to attachment
under any decree or order of any court in respect of any debt or liability incurred by the
employer other than any debt or liability incurred by the employer towards any employee
employed in connection with the contract aforesaid.

65. The Central Government may, for carrying into execution of the provisions of this
Code in the State give directions to the State Government, and the State Government shall
abide by such directions.

66. Nothing contained in this Code shall be deemed to affect the provisions of the
Mahatma Gandhi National Rural Employment Guarantee Act, 2005 and the Coal Mines
Provident Fund and Miscellaneous Provisions Act, 1948, or of any scheme made thereunder.

67. (1) The appropriate Government may, subject to the condition of previous
publication, make rules for carrying out the provisions of this Code.

(2) In particular and without prejudice to the generality of the foregoing power, such
rules may provide for all or any of the following matters, namely:—

(a) the manner of calculating the wages under sub-section (4) of section 6;

(b) the arduousness of work to be taken into account in addition to minimum
rate of wages for certain category of workers under clause () of sub-section (6) of
section 6;

(¢) the norms under clause (c¢) of sub-section (6) of section 6;

(d) the cases and circumstances in which an employee employed for a period of
less than the requisite number of hours shall not be entitled to receive wages for a full
normal working day, under section 10;

(e) the extent and conditions, which shall apply in relation to certain classes of
employees under sub-section (2) of section 13;

(f) the longer wage period for fixation of minimum rate of wages as referred to in
section 14;

(g) the manner of deducting loans made from any fund constituted for the
welfare of labour under sub-clause (i7) of clause (f) of sub-section (2) of section 18;

(h) the manner of recovery of excess of amount under sub-section (4) of
section 18;

(i) the authority to provide approval for imposition of fine under sub-section (/)
of section 19;

(j) the manner of exhibition of the acts and omissions to be specified in the
notice under sub-section (2) of section 19;

(k) the procedure for the imposition of fines under sub-section (3) of
section 19;

(1) the form of the register to record all fines and all realisations thereof under
sub-section (8) of section 19;

(m) the procedure for making deductions for absence from duty under
sub-section (2) of section 20;
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(n) the procedure for making deductions for damage or loss under sub-section (2)
of section 21;

(0) the form of the register to record all deductions and all realisations thereof
under sub-section (3) of section 21;

(p) conditions for recovery of advance of money given to an employee after the
employment began under clause (b) of section 23;

(g) conditions for recovery of advances of wages to an employee not already
earned under clause (¢) of section 23;

(r) deductions for recovery of loans and the rate of interest payable thereon
under section 24;

(s) the manner of regulating the procedure by the Central Advisory Board and
the State Advisory Board, including that of the committees and sub-committees
constituted by the State Advisory Board, under sub-section (/0) of section 42;

(7) the terms of office of members of the Central Advisory Board, the State
Advisory Board, including that of the committees and sub-committees constituted
by the State Advisory Board, under sub-section (/1) of section 42;

(u) the authority and manner of depositing with such authority, various
undisbursed dues under clause (b) of sub-section (/) of section 44;

(v) the form of single application in respect of a number of employees under
sub-section (5) of section 45;

(w) the form for making an appeal to the appellate authority under sub-section
(1) of section 49;

(x) the manner of maintenance of a register by the employer under sub-section (/)
of section 50;

(y) the form and manner of issuing wage slips under sub-section (3) of
section 50;

(z) the other powers to be exercised by the Inspector-cum-Facilitator under
sub-section (5) of section 51;

(za) the manner of imposing fine under sub-section (/) of section 56;

(zb) the manner of composition of offence by a Gazetted Officer specified under
sub-section (4) of section 56;

(zc) any other matter which is required to be, or may be, prescribed under the
provisions of this Code.

(3) The Central Government may, subject to the condition of previous publication,

make rules for,—

(@) the manner of fixing floor wage under sub-section (/) of section 9;

(b) the manner of consultation with State Government under sub-section (3) of
section 9;

(c) the manner of making set on or set off for the sixth accounting year under
clause (i) of sub-section (7) of section 26;

(d) the manner of making set on or set off for the seventh accounting year
under clause (i) of sub-section (7) of section 26;

(e) the manner of calculating gross profit under clauses (a) and () of
section 32;

(f) such further sums in respect of employer under clause (c) of section 34;

(g) the manner of utilising the excess of allocable surplus to be carried forward
for being set on in the succeeding accounting year and so on up to and inclusive of
the fourth accounting year under sub-section (/) of section 36;

(h) the manner of utilising the minimum amount or the deficiency to be carried
forward for being set off in the succeeding accounting year and so on up to and
inclusive of the fourth accounting year under sub-section (2) of section 36; and
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(i) the manner of holding an enquiry under sub-section (/) of section 53.

(4) Every rule made by the Central Government under this section shall be laid, as
soon as may be after it is made, before each House of Parliament, while it is in session, for
a total period of thirty days which may be comprised in one session or in two or more
successive sessions, and if, before the expiry of the session immediately following the
session or the successive sessions as aforesaid, both Houses agree in making any
modification in the rule or both Houses agree that rule should not be made, the rule shall
thereafter have effect only in such modified form or be of no effect, as the case may be; so,
however, that any such modification or amendment shall be without prejudice to the validity
of anything previously done under that rule.

(5) Every rule made by the State Government under this section shall, as soon as
possible after it is made, be laid before the State Legislature.

68. (1) If any difficulty arises in giving effect to the provisions of this Code, the
Central Government may, by order published in the Official Gazette, make such provisions
not inconsistent with the provisions of this Code, as may appear to be necessary for
removing the difficulty:

Provided that no such order shall be made under this section after the expiry of a
period of three years from the commencement of this Code.

(2) Every order made under this section shall be laid, as soon as may be after it is
made, before each House of Parliament.

69. (1) The Payment of Wages Act, 1936, the Minimum Wages Act, 1948, the Payment
of Bonus Act, 1965 and the Equal Remuneration Act, 1976 are hereby repealed.

(2) Notwithstanding such repeal, anything done or any action taken under the enactments
so repealed including any notification, nomination, appointment, order or direction made
thereunder or any amount of wages provided in any provision of such enactments for any
purpose shall be deemed to have been done or taken or provided for such purpose under the
corresponding provisions of this Code and shall be in force to the extent they are not contrary
to the provisions of this Code till they are repealed under the corresponding provisions of this
Code or by the notification to that effect by the Central Government.

(3) Without prejudice to the provisions of sub-section (2), the provisions of
section 6 of the General Clauses Act, 1897 shall apply to the repeal of such enactments.
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DR.G. NARAYANA RAJU,
Secretary to the Govt. of India.

BANSHI

Digitally signed by

BANSHI DHAR DUBEY
DHAR Date: 2019.08.08
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MINISTRY OF LAW AND JUSTICE
(Legislative Department)

New Delhi, the 8th August, 2019/Shravana 17, 1941 (Saka)

The following Act of Parliament received the assent of the President on the
8th August, 2019, and is hereby published for general information:—

THE UNLAWFUL ACTIVITIES (PREVENTION) AMENDMENT
ACT, 2019

No. 28 or 2019
[8th August,2019.]

An Act further to amend the Unlawful Activities (Prevention) Act, 1967.

BE it enacted by Parliament in the Seventieth Year of the Republic of India as

follows:—
1. (/) This Act may be called the Unlawful Activities (Prevention) Amendment Short title
Act, 2019. and
commencement.
(2) It shall come into force on such date as the Central Government may, by
notification in the Official Gazette, appoint.
37 of 1967. 2. In the Unlawful Activities (Prevention) Act, 1967 (hereinafter referred to as the Amendment
principal Act), in section 2, in sub-section (/),— of section 2.

(7) in clause (d), for the word and figures "section 21", the word and figures
"section 22" shall be substituted;

(i) in clause (ha), for the words "the Schedule", the words "a Schedule"”
shall be substituted;

(ii7) in clause (m), for the word "Schedule", the words "First Schedule" shall
be substituted.
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such property is situated, make an order", the words "in which such property is situated,
or where the investigation is conducted by an officer of the National Investigation
Agency, with the prior approval of the Director General of National Investigation Agency,
make an order" shall be substituted.

4. In Chapter VI of the principal Act, for the Chapter heading, the following
Chapter heading shall be substituted, namely:—

"TERRORIST ORGANISATIONS AND INDIVIDUALS".

5. In section 35 of the principal Act,—
(i) in sub-section (/),—
(A) in clause (a), after the words "First Schedule", the words "or the
name of an individual in the Fourth Schedule" shall be inserted;

(B) in clause (b), after the words "United Nations", the words "or the
name of an individual in the Fourth Schedule" shall be inserted;

(C) in clause (c¢), after the words "First Schedule", the words "or the
name of an individual from the Fourth Schedule" shall be inserted;

(D) in clause (d), after the words "First Schedule", the words "or the
Fourth Schedule" shall be inserted;

(i7) in sub-section (2), for the words "an organisation only if it believes that
it is", the words "an organisation or an individual only if it believes that such
organisation or individual is" shall be substituted;

(ii7) in sub-section (3), for the words "an organisation shall be deemed to be
involved in terrorism if it", the words "an organisation or an individual shall be
deemed to be involved in terrorism if such organisation or individual" shall be
substituted.

6. In section 36 of the principal Act,—

(7) in the marginal heading, for the words "a terrorist organisation", the
words "terrorist organisation or individual" shall be substituted;

(i7) in sub-section (/), for the words "an organisation from the Schedule",
the words "an organisation from the First Schedule, or as the case may be, the
name of an individual from the Fourth Schedule" shall be substituted;

(ii7) in sub-section (2),—

(A) in clause (b), for the words "Schedule as a terrorist organisation”,
the words "First Schedule as a terrorist organisation, or" shall be substituted;

(B) after clause (b), the following clause shall be inserted, namely:—

"(c) any person affected by inclusion of his name in the Fourth
Schedule as a terrorist.";

(iv) in sub-section (5), for the words "an organisation from the Schedule",
the words "an organisation from the First Schedule or the name of an individual
from the Fourth Schedule" shall be substituted;

(v) in sub-section (6), after the words "an organisation", the words "or an
individual" shall be inserted;

(vi) in sub-section (7), for the word "Schedule", the words "First Schedule
or the name of an individual from the Fourth Schedule" shall be substituted.

7. In section 38 of the principal Act, in sub-section (/), in the proviso, in
clause (b), for the word "Schedule", the words "First Schedule" shall be substituted.
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8. In section 43 of the principal Act,—
(i) after clause (b), the following clause shall be inserted, namely:—

"(ba) in the case of National Investigation Agency, below the rank of
Inspector;";

(i7) in clause (c¢), after the words, brackets and letter "or clause (b)", the
words, brackets and letters "or clause (ba)" shall be inserted.

9. In section 45 of the principal Act, in sub-section (/), in clause (ii), for the word
"where", the word "if" shall be substituted.

10. In the First Schedule to the principal Act, for the brackets, words, figures and
letter "[See sections 2(/)(m) and 35]", the brackets, words, figures and letter
"[See sections 2(1)(m), 35, 36 and 38 (/)]" shall be substituted.

11. In the Second Schedule to the principal Act,—

(a) in item (v), the words "as amended from time to time" shall be inserted at
the end;

(b) after item (ix), the following item shall be inserted, namely:—

"(x) International Convention for Suppression of Acts of Nuclear
Terrorism (2005).".

12. After the Third Schedule to the principal Act, the following Schedule shall be
added, namely:—

"THE FOURTH SCHEDULE
[See sections 35(7) and 36]

S1. No. Name of Individuals

DR.G. NARAYANA RAJU,
Secretary to the Govt. of India.

CORRIGENDA

In the FINANCE ( NO. 2) ACT, 2019 (23 of 2019) as published in the Gazette of India
Extraordinary, Part I, Section 1, Issue No. 42, dated the 1st August, 2019,—

Amendment
of section 43.
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of section 45.
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Page No. Line(s) No. For Read

9 42 “or section 47~ “of section 47~

14 24 “income” “said income”

25 17 “such as” “such sum as”

26 28 “shall be deemed” “shall not be deemed”

60 35 “marginal heading” “5of 19707

& 6 “Government” “Central Government”
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MINISTRY OF LAW AND JUSTICE
(Legislative Department)

New Delhi, the 06th August, 2019/Shravana 15, 1941 (Saka)

The following Act of Parliament received the assent of the President on the
5th August, 2019, and is hereby published for general information:—

THE INSOLVENCY AND BANKRUPTCY CODE
(AMENDMENT) ACT, 2019

No. 26 or 2019
[5th August, 2019.]

An Act further to amend the Insolvency and Bankruptcy Code, 2016.
Beitenacted by Parliament in the Seventieth Year of the Republic of India as follows:—

1. (/) This Act may be called the Insolvency and Bankruptcy Code (Amendment) Short title and
Act, 2019. commencement.

(2) It shall come into force on such date as the Central Government may, by notification
in the Official Gazette, appoint.

31 of 2016. 2. In section 5 of the Insolvency and Bankruptcy Code, 2016 (hereinafter referred to as  Amendment
the principal Act), in clause (26), the following Explanation shall be inserted, namely:—  ©f section 5.

“Explanation.—For the removal of doubts, it is hereby clarified that a resolution plan
may include provisions for the restructuring of the corporate debtor, including by way of
merger, amalgamation and demerger;”.

Amendment 3. In section 7 of the principal Act, in sub-section (4), the following proviso shall be
of section 7. inserted, namely:—

“Provided that if the Adjudicating Authority has not ascertained the existence
of default and passed an order under sub-section (5) within such time, it shall record
its reasons in writing for the same.”.

Amendment 4. In section 12 of the principal Act, in sub-section (3), after the proviso, the following
of section 12 provisos shall be inserted, namely:—

“Provided further that the corporate insolvency resolution process shall
mandatorily be completed within a period of three hundred and thirty days from the
insolvency commencement date, including any extension of the period of corporate
insolvency resolution process granted under this section and the time taken in legal
proceedings in relation to such resolution process of the corporate debtor:

Provided also that where the insolvency resolution process of a corporate debtor
is pending and has not been completed within the period referred to in the second
proviso, such resolution process shall be completed within a period of ninety days
from the date of commencement of the Insolvency and Bankruptcy Code (Amendment)
Act,2019.”.
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Amendment
of section 30.

5. In section 25A of the principal Act, after sub-section (3), the following sub-section

shall be inserted, namely:—

“(3A) Notwithstanding anything to the contrary contained in sub-section (3),
the authorised representative under sub-section (6A) of section 21 shall cast his vote
on behalf of all the financial creditors he represents in accordance with the decision
taken by a vote of more than fifty per cent. of the voting share of the financial creditors
he represents, who have cast their vote:

Provided that for a vote to be cast in respect of an application under section
12A, the authorised representative shall cast his vote in accordance with the provisions
of sub-section (3).”.

6. In section 30 of the principal Act,—
(a) in sub-section (2), for clause (b), the following shall be substituted, namely:—

“(b) provides for the payment of debts of operational creditors in such
manner as may be specified by the Board which shall not be less than—

(i) the amount to be paid to such creditors in the event of a liquidation
of the corporate debtor under section 53; or

(if) the amount that would have been paid to such creditors, if the
amount to be distributed under the resolution plan had been distributed
in accordance with the order of priority in sub-section (/) of section 53,

whichever is higher, and provides for the payment of debts of financial creditors,
who do not vote in favour of the resolution plan, in such manner as may be
specified by the Board, which shall not be less than the amount to be paid to
such creditors in accordance with sub-section (/) of section 53 in the event of a
liquidation of the corporate debtor.

Explanation 1.—For the removal of doubts, it is hereby clarified that a
distribution in accordance with the provisions of this clause shall be fair and
equitable to such creditors.

Explanation 2.—For the purposes of this clause, it is hereby declared
that on and from the date of commencement of the Insolvency and Bankruptcy

Code (Amendment) Act, 2019, the provisions of this clause shall also apply to
the corporate insolvency resolution process of a corporate debtor—

(i) where a resolution plan has not been approved or rejected by the
Adjudicating Authority;

(i) where an appeal has been preferred under section 61 or
section 62 or such an appeal is not time barred under any provision of law
for the time being in force; or

(iif) where a legal proceeding has been initiated in any court against
the decision of the Adjudicating Authority in respect of a resolution plan;”;

(b) in sub-section (4), after the words “feasibility and viability,”, the words,
brackets and figures “the manner of distribution proposed, which may take into account
the order of priority amongst creditors as laid down in sub-section (/) of section 53,
including the priority and value of the security interest of a secured creditor” shall be
inserted.

7. In section 31 of the principal Act, in sub-section (/), after the words “members,

creditors,”, the words “including the Central Government, any State Government or any
local authority to whom a debt in respect of the payment of dues arising under any law for
the time being in force, such as authorities to whom statutory dues are owed,” shall be
inserted.

Amendment
of section 31.
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8. In section 33 of the principal Act, in sub-section (2), the following Explanation Amendment
shall be inserted, namely:— of section 33.

“Explanation.—For the purposes of this sub-section, it is hereby declared that
the committee of creditors may take the decision to liquidate the corporate debtor, any
time after its constitution under sub-section (/) of section 21 and before the confirmation
of the resolution plan, including at any time before the preparation of the information
memorandum.”.

9. In section 240 of the principal Act, in sub-section (2), in clause (w), for the words Amendment of
“repayment of debts of operational creditors”, the words “payment of debts” shall be section 240.

substituted.
DR.G. NARAYANA RAJU,

Secretary to the Govt. of India.
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MINISTRY OF LAW AND JUSTICE

(Legislative Department)
New Delhi, the 06th August, 2019/Shravana 15, 1941 (Saka)

The following Act of Parliament received the assent of the President on the
5th August, 2019, and is hereby published for general information:—

THE PROTECTION OF CHILDREN FROM SEXUAL OFFENCES
(AMENDMENT) ACT, 2019

No. 25 or 2019
[5th August, 2019.]
An Act further to amend the Protection of Children from Sexual Offences
Act, 2012.
BE it enacted by Parliament in the Seventieth'Year of the Republic of India as follows:—

1. (/) This Act may be called the Protection of Children from Sexual Offences Short title and
(Amendment) Act, 2019. commencement.

(2) It shall come into force on such date as the Central Government may, by notification
in the Official Gazette, appoint.

32 of 2012. 2. In the Protection of Children from Sexual Offences Act, 2012 (hereinafter referred Amendment
to as the principal Act), in section 2,— of section 2.

(a) in sub-section (/), after clause (d), the following clause shall be inserted,
namely:—

'(da) "child pornography" means any visual depiction of sexually explicit
conduct involving a child which include photograph, video, digital or computer
generated image indistinguishable from an actual child, and image created,
adapted, or modified, but appear to depict a child;'";
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(b) in sub-section (2), for the words, brackets and figures "the Juvenile Justice
(Care and Protection of Children) Act, 2000", the words, brackets and figures "the 56 of 2000.
Juvenile Justice (Care and Protection of Children) Act, 2015" shall be substituted. 2 of 2016.
Amendment 3. In the principal Act, section 4 shall be renumbered as section 4(/) thereof and—

of section 4.

Amendment
of section 5.

Substitution of
new section
for section 6.

Punishment
for aggravated
penetrative
sexual assault.

Amendment
of section 9.

(a) in sub-section (/) as so renumbered, for the words "seven years", the
words "ten years" shall be substituted;

(D) after sub-section (7), the following sub-sections shall be inserted, namely:—

"(2) Whoever commits penetrative sexual assault on a child below sixteen
years of age shall be punished with imprisonment for a term which shall not be
less than twenty years, but which may extend to imprisonment for life, which
shall mean imprisonment for the remainder of natural life of that person, and
shall also be liable to fine.

(3) The fine imposed under sub-section (/) shall be just and reasonable
and paid to the victim to meet the medical expenses and rehabilitation of such
victim.".

4. In section 5 of the principal Act,—
(1) in clause (j),—
(A) in sub-clause (i), the word "or" occurring at the end shall be omitted;
(B) in sub-clause (iii), the word "or" occurring at the end shall be omitted;

(C) after sub-clause (iii), the following sub-clause shall be inserted,
namely:—

"(iv) causes death of the child; or";

(II) in clause (s), for the words "communal or sectarian violence", the words
"communal or sectarian violence or during any natural calamity or in similar situations"
shall be substituted.

5. For section 6 of the principal Act, the following section shall be substituted,

namely:—

"6. (1) Whoever commits aggravated penetrative sexual assault shall be punished
with rigorous imprisonment for a term which shall not be less than twenty years, but
which may extend to imprisonment for life, which shall mean imprisonment for the
remainder of natural life of that person, and shall also be liable to fine, or with death.

(2) The fine imposed under sub-section (/) shall be just and reasonable and
paid to the victim to meet the medical expenses and rehabilitation of such victim.".

6. In section 9 of the principal Act,—

(i) in clause (s), for the words "communal or sectarian violance", the words
"communal or sectarian violence or during any natural calamity or in any similar
situations” shall be substituted;

(ii) after clause (u), the following clause shall be inserted, namely:—

"(v) whoever persuades, induces, entices or coerces a child to get
administered or administers or direct anyone to administer, help in getting
administered any drug or hormone or any chemical substance, to a child with
the intent that such child attains early sexual maturity;".
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56 of 2000.
2 of 2016.

45 of 1860.
21 of 2000.

7. For section 14 of the principal Act, the following section shall be substituted,
namely:—

"14. (I) Whoever uses a child or children for pornographic purposes shall be
punished with imprisonment for a term which shall not be less than five years and
shall also be liable to fine, and in the event of second or subsequent conviction
with imprisonment for a term which shall not be less than seven years and also be liable
to fine.

(2) Whoever using a child or children for pornographic purposes under
sub-section (/), commits an offence referred to in section 3 or section 5 or section 7
or section 9 by directly participating in such pornographic acts, shall be punished for
the said offences also under section 4, section 6, section 8 and section 10, respectively,
in addition to the punishment provided in sub-section (7).".

8. For section 15 of the principal Act, the following section shall be substituted,
namely:—

"15. (I) Any person, who stores or possesses pornographic material in any
form involving a child, but fails to delete or destroy or report the same to the designated
authority, as may be prescribed, with an intention to share or transmit child pornography,
shall be liable to fine not less than five thousand rupees, and in the event of
second or subsequent offence, with fine which shall not be less than ten thousand
rupees.

(2) Any person, who stores or possesses pornographic material in any form
involving a child for transmitting or propagating or displaying or distributing in any
manner at any time except for the purpose of reporting, as may be prescribed, or for
use as evidence in court, shall be punished with imprisonment of either description
which may extend to three years, or with fine, or with both.

(3) Any person, who stores or possesses pornographic material in any form
involving a child for commercial purpose shall be punished on the first conviction
with imprisonment of either description which shall not be less than three years
which may extend to five years, or with fine, or with both, and in the event of
second or subsequent conviction, with imprisonment of either description which
shall not be less than five years which may extend to seven years and shall also be
liable to fine.".

9. In section 34 of the principal Act, for the words, brackets and figures "the
Juvenile Justice (Care and Protection of Children) Act, 2000", the words, brackets
and figures "the Juvenile Justice (Care and Protection of Children) Act, 2015" shall be
substituted.

10. In section 42 of the principal Act, for the figures, letter and words "376E or
section 509 of the Indian Penal Code", the figures, letters and words "376E, section 509 of
the Indian Penal Code or section 67B of the Information Technology Act, 2000" shall be
substituted.

Substitution of
new section
for section 14.

Punishment
for using child
for
pornographic
purposes.

Substitution of
new section for
section 15.

Punishment
for storage of
pornographic
material
involving
child.

Amendment
of section 34.

Amendment
of section 42.
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11. In section 45 of the principal Act, in sub-section (2), clause (a) shall be re-lettered ~Amendment
as clause (ab) thereof and before clause (ab) as so re-lettered, the following clauses shall of section 45.
be inserted, namely:—

"(a) the manner of deleting or destroying or reporting about pornographic
material in any form involving a child to the designated authority under sub-section (/)
of section 15;

(aa) the manner of reporting about pornographic material in any form involving
a child under sub-section (2) of section 15;".

DR.G. NARAYANA RAJU,
Secretary to the Govt. of India.
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