Drugs and Cosmetics Rules 1945

'[SCHEDULE Y
(See rules 122A, 122B, 122D, 122DA, 122DAA and 122E)

REQUIREMENTS AND GUIDELINES FOR PERMISSION TO IMPORT AND / OR
MANUFACTURE OF NEW DRUGS FOR SALE OR TO UNDERTAKE CLINICAL
TRIALS
1. Application for permission.- (1) Application for permission to import or manufacture
new drugs for sale or to undertake clinical trials shall be made in Form 44 accompanied with
following data in accordance with the appendices, namely:-

(i) chemical and pharmaceutical information as prescribed in item 2 of Appendix I;
(ii) animal pharmacology data as prescribed in item 3 of Appendix I and Appendix IV;

(a) specific pharmacological actions as prescribed in item 3.2 of Appendix I, and
demonstrating, therapeutic potential for humans shall be described according to
the animal models and species used. Wherever possible, dose-response relationships
and EDsy; shall be submitted. Special studies conducted to elucidate mode of
action shall also be described (Appendix IV);

(b) general pharmacological actions as prescribed in item 3.3 of Appendix I and item
1.2 of Appendix IV;

(c) pharmacokinetic data related to the absorption, distribution, metabolism and
excretion of the test substance as prescribed in item 3.5 of Appendix . Wherever
possible, the drug effects shall be corelated to the plasma drug concentrations;

(iii) animal toxicology data as prescribed in item 4 of Appendix I and Appendix III;
(iv) human Clinical Pharmacology Data as prescribed in items 5, 6 and 7 of Appendix I
and as stated below:-

(a) for new drug substances discovered in India, clinical trials are required to be carried
out in India right from Phase I and data should be submitted as required under items
1,2, 3, 4, 5 (data, if any, from other countries), and 9 of Appendix I;

(b) for new drug substances discovered in countries other than India, Phase I data as
required under items 1, 2, 3, 4, 5 (data from other countries) and 9 of Appendix I
should be submitted along with the application. =~ After submission of Phase I
data generated outside India to the Licensing Authority, permission may be granted
to repeat Phase I trials and/or to conduct Phase II trials and subsequently Phase 111
trials concurrently with other global trials for that drug. Phase III trials are required
to be conducted in India before permission to market the drug in India is granted;

(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 clinical trial
will depend upon the nature and objective of the study. Permission to carry out these
trials shall generally be given in stages, considering the data emerging from earlier
Phase(s);

(d) application for permission to initiate specific phase of clinical trial should also
accompany Investigator’s brochure, proposed protocol (Appendix X), case record
form, study subject’s informed consent document(s) (Appendix V), investigator’s
undertaking (Appendix VII) and ethics committee clearance, if available (Appendix
VII);

1. Subs. G.S.R. 32(E), dt. 20.1.2005.
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(e) reports of clinical studies submitted under items 5-8 of Appendix I should be in
consonance with the format prescribed in Appendix II of this Schedule. The study
report shall be certified by the Principal Investigator or, if no Principal 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
as undertaken, and express agreement with the conclusions. Each page should be
numbered;

(v) regulatory status in other countries as prescribed in item 9.2 of Appendix I, 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.
(item 9.2 of Appendix I). Likewise, if the drug has been withdrawn in any country by the
manufacturer or by regulatory authorities, such information should also be furnished along with
the reasons and their relevance, if any, to India. This information must continue to be submitted
by the sponsor to the Licensing Authority during the course of marketing of the drug in India;

(vi) the full prescribing information should be submitted as part of the new drug
application for marketing as prescribed in item 10 of Appendix 1. The prescribing information
(package insert) shall comprise the following sections: generic name; composition; dosage
form/s, indications; dose and method of administration; use in special populations (such as
pregnant women, lactating women, paediatric patients, geriatric patients etc.); contra-indications;
warnings; precautions; drug interactions; undesirable effects; overdose; pharmacodynamic and
pharmacokinetic  properties; incompatibilities; shelf-life; packaging information; storage and
handling instructions. All package inserts, promotional literature and patient education material
subsequently produced are required to be consistent with the contents of the approved full
prescribing information. The drafts of label and carton texts should comply with provisions of
rules 96 and 97. After submission and approval by the Licensing Authority, no changes in
the package insert shall be effected without such changes being approved by the Licensing
Authority; and

(vii) complete testing protocol/s for quality control testing together with a complete
impurity profile and release specifications for the product as prescribed in item 11 of Appendix I
should be submitted as part of new drug application for marketing. Samples of the pure drug
substance and finished product are to be submitted when desired by the regulatory authority.

(2) If the study drug is intended to be imported for the purposes of examination, test or
analysis, the application for import of small quantities of drugs for such purpose should also be
made in Form 12.

(3) For drugs indicated in life threatening / serious diseases or diseases of special relevance
to the Indian health scenario, the toxicological and clinical data requirements may be
abbreviated, deferred or omitted, as deemed appropriate by the Licensing Authority.

2. Clinical Trial:
(1) Approval for clinical trial

(1) Clinical trial on a new drug shall be initiated only after the permission has been granted
by the Licensing Authority under rule 21 (b), and the approval obtained from the respective
ethics committee (s). The Licensing Authority as defined shall be informed of the approval of the
respective institutional ethics committee(s) as prescribed in Appendix VIII, and the trial initiated
at each respective site only after obtaining such an approval for that site. =~ The trial site(s)
may accept the approval granted to the protocol by the ethics committee of another trial
site or the approval granted by an independent ethics committee (constituted as per Appendix
VIII), provided
that the approving ethics committee(s) is/are willing to accept their responsibilities for the study
at such trial site(s) and the trial site(s) is/are willing to accept such an arrangement and that the
protocol version is same at all trial sites.

(i) All trial Investigator(s) should possess appropriate qualifications, training and
experience and should have access to such investigational and treatment facilities as are relevant
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to the proposed trial protocol. A qualified physician (or dentist, when appropriate) who is an
investigator or a sub-investigator for the trial, should be responsible for all trial-related
medical (or dental) decisions. Laboratories used for generating data for clinical trials should
be compliant with Good Laboratory Practices. If services of a laboratory or a facilities outside
the country are to be availed, its/their name(s), address(s) and specific services to be used should
be stated in the protocol to avail Licensing Authority’s permission to send clinical trial related
samples to such laboratory(ies) and/or facility(ies). In all cases, information about
laboratory(ies) / facilities to be used for the trial, if other than those at the investigation site(s),
should be furnished to the Licensing Authority prior to initiation of trial at such site(s).

(ii1) Protocol amendments if become necessary before initiation or during the course
of a clinical trial, all such amendments should be notified to the Licensing Authority in writing
along with the approval by the ethics committee which has granted the approval for the study.
No deviations from or changes to the protocol should be implemented without prior written
approval of the ethics committee and the Licensing Authority except when it is necessary to
eliminate immediate hazards to the trial Subject(s) or when change(s) involve(s) only
logistic or administrative aspects of the trial. All such exceptions must be immediately notified
to the ethics committee as well as to the Licensing Authority. Administrative and/or logistic
changes in the protocol should be notified to the Licensing Authority within 30 days.

(2) Responsibilities of Sponsor:

(i) The clinical trial Sponsor is responsible for implementing and maintaining
quality assurance systems to ensure that the clinical trial is conducted and data generated,
documented and reported in compliance with the protocol and Good Clinical Practice (GCP)
Guidelines issued by the Central Drugs Standard Control Organization, Directorate
General of Health Services, Government of India as well as with all applicable statutory
provisions. Standard operating procedures should be documented to ensure compliance with
GCP and applicable regulations.

(i) Sponsors are required to submit a status report on the clinical trial to the Licensing
Authority at the prescribed periodicity.

(ii1)) In case of studies prematurely discontinued for any reason including lack of
commercial 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, details of adverse drug
reactions (Appendix XI), if any, and the reason for discontinuation of the study or non-
pursuit of the new drug application;

'[(iv) Any report of the serious adverse event, after due analysis shall be forwarded by the
sponsor to the Licensing Authority as referred to in clause (b) of rule 21, the Chairman of the
Ethics Committee and the head of the institution where the trial has been conducted, within
fourteen days of the occurrence of the serious adverse event. |

?[(v) in case of injury or death occurring to the clinical trial subject, the Sponsor (whether
a pharmaceutical company or an Institution) or his representative, whosoever, had obtained
permission from the Licensing Authority for conduct of the clinical trial, shall make payment for
medical management of the subject and also provide financial compensation for the clinical trial
related injury or death in the manner as prescribed in Appendix XII;

*[(vi) the Sponsor (whether a pharmaceutical company or an Institution) or his
representative, whosoever had obtained permission from the Licensing Authority for conduct of
the clinical trial, shall submit details of compensation provided or paid for clinical trial related
injury or death, to the Licensing Authority within thirty days of the receipt of the order of the
Licensing Authority.]

1. Subs. by G.S.R. 889(E) dated 12-12-2014
2. Ins. By G.S.R. 53(E) dated 30-1-2013
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'1(3)(i)] Responsibilities of the Investigator(s):

The Investigator(s) shall be responsible for the conduct of the trial according to the

protocol and the GCP Guidelines and also for compliance as per the undertaking given in
Appendix VIL Standard operating procedures are required to be documented by the
investigators for the tasks performed by them. During and following a subject’s participation in
a trial, the investigator should ensure that adequate medical care is provided to the
participant for any adverse events. Investigator(s) shall report all serious and unexpected adverse
events to the *[Licensing Authority defined under clause (b) of rule 21, the Sponsor or his
repeesentative, whosoever had obtained permission from the Licensing Authority for conduct of
the clinical trial, and the Ethics Committee that accorded approval to the study protocol, within
twenty four hours of their occurance. *[In case, the Investigator fails to report any serious adverse
event within the stipulated period, he shall have to furnish the reason for the delay to the
satisfaction of the Licensing Authority along with the report of the serious adverse event. The
report of the serious adverse event, after due analysis, shall be forwarded by the Investigator to
the Licensing Authority as referred to in clause (b) of rule 21, the Chairman of the Ethics
Committee and the Head of the institution where the trial has been conducted within fourteen
days of the occurrence of the serious adverse event.]].
“[(ii)The Investigator shall provide information to the clinical trial subject through informed
consent process as provided in Appendix V about the essential elements of the clinical trial and
the subject’s right to claim compensation in case of trial related injury or death. He shall also
inform the subject or his/her nominees(s) of their rights to contact the Sponsor or his
representative whosoever had obtained permission from the Licensing Authority for conduct of
the clinical trial for the purpose of making claims in the case of trial related injury or death.]

(4) Informed Consent:
(1) In all trials, a freely given, informed, written consent is required to be obtained

from each study subject. The Investigator must provide information about the study verbally
as well as using a patient information sheet, in a language that is non-technical and
understandable by the study subject. 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 Licensing
Authority. Any changes in the informed consent documents should be approved by the ethics
committee and submitted to the Licensing Authority before such changes are implemented.

(i) Where a subject is not able to give informed consent (e.g. an unconscious person or a
minor or those suffering from severe mental illness or disability), the same may be obtained
from a legally acceptable representative (a legally acceptable representative is a person who
is able to give consent for or authorize an intervention in the patient as provided by the law(s) of
India). If the Subject or his/her legally acceptable representative is unable to read/write — an
impartial witness should be present during the entire informed consent process who must append
his/her signatures to the consent form.

(iii) A checklist of essential elements to be included in the study subject’s informed
consent document as well as a format for the Informed Consent Form for study Subjects is given
in Appendix V.

1. Sub-para (3) renumbered as sub-para, (3)(i) thereof by G.S.R 53(E), dated 30-01-2013.
2. Subs. by G.S.R. 53(E), dated 30-01-2013.

3. Subs. by G.S.R. 889(E), dated 12-12-2014.

4. Ins. by G.S.R. 53(E), dated 30-01-2013.
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(5) Responsibilities of the Ethics Committee:
(1) It is the responsibility of the ethics committee that reviews and accords its approval to

a trial protocol to safeguard the rights, safety and well being of all trial subjects. The ethics
committee should exercise particular care to protect the rights, safety and well being of all
vulnerable subjects participating in the study, e.g., members of a group with hierarchical
structure (e.g. prisoners, armed forces personnel, staff and students of medical, nursing and
pharmacy academic institutions), patients with incurable diseases, umemployed or impoverished
persons, patients in emergency situation, ethnic minority groups, homeless persons, nomads,
refugees, minors or others incapable of personally giving consent. Ethics committee(s) should
get document ‘standard operating procedures’ and should maintain a record of its proceedings.

(i1) Ethics Committee(s) should make, at appropriate intervals, an ongoing review of the
trials for which they review the protocol(s). Such a review may be based on the periodic
study progress reports furnished by the investigators and/or monitoring and internal audit reports
furnished by the Sponsor and/or by visiting the study sites.

(ii1) In case an ethics committee revokes its approval accorded to a trial protocol, it must
record the reasons for doing so and at once communicate such a decision to the Investigator as
well as to the Licensing Authority.

'[(iv) In case of serious adverse event occurring to the clinical trial subject, the Ethics
Committee shall forward its report on the serious adverse event, after due analysis, along with its
opinion on the financial compensation, if any, to be paid by the Sponsor or his representative,
whosoever had obtained permission from the Licensing Authority as referred to in clause (b) of
rule 21 for conducting the clinical trial, to the Licensing Authority within thirty days of the
occurrence of the serious adverse event.

[5(A). Serious Adverse Events:

(1) A serious adverse event is an untoward medical occurrence during clinical trial that is
associated with death, in patient hospitalization (in case the study was being conducted on out-
patient), prolongation of hospitalization (in case the study was being conducted on in-patient),
persistent or significant disability or incapacity, a congenital anomaly or birth defect or is
otherwise life threatening.

(2) The Investigator shall report all serious °[***] adverse events to the Licensing
Authority as defined under clause (b) of Rule 21, the Sponsor or his representative, whosoever
had obtained permission from the Licensing Authority for conduct of the clinical trial and the
Ethics Committee that accorded approval to the study protocol, within twenty four hours of their
occurrence as per Appendix XI and the said Licensing Authority shall determine the cause of
injury or death as per the procedure prescribed under Appendix XII and pass orders as deemed
necessary. ‘[In case, the Investigator fails to report any serious adverse event within the stipulated
period, he shall have to furnish the reason for the delay to the satisfaction of the Licensing
Authority along with the report of the serious adverse event.

1. Subs. by G.S.R. 889(E) dated 12-12-2014.

2. Ins. by G.S.R. 53(E) dated 30-01-2013.

3. The words “and unexpected”’omitted by G.S.R. 889(E) dated 12-12-2014.
4. Ins. by G.S.R. 889 (E) dated 12-12-2014.
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(6) Human Pharmacology (Phase I):

(1) The objective of studies in this Phase is the estimation of safety and tolerability with
the initial administration of an investigational new drug into human(s). Studies in this Phase of
development usually have non-therapeutic objectives and may be conducted in healthy volunteers
subjects or certain types of patients. Drugs with significant potential toxicity e.g. cytotoxic drugs
are usually studied in patients. Phase I trials should preferably be carried out by Investigators
trained in clinical pharmacology with access to the necessary facilities to closely observe and
monitor the Subjects.

(i1) Studies conducted in Phase I, usually intended to involve one or a combination of
the following objectives:-

(a) Maximum tolerated dose: To determine the tolerability of the dose range expected
to be needed for later clinical studies and to determine the nature of adverse reactions that
can be expected. These studies include both single and multiple dose administration.

(b) Pharmacokinetics, i.e., characterization 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.

(c) Pharmacodynamics: Depending on the drug and the endpoints studied,
pharmacodynamic studies and studies relating to drug blood levels (pharmacokinetic/
pharmacodynamic studies) may be conducted in healthy volunteer Subjects or in patients with
the target disease. If there are appropriate validated indicators of activity and potential 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 I 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 at this early stage.

(7) Therapeutic exploratory trials (Phase II):

(1) The primary objective of Phase II trials is to evaluate the effectiveness of a drug for a
particular indication or indications in patients with the condition under study and to determine the
common short-term side-effects and risks associated with the drug. Studies in Phase II should be
conducted in a group of patients who are selected by relatively narrow criteria leading to a
relatively homogeneous population. These studies should be closely monitored. An important
goal for this Phase is to determine the dose(s) and regimen for Phase III trials. Doses used in
Phase II are usually (but not always) less than the highest doses used in Phase I.

(i1) Additional objectives of Phase II studies can include evaluation of potential study
endpoints, therapeutic regimens (including concomitant medications) and target populations (e.g.
mild versus severe disease) for further studies in Phase II or III. These objectives may be served
by exploratory analyses, examining subsets of data and by including multiple endpoints in trials.

(ii1) If the application is for conduct of clinical trials as a part of multi-national clinical
development of the drug, the number of sites and the patients as well as the justification for
undertaking such trials in India shall be provided to the Licensing Authority.
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(8) Therapeutic confirmatory trials (Phase I1I):

(1) Phase III studies have primary objective of demonstration or confirmation of
therapeutic benefit(s). Studies in Phase III are designed to confirm the preliminary evidence
accumulated in Phase II that a drug is safe and effective for use in the intended indication and
recipient population. These studies should be intended to provide an adequate basis for
marketing approval. Studies in Phase III may also further explore the dose-response relationships
(relationships among dose, drug concentration in blood and clinical response), use of the drug in
wider populations, in different stages of disease, or the safety and efficacy of the drug in
combination with other drug(s).

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

(ii1) For new drugs approved outside India, Phase III studies need to be carried out
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 III studies in Indian
subjects, Licensing Authority may require pharmacokinetic studies to be undertaken to verify that
the data generated in Indian population is in conformity with the data already generated abroad.

(iv) If the application is for the conduct of clinical trials as a part of multi-national
clinical development of the drug, the number of sites and patients as well as the justification for
undertaking such trials in India should be provided to the Licensing Authority along with the
application.

(9) Post Marketing Trials (PhaselV):

Post Marketing trials are studies (other than routine surveillance) performed after drug
approval and related to the approved indication(s). These trials go beyond the prior
demonstration of the drug’s safety, efficacy and dose definition. These trials may not be
considered necessary at the time of new drug approval but may be required by the Licensing
Authority for optimizing the drug's use. They may be of any type but should have valid
scientific objectives. Phase IV trials include additional drug-drug interaction(s), dose-
response or safety studies and trials designed to support use under the approved indication(s), e.g.
mortality/morbidity studies, epidemiological studies etc.

3. Studies in special populations:

Information supporting the use of the drug in children, pregnant women, nursing women,
elderly patients, patients with renal or other organ systems failure, and those on specific
concomitant medication is required to be submitted if relevant to the clinical profile of the
drug and its anticipated usage pattern. Any claim sought to be made for the drug product that is
not based on data submitted under preceding items of this Schedule should be supported by
studies included under this item of the Schedule (Appendix I, item 8.3).

(1) Geriatrics:

Geriatric patients should be included in Phase III clinical trials (and in Phase II trials, at
the Sponsor's option) in meaningful numbers, if-

(a) the disease intended to be treated is characteristically a disease of aging; or

(b) the population to be treated is known to include substantial numbers of geriatric
patients; or
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(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 alter the geriatric patient's response (with regard to
safety or efficacy) compared with that of the non-geriatric patient.

(2) Paediatrics:

(1) The timing of paediatric studies in the new drug development program will depend on
the medicinal product, the type of disease being treated, safety considerations, and the efficacy
and safety of available treatments. For a drug expected to be used in children, evaluations
should be made in the appropriate age group. When clinical development is to include studies in
children, it is usually appropriate to begin with older children before extending the trial to
younger children and then infants.

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

(ii1) If the new drug is intended to treat serious or life-threatening diseases,
occurring in both adults and paediatric patients, for which there are currently no or limited
therapeutic options, paediatric population should be included in the clinical trials early, following
assessment of initial safety data and reasonable evidence of potential benefit. In circumstances
where this is not possible, lack of data should be justified in detail.

(iv) If the new drug has a potential for use in paediatric patients — Paediatric studies
should be conducted. These studies may be initiated at various phases of clinical
development or after post marketing survelliance in adults if a safety 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 use in children is granted.

(v) The paediatric studies should include —

(a) clinical trials,

(b) relative bioequivalence comparisons of the paediatric 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 major therapeutic 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) Paediatric Subjects are legally unable to provide written informed consent, and are
dependent on their parent(s)/ legal guardian to assume responsibility for their participation in
clinical studies. Written informed consent should be obtained from the parent/ legal guardian.
However, all paediatric participants should be informed to the fullest extent possible about the
study in a language and in terms that they are able to understand. Where appropriate,
paediatric participants should additionally assent to enrol in the study. Mature minors and
adolescents  should personally sign and date a separately designed written assent form.
Although a participant’s wish to withdraw from a study must be respected, there may be
circumstances in therapeutic studies for serious or life-threatening diseases in which, in the
opinion of the Investigator and parent(s)/ legal guardian, the welfare of a pediatric patient would
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be jeopardized by his or her failing to participate in the study. In this situation, continued

parental/ legal guardian consent should be sufficient to allow participation in the study.

(viii) For clinical trials conducted in the paediatric population, the reviewing ethics
committee should include members who are knowledgeable about pediatric, ethical, clinical and
psychosocial issues.

(3) Pregnant or nursing women:

(1) Pregnant or nursing women should be included in clinical trials only when the drug is
intended for use by pregnant/nursing women or foetuses/nursing infants and where the data
generated from women who are not pregnant or nursing, is not suitable.

(i1) 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 pharmacological effects of the drug.

'[(4) Post Marketing Surveillance:

(i) The applicant shall have a pharmacovigilance system in place for collecting,
processing and forwarding the report to the licensing authority for information on
adverse drug reactions emerging from the use of the drug manufactured or marketed by
the applicant in the country.

(ia) The system shall be managed by qualified and trained personnel and the officer in-
charge of collection and processing of data shall be a medical officer or a pharmacist
trained in collection and analysis of adverse drug reaction reports.

(ib) Subsequent to approval of the product, new drug shall be closely monitored for its
clinical safety once it is marketed.

(ic) The applicant shall furnish Periodic Safety Update Reports (PSURS) in order to-
(a) report all the relevant new information from appropriate sources;

(b) relate these data to patient exposure ;

(c) summarize the market authorization status in different countries and
any significant variations related to safety; and

(d) indicate whether changes should be made to product information in order to
optimize the use of the product.

(i) Ordinarily all dosage forms and formulations as well as indications for new drugs
should be covered in one PSUR. Within the single PSUR separate presentations of data for
different dosage forms, indications or separate population need to be given.

(ii1) All relevant clinical and non-clinical safety data should cover only the period of the
report (interval data). The PSURSs shall be submitted every six months for the first two years after
approval of the drug is granted to the applicant. For subsequent two years — the PSURs need to
be submitted annually. Licensing authority may extend the total duration of submission of
PSURs if it is considered necessary in the interest of public health. PSURs due for a period must
be submitted within 30 calendar days of the last day of the reporting period.

However, all cases involving serious unexpected adverse reactions must be reported to the
licensing authority within 15 days of initial receipt of the information by the applicant. If
marketing of the new drug is delayed by the applicant after obtaining approval to market, such
data will have to be provided on the deferred basis beginning from the time the new drug is
marketed.

(iv) New studies specifically planned or conducted to examine a safety issue should be
described in the PSURs.

1. Subs. by G.S.R. 287(E) dated 08-03-2016.
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(v) A PSUR should be structured as follows:

(a) A title page stating: Periodic safety update report for the product, applicant’s
name, period covered by the report, date of approval of new drug, date of
marketing of new drug and date of reporting;

(b) Introduction,

(c) Current worldwide market authorization status,

(d) Update of actions taken for safety reasons,

(e) Changes to reference safety information,

(f) Estimated patient exposure,

(g) Presentation of individual case histories,

(h) Studies,

(i) Other information,

(j) Overall safety evaluation,

(k) Conclusion,

(I) Appendix providing material relating to indications, dosing, pharmacology
and other related information.

(5) Special studies: Bioavailability / Bioequivalence Studies:

(1) For drugs approved elsewhere in the world and absorbed systemically, bioequivalence
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.

(i1) Evaluation of the effect of food on absorption following oral administration should be
carried out. Data from dissolution studies should also be submitted for all solid oral dosage
forms.

(ii1) Dissolution and bioavailability data submitted with the new drug application must
provide information that assures bioequivalence or establishes bioavailability and dosage
correlations between the formulation(s) sought to be marketed and those used for clinical trials
during clinical development of the product. (See items 8.1, 8.2 and 8.3 of Appendix I).

(iv) All bioavailability and bioequivalence studies should be conducted according to the
Guidelines for Bioavailability and Bioequivalence studies as prescribed.

Note.- The data requirements stated in this Schedule are expected to provide
adequate information to evaluate the efficacy, safety and therapeutic rationale of new drugs (as
defined under rule 122-E) prior to the permission for sale. Depending upon the nature of new
drugs and disease(s), additional information may be required by the Licensing Authority. The
applicant shall certify the authencity of the data and documents submitted in support of an
application for new drug. The Licensing Authority reserves the right to reject any data or any
document(s) if such data or contents of such documents are found to be of doubtful integrity.

APPENDIX I

DATA TO BE SUBMITTED ALONG WITH THE APPLICATION TO CONDUCT
CLINICAL TRIALS/IMPORT/MANUFACTURE OF NEW DRUGS FOR MARKETING IN
THE COUNTRY

1. Introduction

A brief description of the drug and the therapeutic class to which it belongs.

2. Chemical and pharmaceutical information
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