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DISCLAIMER

The Pharmacovigilance Guidance Document for Marketing Authorization Holders
(MAHSs) of Pharmaceutical Products in India is a regulatory guidance document. These
guidelines are for the guidance of all stakeholders and are not meant to substitute or
rephrase the rules made under the Drugs and Cosmetics Act, 1940 & Rules, 1945 orany
otherrelevant Act and are subject to being in conformity with the Drugs and Cosmetics
Act, 1940 & Rules, 1945 including New Drugs & Clinical Trials Rules, 2019 (NDCT Rules,
2019)asamended fromtimetotime.

This document facilitates MAHs to set up a Pharmacovigilance System at their
organization as per the recent amendment in Drugs and Cosmetics Act, 1940 & Rules,
1945. This document will help in bringing uniformity of Pharmacovigilance System in
India, Preparation of Pharmacovigilance System Master File by MAHs, Post Marketing
Surveillance of Pharmaceutical Products, Preparation & Submission of Periodic Safety
Update Report (PSUR), Quality Management System (QMS) at MAH organization, Audits
and Inspection of Pharmacovigilance System at MAH organization and submission of
Risk Management Plan by MAH. In the event of any dispute as regard to the content of
this documentand the statues, the statutory provisions shall prevail. In case, thereisan
anomaly between the content of this document and any other statutory/official
document, the decision of the Government of India or the implementing authority shall
prevail.



PREFACE

This Pharmacovigilance Guidance Document for MAHs of Pharmaceutical Products in
India is in accordance with the objective of Drugs and Cosmetics Act, 1940 & Rules,
1945 including NDCT Rules 2019. This guidance document is prepared by the National
Coordination Centre (NCC)-Pharmacovigilance Programme of India (PvPl), Indian
Pharmacopoeia Commission (IPC) in collaboration with Central Drugs Standard
Control Organization (CDSCO) to facilitate submission of the safety profile of drugs by
MAHs (MAH refers to manufacturer, marketer or the importer of the drug, who has valid
manufacturing, marketing or import licence in India). This guidance document defines
the roles & responsibilities of CDSCO, State(s)/UT(s) Drugs Controller, NCC-PvPI, IPC
and MAHSs in preparation of Pharmacovigilance System Master File by MAHs, Post
Marketing Surveillance of Pharmaceutical Products, Preparation & Submission of
Periodic Safety Update Report (PSUR), Quality Management System (QMS) at MAH
organization, Audits and Inspection of Pharmacovigilance System at MAH organization
and submission of Risk Management Plan, wherever applicable. This guidance
document also provides assistance to MAHs on establishing and ensuring an effective
Pharmacovigilance System at their organization. This guidance document may be
amended from time to time after obtaining necessary approvals from the concerned
authorities. To publish the Pharmacovigilance Guidance Document for MAHs of
Pharmaceutical Products, Version 2.0, Expert Committee was constituted. The
Committee consisted of:

Chairperson: Prof.Y.KGupta, President, AIIMS-Bhopal

Members:

e Dr Rubina Bose, Dr Swati Srivastava & Dr I. S. Hura, Deputy Drugs Controller (India),
CDSCO.

e DrKiranMarthak, Representative, Indian Drug Manufacturers Association (IDMA).

¢ DrT.V.Narayana, National President, Indian Pharmaceutical Association (IPA).

Member Secretary

e DrJaiPrakash, Officer-in-Charge of PvPI, IPC
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Process of Preparation of Pharmacovigilance Guidance Document for
MAHs of Pharmaceutical Products

An Expert Committee was constituted to revise the existing PV Guidance Document
for MAHs of Pharmaceutical Products, Version 1.0

|

PV Guidance document, Version 1.0 reviewed by organising 10 Expert Committee
meetings and incorporated their comments.

}

Public/stakeholders comments obtained by uploading the draft version 2.0 of PV
Guidance Document for MAHs of Pharmaceutical Products on website of IPC
www.ipc.gov.in for 30 days

|

Examination of comments/suggestions obtained by the Expert Committee

|

Incorporation of valid comments by the NCC-PvPIl Team at IPC

|

The pre-print version circulated to the Expert Committee for review and approval

|

Final version approved by the Competent Authority and printed

Whatis newinthisdocument?

This guidance document is updated in the light of New Drugs and Clinical Trials
Rules, 2019 andrevised Schedule M of Drugs and Cosmetics Rules, 1945.

e TheterminologyforPVOIlisreplaced with PVOIC.
e The“Module”isreplaced with“Chapter”
¢ Definition of New Drugis updatedinaccordance with NDCT Rules, 2019

e The Marketing Authorization Holders should maintain records in Excel/Electronic
sheets.

¢ AllNon-Serious Adverse Events should be reported by MAHs within 90 calendar days.

e The International Classification of Diseases (ICD) is replaced with MedDRA
dictionary for coding of “Indication” during entry of Individual Case Safety Reports
(ICSRs).



Appendix A — Simplified E2B Guide for Primary Reporters document id 01-15-006,
Version 1.1 by WHO-UMC removed from this Guidance Document.

In Appendix E — PSUR Summary Report Checklist which was existing in previous
version ofthisdocumenthasbeenremoved

Frequently Asked Questions (FAQs) incorporated in AppendixE.
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ABBREVIATIONS

ADR Adverse Drug Reaction

AE Adverse Event

AEFI Adverse Event Following Immunization

AIIMS All India Institute of Medical Sciences

AMC Adverse Drug Reaction Monitoring Centre

CAPA Corrective and Preventive Action

CCDs Company Core Data Sheet

CcCsili Company Core Safety Information

CDSCO Central Drugs Standard Control Organization

CIOMS Council for International Organizations of Medical Sciences 2

CRO Contract Research Organization 9

CT Clinical Trial -~

DCG (I) Drugs Controller General (India) ;

DHPC Direct Healthcare Professional Communication g

E2B Electronic Transmission of Individual Case Safety Report m

EUA Emergency Use Authorization g

FDA Food and Drugs Administration

Gol Government of India

GVP Good Pharmacovigilance Practices

HCP Healthcare Professional

ICH International Council for Harmonization of Technical Requirements for
Pharmaceuticals for Human Use

ICSR Individual Case Safety Report

IPC Indian Pharmacopoeia Commission

MAHs Marketing Authorization Holders

MoHFW Ministry of Health & Family Welfare
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MedDRA Medical Dictionary for Regulatory Activities
NCC National Coordination Centre

NDCT Rules 2019 | New Drug and Clinical Trial Rules, 2019
NRA National Regulatory Authority

PBRER Periodic Benefit-Risk Evaluation Report
PIL Prescribing Information Leaflet

PMS Post Marketing Surveillance

PSUR Periodic Safety Update Report

PT Preferred Term

PvPI Pharmacovigilance Programme of India
PV Pharmacovigilance

PSMF Pharmacovigilance System Master File
PVOIC Pharmacovigilance Officer-in-Charge
QMS Quality Management System

RMP Risk Management Plan

RSI Reference Safety Information

SAE Serious Adverse Event

SJS Stevens-Johnson Syndrome

SOC System Organ Class

SOP Standard Operating Procedure

SmPCs Summary of Product Characteristics
uUMC Uppsala Monitoring Centre

uT Union Territory

WHO World Health Organization

XML Extensible Markup Language




Introduction

India is one of the largest producers of quality medicines and also has robust
Pharmacovigilance System to monitor the safety profile of marketed pharmaceutical
products. The Ministry of Health & Family Welfare (MoHFW), Government of India
re-casted Pharmacovigilance Programme of India shifting the National Coordination
Centre atIndian Pharmacopoeia Commissionin April2011. NCC-PvPI, IPC is receiving
Individual Case Safety Reports (ICSRs) from the stakeholders including Marketing
Authorization Holders across the country. This guidance document facilitates MAHs to
setup and implement uniform Pharmacovigilance System for pharmaceutical products
inthe Indian marketin post-licensure period.

Thisguidance documentusesthe following key terms;
Pharmacovigilance (PV):

PV is defined as the science and activities relating to the detection, collation,
assessment, understanding and prevention of Adverse Event (AE) or any other drug
related problem.

Marketing Authorization Holders (MAHs):

MAHs refers to the manufacturer, marketer or the importer of the drug, who has valid
manufacturing, marketing orimportlicence.

After marketing authorization of new drug, the safety profile may show variation from
that in clinical trial from patient to patient and therefore, new products should be
monitored for a specific period and submit the PSUR. As per the Drugs and Cosmetics
Act, 1940 & Rules, 1945 including NDCT Rules, 2019, the PSURs are required to be
submitted every six months for first two years from the date of approval and for
subsequent two years annually. The Licensing Authority may extend the total duration
of submission of PSUR, ifitis considered necessaryintheinterestof public health.

In some specific condition, the early introduction of a new drug/vaccine is permitted,
evenifthe complete clinicaltrial data as perthe approved protocolis nhot available. This
is based on the careful assessment of expected benefit and potential risk from limited
number of subjects/patients. This is often referred to as Emergency Use Authorization
(EUA). In COVID-19 pandemic, severalvaccines and drugs were approved under EUA. In
EUA, itisimperative that each EUA caseis meticulouslyfollowed forany AE.
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Thus, thereporting of any AE isimportant for continued risk-benefit evaluation of a drug.
This guidance document provides critical information for reporting AE by MAHs without
any failure, accurately within stipulated time to NCC-PvPI, IPC and National Regulatory
Authority (i.e. CDSCO).

This guidance document does not deal with medical devices, blood & blood related
products and veterinary products.

Objectives

The Pharmacovigilance Guidance Document for MAHs of Pharmaceutical Products has the
following objectives;

1. To assistand facilitate MAHs of pharmaceutical products forreporting all AEs accurately,
efficientlyandtimelyto NCC-PvPI, IPC and CDSCO.

2. Toestablishauniform PV System at MAHs organization acrossthe country by:
(i) Preparationand maintenance of Pharmacovigilance System MasterFile

(ii) Collecting, Processing and Reporting of Individual Case Safety Report (ICSR) by
Marketing Authorization Holder (MAH)

iii) Preparation &Submission of Periodic Safety Update Report by MAH
iv) Implementation of Quality Management System at MAH organization
v) Audits&Inspections of Pharmacovigilance System at MAH organization

vi) Preparationand Submission of Risk ManagementPlan

Scope

The scope ofdocument coversthe following category of pharmaceutical products:

(i) Drugs, New Drugs, subsequently approved drugs including Fixed Dose
Combination(s) etc.

(i) BiologicsincludingBiosimilars, Celllines/culture-based products etc.
(iii) Radiopharmaceuticals

(iv) Phytopharmaceuticals Products

Note: Forvaccines, Refer
(a) Guidanceforindustryon PV RequirementsforBiological Products by CDSCO.

(b) Adverse Eventfollowing Immunization (AEFI) Surveillance & Response Operational
Guidelines-2024



Roles & Responsibilities of Different Authorities

In the context of Pharmacovigilance of Pharmaceutical Products, following are the
authorities: -

a)

b)

Central Drugs Standard Control Organization (CDSCO)

The Central Drugs Standard Control Organization (CDSCO) under Directorate
General of Health Services in Ministry of Health and Family Welfare (MoHFW),
Governmentof India (Gol) isthe NRAresponsible for approval of new drugs, conduct
of clinical trials, enforcement of the standards for drugs, control over the quality of
imported drugs in the country and coordination of the activities of State Drugs
Control Organizations by providing expert advice with a view to bring the uniformity
in the enforcement and implementation of the Drugs and Cosmetics Act 1940 and
Rules 1945there under.

The Drugs Controller General of India, DCG(l) is the chairman of the steering
committee of Pharmacovigilance Programme of India. The CDSCO receives the
drug safety related recommendation from the PvPI for taking appropriate regulatory
actions.

As a condition of the marketing authorization, the MAH is also required to submit
PSUR after licensure of the pharmaceutical product. The PSURs are to be submitted
every six months for first two years of the approval and annually for subsequent two
years. The Licensing Authority may extend the totalduration of submission of PSURs
ifitis considered necessaryinthe interest of public health. The compiled PSUR data
shouldthenbereviewed by CDSCO. Based on review, regulatory decisions are taken
by CDSCO on safety and efficacy of the pharmaceutical products.

CDSCO is responsible to take appropriate regulatory decision on the basis of
recommendations of Signal Review Panel (SRP) of NCC-PvPI. CDSCO is also
responsible to take regulatory decisions on the basis of analysis of the PSUR data.
Evidence-based information is utilized for appropriate regulatory decisions by the
CDSCO such as changing/updating Prescribing Information Leaflet (PIL), issuing
drugalerts, and signals, etc., ifany.

Licensing Authority:

Drugs fall under the Concurrent List of the 7" Schedule of Constitution of India.
Drugs & Cosmetics Act is a Central Act enforced both by the Central and State
Governments. Every State and Union Territory of India has its own Drugs Regulatory
Authority. The State Drugs Controllers are primarily responsible for licensing of
manufacturing and sale/distribution of drugs.
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As per the requirements under Section 6.11 of Schedule M (Good Manufacturing
Practices and Requirements of Premises, Plant and Equipment for Pharmaceutical
Products) of Drugs Rules 1945 as amended vide Gazette Notification No. 922(E),
dated 28th December, 2023 mentions that “The licensee shall have a
pharmacovigilance system in place for collecting, processing and forwarding the
reports to the licensing authorities for information on the adverse drug reactions
emerging from the use of drugs manufactured or marketed by the licensee”.
Therefore, MAHs should submit the ADRs with the use of drugs manufactured or
marketed by themtothe licensing authority. The MAHs are also encouraged to report
allAdverse Eventstothe NCC-PvPI, IPC.

c¢) National Coordination Centre-Pharmacovigilance Programme of India,
Indian Pharmacopoeia Commission

Pharmacovigilance Programme of India was operationalized in July, 2010 by Ministry
of Health and Family Welfare (MoHFW), Government of India with a mission to
safeguard the health of Indian population by ensuring that the benefits of use of
medicines outweigh the risks associated with its use. The All India Institute of
Medical Sciences (AIIMS), New Delhi was established as National Coordination
Centre (NCC) for PvPI. Later on, MoHFW, Gol on 15th April 2011, recasted this
programme and shifted the NCC from AIIMS, New Delhi to Indian Pharmacopoeia
Commission (IPC), Ghaziabad.

IPC was created to set standards of drugs in the country. Its basic function is to
regularly update the standards of drugs. The standards of drugs are updated by
adding new and revising the existing monographs through Indian Pharmacopoeia
(IP). It further promotes rational use of medicines by publishing National Formulary
of India (NFI).

The IPC as a National Coordination Centre (NCC) for PvPI has been working in
collaboration with National and International stakeholders, ensuring patient's
safety by monitoring ADRs. The NCC-PvPI, IPC also participates in the World Health
Organization-Programme for International Drug Monitoring by contributing ADRs to
Uppsala Monitoring Centre (UMC), Sweden. The NCC-PvPlis also workingas aWHO
Collaborating Centre for Pharmacovigilance in Public Health Programmes and
Regulatory Services since, July2017.

The PvPI has succeeded in establishing Adverse Drug Reaction Monitoring Centers
(AMCs) across the major parts of the country, upgrading capacity- building and
training to the stakeholders, besides encouraging hospitals, individuals and civil
society to participate in PvPI. Several tools and methods have been introduced by
the PvPI to report AE in Hindi, English and other vernacular languages, mobile app,



Helpline - 18001803024 (Toll-free), etc. PvPl has also been coordinating with Public
Health Programmes (PHPs) such as National Tuberculosis Elimination Programme
(NTEP), National AIDS Control Programme (NACP) and National Vector-Borne
Diseases Control Programme (NCVBDCP) etc.

There are following expert's panels/committees/group under PvPI: -

° Steering Committee
e Working Group

e  SignalReview Panel

e  CoreTraining Panel

° Quality Review Panel

The PvPI has a system to collect, collate and analyze drug safety data from Indian
population, which is submitted to CDSCO for appropriate regulatory decision,
States/UTsdrugregulatory authorities also help promote and protect public health.

National
Coordination Centre-
Pharmacovigilance

— .
FDA Bhawan Programme of India
New Delhi

NRA/CDSCO
Headquarter

States/ UTs
Drug Regulators

« Steering Committee
* Working Group

« Signal Review Panel
« Quality Review Panel
« Core Training Panel

Marketing Authorization
Holders

ADR Monitoring Centres Uppsala Monitoring Centre/
National Health (AMCs)/ Healthcare Professionals/ WHO Headquarter/
Programmes Regional Training Centres gl Others SEARO Country Office,
(RTCs) India

Figure I: PvPI-Communication Network
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Chapter-1
Pharmacovigilance System Master File
(PSMF)

Contents %_

1.0 Introduction

1.1 Scope
1.2 Contents of the PSMF

1.2.1 Pharmacovigilance
personnel and their
responsibilities

CHAPTER -1

1.2.2 Pharmacovigilance
organization structure

1.2.3 Sources of safety data

1.2.4 Pharmacovigilance
processes

1.2.5 Pharmacovigilance
system performance

1.3 Annexures to the PSMF



n Pharmacovigilance System Master File (PSMF)

1.0 Introduction

The Pharmacovigilance System Master File (PSMF) provides a description of the
pharmacovigilance system used by the MAHSs with respect to pharmaceutical
products marketed by them. The PSMF is not a part of the Marketing Authorization
(MA)dossierandis maintainedindependently fromthe MA.

1.1 Scope

The scope of this chapter is to provide guidance for MAHSs to create and maintain
the PSMF at their site (located in India). This describes the different documents to
be created, updated, controlled, archived and traceable, wheneverrequired.

1.2 Contentsofthe PSMF

The PSMF should contain allinformation related to MAH's PV system and cover the
following sections:

1.2.1 Pharmacovigilance personneland theirresponsibilities: -

Pharmacovigilance Officer-in-Charge (PVOIC): A qualified and trained
personnel should be authorized by the company management as
Pharmacovigilance Officer-in-Charge (PVOIC) with responsibilities for dealing PV
activities at MAH's organization. The PVOIC should be a medical or pharmacy
professionaltrainedin the collection and analysis of AE reports. Where the PVOIC
is a pharmacy professional, there should be a back-up of medically qualified
person for causality assessment, as and when required. The PVOIC shall be
responsible forthe following:
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(i) Development of training modules and organizing training for staff of PV
department;

(ii) Identification of PV activities and framing of SOPs, revision of SOPs;

(iii) Establishment and maintenance of Quality Management System (QMS) of PV
department;

(iv) The PVOIC should reside in India and respond to queries of regulatory
authorities including PvPI, IPC whenever required. The information related to
the PVOIC provided inthe PSMF should include:




(a) Contactdetails (Name, address, phone, e-mail)
(b) Summary, curriculumyvitae with the keyinformation onthe role ofthe PVOIC

(c) Adescriptionoftheresponsibilities guaranteeingthatthe PVOIC has sufficient
authority over the PV system in order to promote, maintain and improve
compliance

(d) Details of Deputy PVOIC; A deputy PVOIC will work in the absence of PVOIC.
He/shewilldischarge allrole and responsibilities of PVOI

The qualification of deputy PVOIC will be same as that of PVOIC as mentioned
above.

1.2.2 Pharmacovigilance Organization Structure

1.2.2.1 Marketing Authorization Holder

The Pharmacovigilance system organogram at MAH organization should be
included in the PSMF. The authorized signatory should be clearly indicated. The
description of PV system at MAH organization should be provided in PSMF.

1.2.2.2 ContractResearch Organization (CRO)

If MAH assigns the responsibilities of PV activities of their pharmaceutical
products to any CRO, then the information of the company(ies) including their
allied PV departmentsinvolved and the relationship(s) between CRO & operational
units relevant to the fulfilment of PV obligations should be provided. It should
include:

(i) ThePVorganizationalstructure of the CRO showing the organogram of the PV
department

(i)  Name & address of the organization, where the PV functions are undertaken
such as collection of AEs, ICSRs processing, preparation & submission of
PSURs, signaldetection, RMP, post-marketing surveillance and management
of safetyvariations

(iii) Delegated activities (contracts and agreements)

(iv) Service providing system (e.g., medical information, auditors, patient
supportprogramme providers, study datamanagementetc.)

(v) Commercial arrangements (distributors, licensing partners, co-marketing
etc.)

(vi) Technicalproviders (hosting of computer systems andtheirvalidation etc.)

CHAPTER -1
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1.2.3

Sources of safety data

The PVOIC will be responsible to collect data, reports, publications related to
safety of all pharmaceutical products marketed by the MAH from all sources. The
main sources for safety datawill be as follows:

1.24

Medicalinformationinquiries
"Contactus"emails, websiteinquiryforms and helpline etc.

Pharmaceutical product market complaints-Receipt, handling and
disposal

MAH employeesinvolvedin PV activities

Spontaneous information from patient or their care givers and follow up of
information

Published literature

Spontaneousreporting by Healthcare Professionals (HCPs)
Reportsfrominternet, digitalmedia or socialmedia
Patient-support programmes

Reportsfrom National Regulatory Authority

Contract partnersinvolvedin PV activities

Market Research Programmes

Pharmacovigilance Processes

1.2.4.1 Description

(i)

(ii)

(iii)
(iv)

A description and flow-diagram of the entire PV process, data handling,
records control and archives of PV performance and covering the following
aspectsshouldbeincludedinthe PSMF

The procedures for collection, collation, processing, assessment, reporting
andfollow-up of ICSR

Compilation of ICSR forthe submission of PSURs

Review of ICSR, signal detection (if any), Drug Safety Alerts, Corrective and
Preventive Action (CAPA)

Communication of Drug safety concerns to Consumer, HCPs, PvPl and the
NationalRegulatory Authority

Summary of Product Characteristics (SmPCs) and Prescribing Information
Leaflets (PILs)with history of revisions



1.2.4.2 SOPsshouldincludethefollowing:

(i)

(if)
(iii)
(iv)
(V)
(vi)

(vii)

(viii)
(ix)
(x)
(xi)
(i)
(ii)

(xiv)

1.2.4.3 Computerized systems and database

The
syst

should be described in PSMF. Validation status of computer system functionality
with change control, if any; nature of testing; back-up procedures should also be
described. The MAH can have data collection in excel spreadsheets to record and
trackthe data.

1.2.4.4 Quality Management System (QMS)in Pharmacovigilance

The

(i) Documentandrecordcontrol: The MAHs should retainthe soft copy back-up

(ii) Trainings:Asummaryoftrainingrecords andfiles should be available atthe PV

Description ofthe process, data handling and records of PV performance
ICSRcollection, collation, follow-up, causality assessmentand reporting;
PSUR scheduling, preparation and submission

Quality issue, recall orwithdrawal of pharmaceutical products

Training procedures, evaluations and documentations
Signaldetectionand evaluation process

Communication of safety concerns to consumers, HCPs and regulatory
authorities

Implementation of safetyvariationsin PILs/SmPCs
Safety dataexchange agreements, ifany

Safetydataarchivaland retrieval

PVauditandinspections
Quality controlfor PV activities
RiskManagementPlan

Anyotherrelevant SOP for establishing PV system at MAH organization

location, functionality and operational responsibility for computerized
ems and databases for receiving, collating and reporting safety information

CHAPTER -1

QMSsshould be established in PV activities, which should include:

of allPVdocumentsforindefinite time and hard copiesforatleast10years. The
MAHs shall maintain a logbook/excel spreadsheet/electronic data
management tools for recording primary information received for every
adverse eventreported.

site of MAH. Staff should be appropriately trained for performing PV-related
activities, including any individual, who mayreceive products safety reports.
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1.3

(iii) Auditing : The Quality Assurance (QA) of the organization should
supervise/facilitate the internal and external audits of PV system. The audit
report must be documented within the quality system; with a brief
description of the CAPA associated with the significant findings, the date it
was identified and the anticipated resolution date(s) with cross reference to
the auditreportandthe documented CAPA plan(s).

1.2.5 Pharmacovigilance System Performance

The key indicators for the performance of PV system e.g., number and quality of
ICSRs, CAPAneedstobeidentified and measured forannualtrend analysis.

The PSMF should contain evidence of the ongoing monitoring of the PV system
performance including compliance of the main PV output. The PSMF should
include a description of the monitoring methods applied and contain as a
minimum the following:

(i) An explanation of how the correct reporting of ICSRs is assessed. In the
annexure, figures/graphs should be provided to show the timelines of
submission

(i) A description of any metrics used to monitor the quality of submissions and
performance of PV. This should include information provided by the regulatory
authorityregarding the quality of ICSR reporting, PSURs or other submissions

(iii) Anoverviewofthetimelines of PSURreporting

(iv) Anoverview of the methods used to ensure submission of safety variation to
competentauthority

(v) Wherever applicable, an overview of adherence to RMP commitments, or
otherobligations or conditions of marketing authorization(s) relevantto PV

Annexurestothe PSMF

(i) Alist of pharmaceutical products including the name of the pharmaceutical
product, active substance(s) and excipients

(ii) A list of contract agreements covering delegated activities including the
pharmaceutical products

(iii) Alist oftasks delegated by the PVOIC for PV

(iv) Alistof allcompleted audits/inspection (regulatory as well as internal) and a
listofaudit/inspection schedules
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Collection, Collation, Processing &
Reporting of Individual Case Safety Reports
(ICSRs)
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21

Collection, Collation, Processing & Reporting of
Individual Case Safety Reports (ICSRs)

Introduction

This chapter highlights the general principles for the collection, collation,
processing & reporting of Individual Case Safety Reports associated with
pharmaceuticalproducts marketedinlIndiaforhumanuse.

Structure & Processes

The scope of this chapter is to provide guidance for MAHs to create and maintain
the PSMF at their site (located in India). This describes the different documents to
be created, updated, controlled, archived and traceable, wheneverrequired.

2.1.1 Collectionand Collation ofICSR

The MAHs will collect the Adverse Events of their marketed pharmaceutical
products from different sources. The following sources/methods are required to
be established by MAHs to strengthen spontaneous reporting.

2.1.1.1 Medicalinquiries

The MAHs should have aprocessinplacetorecordallthe medicalinquiriesrelated
totheirpharmaceutical products and documents including follow-up information
or clarifications with a patient/consumer or HCPs. For inquiries that relate to
safety of the pharmaceutical product, MAHs should ensure that there is a
mechanismin placeto transfer details of such casestothe PV pointof contact.

2.1.1.2 “Contactus”, e-mails and website inquiry forms

The MAH should consider the mechanism(s) by which incoming information via
"Contact us" on their MAH portal, through e mail addresses and website inquiry
forms is monitored to allow the identification and transfer of PV data to the
designated PV person in an appropriate time frame to meet the regulatory
requirement.

2.1.1.3 MAH'semployees designatedforthe PVwork

The employees of the MAH designated for the PV work, should be periodically
trained on applicable regulations, SOPs and their assigned responsibilities. All
other employees should be periodically made aware of the importance of
reporting of Adverse Events to the PV department, if and when come to their
knowledge.
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2.1.1.4 Contractualpartners

There could be different types of contractual arrangements existing in the
pharmaceutical industry like loan licensing, contract manufacturing, distribution
etc. The responsibilities regarding PV activities among partners should be clearly
defined in a drug safety data exchange agreement. Contractual partners are a
potential source of ICSR and mechanisms should be in place for the exchange of
these ICSR in an appropriate manner & timeframe to meet regulatory
requirements.

2.1.1.5 InformationonAdverse Eventsfromtheinternetordigitalmedia

The MAHSs should regularly screen relevant websites or digital media (including
newspapers etc.) or social media under their management or responsibility for
potential reports of AEs. The frequency of the screening should allow for potential
valid ICSR to be reported to the competent authorities within the appropriate
reporting timeframe based on the date of the information was posted on the
website/digitalmedia. The MAHs may also consider utilizing their websites/portals
tofacilitatethe collection of AEs.

2.1.1.6 Solicitedreports

As defined in ICH-E2D, solicited reports of suspected AEs are those derived from
organized data collection systems, whichinclude clinicaltrials, non-interventional
studies, registries, post-approval named patient use programmes, other patient
support and disease management programmes, surveys of patients or healthcare
providers, compassionate use or name patient use, or information gathering on
efficacy or patient compliance. Reports of suspected AEs obtained from any of
these datacollection systems should not be considered spontaneous.

2.1.1.7 Miscellaneous sources forreporting

The MAH should have other methods like e-mail, fax, online submission, mobile
app, Helpline, postal letters etc. to report AEs. Patient identity should be kept
confidential.

Literature Monitoring

The scientific and medical literature is a significant source of information for
monitoring the safety and benefit-risk profile of pharmaceutical products,
particularly in relation to the detection of new safety signals or emerging safety
issues. The MAHs should perform at least weekly literature review of their
pharmaceutical products by using electronic literature data base (such as
PubMed, Science Direct, Scopus, Adisinsight etc.). Any AE identified by this

CHAPTER - 2
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2.3

2.4

2.5

process need to be processed as per spontaneous ICSR. The MAHs are advised to
submit ICSR to CDSCO/NCC-PvPI along with the complete literature reference
including Digital Object Identifier (DOI) or copy of full-length article, wherever
feasible.

Follow-up of ICSR

When initial ICSR is received, the information on Adverse Event may be
incomplete. Thus, the ICSR should be followed up as necessary to obtain the
required information (Refer section 2.5, reporting of ICSR) required for clinical
evaluation ofthe ICSR.

Follow up attempt(s) should be made to seek the details of any missing
information/clinical evaluation of ICSR. The procedure of follow up shall be
documented and shall be preferably closed within one month. While reporting to
PvPI/CDSCO, the MAH should clearly indicate that the reported ICSR is either
initial or follow up.

Processing of ICSR

2.4.1 ICSRreceipt

2.4.1.1 Date ofreceipt

The MAH should record the date of receipt for each Adverse Event; this applies to
bothinitial notification and any follow-up communication.

2.4.1.2 Validation ofreports

All reports of Adverse Events should be validated by authorized signatories of
MAHs before reportingthemtothe NCC-PvPI, IPC & National Regulatory Authority.

Reporting of ICSR

Only valid ICSR (as stated below) would qualify for reporting to NCC-PvPI &
National Regulatory Authority. The ICSR should be reported in current version of
E2B XML formatto NCC-PvPI, IPC.

The valid ICSR would be one, which meets the following minimum criteria for
reporting:

(i) An identifiable patient (one or more identifier such as, patient initial, age,
gender, weight)

(i) AnAdverseEvent
(iii) Asuspected pharmaceutical product

(iv) Anidentifiablereporter(source)



The fieldsto describe the above four criteria are asfollows: -

2.5.1 Identifiable patient should have the following information:

2.5.1.1 Patient Initials: Write first letter of name & surname e.g., Vipin Sharma
should be writtenasVS.

2.5.1.2 Age or date of birth: Write either the date of birth (DD/MM/YYYY) or age of
the patientatthetime of an Adverse Eventoccurred.

2.5.1.3 Gender: Male/Female/Transgender

2.5.1.4 Weight: In case of adult (in Kg) and in case of infant use value up to two
decimals.

2.5.2 AnAdverse Event
2.5.2.1 Dateofonsetofadverseevent
2.5.2.2 Date of stop of adverse event

2.5.2.3 Describe adverse event: Provide the description of the reaction in terms
of nature, localization, etc. e.g. patient developed erythematous maculopapular
rash overupperand lowerlimb.

2.5.3 Asuspected pharmaceuticalproduct

2.5.3.1 The details of suspected medication(s) such as drug name (brand or
generic), Batch No/Lot No., manufacturing & expiry date, marketing authorization
holder, dose, route, frequency, dates of therapy started & stopped, and indication
should be provided.

2.5.3.2 Action taken with respect to suspect medication/medical product
after Adverse Event:

Mentionthe status of action taken atthe time of Adverse Event reporting as-

Drug withdrawn (De-challenge) — Discontinuation of suspect medication after
Adverse Event.

(i) Positive de-challenge - If, the Adverse Drug Reaction recovered after
withdrawal of suspected medication.

(ii) Negative de-challenge - If, the Adverse Drug Reaction did not recover after
withdrawal of suspected medication.

(iii) Dose reduced — Was the dose of suspected medication reduced after the
occurrence of Adverse Event?
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(iv) Doseincreased-Was the dose of suspected medicationincreased afterthe
occurrence of Adverse Event?

(v) Dosenotchanged-Wasthe suspected medicationcontinued?
(vi) Unknown-Whereinformationisnotknown?

(vii) Not Applicable - Such as in case of chemotherapy, vaccination, anesthetic
agentsetc. (giveninone doseorincycle).

Re-challenge details: Mentionthe status on Re-challenge as-

(i) Rechallenge: Re-administration of same suspected medication at same
dose.

(ii) Positive re-challenge: If, the adverse drug reaction reappeared after re-
introduction of suspected medication.

(iii) Negativere-challenge: If, the adverse drugreaction did notreappear after re-
introduction of suspected medication.

(iv) Effectunknown:Whenthe aboveinformationisnotavailable

Note: In some cases, when the suspect product is re-introduced, in those cases
the dose givento the patient mustbe specified.

2.5.3.3 Concomitant drugs: The details like dose, route, frequency of all
concomitant drugs should be provided in the same manner as that of suspected
drugs including self-medication, over the counter medication, herbal
medications, etc. with therapy dates.

2.5.3.4 Relevant tests/ laboratory data/investigation: Mention relevant
laboratory tests/investigation data before & after Adverse Events.

2.5.3.5 Other relevant history: The relevant medical history of patient including
pre-existing medical conditions (e.g., allergies, pregnancy, smoking, alcohol use,
hepatic/renaldysfunction) and concurrentcondition, ifany.

2.5.3.6 Seriousness of the reaction: If any adverse drug reaction is serious in
nature, tickthe appropriate reasonfor seriousness as-

(i) Death:lIf,the patientdied, mentionthe cause and date of death.

(ii) Life-threatening: If, the patient was at substantial risk of dying at the time of
Adverse Events.

(iii) Hospitalization /prolongation of existing hospitalization: If Adverse Events
caused hospitalization orincreased the hospital stay of the patient.
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(iv) Disability: If Adverse Events resulted in a substantial disruption of a person's
abilityto conductnormallife functions.

(v) Congenital anomaly: If exposure of the drug prior to conception or during
pregnancy may have resultedin a birth defect.

(vi) Other medically important condition: When the event does not fit to above
conditions, but the event may have put the patient at risk and required
medicalorsurgicalinterventionto preventany one of the above conditions.

2.5.3.7 Outcomes: Appropriately tick the outcome of the Adverse Event at the
time ofreporting as

(i) Recovered/resolved: If, the patient recovered/resolved from the adverse
event.

(ii) Notrecovered/not resolved: If, the patient did not recover/resolve from the
Adverse Event.

(iii) Recovering/resolving: If, the patientisrecovering/resolving fromthe Adverse
Event.

(iv) Fatal:Ifthe patientdied.

(v) Recovered/resolvedwith sequelae:If, the patienthas completely recovered
from the adverse event (mention the date of recovery) with sequelae (e.g.,
scar).

(vi) Unknown:If,the outcomeisnotknown.

2.5.4 Anidentifiablereporter(source)

2.5.4.1 Name & address: A reporter must mention his/her name, address and
contactdetails. Theidentity of the reporter willbe maintained confidential.

2.5.4.2 Date of report: Mention the date on which he/she reported the Adverse
Events.

2.5.4.3 Reporter qualification: Qualification of the reporter needs to be
mentioned.

Coding of Adverse Event & Indication

For the purpose of ICSR reporting (expedited and periodic) to National Regulatory
Authority/NCC-PvPI, IPC, MAHSs are required to code Adverse Events, Indication
preferably using latestversion of MedDRA.
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2.7

2.8

2.9

Reportingtimelines

2.7.1 AllSerious Adverse Events must be reported by MAH within 15 calendar

days of receipt ofinformation from any source, to

(i) National Regulatory Authority (NRA), i.e., CDSCO through email -
pharma.covig@cdsco.nic.in

(i) National Coordination Centre, Pharmacovigilance Programme of India,
Indian Pharmacopoeia Commission through email - mah.nccpvpi-
ipc@gov.in.

2.7.2 All Non-Serious Adverse Events must be reported by MAH within 90
calendardays of receipt ofinformationfrom any source, to

() National Regulatory Authority (NRA), i.e., CDSCO through email -
pharma.covig@cdsco.nic.in

(i) National Coordination Centre, Pharmacovigilance Programme of India,
Indian Pharmacopoeia Commission through email - mah.nccpvpi-
ipc@gov.in.

Note: The adverse events due to lack of efficacy, medication error etc. must also

bereportedto NCC-PvPI, IPC/National Regulatory Authority.

Causality assessment

The MAHSs should preferably follow WHO-UMC causality assessment scale for
establishing a causal relationship between the suspected drugs and Adverse
Events. ForWHO-UMC causality assessment scale, refer Appendix-A.

Specialpopulation
2.9.1 Useofapharmaceuticalproductduring pregnancy orbreastfeeding

Where during pregnancy, a woman has been exposed to any potential teratogenic
medication, the follow up should be done till the delivery or child birth to assess
the adverse outcome of maternalexposure.

When an active substance (or one of its metabolites) has a long half-life, this
should be taken into account when assessing the possibility of exposure of the
embryo, ifthe pharmaceutical productwastaken before conception.

Reports of exposure to pharmaceutical products during pregnancy should contain
as many detailed elements as possible in order to assess the causal relationship
between any reported Adverse Events and the exposure to the suspected
pharmaceutical product.

Individual cases with an adverse outcome associated with a pharmaceutical
product following exposure during pregnancy are classified as serious reports and
shouldbereported:



(i) Reportsofcongenitalanomaliesordevelopmentaldelayinfetusorchild;
(i) Reportsoffetaldeathandspontaneousabortion;
(iii) Reports of serious suspected adverse reactionsinthe neonate.

However, in certain circumstances, reports of pregnancy exposure with no
suspected reactions may necessitate reporting. This may be a condition of the
marketing authorization or stipulated in the risk management plan; for example,
pregnancy exposure to pharmaceutical products contraindicated in pregnancy or
pharmaceutical products with a special need for surveillance because of a high
teratogenic potential (e.g., thalidomide, isotretinoin). A signal of a possible
teratogenic effect (e.g., through a cluster of similarabnormaloutcomes) should be
notifiedimmediately to the regulatory authority/NCC-PvPI, IPC.

Note: ADRs which occurininfants following exposure to a pharmaceutical product
from breast milk should be reported.

2.9.2 Useofapharmaceutical productinpediatric orelderly population

The collection of safety information in pediatric or elderly population is important.
Reasonable attempts should therefore be made to obtain and submit the age or
age group of the patient, when a case is reported by a healthcare professional, or
consumer in order to be able to identify potential safety signals specific to a
particular population.
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3.0

3.1

3.2

Preparation and Submission of Periodic Safety
Update Report

Introduction

The Periodic Safety Update Reportis a document for evaluation of the benefit-risk
profile of a pharmaceutical product submitted by the MAH at defined time points
as per Drugs and Cosmetics Act, 1940 and New Drugs & Clinical Trial Rules, 2019
thereunder duringthe post-marketing phase.

Objective

This chapter defines the recommended format, content and timelines of PSUR
submission in conformity with New Drugs and Clinical Trial Rules-2019 of the
Drugs and Cosmetics Act, 1940. PSURs are intended to be submitted to NRA
online through the SUGAM portalatwww.cdscoonline.gov.in to monitor the safety
and efficacy of pharmaceutical products marketedinIndia.

The main objective of a PSUR is to present a comprehensive, concise and critical
analysis of new or emerging information on the risks and benefits of the
pharmaceutical products for the approved indications. The PSUR, is therefore, a
tool for post-marketing evaluation at defined time points in the life cycle of a
pharmaceutical product.

Post marketing assessmentof newdrug

3.2.1 When a new drug is approved for marketing, assessment of safety and
efficacy of the drug are generally based on data from a limited number of patients,
many studied under the controlled conditions of randomized trials. Often, high risk
patients and patients with concomitant illnesses that require use of other drugs
are excluded from clinical trials, and long-term treatment data are limited.
Moreover, patientsin trials are closely monitoredfor evidence of adverse events.

3.2.2 In actual clinical practice, monitoring is less intensive, a broader range of
patients are treated (age, co-morbidities, drugs, genetic abnormalities), and
events too rare to occur in clinical trials may be observed. Therefore, subsequent
to approval of a new drug, the drug shall be closely monitored and post marketing
assessmentofits benefit-risk profile shallbe carried out.

CHAPTER -3
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3.2.3 A person intending to import or manufacture any new drug for sale or
distribution shall have a pharmacovigilance system in place for collecting,
processing and forwarding the Adverse Drug Reaction report to the Central
Licencing Authority emerging from the use of the drug imported or manufactured
ormarketed bythe applicantinthe country.

3.2.4 The pharmacovigilance 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
Reactionreports.

3.2.5 Post marketing assessment of new drug may be carried out in different
ways as under: -

3.2.5.1 Phase IV (Post marketing) trial - Phase |V (Post marketing) trial include
additional drug-drug interactions, dose-response or safety studies and trials
designed to support use under the approved indications, e.g. mortality or
morbidity studies etc. Such trial will be conducted under an approved protocol
with defined scientific objectives, inclusion and exclusion criteria, safety and
efficacy assessment criteria etc. with the new drug under approved conditions for
use in approved patient population. In such trial the ethical aspects for protection
of rights, safety and well-being of the trial subjects shall be followed as per the
regulatory provisions including that for compensation in case of clinical trial
related injury or death and Good Clinical Practices guidelines. In such study, the
study drug may be provided to the trial subject free of cost unless otherwise there
is specific concern or justification for not providing the drug free of cost, to the
satisfaction ofthe CentralLicencing Authorityand the ethics committee.

3.2.5.2 Post marketing surveillance 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 the
Central Licencing Authority with scientific objective. Inclusion or exclusion of
subjectaredecided as pertherecommended use as per prescribinginformation or
approved package insert. In such studies the study drugs are the part of treatment
of patient in the wisdom of the prescriberincluded in the protocol. The regulatory
provisions and guidelines applicable for clinical trial of a new drug are not
applicableinsuch casesasdrugs are already approved for marketing.



3.2.5.3 Post marketing surveillance through Periodic Safety Update Reports -
As part of post marketing surveillance of a new drug the applicant shall furnish
Periodic Safety Update Reports (PSURs) in accordance with the procedures as
follows;

(i)

(ii)

(iii)

(iv)

The applicant shall furnish Periodic Safety Update Reports (PSURS) in order
to-

a) reportallrelevantnewinformationfrom appropriate sources
b) relatethe datatopatientexposure

c) summarise the marketing authorisation status in different countries and
anysignificantvariationsrelated to safety and

d) indicate whether changes shallbe madeto productinformationinorderto
optimise the use of product.

Ordinarily all dosage forms and formulations as well as indications for new
drugs should be covered in one Periodic Safety Update Report. Within the
single Periodic Safety Update Report separate presentations of data for
differentdosage forms, indications or separate population need to be given.

Allrelevant clinical and non-clinical safety data should cover only the period
of the report (interval data). The Periodic Safety Update Reports shall be
submitted every six months for the first two years after approval of the drugis
granted to the applicant. For the subsequent two years - the Periodic Safety
Update Reports need to be submitted annually. The Central Licencing
Authority may extend the total duration of submission of Periodic Safety
Update Reports if it is considered necessary in the interest of public health.
Periodic Safety Update Report(s) due for a period must be submitted within
thirty calendar days of the last day of the reporting period. However, all cases
involving serious unexpected adverse events must be reported to the
Licencing Authority within fifteen Calendar days of initial receipt of the
information by the applicant. If the marketing of a new drug is delayed by the
applicant after obtaining approval to market, such data will have to be
provided on a deferred basis beginning from the time of the new drug is
marketed. Vaccines and biologicals are always considered as new drugs,
unless specified, otherwise, by the Licensing Authority.

New studies specifically planned or conducted to examine a safety issue
should be describedinthe Periodic Safety Update Report.

CHAPTER -3



3.3 Structure of PSUR: The PSUR should be structured as under:-

3.3.1 Title Page: The title page of Periodic Safety Update Reports should capture
the name of the drug; reporting interval; permitted indication of such drug; date of
permission ofthe drug; date of marketing of drug; licensee name and address.

3.3.2 Introduction: This section of Periodic Safety Update Report should capture
thereportinginterval; drugs intended use, mode of action, therapeutic class, dose,
route of administration, formulation and a brief description of the approved
indication and population.

3.3.3 Current worldwide marketing authorisation status: This section of
Periodic Safety Update Report should capture the brief narrative over view
including details of countries where the drug is currently approved along with the
date of first approval, date of marketing and if the product was withdrawn in any of
the countries with reasons thereof.

3.3.4 Actionstakeninreportingintervalfor safetyreasons:

In case, analready approved drugisin clinicaltrialforany otherindication/purpose
in India or abroad has been reported for any safety concern e.g. Drug Alerts
published by USFDA/EMEA or other regulatory agencies, Periodic Safety Update
Reports should also include actions related to safety that have been taken during
the reporting interval. This data should cover any safety concern arising from
investigational uses, by the sponsor of the clinical trial (s), regulatory authorities,
data monitoring committees, or ethics committees, besides the date of post
marketing experience.
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3.3.5 Changes to Reference Safety Information (RSI): This section should
include any significant changes in Reference Safety Information within the
reporting interval. Such changes include information relating to contraindications,
warnings, precautions, Adverse Events, and important findings from ongoing and
completedclinicaltrials and significant non-clinicalfindings, if any.

Note: Evenifthereis no significant change in RSl (Prescribing Information Leaflet &
Company Core Data Sheet/Summary of Product Characteristics), MAHs should
submitlatestdated approved RSl as an Annexure.

3.3.6 Estimated patient exposure: This section of Periodic Safety Update Report
should provide the estimates 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 on:

3.3.6.1 Cumulative andintervalsubjectexposureinclinicaltrial:

This section of the PSUR should include the following information in tabular format
asreferred below:




(i)

(iii)

(iv)

(vii)

Cumulative numbers of subjects from ongoing and completed clinical trials
exposed to the investigational pharmaceutical product, placebo, and/or
active comparator(s) since the date of first approval for conducting an
interventionalclinicaltrialin any country (Refer Appendix-B, Table 1).

More detailed cumulative subject exposure in clinical trials should be
presented, if available (e.g. sub- grouped by age, sex, and racial/ethnic group)
important differences among trials in dose, routes of administration, or
patient populations can be noted in the tables, if applicable, or separate
tables canbe considered (Refer Appendix-B, Table No. 2 & 3).

Important differences among trials in dose, routes of administration, or
patient populations can be noted in the tables, if applicable, or separate
tablescanbeconsidered.

If, clinical trials have been or are being performed in special population (e.g.
pregnant women; patients with renal, hepatic, or cardiac impairment; or
patients with relevant genetic polymorphisms), exposure data should be
provided as appropriate.

When, there are substantial differences in the time of exposure between
subjects randomized to the investigational pharmaceutical product or
comparator(s), or disparities in length of exposure between clinical trials, it
can be usefulto express exposure in subject-time (subject-days, -months, or
-years).

New drug exposure in healthy volunteers might be less relevant to the overall
safety profile, depending on the type of ADR, particularly, when subjects are
exposed to a single dose. Such data can be presented separately with an
explanationasappropriate.

If, the SAEs from clinical trials are presented by indication in the summary
tabulations, the patient exposure should also be presented by indication,
where available.

(viii) For individual trials of particular importance, demographic characteristics

should be provided separately, if available.

3.3.6.2 Cumulative and interval patient exposure from Marketing Experience
inindia

Interval patient exposure refers as the patient exposure occurring between two
data lock points of PSUR. Separate estimations should be provided for interval
exposure and, when possible, cumulative exposure (since the date of marketing
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authorization) from India. (Refer Appendix-B, Table No. 4 and 5). The estimated
number of patients exposed should be provided, when possible, along with the
method(s) used to determine the same. If an estimate of the number of patientsiis
not available, alternative estimated measures of exposure should be presented
along with the method(s) used to derive them, if available. Examples of alternative
measures of exposure include patient-days of exposure and number of
prescriptions. If applicable, data of special population and vulnerable population
should be identified and submitted.

The datashould be presented accordingto the following categories:

(i) Post-approvalexposure

An overall estimation of patient exposure should be provided. In addition, the data
should be presented by indication, sex, age, dose, formulation, and region,
wherever applicable. Depending upon the product, other relevant variables, such
asvaccinations, etc. should be described. Whenever, there are patterns of reports
indicating a safety signal, exposure data within relevant subgroups should be
presented, if possible. Some industries may be running some programmes for
ensuring patient safety such as patient support programme, if in this programme,
any safety concern or serious ADRis observed, it should also be communicated to
CDSCOandNCC-PvPI, IPC.

(ii) Post-approvaluseinspecialpopulation

Where the approved drug has been used in special population, the cumulative
estimated patientexposure should be provided with method of calculation.

Sources of such data may include non-interventional studies designed to obtain
thisinformation, such asregistries.

Thefollowing are the examples of special population:

a) Pediatric population

O

) Elderly population

(¢

) Pregnantorlactatingwomen

d) Patientswith hepaticand/orrenalimpairment

e) Patientswith otherrelevantco-morbidity

f) Patientswith disease severity differentfromthat studiedin clinicaltrials
g) Sub-populationcarryingrelevantgenetic polymorphism(s)

h) Patientsof differentracialand/orethnic origin

i) Anyothervulnerable population



3.4

(iii) Other post-approvaluse

If the MAH becomes aware of any specific pattern of use of a pharmaceutical
product, which may be relevant for assessment of product safety, a brief
description should be provided. Examples of such patterns of use are drug abuse
(for example, some cough syrups, anti-histamines, pregabalin etc. are used for
sedation), misuse (such as use of antibioticsin viralinfection) and use beyond that
recommended in the reference product information (e.g., an anti-epileptic drug
used for neuropathic pain and/or prophylaxis of migraine headaches).

3.3.6.3 Cumulative and interval estimated patient exposure from Marketing
Experience fromrest ofthe world

The estimations should be provided separately for interval exposure (since the
data lock points of the previous PSUR) and, when possible, cumulative exposure
from the date of approval in the rest of the world. (Refer Appendix-B, Table 6 and
7). The datashould be presented as mentioned inthe section 6.2.

Presentation ofindividual case histories

This section of Periodic Safety Update Report should include the individual case
information available to a license holder and provide brief case narrative, medical
history, indication treated with suspect drug and causality assessment. Provide
followinginformation:

3.4.1 Reference prescribinginformation

In this section, an updated reference prescribing information of a new drug should
be provided bythe MAH.

3.4.2 Individual cases received from India (Line listing of ICSRs)

The line listing of ICSRs should at least contain the following information: age,
gender, seriousness criteria, ADR start/stop date, therapy start/stop date of
suspected/concomitant drug, dose, route of administration, indication of
suspected/concomitant drug, relevant past medical history, outcome & causality
assessmentintabulated form.

3.4.3 Individualcasesreceived fromrestofthe world

In this section all Individual cases received from rest of the world should be
provided by the MAH.

3.4.4 Cumulative and interval summary tabulations of serious adverse
eventsfromclinicalinvestigations.

This section of the PSUR should provide a brief narration of the serious Adverse
Events that provides a cumulative summary tabulation of SAE reported in the
MAHSs, clinical trials, from the first authorization to conduct a clinical trial in any
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country worldwide to the data lock point of the current PSUR. The MAHs should
explain any omission of data (e.g., clinical trial data might not be available for
pharmaceutical products marketed for many years). The tabulation(s) should be
organized by SOC, for the new drug, as well as for the comparator arm(s) (active
comparators, placebo) used in the clinical development programme. Data can be
integrated across the programme. Alternatively, when useful and feasible,
tabulations of SAEs can be presented by trial, indication, route of administration, or
othervariables.

This section should not serve to provide analyses or conclusions based on the
SAEs.

(i) Appendix B, Table 8 provides cumulative tabulations of SAEs from clinical
trials. While tabulating SAEs from clinical trials only those criteria should be
used which are defined in the NDCT Rules, 2019. This should not include non-
serious adverse events.

(i) The causality assessment, where has been done should also be mentioned as
related and not-related.

(iii) While coding SAEs (Table 8) and AEs/ADRs (Table 9), Preferred Term (PT) and
System Organ Class (SOC) should be used.

3.4.5 Cumulative and interval summary tabulations from post-marketing
datasources

This section of the PSUR should provide background for the Appendixthat provides
cumulative and interval summary tabulations of AES/ADRs from the date of
marketing authorizationto the datalock point ofthe current PSUR.

Thetabulation shouldinclude:

(i) Seriousandnon-serious AEs/ADRs from spontaneous ICSR, including reports
fromHCPs, consumers, scientific literature, and regulatory authorities

(ii) Serious ADRsfromnon-interventionalstudies
(iii) Solicitedreports of serious AEs/ADRs

Forspecialissues orconcerns, additionaltabulations of ADRs can be presented by
indication, route of administration, or othervariables. This section should not serve
to provide analyses or conclusions based on the data presented (Refer Appendix-
B, Table9).



3.5 Studies

This section of periodic safety update reports should capture the brief summary of
clinically important emerging efficacy or effectiveness and safety findings
obtained from the licence holder, sponsored clinical trials and published safety
studies that became available during the reporting interval of the report which has
potentialimpacton product safetyinformation.

3.5.1 Summaries of significant safety findings from clinical trials during the
reporting period

This section of the PSUR should capture a brief summary of clinically important
safety and efficacy findings obtained from the license holder, sponsored clinical
trials and published safety studies that became available during the reporting
interval. Whenever possible and relevant, data categorized by sex and age
(particularly children versus adult), indication, dose and region should be
presented.

MAH-sponsored post-marketing studies with the primary objective of identifying,
characterizing, or quantifying a safety hazard, or confirming the safety profile of the
pharmaceutical product that were completed or ongoing during the reporting
interval should be included as an Appendix. The listing should include the
followinginformation:

(i) StudylID (e.g., protocolnumberoranotheridentifier)

(i) Studytitle

(iii) Studytype (e.g.,randomized clinicaltrial, cohort study, case-controlstudy)

CHAPTER -3

(iv) Study population (including country and other relevant population
descriptors, e.g., pediatric population or trial subjects with impaired renal
function)

(v) Study initiation and completion date (as defined by the manufacturer and/or
importer)
(vi) Status:Ongoingorcompleted

3.5.1.1 Completed clinicalstudy

Abrief summary of clinically important safety and efficacy findings obtained from
completed trial during the reporting interval should be provided. This information
can be presented in a narrative format or as a synopsis (Refer ICH-E3). It could
include information that supports or refutes previously identified safety concerns,
aswellasevidence of new safety signals.
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3.5.1.2 Ongoingclinicalstudy

If the manufacturer and/or importer is aware of clinically important information
that has arisen from ongoing clinical trials (e.g. learned through interim safety
analyses or as a result of unblinding of subjects with Adverse Events), this sub-
section should briefly summarize the concern(s). It could include information that
supports or refutes previously identified safety concerns, as well as evidence of
new safety signals.

3.5.1.3 Long-termfollow-up

Wherever applicable, this sub-section should provide information from long-term
follow-up of subjects from clinical trials of new drugs, particularly for advanced
therapy products (e.g. gene therapy, cell therapy products, tissue engineering and
biotech products). These are referred to as Advanced Therapy Medicinal Products
(ATMPs).

3.5.1.4 Othertherapeutic uses of pharmaceutical product

This should include clinically important safety information from other
programmes, if and when conducted by the manufacturer and/or importer that
follow a specific protocol (e.g., expanded access programmes, compassionate
use programmes, particular patientuses and otherorganized data collection).

3.5.1.5 Newsafetydatarelatedto Fixed Dose Combinationtherapies

Unless otherwise specified by national regulatory authority requirements, the

following criteria canbe usedto present datafrom combination therapies:

(i) If the product that is the subject of a PSUR is also approved or under
development as a component of a combination product or a multi-drug
regimen, this section should summarize important safety findings fromthe use
ofthe Fixed Dose Combinationtherapy

(i) If this PSUR is a combination product, this section should summarize
important safetyinformation arisingfromthe individualcomponents

(iii) The information specific to the combination can be incorporated into a
separate section(s) of the PSUR for one or all of the individual components of
the combination

3.5.2 Findingsfrom non-interventional Studies

This section should summarize relevant safety information or information with
potential impact on the benefit or risk evaluations, from MAH -sponsored non-
interventional studies that became available during the reporting interval (e.g.,
observational studies, epidemiological studies, registries, and active surveillance
programmes). This should include relevant information from drug utilization
studies, when applicable to multiple regions.
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3.5.3 Findings from non-Clinical Studies

This section should summarize major safety findings from non-clinicalin vivo and
in vitro studies (e.g., carcinogenicity, reproduction, or immunotoxicity studies)
ongoingorcompleted duringthereportinginterval.

3.5.4 Findingsfrom literature

This section should summarize new and significant safety findings, either
published in the scientific literature or made available as unpublished data,
relevant to the approved pharmaceutical product that the manufacturer and/or
importerbecame aware of duringthe reportinginterval.

Literature searches for PSUR should be as wide as possible and should also
include studies reporting safety outcomes in groups of subjects and other
products containingthe same active substance.

This shouldinclude:

(i) Pregnancy outcomes (including termination) with or without adverse
outcomes

(i) Useinpediatric populations

(iii) Compassionate supply, named patientuse

(iv) Lackofefficacy

(v) Asymptomatic overdose, abuse ormisuse

(vi) Medicationerrorwhere noAdverse Eventsoccurred
(vii) Importantnon-clinical safety findings

Informationfrom otherclinicaltrial sources
3.6.1 Otherclinicaltrials

This sub-section should summarize information accessible with reasonable effort
from any other clinical trial/study sources to the MAH during the reporting interval
(e.g. including results from pooled analyses or meta-analyses of randomized
clinicaltrials, and safety information provided by co development partners or from
investigator-initiated trials).
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3.7

3.8

Medication errors

This sub-section should summarize relevant information on patterns of
medication errors and potential medication errors, even when notassociated with
adverse outcomes. This information may be received by the manufacturer and/or
importer via spontaneous reporting systems, medical information queries,
customer complaints, screening of digitalmedia, patient support programmes, or
otheravailableinformation sources.

Other Information

This section of PSUR should include the details about signal and Risk
Management Plan in place by licence holder (if any) (For detail, please refer
chapter6).

3.8.1 Signalandrisk evaluation

In this section, license holder will provide the details of signal(s) and risk(s)
identified during the reporting period and evaluation of signals identified during
the reporting period.

3.8.1.1 Overview of signals: new, ongoing, or closed

A new signal is a signal that the MAH became aware of during the reporting
interval. A new clinically important information on a previously closed signal that
became available during the reporting period of the PSUR (i.e., a new aspect of a
previously refuted signal or recognized risk likely to warrant further action to verify)
would also constitute a new signal. New signals may be classified as closed or
ongoing, depending on the status of signal evaluation at the data lock point of the
PSUR. Exampleswould include newinformation on a previously:

(iy Closedandrefutedsignal,whichwouldresultinthe signalbeingre-opened;

(i) Identified risk which is indicative of a clinically significant difference in the
severity of therisk, e.g., transientincrease in liver enzymes are identified risks
and new information is received indicative of a more severe outcome such as
hepatic failure; neutropenia is an identified risk and a well-documented and
unconfined casereportofagranulocytosisisreceived;

(iii) Identified risk for which a higher frequency of the risk is newly found, e.g., in a
sub population;and

(iv) Potentialriskwhich, if confirmed, would warrant a new warning, precaution, a
new contraindication or restriction in indication(s) or population or other risk
minimization activities.

Refer Appendix-C, include a tabular listing of all signals ongoing or closed at the
datalock points ofthe PSUR.
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When a regulatory authority has requested that a specific safety concern (not
considered a signal) be monitored and reported in a PSUR, the MAH should
summarize the result of the analysis of such safety concerninthis section evenifit
isnegative.

3.8.2 Riskmanagementplan

In this section, license holder will provide the brief details of safety concern and
necessary actiontakento mitigate these safety concerns.

Lack of efficacyin controlled clinicaltrials

Data from clinical trials indicating lack of efficacy, or lack of efficacy relative to
establishedtherapy(ies), for pharmaceutical products intended to treat or prevent
serious or life-threatening illnesses (e.g. excess cardiovascular AEs in a trial of a
new anti-platelet drug for Acute Coronary Syndrome) could reflect a significant
risktothetreated population and should be summarized inthis section.

3.10 Late-breakinginformation

This section should summarize information on potentially important safety and
efficacy/effectiveness findings that arise within 15 days after the data lock point of
the PSUR in preparation. Examples include clinically significant new publications,
important follow-up data, clinically relevant toxicological findings and any action
that the manufacturer and/or importer, a data monitoring committee, or a
regulatory authority has taken forthe safety reasons.

Any significant change proposed to the reference product information which has
occurred after the data lock point of the report, but before submission should also
be included in this section, where feasible. Such changes could include a new
contraindication, warning/precaution, ornew ADR.

3.11 Overall Safety Evaluation

This section of PSUR should capture the overall safety evaluation of the drug based
uponits benefit-risk evaluation forapproved indication.

3.11.1 Summary of safety concerns: The purpose of this sectionisto provide:

(i) Importantidentifiedrisks
(i) Important potentialrisks
(
(

iii) Importantmissinginformation

iv) In case a signal was indicated in previous interval report and now has been
refuted because of new evidences which resulted in closure, should be
specificallymentioned here
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(v) An evaluation of new information with respect to previously recognized
identified and potentialrisks

(vi) An updated characterization of important potential and identified risks,
where applicable and

(vii) A summary of the effectiveness of risk minimization activities (if any) in any
country orregion, which may have utilityin other countries orregions

These evaluations of subsections should not summarize or repeat information
presented in previous sections of the PSUR, but should instead provide an
interpretation of the information with a view towards characterizing the profile of
thoserisks assessed asimportant.

3.11.2 Benefitevaluation

3.11.2.1 Important baseline efficacy/effectiveness information

This section summarizes information on the efficacy/effectiveness of the
pharmaceutical product as of the beginning of the reporting interval, and provides
the basis for the benefit evaluation. This information should relate to the approved
indication(s) of the pharmaceutical product listed in the reference product
information

For pharmaceutical products with multiple indications, population, and/or routes
of administration, the benefit should be characterized separately by these factors,
whereverrelevant. The level of detail provided in this section should be sufficientto
supportthe characterization of benefitin PSUR and the benefit-risk assessment.

3.11.2.2 Newlyidentified information on efficacy/effectiveness

Wherever necessary, for some products new information on efficacy/
effectiveness in approved indications that may have become available during the
reportingintervalshould be presented inthis section.

New information about efficacy/effectiveness in uses other than the approved
indication(s) (off-labeluse) should notbe included, unless relevant for the benefit-
riskevaluationinthe approvedindication.

Information on additional indications approved during the reporting interval
should also be includedinthis section. New information on efficacy /effectiveness
might also include changes in the therapeutic environment that could impact
efficacy/effectiveness over time, e.g., vaccines, emergence of resistance to anti-
infective agents.



3.11.2.3 Characterization of benefits

This sub-section provides an integration of the baseline benefit information and
the new benefit information that has become available during the reporting
interval, for authorized indications. When there are no new relevant benefit data,
this sub-section should provide a characterization of the information in sub-
section"Importantbaseline efficacy and effectiveness information”.

When there is a clear information about the benefit and no significant change in
the risk profile in this reporting interval, the integration of baseline and new
information in this sub-section should be provided. This subsection should
provide a concise but critical evaluation of the strengths and limitations of the
evidence on efficacy and effectiveness, as follows:

(i) A brief description of the strength of evidence of benefit, considering
comparator(s), effect size, statistical rigor, methodological strengths and
deficiencies, and consistency offindings across clinicaltrials/studies

(i) Newinformationthatchallengesthevalidity of asurrogate endpoint, if used
(iii) Clinicalrelevance ofthe effectsize

(iv) Generalizability of treatment response across the indicated patient
population, e.g., information that demonstrates lack of treatment effect in a
sub-population

(v) Adequacyofcharacterization of dose-response
(vi) Duration of effect
(vii) Comparative efficacy

A determination of the extent to which efficacy findings from clinical trials are
generalizable to patient populationstreated in medical practice.

3.11.3 Benefitriskanalysis evaluation

This section should provide an integration and critical analysis of the key
information. This section also provides the benefit-risk analysis, and should not
simply duplicate the benefit and risk characterization presented in subsections
mentioned above.

3.11.3.1 Benefit-Risk context-medicalneed and important alternatives

This sub-section should provide a brief description of the medical need for the
pharmaceutical productin the approved indications, and summarize alternatives
(medical, surgical, or other; including no treatment).
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A benefit-risk balance is specific to an indication and population. For products
approved for more than one indication, benefit-risk profiles should be evaluated
and presented foreachindicationindividually. If there are important differencesin
the benefit-risk profiles among populations within an indication, benefit-risk
evaluation should be presented by population, if possible.

The benefit-risk evaluation should be presented and discussed in a way that
facilitates the comparison of benefits and risks, and should take into account the
following points:

() Whereas previous sections included all important benefit and risk
information, not all benefits and risks contribute importantly to the overall
benefit-risk evaluation. Therefore, the key benefits and risks considered in the
evaluation should be specified. The key information presented in the previous
benefit and risk sections should be carried forward for integration in the
benefit-risk evaluation.

(ii) Consider the context of use of the pharmaceutical product: the condition to
be treated, prevented, or diagnosed; its severity and seriousness; and the
populationto betreated.

(iii) With respect to key benefit(s), consider its nature, clinical importance,
duration, and generalizability, as well as evidence of efficacy in non-
responders to othertherapies and alternative treatments. Consider the effect
size. Ifthere are individual elements of benefit, consider all (e.g., for therapies
forarthritis: reduction of symptoms and inhibition of radiographic progression
ofjointdamage).

(iv) With respect to risk, consider its clinical importance, e.g., nature of toxicity,
seriousness, frequency, predictability, preventability, reversibility, impact on
patients, andwhetheritarose from off-labeluse, anew use, or misuse.

(v) The strengths, weaknesses, and uncertainties of the evidence should be
considered when formulating the benefit-risk evaluation. Describe how
uncertainties in the benefits and risks impact the evaluation. Limitations of
theassessmentshould be described.

Provide a clear explanation of the methodology and reasoning used for benefit-
riskevaluation:

(iy The assumptions, considerations, and judgement or weighing that support
the conclusions of the benefit-risk evaluation, should be clear.
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3.13

(i) If a formal quantitative or semi-quantitative assessment of benefit-risk is
provided, asummary of the methods should be included.

(iii) Economic considerations (e.g., cost-effectiveness) should notbeincludedin
the benefit-risk evaluation.

Note: When there is important new information or an ad hoc PSUR has been
requested, a detailed benefitrisk analysis is warranted.

Conversely, where little new information has become available during the
reportinginterval, the primary focus of the benefit-risk evaluation might consist of
anevaluation of updated interval safety data.

Conclusion

This section of PSURs should provide the details on the safety profile of drug(s)
and necessary actiontaken bythe license holderinthisregard.

Based on the evaluation of the cumulative safety data, and the benefit-risk
analysis, the manufacturer and/or importer should assess the need for further
changes to the reference product information and propose changes as
appropriate. In addition, and as applicable, the conclusion should include
preliminary proposal(s) to optimize or further evaluate the benefit-risk balance,
for further discussion with the national regulatory authority. This may include
proposals for additionalrisk minimization activities. These proposals should also
be consideredforincorporationintothe Risk ManagementPlan.

Appendix

The appendix includes a copy of marketing authorization in India, a copy of
prescribing information and line listings of Individual Case Safety Reports with
causality assessment.
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4.0

4.1

4.2

Quality Management System at Marketing
Authorization Holder Organization

Introduction

This chapter contains guidance for the Marketing Authorization Holders for the
establishment, maintenance, performance and quality assurance of PV system.

Scope

This guidance document is applicable to all MAHs who hold marketing
authorization for the manufacture or import of pharmaceutical products in the
Indian market.

Structures and Processes
4.2.1 Pharmacovigilance system

All MAH should have the PV system which should comply with the quality
management system including requirements of NDCT Rules 2019, Schedule M of
the Drugs & Cosmetics Act, 1940, and Rules thereunder.

The PV system at MAH should have an organogram describing PV personnel'sroles
and responsibilities, procedures, processes and resources, including
management of resources, compliance and records (Refer Chapter 1 for more
details).

4.2.2 Quality Management System (QMS) of PV

The QMS in PV is a framework of policies, procedures and systems necessary to
ensure quality related to detection, assessment, understanding, evaluation and
prevention of adverse events of pharmaceutical products.

The quality management systemis based onthe following activities:

(i) Quality planning: Establishing structures of PV system, planning, effective
integration and consistentprocessesfor safety

(i) Quality adherence: Carrying outtasks and responsibilities inaccordance with
quality requirements such as collection of ICSRs, completeness of report,
case narrative, data management, causality assessment, signalmanagement
etc

(i) Quality controland assurance: By monitoringthe parameters described under
qualityadherence

(iv) Quality improvements: Taking corrective and preventive measures, as and
whenrequired, to ensure patient safety
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4.2.3 Requirements and Responsibilities of QMS at MAH site

The MAH should have a sufficient number of competent and appropriately
qualified and trained personnelforthe performance of PV activities.

In case, where MAH has completely outsourced the PV activities, through a valid
contract, the outsourced agency/institution should comply with the above
statement. It should be notified to CDSCO with valid legal documents. The
responsibility of adhering to QMS in Pharmacovigilance will ultimately lie with
MAH.

The managerial staff in the organization should be responsible for compliance of
PV Guidance Documentfor MAHs of Pharmaceutical Products.

4.2.4 Trainingof MAH personnelforPV

The personnelinvolved in PV activities should receive induction (within one month
of joining) and continued trainings with proper evaluation of performance,
thereafter. The organization should maintain the training plans and records of
trainings. The organization should keep identifying the continued training needs.

4.2.5 Facilities and equipmentfor PV

Achieving the required quality for the conduct of PV processes and their outcomes
is also intrinsically linked with appropriate facilities and equipment used to
support the processes. Facilities and equipment should include office space,
Information Technology (IT) systems and storage space (electronic). They should
be located, identified, designed, constructed, adapted and maintained to suittheir
intended purposeinline with the quality objectives for PV System.
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Facilities and equipment which are critical for the conduct of PV should be subject
to appropriate checks, qualification and/or validation activities to prove their
suitabilityforthe intended purpose.

4.3 Specific quality system procedures and processes

4.3.1 Compliance managementby MAH

For the purpose of compliance, MAHs should have specific quality system
proceduresand processesinplaceinordertoensurethe following:

(i) Continuous monitoring of PV data, the examination of options for risk
minimization and prevention and that appropriate measures are taken by the
MAH (refer Chapter 6fordetailed information)




(i) Scientific evaluation of all information on the risks of pharmaceutical
products as regards patients or public health, in particular as regards adverse
reactionsinhuman beings arising from use of the product within oroutside the
terms of its marketing authorization or associated with occupationalexposure
(referChapters 2, 3and 6 fordetailed information)

(ili) Submission of accurate and verifiable data on all ADRs to the regulatory
authority/NCC-PvPI, IPC within the legally required time-limits (refer Chapters
2and6fordetailedinformation)

(iv) Quality, integrity and completeness of the information submitted on the risks
of pharmaceutical products, including processes to avoid duplicate
submissions and to validate signals (refer Chapters 2, 3 and 6 for detailed
information)

(v) Effective communication with regulatory authority, including communication
on new or changed risks, the PSMF (refer Chapter 1 for detailed information),
risk management systems (refer Chapter 6 for detailed Information), PSURs
(refer Chapter 3 for detailed information) and CAPAs (refer Chapters 1 & 5 for
detailed information).

4.3.2 Record management

The MAH should record all PV information and ensure that itis handled and stored
so as to allow accurate reporting, interpretation and verification of that
information.

As part of a record management system, specific measures should, therefore be
taken ateach stageinthe storage and processing of PV datato ensure data security
and confidentiality. This should involve strict limitation of access to documents
and to databases to authorized personnel respecting the medical and
administrative confidentiality of the data. The electronic copies of the PV records
should be stored indefinitely. Time line to store hard copies of PV records should
beatleast10years.

4.3.3 Documentation ofthe quality system

All elements, requirements and provisions adopted for the quality system should
be documented in a systematic and orderly manner in the form of written policies
and procedures. For the requirements of documenting the quality system (refer
Chapter 1fordetailedinformation).
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4.3.4 Critical PV processes

Thefollowing PV processes should be considered as critical:

(i)
(ii)

(iii)

(viii)

(x)

(xi)

(xii)

Benefit-risk evaluation

Establishing, assessing & implementing risk management systems and
evaluatingthe effectiveness of risk minimization

Collection, processing, management, quality control, follow-up for missing
information, coding, classification, duplicate detection, evaluation and
timely electronictransmission of ICSRs from any source

Signalmanagement

Scheduling, preparation (including data evaluation and quality control),
submission and assessmentof PSURs

Interaction betweenthe PV and product quality defect systems

Communication about safety concerns between MAHs and licensing
authority in particular notifying changes to the benefit-risk balance of
pharmaceutical products

Communicatinginformation to patients and healthcare professionals about
changes to the benefit-risk balance of pharmaceutical products with the
aim of safe and effective use of pharmaceutical products

Keeping product information up-to-date with the current scientific
knowledge, including the conclusions of the assessment and
recommendations fromthe regulatory authority

Implementation of variations to marketing authorizations for safety reasons
accordingtotheurgencyrequired

Provisions for events that could severely impact on the organization's staff
and infrastructure in general or on the structures and processes for PV in
particular

Back-up systems for urgent exchange of information within an organization,
amongst organizations sharing PV tasks as well as between MAHs and
competentauthorities



4.3.5 Monitoring the effectiveness of QMSin PV

The QMS in PV should be continuously monitored for its effectiveness by the MAH
through the following processes:

(iy Systemreviewsbythoseresponsibleformanagement
(ii) Audits

(iii) Compliance monitoring

(iv) Inspections

(v) Evaluating the effectiveness of actions taken with pharmaceutical products
for the purpose of minimizing risks and supporting their safe and effective use
in patients.

(vi) Theorganization may use performance indicators to continuously monitorthe
good performance of PV activities in relation to the quality requirements. The
requirements for the quality system itself are laid out in this Chapter and its
effectiveness should be monitored by managerial staff, who should review the
documentation of the quality system at regular intervals with the frequency
andthe extentofthereviewsto be determinedinarisk-based manner.

Reviews of the quality system should include the review of SOPs and working
instructions, deviations from the established quality system, audits and
inspectionsreportsaswellasthe use oftheindicatorsreferredto above.
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4.3.6 Responsibilities of the PVOIC at MAH Organization

Refer Chapter 1 for detailed information.
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ﬂ Audit & Inspection of Pharmacovigilance System

5.0

5.1

5.2

at Marketing Authorization Holder Organization

Introduction

This chapter provides insights into planning, conducting, reporting and follow-up
of PVinspections by regulatory authorities/officials responsible forinspection.

Objectives

The objectives of PVauditsandinspections are as below:

(i) To verify by examination and evidence, the appropriateness of the
implementation and operation of the PV system includingits quality systems.

(i) To assess and establish that the MAH has qualified personnel, robust system
and facilitiesto conduct PV activities

(iii) To identify, record and address non-compliance, which may pose a risk to
public health

(iv) Totakeregulatory action, wherever considered necessary based onthe result
oftheinspections/audits

The results of an inspection will be provided to the inspected MAH, who will be
given the opportunity to comment on any non-compliance identified. Any non-
compliance should also be rectified by the MAH within a stipulated time period
throughtheimplementation ofa CAPA plan.

InspectionTypes

The Inspections of PV system can be routine or targeted to MAHs suspected of
beingnon-compliant.

5.2.1 Routine inspection

These inspections are planned and informed inspection of the PV system at MAH
organization. The focus of these inspections is to determine that the MAH has

personnel, systems and facilities in place to meet the regulatory PV obligations for
the marketed pharmaceutical productsinIndia.

Theseinspections are prioritized on arisk-based approach.
5.2.2 Targeted inspections

These inspections are conducted as and when there is a trigger and the regulatory
authority determines that inspection is the appropriate way. Triggering factors for
suchtypeofinspectionsare asbelow (butnotlimitedto):
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5.3

() Continuous delays or omission and poor-quality reporting of
ICSRs/PSURs/RMPs

(i) Failure to provide the asked information or data within the deadline specified
by regulatory authority

(iii) Delays or failure to carry out specific obligations related to the monitoring of
pharmaceutical product safety, identified at the time of the marketing
authorization

(iv) Delaysintheimplementation orinappropriate implementation of CAPAs
(v) Suddenpharmaceutical productwithdrawalandrecall.

(vi) Grievance/complaint pertainingto SAEs

Inspection Procedure
5.3.1 Inspection Planning

PV inspection should be based on a systematic and risk-based approach to make
the best use of surveillance and enforcement resources whilst maintaining a high
level of public health protection. Arisk-based approach toinspection planning will
enable determination ofthe frequency and scope ofinspectionto be carried out.

Theinspectionwillbe planned based onthe following:

(i) Compliancehistoryidentified during previous PV inspections.
(i) Re-inspection date recommended by the inspectors or assessors as a result

of apreviousinspection

(ili) MAH with sub-contracted PV activities (qualified person responsible for PV
functions in India, reporting of safety data, etc.) and multiple firms employed
to perform PV activities

(iv) Changes to the PV safety database(s), which could include a change in the
database itself or associated databases, the validation status of the database
aswellasinformation abouttransferred or migrated data

(v) Changes in contractual arrangements with PV service providers or the
organizations atwhich PV activities are conducted

(vi) Delegationortransferof PSMF management

(vii) Change of PVOIC sincethelastinspection

During inspection the parameters for the inspection will include overseeing the
overall PV system of MAH. A notice will be given to the MAH before scheduled
inspection exceptthe for-cause/surprise inspection.



5.3.2 Organizationtobeinspected

Any party carrying out PV activities in whole or in part, on behalf of, or in
conjunction with the MAH may be inspected, in order to confirm their capability to
supportthe MAH's compliance with PV obligations.

5.3.3 Inspectionprocedures

The inspection procedures depend on the nature (routine/targeted) of the
inspection and the conditions of inspection request. All the necessary PV
documents should be submitted to the inspectors during inspection. When
necessary, the inspectors may also request other documents related to the
inspection, including job descriptions of PV personnel, products and company
related information etc. They shallalso conductinterviews of the relevant persons
involved in different PV activities. Inspection should be carried out to examine
compliance with Drugs and Cosmetics Act,1940 and NDCT Rules 2019.

5.3.4 Inspectionfindings

Each inspection will result in an inspection report and the findings should be
classified into critical, major and minor. The inspection report will be made
availabletothe PV department of MAH.

Critical: Fundamental weakness in the PV systems or practices that adversely
deviate from the PV regulations and/or affect the rights and safety of patients, or
pose apotentialriskto public health.

Major: It's a significant weakness in one or more PV processes or practices, or a
fundamental weakness in part of one or more PV processes or practices that is
detrimental to the whole process and/or could potentially adversely affect the
rights, safety or well-being of patient and/or could potentially pose a risk to public
health and/or represents a violation of applicable regulatory requirements which
ishowevernotconsidered serious.

Minor: It's a weakness in the part of one or more PV processes or practices thatis
not expected to adversely affect the whole PV system or process and/or the rights,
safety orwell-being of patients.

5.3.5 Inspectionfollow-up

When non-compliance with PV obligations is identified during an inspection,
follow-up will be required until a CAPA is completed. The following follow-up
actions should be considered, as appropriate:
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(i) Reviewofthe MAH's CAPAplan
(ii) Reviewofthe periodic progressreports, whendeemednecessary

(iii) Re-inspection to assess appropriate implementation of the corrective and
preventive action plan

(iv) Requests for submission of previously un-submitted data; submission of
variations, e.g. to amend product information; submission of impact
analyses, e.g. following review of data that were not previously considered
duringroutine signaldetection activities

(v) Requests for issuing safety communications including amendments of
marketing and/or advertisinginformation

(vi) Communication of the inspection findings to other regulatory authorities
(including outside India)

(vii) Other product-related actions depending on the impact of the deficiencies
and the outcome of follow-up actions (this may include recalls or actions
related tothe marketing authorizations or clinicaltrialauthorizations)

5.3.6 Respondingtoinspectionfindings

The inspection findings and the report should be effectively communicated to the
operations teams for effective correction of the flaws identified. Corrective
measures should be carried out by the operations team and documented, whose
supporting documentary evidences should be provided inrecords to inspectors. A
closurereport should be communicated to key stakeholders. List ofinspections to
be conducted and completed with documentary evidences should be included in
the PSMF.
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5.4 Regulatoryactions

When a non-compliance to the PV regulatory obligations is detected, the
necessary action will be judged on a case-by-case basis. What action is taken will
depend on the potential negative public health impact of the non-compliance(s),
butanyinstance of non-compliance may be considered for enforcementaction. In
the eventofnon-compliance, possible regulatory optionsinclude the following:

(i) Suspension/Cancellation/Withdrawal of marketing authorization
(i) Restrictiononapprovals of new marketing authorization applications
(iii) Productrecalls

(iv) Updatingof PrescribingInformation Leaflets/SmPCs




5.5 Trainingofinspectors

The inspectors should undergo training to the extent necessary to ensure their
competence in the skills required for preparing, conducting and reporting
inspectionfindings. They should also be trained in PV processes and requirements
insuch awaythattheyare able, if not acquired by their experience, to comprehend
the differentaspects of a PV system.

Documented processes should be in place in order to ensure that inspection
competencies are maintained. In particular, inspectors should be kept updated
withthe current status of PV legislation and guidance.

Training and experience should be documented individually and evaluated
according to the requirements of the applicable quality system of the concerned
competentauthority.
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n Submission of Risk Management Plan

6.0

6.1

Introduction

At the time of marketing authorization, information on the safety of a
pharmaceutical productis relatively limited as the clinical studies are carried out
in a relatively small number of subjects, restricted population in terms of age,
gender, ethnicity, restricted co-morbidity, restricted co-medication, restricted
conditions of use, relatively short duration of exposure and follow up.

A pharmaceutical product is authorized on the basis that at the time of
authorization, the benefit-risk balance is positive. The product may have multiple
risks of varying degree associated with itand individual risks will vary from product
to product. Allactual or potentialrisks might not have been identified atthe time of
initial authorization. Many risks will only be discovered and characterised during
post-marketing phase.

The aim of Risk Management Plan (RMP) is to document the risk management
system considered necessary to identify, characterise and minimise a
pharmaceutical product's importantrisks. The risk minimization strategy involves
continuous monitoring of efficacy and safety profile-risk identification, risk
assessment, risk characterization, risk communication and risk mitigation.

Objectives

(i) Identification and characterization of risk to update the safety profile of the
pharmaceutical product(s)

(i) Indicate how to characterize further the safety profile of the pharmaceutical
product(s)

(iii) Document measures to prevent or minimize the risks associated with a
pharmaceutical product, including an assessment of the effectiveness of
interventions

(iv) Documentpost-marketing obligationsthathave beenimposed as a condition
ofthe marketing authorization

(v) Documentanychange inthe risk profile of a pharmaceutical product(s) after
marketing authorization

The RMP documentis adynamic, stand-alone documentwhich should be updated
throughoutthe life-cycle ofa pharmaceutical product.

The Licence holder will provide the details of safety concern and necessary action
taken by himto mitigate any safety concerninthe applications of PSUR.
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6.2 Description of Risk ManagementPlan
6.2.1 Pharmaceutical productoverview
The MAH should provide an overview of a pharmaceutical productincluding:

(i) Active Pharmaceutical Ingredient(s) information, name of MAH, date and
country of first launch/authorization worldwide (if applicable), chemical class,
indication (s), mechanism of action, route of administration, pharmaceutical
formand strength.

(i) Information on the excipients used in the formulation of a pharmaceutical
productshould be provided.

(iii) Administrative information on the RMP such as data lock point, date
submitted andversion number of all parts of RMP.

6.2.2 Safetyspecifications

The MAH should provide a synopsis of the safety profile of a pharmaceutical
product(s) and should include, what is known and unknown about the
pharmaceutical product(s) safety. The safety specification consists of following
subsections:

6.2.2.1 Epidemiology, indication(s)and targetpopulation(s)

This section should include incidence, prevalence, mortality and relevant co-
morbidity, and should whenever possible be stratified by age, sex, and racialand/or
ethnic origin.
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6.2.2.2 Non-clinical partofthe safety specifications

This section should present a summary of important non-clinical safety findings
like toxicity related information, interactions etc.

6.2.2.3 Clinicaltrialexposure:

This sectionincludes the data on the patients studied in clinical trials. This should
be stratified for relevant categories (age, gender, indication, ethnicity, exposure to
special population-paediatric, geriatric etc.) and also by the type of clinical trial.

6.2.2.4 Populations notstudiedinclinicaltrials

This section describes, which sub-populations within the expected target
population have not been studied or have only been studied to a limited degree in
the clinical trial population. Limitations of the clinical trials should also be
presented in terms of the relevance of exclusion criteria such as paediatric
population, geriatrics population, pregnant/lactating women, hepatic /renal
impairmentpatientsetc.




6.2.2.5 Post marketing experience:

This section should provide information on the number of patients exposed during
post-marketing phase; how the pharmaceutical product has been used in clinical
practice, labelled and off-label use including use in the special populations
mentioned above? This should also include any action taken by any regulatory
authority/MAH for safetyreason.

6.2.2.6 Identified and potentialrisks:

This section provides information on the important identified and potential risks
associated with the use of a pharmaceutical product and potential Adverse
Events/Adverse Reactions with other pharmaceutical products, foods, other
substances, andtheimportantpharmacological class effects.

The risk data should include frequency, public health impact, risk factors,
preventability, potentialmechanismand evidence source/strength.

6.2.2.7 Summaryofthe safetyconcerns:

Atthe end of the RMP document, summary of the "Safety concerns/measures" of
pharmaceutical products should be provided.

6.2.3 PV activities

MAH should list the various PV activities involved to identify a new safety concern,
further characterization of known safety concerns or investigation of potential
safety concerns, whether it is real or not and how missing information will be
sought? PV activities can be divided into routine PV activities and additional PV
activities. For each safety concern, the MAH should list their planned PV activities
for that concern. PV plans should be proportionate to the risks of the product. If
routine PV is considered sufficient for post-marketing safety monitoring, without
the need for additional actions (e.g. safety studies) "routine PV" should be carried
outagainstthe safetyconcern.

6.2.4 Riskminimizationactivities

The MAH should have the updated package inserts, product labelling, Prescribing
Information Leaflet (PIL), pack size and risk minimization activities. The MAH
should also consider when it is appropriate to have additional risk minimization
activities like educational material, communication letterto HCPs etc.

Foreach safety concern, the followinginformation should be provided:
(i) Objectivesoftheriskminimization activities

(i) Routineriskminimization activities
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(iii) Additional risk minimization activities (if any), individual objectives and
justification

(iv) How the effectiveness of each (or all) risk minimization activities will be
evaluatedinterms of attainment oftheir stated objectives?

(v) What the target is for risk minimization? i.e. what are the criteria for judging
success?

(vi) Milestonesforevaluationandreporting
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Appendix - A

WHO Causality Assessment Scale

Causality Term

Assessment Criteria

Certain

Event or laboratory test abnormality, with plausible time
relationship to drug intake

Cannot be explained by diseases or other drugs
Response to withdrawal plausible (pharmacologically,
pathologically)

Event definitive pharmacologically or
phenomenologically (i.e. an objective and specific
medical disorder or a recognized pharmacological
phenomenon)

Rechallenge satisfactory, if necessary

Probable/Likely

Event or laboratory test abnormality, with plausible time
relationship to drug intake

Unlikely to be attributed to diseases or other drugs
Response to withdrawal clinically reasonable
Rechallenge not required

Possible

Event or laboratory test abnormality, with reasonable
time relationship to drug intake

Could also be explained be explained by diseases or
other drugs

Information on drug withdrawal may be lacking or
unclear

Unlikely

Event or laboratory test abnormality, with a time to drug
intake that make a relationship improbable (but not
impossible)

Diseases or other drugs provide plausible explanations

Conditional/
Unclassified

Event or laboratory test abnormality
More data for proper assessment needed, or
Additional data under examination

Unassessable/
Unclassifiable

Report suggesting an adverse reaction

Can not be judged because information is insufficient or
contradictory

Data can not be supplemented or verified
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Appendix - B
Examples of summary tabulations in PSUR

Table 1 : Estimated cumulative subject exposure from Clinical Trials

Treatment Number of subjects

Pharmaceutical product

Comparator

Placebo

Table 2 : Cumulative subject exposure to new drug from Clinical Trials
by age and sex

Number of subjects

Age range Male Female Total

Table 3 : Cumulative subject exposure to new drug from completed Clinical Trials
by Racial/Ethnic group

Racial / Ethnic Group Number of Subjects

Asian

Black

Caucasian

Other

Unknown

Total




Table 4 : Cumulative exposure from marketing experience from India

Indication Gender Age Dose (mg/day) Formulation
[72]
Q ‘ug ; ; g 7]
9 ©
2 n c — B
r g o 2 © p < < = o o 2
s o = © A x \" N x = (@) =
L N - c c ot o
A D D =
Overall
e.g. Fever
e.g. Migraine

Table 5 : Interval exposure from marketing experience from India

Indication Gender Age Dose (mg/day) Formulation
[72]
0 c c S
o| 2| @ ¢ 2 2 2 2
9 © - o 0 o ) ®
s|ele|a|l €| 2|3 X8 2
Lo Ll
z A o | - c N c s o
A D D =
e.g. Fever
e.g. Migraine

Table 6 : Cumulative exposure from marketing experience Rest of the World
(whichever applicable)

Indication Gender Age Dose (mg/kg) Formulation Rest of the
world
n
Q © 8 § ; g n
Q - c — - c a
s| £| o| S| 8| 8| S| S| 2| | ||l e
s o : :g A :é v N :é ] o 6 K] = o
A =) S| %
Overall
e.g. Fever
e.g. Migraine
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Table 7 : Interval exposure from marketing experience from Rest of the World
(whichever applicable)

Indication Gender Age Dose (mg/kg) Formulation Rest of the
world
(2]
[} 3 g g g n
9 © c .
[} c - =
s| gl o 2°; © el 3| 9 e o| 2| 2 S| & g
-
= o b © A :é v N :é c (o] 5 s -} o
A =) =) =
e.g. Fever
e.g. Migraine

Table 8 : Cumulative tabulations of serious Adverse Events from clinical trials

System Organ Class
(SOC)

Preferred Term (PT)

Investigational
pharmaceutical
product

Blinded

Active Placebo

comparator

e.g. Blood and lymphatic
system disorders

e.g. Anaemia

e.g. Bone marrow
necrosis

e.g. Cardiac disorder

e.g. Tachycardia

e.g. Ischemic
cardiomyopathy

Table 9 : Number of ADRs from Post marketing sources

System Spontaneous including regulatory authority and literature Non-interventional
Organ post marketing study
Class and reports from
(SOC) other solicited

sources
Preferred Serious Non serious Total Serious
Term (PT) . . . .

Interval [ Cumulative | Interval | Cumulative | Cumulative | Interval | Cumulative

SOC 1
PT
SOC 2
PT




Appendix -C
Summary of safety signals that were ongoing
or closed during the reporting interval
(From DD-MM-YYYY to DD-MM-YYYY)

Signal Date Status Date Source of | Reasonfor | Method of | Action(s)
term detected | (ongoing closed signal evaluation signal taken or
or closed) (for & evaluation planned
closed summary
signal) of key data
e.g. MM/YYYY | Ongoing | MM/YYYY | Meta Statistically | Review Pending
Stroke analysis significant meta-
(published [increasein analysis
trials) frequency and
available
data
e.g. MM/YYYY | Closed MM/YYYY |Spontaneous| Rash Targeted RSI
Stevens casereports | alreadyin follow up of |updated
Johnson identified, reports with a
Syndrome SJS not with site warning &
reportedin | visittoone |precautiong
clinical hospital.
trial Full review
of cases by
dermatolog
istand
literature
searches
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Appendix-D
Definitions

Adverse Drug Reaction

A response to a drug which is noxious and unintended and which occurs at doses
normally used in man for prophylaxis, diagnosis, or therapy of disease or for
modification of physiologicalfunction.

Adverse Event

Adverse event means any untoward medical occurrence (including a symptom or
disease or an abnormal laboratory finding) during treatment with an investigational
drug or a pharmaceutical product in a patient or a trial subject that does not
necessarily have arelationship with the treatmentbeing given.

Benefit-Risk Analysis

Examination of the favourable (beneficial) and unfavourable results of undertaking a
specific course of action. (While this phrase s stillcommonly used, the more logical
pairings of benefitharm and effectiveness-risk are slowly replacing it).

Causality Assessment

The evaluation of the likelihood that a medicine was the causative agent of an
observed adverse event. Causality assessment is usually made according to
established algorithms.

Company Core DataSheet(CCDS)

A document prepared by the MAH containing, in addition to safety information,
material related to indications, dosing, pharmacology and other information
concerningthe product.

Company Core Safety Information (CCSI)

All relevant safety information contained in the CCDS prepared by the MAH and
which the MAH requires to be listed in all countries where the company markets the
drug, exceptwhenthe localregulatory authority specifically requires a modification.
It is the reference information by which listed and unlisted are determined for the
purposes of periodic reporting for marketed products, but not by which expected ad
unexpected are determined for expedited reporting.



10.

11.

ClinicalTrial

Academic Clinical Trial means a clinical 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 new 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 approval of the Central Licencing Authority
orregulatory authority of any country formarketing orcommercial purpose.

Identified Risk

An untoward occurrence for which there is adequate evidence of an association
withthe pharmaceutical product ofinterest. Examples ofidentified risksinclude:

(i) An adverse reaction adequately demonstrated in non-clinical studies and
confirmed by clinicaldata;

(i) An adverse reaction observed in well-designed Clinical Trials or
epidemiological studies for which the magnitude of the difference compared
with the comparator group (placebo or active substance) on a parameter of
interestsuggests a causalrelationship;

(iii) An adverse reaction suggested by a number of well documented
spontaneous reports where causality is strongly supported by temporal
relationship and biological plausibility, such as anaphylactic reactions or
applicationsitereactions.

Individual Case Safety Report (ICSR)

A report that contains information describing a suspected ADR related to the
administration of one ormore pharmaceutical productsto anindividual patient.

Investigational Drug

The term investigational drug is used in this guideline to indicate only the
experimentalproductunder study ordevelopment

New Drug

Accordingto New Drugs and ClinicalTrials Rules, 2019 -“Newdrug” means —

() adrug, including active pharmaceutical ingredient or phytopharmaceutical
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 made thereunder,
as perconditions specifiedinthe labelling thereof and has not been approved
as safe and efficacious by the Central Licencing Authority with respect to its
claims;or
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12.

13.

14.

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

(iii) afixed dose combination of two or more drugs, approved separately for certain
claims and proposedto

(iv) be combined for the first time in a fixed ratio, or where the ratio of ingredients in
an approved combination is proposed to be changed with certain claims
includingindication, route of administration, dosage and dosage form; or

(v) amodified or sustained release form of a drug or novel drug delivery system of
anydrugapproved bythe CentralLicencing Authority; or

(vi) avaccine, recombinant Deoxyribonucleic Acid (r-DNA) derived product, living
modified organism, monoclonal anti-body, stem cell derived product, gene
therapeutic product orxenografts, intendedto be used as drug;

(vii) Explanation: The drugs, other than drugs referred to in sub-clauses (iv) and (v),
shall continue to be new drugs for a period of four years from the date of their
permission granted by the Central Licencing Authority and the drugs referred to
insub-clauses (iv) and (v) shallalways be deemedto be new drugs.

Marketing Authorization Holder (MAH)

For the purpose of this guidance document, Marketing Authorization Holder (MAH)
refers to the manufacturer or the importer of the drug, who has valid manufacturing
orimportlicense.

Post-Marketing

The stagewhenadrugis generally available onthe market.

Potential Risk

An untoward occurrence for which there is some basis for suspicion of an
association with the medicinal product of interest but where this association has
not been confirmed. Examples of potential risks include: non-clinical safety
concernsthathavenotbeen

(i) Observed or resolved in clinical studies; adverse events observed in clinical
trials or



15.

16.

17.

18.

(i) Epidemiologicalstudiesforwhichthe magnitude of the difference, compared
with the comparator group (placebo or active substance, or unexposed
group), on the parameter of interest raises a suspicion of, but is not large
enough to suggest, a causal relationship; an event which is known to be
associated with other

(iii) Products of the same class or which could be expected to occurbased onthe
properties of the medicinal product.

Periodic Safety Update Report

The Periodic Safety Update Report (PSUR) is a stand-alone document that allows
a periodic but comprehensive assessment of the worldwide safety data of a
pharmaceutical product.

Reference Safety Information (RSI)

All relevant safety information contained in the reference product information
(e.g., CCDS) prepared by the MAH and which the MAH requires to be listed in all
countries where the company markets the drug, except when the local regulatory
authority specifically requires a modification. It is a subset of information
contained within the MAH's reference product information for the PBRER. Where
the reference product information is the Company Core Data Sheet (CCDS), the
reference safetyinformationisthe Company Core Safety Information (CCSI).

Serious Adverse Event

A serious adverse event or reaction is any untoward medical occurrence at any
dosethatresultsin;

i) Death
ii) Lifethreatening
iii) Hospitalization—-Initial/Prolonged

(
(
(
(iv) Congenitalanomaly
(v) Disability

(

vi) Other medicallyimportantEvent

Side Effect

Any unintended outcome that seems to be associated with treatment, including
negative or positive effects. Thisterm has come to be used exclusively inthe sense
of 'adverse effect'’; this loses the important dimension of potential reference to
unintended positive effects as well as linguistically masking the adverse element
of anegative side effect.
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19.

20.

21.

22.

Solicited Reports

Solicited reports are those derived from organized data collection systems, which
include clinical trials, registries, post-approval named patient use programs, other
patient support and disease management programs, surveys of patients or
healthcare providers, orinformation gathering on efficacy or patientcompliance.

Spontaneous Report

An unsolicited communication to a company, regulatory authority, or other
organization that describes an ADR in a patient given one or more medicinal
products and which does not derive from a study or any organized data collection
scheme.

Signal

Information that arises from one or multiple sources (including observations and
experiments), that suggests a new potentially causal association, or a new aspect of
a known association, between an intervention and an event or set of related events,
either adverse or beneficial, that is judged to be of sufficient likelihood to justify
furtheractiontoverify.

Summary of Product Characteristics (SmPCs)

A regulatory document attached to the marketing authorization which forms the
basis ofthe productinformation made available to prescribers and patients.
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Appendix - E
Frequently Asked Questions (FAQs)

The MAH should submit serious ADRs in E2B-XML (R2 or R3) format via emails:
pharma.covig@cdsco.nic.in and mah.nccpvpi-ipc@gov.in within 15 days of
initialreceipt of the information. PvPI requires the Company ICSR report number,
Seriousness, Initial/Follow-up number should be mentioned in the email and
XML E2B (R2 or R3) format file nhame ID while submitting safety reports. Is it
correct?

Yes, the MAH should submit serious ADRs in E2B-XML- (R3) format via email:
pharma.covig@cdsco.nic.in and mah.nccpvpi-ipc@gov.in within 15 days of
initial receipt of the information. The ICSR's report number, Seriousness should
be mentioned in the email and Initial/Follow-up number in file name/ID of E2B
XML (R3)format.

The MAH should submit non-serious ADRs in E2B, XML- (R2 or R3) format to: :
pharma.covig@cdsco.nic.in and mah.nccpvpi-ipc@gov.in within 30 days of
initialreceipt ofthe information. PvPIrequires the Company ICSR report number,
Seriousness, Initial/Follow-up number should be mentioned in the email and
E2B-XML (R2 or R3) format file hame ID when submitting safety reports. Is it
correct?

Yes, As per this PV Guidance Document for MAHs of Pharmaceutical Products,
Version 2.0, all non-serious Adverse Events in E2B, XML format (R3) must be
reported within 90 calendar days to PvPl. The ICSR's report number, seriousness
should be mentioned in the email and Initial/Follow-up numberinfile name/ID of
E2B XML (R3) format.

Canthe MAHs directly uploadthe ICSRsinto VigiFlow?

No, PvPI, IPC has not given direct Gateway access to MAHs at their site for
uploading ICSRs.

Is full text of the literature article is required in English for the reporting of
literature caseto PvPI?

Yes, itisrequiredtoverifythe literature case.

What is timeline for the reporting of Serious Unexpected Adverse Reactions to
the PvPl &Licensing Authority by the applicant?

All Serious Adverse Events should be reported to the PvPI & Licensing Authority
within 15 calendardays of initialreceipt of the information by the applicant.
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Q.6

Ans.

Q.7

Ans.

Q.8

Ans.

Q.9

Ans.

Q.10

Ans.

What is the timeline for the reporting of non-serious AEs/ADRs to the NCC-PvPI,
IPC bythe MAHs?

All non-serious AEs/ADRs should be reported to the NCC-PvPI, IPC, within 90
calendardaysofinitialreceiptof theinformation by the MAHs.

If, the pharmaceutical company has marketing authorization in India and it has
registeredits productsin state FDA, does ICSRs submissionrequired?

Yes, submission of ICSRs is required for all pharmaceutical products marketed or
importedinIndia.

Is Periodic Safety Update Report (PSUR) submission is required for Generic
Products?

No, PSUR must be submitted as per the NDCT Rules, 2019 for the New Drugs
marketedinIndia.

If any MAH is submitting ICSR in E2B XML (R3) format for their pharmaceutical
products to PvPI, do they still need to submit ICSR in CIOMS format to PvPI or
CDSCO, as partofregulatory submission?

The PvPIrequires the submission of ICSRs in E2B, XML format by MAHs. Therefore,
thereisnoneedto submitthe same ICSRin CIOMS format. You may submitittothe
CDSCO.

Is there any requirement to submit the foreign post-marketing ICSRs by Marketing

Authorisation Holdertothe NCC-PvPI, IPC?

No, PvPIl requires the reporting of ICSRs for the marketed/imported
pharmaceuticalproductsinIndia.









NCC - PvPIl Helpline
1800-180-3024

Central Drugs Standard Control Organization
Directorate General of Health Services

Ministry of Health & Family Welfare, Govt. of India
FDA Bhavan, Kotla Road, New Delhi-110002

Indian Pharmacopoeia Commission
National Coordination Centre
Pharmacovigilance Programme of India
Ministry of Health & Family Welfare, Govt. of

]
I]% India Tel. : 91-11-23216367, 23236975
Sector-23, Raj Nagar, Ghaziabad-201002 Email: dci@nic.in
Tel. : 0120-2783400 Website: www.cdsco.gov.in

For any relevant Information/Suggestions/Query

Please Contact: Officer-in-Charge, Pharmacovigilance Programme of India
Email: mah.nccpvpi-ipc@gov.in, lab.ipc@gov.in website: www.ipc.gov.in
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