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Guidance for Industry"
Good Pharmacovigilance Practices and Pharmacoepidemiologic
Assessment

| This guidance represents the Food and Drug Administration's (FDA's) current thinking on this topic. It

| does not create or confer any rights for or on any person and does not operate to bind FDA or the public.
| You can use an alternative approach if the approach satisfies the requirements of the applicable statutes

i and regulations. If you want to discuss an alternative approach, contact the FDA staff responsible for

| implementing this guidance. If you cannot identify the appropriate FDA staff, call the appropriate

| number listed on the title page of this guidance. -

L INTRODUCTION

This document provides guidance to industry on good pharmacovigilance practices and
pharmacoepidemiologic assessment of observational data regarding drugs, including biological
drug products (excluding blood and blood components).? Specifically, this document provides
guidance on (1) safety signal identification, (2) pharmacoepidemiologic assessment and safety
signal interpretation, and (3) pharmacovigilance plan development.

FDA's guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe the Agency's current thinking on a topic and should
be viewed only as recommendations, unless specific regulatory or statutory requirements are
cited. The use of the word should in Agency guidances means that something is suggested or
recommended, but not required.

IL BACKGROUND

! This guidance has been prepared by the PDUFA HI Pharmacovigilance Working Group, which includes members
from the Center for Drug Evaluation and Research (CDER) and the Center for Biologics Evaluation and Research
(CBER) at the Food and Drug Administration.

2 For ease of reference, this guidance uses the term product or drug to refer to all products (excluding blocd and
blood components) regulated by CDER and CBER. Similarly, for ease of reference, this guidance uses the term
approval to refer to both drug approval and biologic licensure.

Paperwork Reduction Act Public Burden Statement: This guidance contains information collection provisions
that are subject to review by the Office of Management and Budget (OMB) under the Paperwork Reduction Act of
1995 (PRA) (44 U.S.C. 3501-3520). The collection(s) of information in this guidance were approved under OMB

Control No. 0910-0001 (until March 31, 2005) and 0910-0338 (until August 31, 2005),
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A. PDUFA III’s Risk Management Guidance Goal

On June 12, 2002, Congress reauthorized, for the second time, the Prescription Drug User Fee
Act (PDUFA III). In the context of PDUFA III, FDA agreed to satisfy certain performance
goals. One of those goals was to produce guidance for industry on risk management activities
for drug and biological products. As an initial step towards satisfying that goal, FDA sought
public comment on risk management. Specifically, FDA issued three concept papers. Each
paper focused on one aspect of risk management, including (1) conducting premarketing risk
assessment, (2) developing and implementing risk minimization tools, and (3) performing
postmarketing pharmacovigilance and pharmacoepidemiologic assessments. In addition to
receiving numerous written comments regarding the three concept papers, FDA held a public
workshop on April 9 — 11, 2003, to discuss the concept papers. FDA considered all of the
comments received in developing three draft guidance documents on risk management activities.
The draft guidance documents were published on May 5, 2004, and the public was provided with
an opportunity to comment on them until July 6, 2004. FDA considered all of the comments
received in producing the final guidance documents.

1. Premarketing Risk Assessment (Premarketing Guidance)

2. Development and Use of Risk Minimization Action Plans (RiskMAP Guidance)

3. Good Pharmacovigilance Practices and Pharmacoepidemiologic Assessment
(Pharmacovigilance Guidance)

B. Overview of the Risk Management Guidances

Like the concept papers and draft guidances that preceded them, each of the three final guidance
documents focuses on one aspect of risk management. The Premarketing Guidance and the
Pharmacovigilance Guidance focus on premarketing and postmarketing risk assessment,
respectively. The RiskMAP Guidance focuses on risk minimization. Together, risk assessment
and risk minimization form what FDA calls risk management. Specifically, risk management is
an iterative process of (1) assessing a product’s benefit-risk balance, (2) developing and
implementing tools to minimize its risks while preserving its benefits, (3) evaluating tool
effectiveness and reassessing the benefit-risk balance, and (4) making adjustments, as
appropriate, to the risk minimization tools to further improve the benefit-risk balance. This four-
part process should be continuous throughout a product’s lifecycle, with the results of risk
assessment informing the sponsor’s decisions regarding risk minimization.

When reviewing the recommendations provided in this guidance, sponsors and applicants should
keep the following points in mind:

¢ Many recommendations in this guidance are not intended to be generally applicable to all
products.

Industry already performs risk assessment and risk minimization activities for products
during development and marketing. The Federal Food, Drug, and Cosmetic Act (FDCA)
and FDA implementing regulations establish requirements for routine risk assessment
and risk minimization (see e.g., FDA requirements for professional labeling, and adverse
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event monitoring and reporting). As a result, many of the recommendations presented
here focus on situations when a product may pose a clinically important and unusual type
or level of risk. To the extent possible, we have specified in the text whether a
recommendation is intended for all products or only this subset of products.

It is of critical importance to protect patients and their privacy during the generation of
safety data and the development of risk minimization action plans.

During all risk assessment and risk minimization activities, sponsors must comply with
applicable regulatory requirements involving human subjects research and patient
privacy.

To the extent possible, this guidance conforms with FDA’s commitment to harmonize
international definitions and standards as appropriate.

The topics covered in this guidance are being discussed in a variety of international
forums. We are participating in these discussions and believe that, to the extent possible,
the recommendations in this guidance reflect current thinking on related issues.

When planning risk assessment and risk minimization activities, sponsors should
consider input from health care participants likely to be affected by these activities (e.g.,
from consumers, pharmacists and pharmacies, physicians, nurses, and third party payers).

There are points of overlap among the three guidances.

We have tried to note in the text of each guidance when areas of overlap occur and when
referencing one of the other guidances might be useful.

THE ROLE OF PHARMACOVIGILANCE AND PHARMACOEPIDEMIOLOGY
IN RISK MANAGEMENT

Risk assessment during product development should be conducted in a thorough and rigorous
manner; however, it is impossible to identify all safety concerns during clinical trials. Once a
product is marketed, there is generally a large increase in the number of patients exposed,
including those with co-morbid conditions and those being treated with concomitant medical
products. Therefore, postmarketing safety data collection and risk assessment based on
observational data are critical for evaluating and characterizing a product's risk profile and for
making informed decisions on risk minimization.

3 See 45 CFR part 46 and 21 CFR parts 50 and 56. See also the Health Insurance Portability and Accountability Act
of 1996 (HIPAA) (Public Law 104-191) and the Standards for Privacy of Individually Identifiable Health
Information (the Privacy Rule) (45 CFR part 160 and subparts A and E of part 164). The Privacy Rule specifically
permits covered entities to report adverse events and other information related to the quality, effectiveness, and
safety of FDA-regulated products both to manufacturers and directly to FDA (45 CFR 164.512(b){1)({) and (iii), and
45 CFR 164.512(a)(1)). For additional guidance on patient privacy protection, see http://www.hhs.gov/ocr/hipaa.

J:\IGUIDANC\63590CC.doc 3
03/22/05




Contains Nonbinding Recommendations

This guidance document focuses on pharmacovigilance activities in the post-approval period.
This guidance uses the term pharmacovigilance to mean all scientific and data gathering
activities relating to the detection, assessment, and understanding of adverse events. This
includes the use of pharmacoepidemiologic studies. These activities are undertaken with the
goal of identifying adverse events and understanding, to the extent possible, their nature,
frequency, and potential risk factors.

Pharmacovigilance principally involves the identification and evaluation of safety signals. In
this guidance document, safety signal refers to a concern about an excess of adverse events
compared to what would be expected to be associated with a product's use. Signals can arise
from postmarketing data and other sources, such as preclinical data and events associated with
other products in the same pharmacologic class. It is possible that even a single well-
documented case report can be viewed as a signal, particularly if the report describes a positive
rechallenge or if the event is extremely rare in the absence of drug use. Signals generally
indicate the need for further investigation, which may or may not lead to the conclusion that the
product caused the event. After a signal is identified, it should be further assessed to determine
whether it represents a potential safety risk and whether other action should be taken.

IV. IDENTIFYING AND DESCRIBING SAFETY SIGNALS: FROM CASE
REPORTS TO CASE SERIES

Good pharmacovigilance practice is generally based on acquiring complete data from
spontaneous adverse event reports, also known as case reports. The reports are used to develop
case series for interpretation.

A, Good Reporting Practice

Spontaneous case reports of adverse events submitted to the sponsor and FDA, and reports from
other sources, such as the medical literature or clinical studies, may generate signals of adverse
effects of drugs. The quality of the reports is critical for appropriate evaluation of the
relationship between the product and adverse events. FDA recommends that sponsors make a
reasonable attempt to obtain complete information for case assessment during initial contacts and
subsequent follow-up, especially for serious events,” and encourages sponsors to use trained
health care practitioners to query reporters. Computer-assisted interview technology, targeted
questionnaires, or other methods developed to target specific events can help focus the line of
questioning. When the report is from a consumer, it is often important to obtain permission to
contact the health care practitioner familiar with the patient’s adverse event to obtain further
medical information and to retrieve relevant medical records, as needed. -

* Good reporting practices are extensively addressed in a proposed FDA regulation and guidance documents. See

(1) Safety Reporting Requirements for Human Drug and Biological Products, Proposed Rule, 68 FR 12406 (March . .
14, 2003), (2) FDA guidance for industry on Postmarketing Reporting of Adverse Experiences, (3) FDA guidance

for industry on E2C Clinical Safety Data Management: Periodic Safety Update Report (PSUR), (4) FDA guidance

for industry on Postmarketing Adverse Experience Reporting for Human Drug and Licensed Biological Products:

Clarification of What to Report.

JMGUIDANC\63590CC.doc 4
03/22/05




Contains Nonbinding Recommendations

minimization actions.® FDA will make its own assessment of the potential safety risk posed by
the signal in question, taking into account the information provided by the sponsor and any
additional relevant information known to FDA (e.g., information on other products in the same
class) and will communicate its conclusions to the sponsor whenever possible. Factors that are
typically considered include:

1. Strength of the association (e.g., relative risk of the adverse event associated with the
product);

2. Temporal relationship of product use and the event;

3. Consistency of findings across available data sources;

4. Evidence of a dose-response for the effect;

5. Biologic plausibility;

6. Seriousness of the event relative to the disease being treated;

7. Potential to mitigate the risk in the population;

8. Feasibility of further study using observational or controlled clinical study designs;
and

9. Degree of benefit the product provides, including availability of other therapies.

As noted in section II, risk management is an iterative process and steps to further investigate a
potential safety risk, assess the product’s benefit-risk balance, and implement risk minimization
tools would best occur in a logical sequence, not simultaneously. Not all steps may be
recommended, depending on the results of earlier steps.3 ' FDA recommends that assessment of
causality and of strategies to minimize product risk occur on an ongoing basis, taking into
account the findings from newly completed studies.

VII. BEYOND ROUTINE PHARMACOVIGILANCE: DEVELOPING A
PHARMACOVIGILANCE PLAN

For most products, routine pharmacovigilance (i.e., compliance with applicable postmarket
requirements under the FDCA and FDA implementing regulations) is sufficient for
postmarketing risk assessment. However, in certain limited instances, unusual safety risks may
become evident before approval or after a product is marketed that could suggest that
consideration by the sponsor of a pharmacovigilance plan may be appropriate. A

%0 In the vast majority of cases, risk communication that incorporates appropriate language into the product’s
labeling will be adequate for risk minimization. In rare instances, however, a sponsor may consider implementing a
RiskMAP. Please refer to the RiskMAP Guidance for a complete discussion of RiskMAP development.

3! For additional discussion of the relationship between risk assessment and risk minimization, please consult the

RiskMAP Guidance.
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