
Chapter 4. Pharmacovigilance

4.1 Introduction to Pharmacovigilance

According to WHO Collaborating Centre for International Drug Monitoring:

Pharmacovigilance is the science and activities relating to the detection, assessment,

understanding and prevention of adverse effects or any other possible drug-related

problems. Recently, its concerns have been widened to include herbals, traditional and

complementary medicines, blood products, biologicals, medical devices and vaccines.

Pharmacovigilance also concerns substandard medicines, medication errors, lack of

efficacy reports, use of medicines for indications that are not approved and for which there

is inadequate scientific basis, case reports of acute and chronic poisoning, assessment of

drug-related mortality, abuse and misuse of medicines and adverse interactions of

medicines with chemicals, other medicines, and food.

http://www.who-umc.org/umc.html

The specific aims of pharmacovigilance are to:

 improve patient care and safety in relation to the use of medicines and all medical

and paramedical interventions

 improve public health and safety in relation to the use of medicines

 contribute to the assessment of benefit, harm, effectiveness and risk of medicines,

encouraging their safe, rational and more effective (including cost-effective) use

 promote understanding, education and clinical training in pharmacovigilance and its

effective communication to the public.

Pharmacovigilance is mainly governed by

 the pharmaceutical industry (prime responsibility)

 competent (regulatory) authorities (http://heads.medagencies.org/)

 WHO collaborating Centre for International Drug Monitoring (in Uppsala )

 Council for International Organization of Medical Sciences - CIOMS Working Groups

on drug safety play an advisory role in harmonization of pharmacovigilance practices.
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4.2 Historical Background

Several disasters led to an awareness that drugs not only can heal but also can harm

including sudden death caused by chloroform anaesthesia in 1877 and fatal hepatic necrosis

due to arsenicals in 1922. In the United States a tragic mistake in the formulation of a

children's syrup in the late 1930s was the trigger for setting up the product authorisation

system under the Food and Drug Administration (FDA). FDA had the authority to review

new drugs for safety, by scrutinizing animal studies and small human volunteer trials for

any signs of serious hazards. Child deaths after diethylenglycol was mistakenly used to

solubilise sulphanilamides in 1937 led to the first enactment of legislation on adverse

reactions (Federal Food, Drug and Cosmetic Act, 1938). Following 100 deaths in France in

1952 after diethyl tin diodide and the thalidomide tragedy of the 1960s, in England and in

Germany with reports of foetal abnormalities (phocomelia and micromelia) in relation with

the use of a new sleep-inducing thalidomide, there was a rapid increase in laws, regulations

and guidelines for reporting and evaluating the data on safety, quality and efficacy of new

medicinal products. In the summer of 1962 a new bill amending the 1938 Food, Drug and

Cosmetic Act, the Kefauver-Harris Amendments, gave the FDA the power to approve or

disallow the introduction of new drugs and the continued marketing of established

compounds based on substantial evidence of their therapeutic efficacy as well as safety.

Around 1980 it became compulsory to record side effects (adverse drug reactions) by the

regulatory authorities in many countries to allow for a continual monitoring of the risk and

benefit of products both in the investigational phase before authorization and as post-

marketing surveillance when the product is commercialised as an authorized product.

The consequences of this are that over the last 30 years there have been continued instances

of drug recalls or precautionary statements due to the discovery of potential hazards during

their use, some more notable examples include: practolol and the mucocutaneous

syndrome, benoxaprofen and hepatic disorders / deaths in the elderly, temafloxacin and

haemolytic anaemia, fenfluramine/phentermine and valvulopathy or pulmonary

hypertension, terfenadine or cisapride and potential cardiac arrhythmias (especially in

association with interacting agents), cerivastatin (Lipobay) and rhabdomyolysis, Vioxx

with increased risk of cardiovascular events.
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Table 4.1. Key events resulting in laws and regulations
Key Events resulting in Laws and Regulations

1820 Physicians concerned about the quality of domestic and imported drugs convened the first U.S.
Pharmacopeia (USP) convention. This convention wrote guidelines for the formulation of drug products,
resulting in the publication of the U.S.P. which contains information about drugs including source, physical
and chemical properties, tests for purity and identify, assay method of storage, category and dosage

1848 The Import Drugs Act of 1848 allowed U.S. Customs officials to inspect shipments of imported drugs. This
function was later assumed by federal agents of the Bureau of Chemistry (renamed the FDA in 1930)

1877 Sudden death caused by chloroform anaesthesia

1898 The Bayer Company sold heroin as “a superior cough suppressant”

1906 Pure Food and Drugs Act of 1906: Problems with medicines and foods outraged the public and Congress.
Required manufacturers to list ingredients contained in their products, meet standards of strength and purity
established in the U.S.P. Amended over next 30 years to make labelling drugs with false claims a crime and
to require physicians to have a license number to prescribe narcotics

1911 In Germany evaluation of marketed medicines was the responsibility of the Congress of Internal Medicine
later known as Medicines Commission of the German Medical Profession (AkdÄ)

1922 Fatal hepatic necrosis due to arsenicals.

1938 Federal Food, Drug and Cosmetic Act of 1938 following the manufacturer of sulfanilamide tablets, a
popular cold remedy, with a more palatable liquid version, with a sweet raspberry taste. It turned out that
the compound used to dissolve the tablets into solution was diethylene glycol, a deadly poison related to
antifreeze. The FDC Act required proof of safety before a new drug could be marketed in the New Drug
Application , allowed prosecution for false claims of drugs, without having to prove intent to defraud,
OTC but not prescription drugs, had to be labelled with adequate warnings and directions for use. The
beginning of federal regulations governing the drug development and approval process (CFR).

1951 The Durham-Humphrey Amendment required certain drugs to be available only through a prescription
from a licensed physician.

1952 In France, sudden deaths after diethyl tin diodide was mistakenly used in a skin preparation

1958 &
1961

In Germany the Medicines Commission German Medical Profession (Arzneimittelkommission der
deutschen Ärzteschaft) now Scientific Expert Committee of the German Medical Association reinforce
request for the submission of adverse drug reactions following thalidomide birth defect tragedy. (Adverse
drug reaction form introduced in 1963 and forwarded to Federal Board of Health)

1961 First German Medicines Act with reform of public health including pharmacovigilance in 1978.

1962 Kefauver-Harris Drug Amendment of Federal Food, Drug and Cosmetic Act of 1938 was introduced
following the thalidomide birth defect tragedy . Although not licensed in USA the FDA discovered that 2.5
million tablets of thalidomide were distributed to 1,270 U.S. physicians as samples. 200,000 American
patients received thalidomide. The amendment required drugs to be proven effective as well as safe prior to
marketing, required drug companies to register with the FDA, and gave FDA “explicit authority to require
compliance with good manufacturing practices.

1966 FDA released the Guidelines for Reproduction Studies / WHO

1968 WHO Programme for International Drug Monitoring now co-ordinated by the Uppsala Monitoring Centre

1974 National Research Act of 1974 (45 CFR 46): The National Commission for the Protection of Human the
Protection of Human Subjects in Biomedical and Subjects in Biomedical: Investigational Review Board/
Ethics Committee.

1979 The Belmont Report from National Commission : Respect for Perrsons, Beneficence, Justice

1990 International Conference on Harmonisation (ICH) Guidelines

1991 Common Rule (Investigational Review Board, Informed consent, Selection of Patients)

CFR Code of Federal Regulations; FDA Food and Drug Administration; OTC over the counter;
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Table 4.2 FDA announcement of a drug withdrawal
FDA's Website. (http://www.FDA.de)

"BAYER VOLUNTARILY WITHDRAWS BAYCOL" - FDA today announced that Bayer Pharmaceutical Division is
voluntarily withdrawing Baycol (cerivastatin) from the U.S. market because of reports of sometimes fatal rhabdomyolysis,
a severe muscle adverse reaction from this cholesterol-lowering (lipid-lowering) product. The FDA agrees with and
supports this decision.

Baycol also known as Cerivastatin, which was initially approved in the U.S. in 1997, is a member of a class of
cholesterol lowering drugs that are commonly referred to as "statins." Statins lower cholesterol levels by blocking a
specific enzyme in the body that is involved in the synthesis of cholesterol. While all statins have been associated with very
rare reports of rhabdomyolysis, cases of fatal rhabdomyolysis in association with the use of Baycol have been reported
significantly more frequently than for other approved statins.

Fatal rhabdomyolysis reports with Baycol have been reported most frequently when used at higher doses, when used in
elderly patients, and particularly, when used in combination with gemfibrozil (LOPID and generics), another lipid
lowering drug. FDA has received reports of 31 U.S. deaths due to severe rhabdomyolysis associated with use of Baycol,
12 of which involved concomitant gemfibrozil use.

Rhabdomyolysis is a condition that results in muscle cell breakdown and release of the contents of muscle cells into the
bloodstream. Symptoms of rhabdomyolysis include muscle pain, weakness, tenderness, malaise, fever, dark urine, nausea,
and vomiting. The pain may involve specific groups of muscles or may be generalized throughout the body.

Most frequently the involved muscle groups are the calves and lower back; however, some patients report no symptoms
of muscle injury. In rare cases the muscle injury is so severe that patients develop renal failure and other organ failure,
which can be fatal. Bayer Pharmaceutical Division has announced plans to withdraw Baycol to the pharmacy level.
Pharmacies will be instructed to return the product to the manufacturer for a refund. Patients who are taking Baycol
should consult with their physicians about switching to alternate medications to control their cholesterol levels. Patients
taking Baycol who are experiencing muscle pain or are also taking gemfibrozil should discontinue Baycol immediately
and consult their physician.

There are five other statins available in the U.S. that may be considered as alternatives to Baycol. They are: lovastatin
(Mevacor), pravastatin (Pravachol), simvastatin (Zocor), fluvastatin (Lescol), and atorvastatin (Lipitor).

For further information regarding the withdrawal of Baycol, patients and physicians can contact Bayer Customer
Service 1-800-758-9794 or the FDA's Drug Information Office at 301-827-4573 or 1-888-INFO-FDA, or go to "Baycol
Information" on FDA's Website. (http://www.FDA.de)

When crises arise, whether they are real or suspected, regulatory authorities are expected to

meet them efficiently. The regulatory authority has powers to suspend registration, impose

special conditions, or severely restrict use to certain patients or prescribers. The authority

may require manufacturers to change the product information in a specified manner. These

decisions are normally communicated by drug alerts, general letters to doctors and

pharmacists, press statements, through websites, newsletters and journal publications,

depending on the type and urgency of the message and those who are being addressed.

Many national authorities have identified the need for developing an organizational plan for

managing risks and for communication and action during crises. Regulators themselves

often react under duress in a drug safety crisis within a legislative or administrative

framework that is inadequate or excessively restrictive. There should be clear yet flexible
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operating procedures so that their response is not delayed, unnecessarily complicated, or

unduly cautious (undue caution may result in removal of a product from the market even

when there may be no justification and a more thoughtful and less drastic response would

be appropriate). (1)

The pharmaceutical industry has prime responsibility for the safety of medicines, from the

start of drug development and thereafter throughout the lifetime of the drug. Many

companies have developed innovative and efficient monitoring systems that have

contributed to the detection of new safety signals. Encouraged by the 1998 Erice

Declaration on Communicating Drug Safety, communication and exchange of information

between the industry, regulatory authorities and the public has improved, which has more

recently been further supported by the establishment of the community database

(Eudravigilance Database) in December 2001, in London.

4.3 World Health Organisation and Pharmacovigilance

The thalidomide disaster in 1961 awakened a need to regulate pharmacovigilance not only

by the national competent (regulatory) authorities but also over and above this at an

international level. The Sixteenth World Health Assembly in 1963 adopted a resolution

stressing the need for early action in regard to rapid dissemination of information on

adverse drug reactions and led to initiation of the WHO Pilot Research Project for

International Drug Monitoring in 1968. The purpose of this was to develop a system,

applicable internationally, for detecting previously unknown or poorly understood adverse

effects of medicines forming the basis of the practice and science of pharmacovigilance to

improve the safe and cost-effective use of medicines by avoiding further disasters in both

developed and developing countries in the interests of improved public health.

The International Pilot Programme of 1968 was followed by the WHO Programme for

International Drug Monitoring now co-ordinated by the Uppsala Monitoring Centre (UMC)

in Uppsala, Sweden, with oversight by an international board. The principal function of the

Uppsala Monitoring Centre is to manage the international database of adverse drug reaction

reports received from participating countries. The Programme has expanded from 10

countries in 1968 to include more than sixty countries with active participation of regional
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reporting centres (housed within hospitals), interest groups, dedicated internal medicine and

pharmacology department units, drug and poison information centres and other non-

governmental organizations. http://www.who.int/en/

Since 1968 the Medicines Commission of the German Medical Profession

(Arzneimittelkommission der deutschen Ärzteschaft AkdÄ) has participated in the UMC

Programme as representatives for Germany (National Centre). Physicians are not legally

bound in Germany to report adverse drug reactions (with the exception of serious adverse

reactions to vaccinations1 and adverse drug reactions form clinical trials) to competent

authorities but are obliged by their Physician’s Code of Conduct (§6 MB-O) to inform

AkdÄ (http://www.akdae.de), thus giving Germany access and exchange of drug safety

information with other countries. AkdÄ shares a common database with the Competent

Federal Authority (BfArM).

The creation of the International Society of Pharmacoepidemiology (ISPE) in 1984 and of

the European Society of Pharmacovigilance (ESOP – later ISoP – the International Society)

in 1992 marked the introduction of pharmacovigilance formally into the research and

academic world, and its increasing integration into clinical practice.

In addition a number of countries have implemented active surveillance systems to collect

epidemiological information on adverse reactions to specific drugs. Examples of such

systems are:

 Prescription event monitoring systems (PEM) in New Zealand and UK

 Record linkage systems in the United States of America and Canada

 Case control studies in the United States of America.

In the early 1980s, in close collaboration with the WHO, the Council for International

Organizations of Medical Sciences (CIOMS) launched its programme on drug development

and use. CIOMS provided a forum for policy makers, pharmaceutical manufacturers,

government officials and academics to make recommendations on the communication of

safety information between regulators and the pharmaceutical industry. The adoption of

many of the recommendations of CIOMS by the International Conference on

1
Infektionsschutzgesetz § 6 IfSG http://www.akdae.de/50/50/25Infektionsschutzgesetz.html
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Harmonization (ICH) in the 1990s has had a notable impact on international drug

regulation.

4.4 Pharmacovigilance and Pharmaceutical Industry
Table 4.3. Overview of regulations governing pharmacovigilance for Manufacturing Authorisation Holders

Pharmacovigilance: Regulations for Manufacturing Authorisation Holder

E2A CPMP/ICH/377/95 Clinical Safety Data Management: Definitions and Standards for
Expedited Reporting

E2BM CPMP/ICH/287/95 Data Elements for Transmission of Individual Case Safety Reports
(ICSR) (2002). E2B (M) Data Elements for Transmission of ICSR
(2004 Q & A)

E2B/M2 Maintenance of the Clinical Safety Data Management including the
Maintenance of the Electronic Transmission of ICSR Message
Specification

E2C CPMP/ICH/288/95 Clinical Safety Data Management: Periodic Safety Update Reports for
Marketed Drugs. Addendum E2 C2004

E2D CPMP/ICH/4679/02 Post-Approval Safety Data Management: Definitions and Standards for
Expedited Reporting ICH July 2003 –draft guidance

E2E Pharmacovigilance Planning (PvP) ICH November 2003 –draft
guidance

CIOMS Working Group 1 International Reporting of Adverse Drug Reactions (CIOMS I Form) –
served as a model for the development the ICH Guideline E2A

CIOMS Working Group II International Reporting of Periodic Drug-Safety Update Summaries
PSUR format, content and frequency, which has been adopted by many
regulatory authorities served as a model for the development the ICH
Guideline E2C (addendum to ICH E2C from CIOMS WG V)

CIOMS Working Group III Guidelines for preparing Core Clinical-Safety Information (CCSI)

CIOMS Working Group III & V Guidelines for preparing Development Core Safety Information in pre-
approval environment (DCSI)

CIOMS Working Group IV Benefit-Risk Balance for Marketed Drugs. Evaluating Safety Signals

CIOMS Working Group V Current Challenges in Pharmacovigilance: Pragmatic Approaches

CIOMS Working Group VI Management of Safety Information from Clinical Trials

Volume 9 - Pharmacovigilance

CPMP/PhVWP/108/99

Eudralex: Rules Governing Medicinal Products in the European Union

Notice to Marketing Notice to Marketing Authorisation Holders
Pharmacovigilance Guidelines now included in Eudralex Volume 9

CPMP/PhVWP/1618/01

CPMP/ICH/3945/03

Position Paper on Compliance with Pharmacovigilance Regulatory
Obligations Jan. 2002 (EMEA Inspections)

Post-Approval Safety Data Management – Definitions and Standards
for Expedited Reporting

Directive 2001/83/EG
Article 103

Now includied in Eudralex Vol. 1 ‘Qualified’ Person responsible for
pharmacovigilance (in Germany, der Stufenplanbeauftragter)
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For the pharmaceutical industry, pharmacovigilance is the post-marketing surveillance of

the safety of authorised commercialised medicinal products during their life on the market.

It includes safety monitoring and evaluation of suspected adverse drug reactions from phase

IV clinical trials, observational non-interventional studies e.g. postmarketing surveillance

studies, pharmacoepidemiologic studies, solicited reports from surveys, registries, patient

diaries etc., literature sources and spontaneous reports from healthcare professionals and

includes assessment of quality complaints. (CPMP/ICH/377/95)

The European Pharmacovigilance Guidelines (Eudralex Volume 9) regulate the

responsibilities of the pharmaceutical industry to establish a reliable pharmacovigilance

system with continual monitoring of drug safety (including regular literature database

searches of e.g. Medline, Embase), prompt reporting to the competent authorities (within 15

days of receipt of information), detection of signals with a timely initiation of a risk

management plan. The pharmacovigilance guideline requires a named “qualified person”

with medical qualification or direct access to medical expertise (in Germany, der

Stufenplabeauftragter) to organise and coordinate safety procedures and risk management

including drug recall within the pharmaceutical firm. Inspections will be initiated by the

European Medicines Evaluation Agency (EMEA) to check compliance of the

pharmaceutical industry with the pharmacovigilance guidelines (CPMP/PhVWP/1618/01)

and with the authority to release warnings, public notices of the offence including the name

of the Marketing Authorisation Holder and if appropriate take legal action (penal offence

and fines).

Competent authorities must co-operate and exchange information with one another. This

has been facilitated by the establishment of the EMEA Eudravigilance Database and

provision for electronic transfer of data. (CPMP/ICH/287/95). This is a central computer

database established by the EMEA in December 2001, in London, which contains adverse

reaction reports to medicines licensed across Europe. Competent authorities, EMEA and

European Commission have access to this database.

In addition the Marketing Authorisation Holder is legally bound at regular intervals

following the licensing of the product to prepare a Periodic Safety Update Report on the

licensing status of the product in the global market, detailed information on drug safety
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with a systematic analysis and evaluation of the risk benefit profile based on cumulative

data from all sources, including national and international publications as well as a report

on any necessary consequences. (CPMP/ICH/288/95)

4.5 Community Databases

To establish better communication between the competent authorities in the Member States,

EMEA and the European Commission a central computer database has been established by

the EMEA in December 2001, in London.

The EudraVigilance database contains two reporting modules

1. The EudraVigilance Post-Authorisation module (EVPM) designed for post-

authorisation Individual Case Safety Reports (ICSR) as required by Council

Regulation No. 2309/93/EEC, as amended (to be replaced by Regulation (EC) No

726/2004 in November 2005), Directive 2001/83/EC, as amended, and Volume 9 of

the "Rules Governing Medicinal Products in the European Union".

2. The EudraVigilance Clinical Trial (EVCTM) module designed for pre-authorisation

serious unexpected suspected adverse reactions (SUSAR) (pre-authorisation

Individual Case Safety Reports - ICSR) as required by Directive 2001/20/EC. As a

general rule all SUSAR reports originating from any interventional clinical trial

(Phase I – IV) as defined in Directive 2001/20/EC are sent electronically to the

EVCTM. This includes, when applicable the comparator (active control or placebo).

The database provides and facilitates an overview of SUSAR and provides for

enhanced protection of clinical trial subjects.

It is closely linked for the identification of the product and clinical trial, and other clinical

trial information, to the clinical trial EudraCT database. An interface is planned.

The European Clinical Trials Database (EudraCT) is a database needed to facilitate

communication between the competent authorities, to enable each to undertake better the

oversight of clinical trials and investigational medicinal product development, and to



CHAPTER 4. PHARMACOVIGILANCE 49

provide for enhanced protection of clinical trial subjects and patients receiving

investigational medicinal products. EudraCT contains information on

 Application and Authorization of Clinical Trial

 End of Clinical Trial

 Inspections

4.6 Pharmacovigilance / Safety Monitoring in Clinical Trials

Table 4.4. Overview of regulations governing safety monitoring in clinical trials
Regulations for Safety Monitoring in Clinical Trials

Directive 2001/20/EC Directive 2001/20/EG of the European Parliament and of the Council
on the approximation of the laws, regulations and administrative
provisions of the Member States relating to implementation of good
clinical practice in the conduct of clinical trials on medicinal products
for human use. Official Journal of the European Communities' (L121,
pp34-44).

ENTR/CT 3
Brussels April 2004

Detailed guidance on the collection, verification and presentation of
adverse reaction reports arising from clinical trials on medicinal
products for human use. A guidance written in request of Article 18 of
Directive 2001/20/EC

ENTR/CT 4
Brussels April 2004

EudraVigilance Clinical Trial Module - Detailed guidance on the
European Database of Suspected Unexpected Serious Adverse
Reactions. A guidance written in request of Article 17.3(a) of Directive
2001/20/EC

ENTR/CT 5
Brussels April 2004

Detailed Guidance on the European Clinical Trials Database (EudraCT
Database). A guidance written in request of Article 11 of the Directive
2001/20/EC

E6 CPMP/ICH/135/95 ICH Topic E6 Guideline for Good Clinical Practice and
CPMP/ICH/135/95 Note for Guidance on Good Clinical Practice

E2A CPMP/ICH/377/95 Clinical Safety Data Management: Definitions and Standards for
Expedited Reporting

E2BM CPMP/ICH/287/95 Data Elements for Transmission of Individual Case Safety Reports
(ICSR) (2002). E2B (M) Data Elements for Transmission of ICSR
(2004 Q & A)

E2B/M2 CPMP/ICH/285/95 Maintenance of the Clinical Safety Data Management including the
Maintenance of the Electronic Transmission of ICSR Message
Specification

CIOMS Working Group V Current Challenges in Pharmacovigilance: Pragmatic Approaches

CIOMS Working Group VI Management of Safety Information from Clinical Trials

Pharmacovigilance in clinical trials phase I to III covers drug safety monitoring and

evaluation of all adverse events with or without a causal relationship to the investigational
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medicinal product and any adverse drug reaction to concomitant medication.

Investigational medicinal products, are in general either unauthorized products still under

investigation or authorized products under investigation for new indications or in dosages

other than those recommended by the product information.

Drug safety monitoring in clinical trials ensures the safety of the participants and a

continual assessment of the risk and the benefit. Even in oncology clinical trials often with

patients with unfavourable prognosis, where emphasis is placed on survival, a risk benefit

assessment is essential, particularly in the last decade where further advancements in

research for more effective chemotherapeutics, despite the wide spectrum of new

approaches, is slow and the benefits of new treatments over less toxic standard approaches

have been modest. It must be determined whether or not the small improvements in overall

survival compensates for the additional discomfort experienced by the patient.

Adverse event documentation and reporting in clinical trials has been harmonised

throughout Europe by implementation of the Clinical Directive 2001/20/EC into national

law. Time limits for reporting serious unexpected suspected adverse reactions (SUSAR)

from clinical trials to competent authorities and ethics committees have been enforced (no

later than 7 days for deaths and life-threatening adverse reactions and 15 days for all

others). The aim is to identify and concentrate on SUSAR, allowing for annual review and

revision (Directive 2001/28/EC) of the product information (Investigator Brochure or

Summary of Product Characteristics (SmPC) by the pharmaceutical industry

(Manufacturing Authorisation Holder).

In addition adverse drug reactions associated with concomitant medication administered in

clinical trials, where the sponsor is not the marketing authorization holder, should be

reported either directly to competent authorities2 or to the marketing authorization holder of

the concomitant medication so as regulatory requirements can be met and the serious

adverse drug reactions can be reported to the competent authorities within 15 days.

2 In Germany report to AkdÄ which shares a common database with BfArm
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4.7 Drug Safety Monitoring in Germany (Directive 2001/20/EC)
The implementation of Directive 2001/20/EC into the German Medicines Act

(Arzneimittelgesetz AMG) led to a detailed “Ordinance on applying Good Clinical Practice

to the conduct of a clinical trial on a medicinal product for human use. GCP-V, 9.August

2004” This ordinance has as source document “Detailed guidance on the collection,

verification and presentation of adverse reaction reports arising from clinical trials on

medicinal products for human use ENTR/CT3 April 2004 Brussels” .

The ordinance reflects the contents of this guidance in detail but has introduced additional

specific requirements for Germany. (In the following text paragraphs common to both the

ordinance and detailed guidance ENTR/CT 3 are in regular text, paragraphs which are

German specific are in italics, other passages in the European guidelines not detailed in the

ordinance are included and marked as a comparison.)

Section 4 Documentation and Notification, Database, Inspections

§ 12 Investigator’s Responsibilities: Documentation- and Notification of Adverse Events

(1)-(3) In compliance with German Medicines Act (§67 AMG) the investigator must notify

local regional health authorities of the start and termination / end of the clinical trial or

delegate this responsibility in writing to the sponsor.

(4) The investigator shall report all Serious Adverse Events (SAE) immediately to the

sponsor except for those that the protocol or investigator's brochure identifies as not

requiring immediate reporting. The initial report shall be promptly followed by detailed,

written reports. Personal data are to be pseudo-anoymised (with conditional reidentification

possible) before transmission using the identification code (unique code number) of the

trial subjects.

(5) Adverse events and/or laboratory abnormalities identified in the protocol as critical to

the evaluation of safety must be reported to the sponsor by the investigator according to the

reporting requirements within the time periods specified in the protocol. Personal data are

to be pseudo-anoymised (with conditional reidentification possible) using the identification

code of the trial subjects before transmission.
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(6) In the case of death, the investigator shall supply the Ethics Committee concerned, by

multicenter clinical trials the local ethics committees, the concerned Competent Authorities

and the sponsor with any additional information required to allow them to fulfil their duties.

Personal data are to be pseudo-anoymised (with conditional reidentification possible) using

the identification code of the trial subjects before transmission.

(7) In clinical trials with IMP from genetically modified organisms or combinations of

genetically modified organisms or containing such the investigator shall inform the

sponsor immediately of any unanticipated observations of possible damage to the health

of uninvolved persons) and the environment, which were not considered in the

assessment of the risk. (Germany specific)

§ 13 Sponsor’s Responsibilities: Documentation- und Notification Obligations

(1) The sponsor has to keep detailed records of all AE reported to him by the

investigator(s)*. These records will be submitted on request to the Competent Federal

Authority concerned (BfArM / PEI) and the concerned competent authorities of other

Member States of the European Union and and contractual states of the Treaty on the

European Economic Area, in whose territory the clinical trial is being conducted. Personal

data are to be pseudo-anoymised (with conditional reidentification possible) before

transmission using the identification code of the trial subjects.

In addition according to ENTR/F2/BL D (April2003: ) “The investigator must perform an

evaluation with respect to seriousness, causality and expectedness of the AE. All adverse events

judged by either the investigator or the sponsor as having a reasonable suspected causal

relationship to an investigational medicinal product qualify as adverse reactions. The causality

assessment given by the investigator should not be downgraded by the sponsor. If the sponsor

disagrees with the investigator’s causality assessment, both, the opinion of the investigator and

the sponsor should be provided with the report”.

(2) The sponsor must report all suspected serious unexpected adverse reactions (SUSAR) as

soon as possible but within a maximum of fifteen days of first knowledge by the sponsor, to
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the Ethics Committee concerned, to the Competent Federal Authority concerned (BfArM /

PEI) and the concerned competent authorities of other Member States of the European

Union and and contractual states of the Treaty on the European Economic Area, in whose

territory the clinical trial is being conducted and to all investigators involved in the clinical

trials. Personal data are to be pseudo-anoymised (with conditional reidentification possible)

using the identification code of the trial subjects before transmission. (i.e. to the concerned

competent authorities and to the Ethics Committee concerned and to investigators

ENTR/CT3)

In addition according to ENTR/F2/BL D (April2003): “All suspected adverse reactions related to

an IMP (the tested IMP and comparators) which occur in the concerned trial, and that are both

unexpected and serious (SUSAR) are subject to expedited reporting. Additionally for IMPs that

have not a marketing authorisation in any MS of the European Community, any other SUSAR

associated with the IMP and as soon as the sponsor becomes aware of them are subject to

expedited reporting. This includes:

• SUSARs, which occur in another trial, conducted by the same sponsor either in European

Community or in a third country (i.e. in non European Community countries),

• or which are identified by spontaneous reports or a publication,

• or which are transmitted to the sponsor by another regulatory authority.”

(3) The sponsor ensures that all relevant information about suspected serious unexpected

adverse reactions (SUSAR) that are fatal or life-threatening is reported as soon as possible

but and in any case no later than seven days after first knowledge by the sponsor of such a

case, and that relevant follow-up information is subsequently communicated within an

additional eight days to the Ethics Committee concerned, to the Competent Federal

Authority concerned (BfArM / PEI) and the concerned competent authorities of other

Member States of the European Union and and contractual states of the Treaty on the

European Economic Area, in whose territory the clinical trial is being conducted and to all

investigators involved in the clinical trials. (i.e. to the concerned competent authorities

and to the Ethics Committee concerned and to investigators)

Personal data are to be pseudo-anoymised (with conditional reidentification possible) using

the identification code of the trial subjects before transmission.
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(4) Other safety issues requiring expedited reporting

The Sponsor reports as soon as possible but within a maximum of fifteen days of first

knowledge by the sponsor to the Ethics Committee concerned, to the Competent Federal

Authority concerned (BfArM / PEI) and the concerned competent authorities of other

Member States of the European Union and and contractual states of the Treaty on the

European Economic Area, in whose territory the clinical trial is being conducted about each

circumstance, which requires a re-evaluation of the current benefit-risk-assessment of the

Investigational Medicinal Product (IMP) in particular:

 single case reports of an expected serious adverse reactions with an unexpected outcome

(e.g. a fatal outcome = SUSAR)

 an increase in the rate of occurrence of an expected serious adverse reaction, which is

judged to be clinically important ( Increase in incidence of SAR = SUSAR)

 post-study SUSARs that occur after the patient has completed a clinical trial

 new event relating to the conduct of the trial ( protocol-related events) or the

development of the IMP likely to affect the safety of the concerned subjects

In addition according to ENTR/F2/BL D (April2003): “Other safety issues also qualify for

expedited reporting where they might materially alter the current benefit-risk assessment of an

IMP or that would be sufficient to consider changes in the IMP administration or in the overall

conduct of the trial, for instance.”

In addition according to ENTR/F2/BL D (April200 3) ……“ such as :

 a serious adverse event which could be associated with the trial procedures and which could

modify the conduct of the trial,

 a significant hazard to the subject population such as lack of efficacy of an IMP used for the

treatment of a life-threatening disease,

 a major safety finding from a newly completed animal study (such as carcinogenicity)”

(5) The sponsor reports as soon as possible any measures taken according to § 11 (i.e.

Measures to Protect against Imminent Danger) along with the underlying event (triggering

factor) to the Ethics Committee concerned, to the Competent Federal Authority concerned

(BfArM / PEI) and the concerned competent authorities of other Member States of the
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European Union and and contractual states of the Treaty on the European Economic Area,

in whose territory the clinical trial is being conducted

(6) The sponsor sponsors has to submit, once a year throughout the clinical trial or on

request a line-listing of all reports of suspected Serious Adverse Reactions (SSAR) that

occurred during this trial and a report of the subjects’ safety to the Ethics Committee

concerned, to the Competent Federal Authority concerned (BfArM / PEI) and the

concerned competent authorities of other Member States of the European Union and and

contractual states of the Treaty on the European Economic Area, in whose territory the

clinical trial is being conducted.

In addition according to ENTR/F2/BL D (April2003) “to the competent authority and the Ethics

Committee of the concerned Member States, taking into account all new available safety

information received during the reporting period. This global analysis should be the same for the

competent authorities concerned and the Ethics Committee concerned.”

In addition according to ENTR/F2/BL D (April2003): “The annual safety report of a clinical

trial should have three parts:

• a report on the subjects’ safety in the concerned clinical trial(safety analysis and benefit-risk

evaluation)

• a line listing of all suspected SARs (including all SUSARs/ MedDRA) occurred in the

concerned trial

• an aggregate summary tabulation of suspected SARs that occurred in the concerned trial.

(7) If the sponsor while conducting clinical trials with drugs from genetically modified

organisms or combinations of genetically modified organisms or containing such,

receives new information about health risks to uninvolved persons or the environment,

the Competent Federal Authority concerned (BfArM / PEI) must be informed (Germany

specific)

(8) The sponsor informs the Ethics Committee concerned, to the Competent Federal

Authority concerned (BfArM / PEI) and the concerned competent authorities of other



CHAPTER 4. PHARMACOVIGILANCE 56

Member States of the European Union and contractual states of the Treaty on the European

Economic Area, in whose territory the clinical trial is being conducted of the end of a

clinical trial within 90 days. If the trial had to be terminated early or had to be interrupted

by the sponsor, the information will be given within 15 days with the reasons clearly

explained.

(9) The sponsor submits to the Competent Federal Authority concerned (BfArM / PEI) and

to the Ethics Committee concerned, within one year of the end of a clinical trial a summary

of the report about the clinical trial which covers all substantial results of the clinical trial.

(10) The sponsor guarantees that the essential documents of the clinical trial including the

Case Report Forms (CRFs) are being retained after the end or the early termination of the

clinical trial for at least ten years. Other regulations for storage of medical documents will

remain unaffected.

§14 Responsibilities of the Competent Authorities

(1) Corrective measures: Orderly Conduct of Clinical Trials

(2) Transmission of Data

(3) (4) Information required for the EMEA EudraCT-Database

(4) SUSAR: The responsible Competent Authority reports SUSAR promptly to the

European Medicines Agency (EMEA) Eudravigilance Database (EV-CT module).

In addition according to ENTR/F2/BL D (April2003): “In accordance with national

legislation, sponsors may be able to fulfill their obligation to reports SUSAR to the MS

competent authority by reporting them directly to the EMEA database established under

Article 11(1) of the Directive 2001/20/EC. This will avoid duplicate reporting to the

EMEA database where the same trial is conducted at sites in more than one Member

State and would result in more than one MS making the same report to the EMEA

database.”

In Germany it is a criminal offence in terms of § 97 Article 2 Nr 31 of the AMG to

whoever willfully or negligently
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1. contrary to § 12 Paragraph 1 Sentence 1 or Paragraph 4 or § 13 paragraph 2

Sentence 1 either does not report or reports incorrectly, incompletely or not in

timely manner SAE.

2. contrary to § 13 Paragraph 3 Sentence 1 either does not report or reports

incorrectly, incompletely or not in timely manner SUSAR

3. contrary to § 13 Paragraph 6 either does not submit a list or submits information

incorrectly, incompletely or not in timely manner.

4. contrary to § 13 Paragraph 7 either does not report or reports incorrectly,

incompletely or not in timely manner.

4.8 Respect of Privacy Laws in Pharmacovigilance

The requirements of Directive 95/46/EC of the European Parliament and of the Council of

24 October 1995 on the protection of individuals with regard to the processing of personal

data and in the free movement of such data should be respected. Physicians have a duty to

protect the use of information from treatment only in relation to that patient’s care, unless

they are expressly allowed otherwise by prior informed consent. These rights and duties are

not absolute. In some instances, the needs of public health may override those of the

individual patient for protection of confidentiality. Public health requirements such as

mandatory notification of certain diseases may justify disclosure of patient information. But

even when such disclosure is required in terms of public health need, it remains the

responsibility of the health worker to protect patient confidentiality as far as possible.

In most countries, the law does not require that adverse drug reactions should be reported,

and National Centres in those circumstances do not have the legal protection afforded

where there are mandatory reporting systems. It is essential that healthcare personnel

should obtain the consent of the patient when identity is disclosed on an adverse drug

reaction form or in a drug surveillance study.

It is ultimately in the patient’s interest that healthcare personnel should have access to good

information from other patients who have been exposed to the drug. Only by encouraging

reporting can regulatory agencies and manufacturers take responsibility for the safety,

efficacy and quality of the drugs they have approved or marketed for public consumption.
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National Centres have to maintain high standards of data protection when information has

been received on patients who have not given their informed consent. Patients should also

be helped to understand that the information they provide is likely to contribute to an

international understanding of drug safety.(1)
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EUDRAVIGILANCE Database (ICH E2B/CPMP /ICH/287/95)
European Regulatory Authorities

http://eudravigilance.emea.eu.int/human/index.asp
Clinical Trial Module of EUDRAVIGILANCE Database (EV CT) Post-marketing Module of EUDRAVIGILANCE Database (EV PM)

SUSAR from Interventional Clinical Trial Phase 1-IV
Safety Reporting independent of labelling or country.

Post-Marketing Safety Reporting Individual Case Safety Reports – ICSR
Non-interventional CT e.g. Registries PMS (Post-Marketing Surveillance Study) PASS
(Post-Authorisation Safety Study)

Directive 2001/20/EC Article 17.3 (a)
http://pharmacos.eudra.org/F2/eudralex/vol-1/home.htm

Council Regulation No. 2309/93/EEC as amended Directive 2001/83/EC
http://pharmacos.eudra.org/F2/eudralex/vol-1/home.htm
& Volume 9 of Eudralex
http://pharmacos.eudra.org/F2/eudralex/vol-9/home.htm

Directive 2001/20/EC implementing text “Detailed guidance on the
collection, verification and presentation of adverse reaction reports arising
from clinical trials on medicinal products for human use Brussels, ENTR/CT
3. Revision 1”
http://pharmacos.eudra.org/F2/pharmacos/new.htm

Note for Guidance – Regulatory Transmission of ICSRs in Pharmacovigilance
(EMEA/H31387/01/FINAL)
http://eudravigilance.emea.eu.int/human/euPoliciesAndDocs02.asp

Member States (SPONSOR) ENTER: SUSAR from all clinical trials
(Directive 2001/20/EC) with one site in Member State of the community

PLUS: SUSAR in third country where clinical trials are ongoing in
community by same or associated sponsor.

Sponsors who are not MAH for any of the IMPs used in the protocol i.e.
almost all non-commercial sponsors

Sponsors who are MAH for any of the IMPs used in the protocol Sponsors who are MAH for any of the IMPs used in the protocol

Competent Authority of each Member State

MAH Marketing Authorisation Holder; SUSAR serious unexpected suspected adverse reactions


