
Chapter 6. Safety Management in Clinical Trials

6.1 Introduction

According to pharmacovigilance guidelines (Eudralex Volume 9), the pharmaceutical

industry (marketing authorisation holder) is required to establish and maintain a

pharmacovigilance system which includes a centralised database within a Safety

Surveillance Department, staffed with pharmacists and physicians, which in addition to

postmarketing pharmacovigilance collects and collates adverse events from clinical trials,

prepares case reports and annual safety reports, and evaluates the risk benefit profile

required for the competent authorities, ethics committees and investigators. Non-

commercialised clinical trials, so called ‘Investigator Initiated Clinical Trials (IIT)’,

performed in institutions by academic research groups do not have this infrastructure and

the Chief Coordinating Principal Investigator on behalf of the sponsor is responsible for the

safety of the patients participating in the clinical trial and must set up a reliable

pharmacovigilance centre (Central Safety Desk) before the clinical trial begins.

6.2 Central Safety Desk

Before the clinical trial is initiated a Central Safety Desk and Database (administrative

system for the storage and retrieval of data) should be set up and a responsible person

(physician) experienced in Drug Safety (Pharmacovigilance) procedures appointed to

organize the collecting, documenting, coding according to Medical Dictionary for

Regulatory Activities (MedDRA) and reviewing of all adverse events (AE) and serious

adverse events (SAE) which occur throughout the clinical trial and for supervising the

preparation of the annual listing of serious adverse reactions (SAR) and annual Safety

Report. The Safety Desk should collaborate closely with the Chief Coordinating Principal

Investigator and is often established within the responsible Trial Office.

The Central Safety Desk reports all relevant safety information to the main Ethics

Committee and Competent Authority and investigators concerned in the clinical trial in

compliance with Guidelines on Adverse Reaction Reporting stipulated by EU Directive

2001/20/EC (1,2) and implemented into European National Laws.
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Table 6.1 Requirements for centralized collection of safety data

Industrial Clinical Trials (CT) International Investigator Initiated CT

Sponsor Sponsor (medical Institution)

‘Qualified’ Person responsible for Pharmacovigilance Chief Coordinating Principal Investigator

Contracts with Business Partners (CRO) Contracts with National Coordinators

Central Safety Surveillance Unit (Medical Monitor) Central Safety Desk (Physician)

 to register the adverse events in central database

 to code event with Medical Dictionary for Regulatory Activities (MedDRA)

 to assess seriousness, causality, expectedness

 to evaluate risk/benefit and identify risks (signal detection of cumulative data)

 to obtain follow-up information and check on inconsistencies

 to prepare case report (CIOMS) based on source documents (discharge letter, autopsy report)

 to write assessment (shift in risk/benefit and possible consequences)

 to prepare Annual Safety Report

 to transfer relevant safety data to competent Authorities (via National Coordinators)

 to transfer relevant safety data to ethics committees concerned (via National Coordinators)

 to transfer relevant safety data to investigators (via National Coordinators)

 to archive safety data

CRO clinical Research Organization; CIOMS Council for International Organizations of Medical Sciences

6.3 National Coordinator

In international multi-centre clinical trials with sites in other countries, competent

authorities and the main ethics committees concerned must also be informed of all safety

issues. Each country should appoint a National Coordinator (if applicable the Coordinating

Principal Investigator for this country) responsible for the sites in his country, who takes on

the responsibility of fulfilling all country specific regulatory requirements. A written

agreement between the National Coordinator of the participating country and the sponsor

should be obtained to clarify procedures and responsibilities.

6.4 Protocol

The clinical trial protocol is a document that describes the objectives, design, methodology,

statistical considerations and organisation of a clinical trial and includes detailed

instructions for the investigator on how to collect, document and report adverse events and
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serious adverse events in a timely manner to allow the sponsor or appointed delegate

(safety desk) to meet with safety reporting requirements to competent authorities and ethics

committee(s) concerned.

The clinical trial protocol should be identified by: the full title, the sponsor’s protocol code

number, version and date, and, if available, also by name or abbreviated title. It should be

dated and signed by the sponsor and the principal investigator at the site (for multi-centre

trials: the coordinating investigator). The protocol should contain the information outlined

in the Community guideline CPMP/ICH/135/95.(5)

The protocol includes

a. the definitions for adverse events (AE), serious adverse events (SAE), adverse

reactions (AR), serious unexpected suspected adverse reactions (SUSAR),

b. it identifies SAE which do not require immediate reporting to the Safety Desk but

which will documented on the case report forms (CRF) only,

c. it describes “AE of special interest” e.g. diagnostic laboratory findings to monitor

safety issues, which have to be reported throughout the trial at regular intervals to

the safety desk,

d. it defines the period of time requiring SAE reporting and is usually from the time of

signing of the informed consent, throughout the screening period and clinical trial

up until 15-30 days after either last day of receiving study medication (also for

drop-outs) or last visit,

e. it included time limits for the investigator to report SAE to the Safety Desk which is

usually 24 hours for life.threatening events and deaths or otherwise 1 business day,

f. the name, telephone and fax numbers of the personnel responsible for the clinical

trial including contacts after business hours, who may be called in an emergency,

g. it defines the reference documents for the determination of unexpectedness for

regulatory reporting to competent authorities e.g. Product Information. If this

information is other than the Investigator’s Brochure as would be with authorized

products or in non-commercialised clinical trials, then the product information
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(Summary of Product Characteristics) should be included as appendix to the

protocol,

h. it describes procedures for unblinding if relevant for the safety of the trial subject in

the course of a clinical trial.

i. When an independent Data Monitoring Committee (DMC) is appointed to review

on a regular basis safety data on the ongoing trial and to recommend to the sponsor

whether to continue, modify or terminate the trial, this procedure must be described

in the protocol.

j. All interim analyses will be carefully planned in advance and described in the

protocol. The protocol will describe the schedule of interim analyses, or at a

minimum, the considerations that will govern their generation. If study termination

on interim analyses is intended to be a possibility, a formal statistical sequential

analyses strategy must be stated in the protocol. (Appendix 2)

6.5 Confidentiality

Throughout the process of handling safety information, the reviewer or person handling the

forms must ensure that the confidentiality of subjects is maintained. Subject data should be

anonymised by a Unique Patient Identifier with the possibility of re-identification by

investigators for safety reasons. Any medical records (autopsy reports, laboratory findings,

hospital dismissal letters) transferred must be masked to protect the subject’s

confidentiality.

6.6 Case Report Forms

Protocol Case Report Forms (CRF) must include all information relevant for collecting and

assessing AE. In the oncology clinical trials, adverse reactions can be documented by

means of a checklist composed of expected toxicities chosen and graded for severity by

Common Terminology Criteria for Adverse Events (CTCAE) Version 3.0. A free text area

is available to document other adverse events.
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6.7 Informed Consent

Informed Consent is a process by which a subject voluntarily confirms his or her

willingness to participate in a particular trial, after having been informed of all aspects of

the trial that are relevant to the subject’s decision to participate.

Investigators must ensure that under informed consent, their patients are informed of the

known drug-related adverse events and that there may be others that are not currently

known. Investigators, Ethics Committees and Competent Authorities must be kept up to

date with any change in the safety profile of the investigational medicinal product (IMP),

particularly if the reported AE may affect the safety of the patients or the conduct of the

study. If the informed consent does not contain adequate information on all safety aspects

of the clinical trial then the sponsor is liable, even if the ethics committee has granted

approval. It may be necessary to supplement the informed consent with additional safety

information during the clinical trial (Amendment).

6.8 Serious Adverse Event Forms

Forms for transmitting information on serious adverse events (SAE) and adverse events

(AE) of special interest which have been identified by the protocol as being immediately

reportable to the sponsor’s Safety Desk must be available on the trial site. The investigator

completes the forms, assesses the seriousness and relatedness and immediately faxes the

available information to the Safety Desk. (Appendix 3, 4 and 5)

The SAE Form should include

 Clinical Trial Identification: EudraCT and protocol number, investigator, country

 Patient Identification:unique patient number, randomization number

 Patient demographics : sex, weight, height, date of birth, age at onset of AE, race

 Study Medication: Indication, drug code or brand name, dose details, frequency and

route of administration, start date/time, duration of perfusion, stop date, code broken by

investigator, batch details, action taken

 Details of Serious Adverse Event: Diagnosis, signs and symptoms, clinical

intensity/severity, date of onset, outcome (fatal, recovered/resolved, not
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recovered/resolved, recovered/resolved with sequelae, recovering/resolving), stop date

if resolved, treatment, action taken with respect to investigational medicinal product

(IMP withdrawn, dose reduced, dose increased, does not changed, unknown, not

applicable), indicate if reaction disappeared on withdrawal of the IMP without

treatment of SAE (dechallenge), or reappeared after readministration of IMP

(rechallenge), medical history relevant to SAE including preexisting conditions that are

diagnosed before the subject signs the informed consent form and that is documented as

part of the subject’s medical history but not the indication for the IMP, concurrent

condition (e.g. smoking, alcohol, allergies), past condition relevant to SAE (e.g.

myorcardial infarction, splenectomy), relevant family history, results of investigations

and procedures related to the SAE.

N.B if pregnancy (also from father under chemotherapy) is the SAE, pregnancy details

are required including last menstrual period, estimated date of conception, estimated

date of delivery, gestational age at exposure, outcome or date of (spontaneous) abortion.

 Assessment of severity

There is no universal scale for describing or measuring the severity of an adverse drug

reaction. Assessment is largely subjective. Reactions can be described as mild, moderate, or

severe and defined if required in more detail in the protocol. In oncology clinical trials the

NCIs Common Terminology Criteria for Adverse Events (CTCAE) Version 3.0 on toxicity

(http://ctep.cancer.gov) CTCAE code is applied as an assessment of severity.

 Assessment of seriousness

Adverse Event or Adverse Reaction with outcome of death, or is life-threatening, requires

hospitalization or prolongation of hospitalization, results in permanent disability, is a

congenital anomaly or birth defect, is cancer or is in the opinion of the investigator

medically important is classified as serious.

 Assessment of causality

The investigator is responsible for the assessment of relatedness and his decision has to be

respected for regulatory reporting purposes. The causality assessment given by the

investigator should not be overruled 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. (Guideline ICH E2A - CPMP/ICH/377/95)
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Table 6.2. Assessment of causality
Assessment of causality:

Is there a reasonable possibility of a causal relationship between the study product and the AE ?

Reasonable possibility:
classification includes
definitely,
probably (likely),
possibly related events

- reasonable temporal sequence to drug administration

- event can be fully attributable to administration of the IMP

- known pharmacological action of the IMP

- specific tests available (positive allergy test, antibodies, metabolites)

- as adverse drug reaction in the Product Information (IB /SmPC)

- or reported in the literature as a possible side effect

- dechallenge (event abates on discontinuation of IMP /without treatment)

- rechallenge positive (event reappears on re-exposure to the IMP)

- not explained otherwise by the subject’s clinical state or medical history or

by other concomitant agents/therapies etc.

No reasonable possibility:
classification includes
definitely not,
probably not,
unlikely related events

- no reasonable temporal sequence to drug administration

- event is explained by a number of other factors such as subject’s clinical
state, medical history or other concomitant agents/therapies

- aetiology has been clarified and is in no way related to the IMP

- no reason for suspecting a causal relationship to the IMP and

- investigations have established this beyond reasonable doubt.

The causal relationship is recorded on a binary scale, answering yes or no to the following question:

Is there a reasonable possibility of a causal relationship between the study investigational medicinal

product (IMP) and the SAE ? The phrase “reasonable causal relationship” means to convey in

general that there are facts, evidence or arguments to support a causal relationship with the IMP.

(Report of CIOMS Working Group VI)

 Protocol related

A protocol-related SAE is an SAE occurring during a clinical trial that is not related to the

IMP, but is considered by the investigator or the sponsor to be related to the research

conditions (i.e. related to the fact that a subject is participating in the clinical trial). For

example, a protocol-related AE may be an untoward event occurring during a washout

period or an event related to a medical procedure or medication required by the protocol.

 In case of death:

Date of death, autopsy findings, reported cause of death, autopsy-reported cause of death
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 Concomitant drugs at the time of adverse event

Name of drug (generic if possible), indication, total daily dose, start date or duration of

treatment.

6.9 Creating “Suspect Adverse Reaction Reports”

At the Central Safety Desk a database should be available for processing all adverse events

and creating reports on the recommended widely accepted standard CIOMS I Form

(Council for International Organisations of Medical Sciences), considered suitable for

transmittal of “Suspect Adverse Reaction Reports” to competent authorities and ethics

committees. As electronic transmittal is not yet possible in most non-commercialised

clinical trials, hard copies should be send.

http://www.cioms.ch/what_is_cioms.htm

(In commercial trials electronic reporting is the expected method for expedited reporting of

SUSARs to the competent authority. In that case, the format and content as defined by the

Guidance Detailed Guidance on the European database of Suspected Unexpected Serious

Adverse Reactions Eudravigilance-Clinical Trial Module should be adhered to.)

Medical Dictionary for Regulatory Activities

Adverse events should be coded according to Medical Dictionary for Regulatory Activities

(MedDRA). The use of MedDRA in the EU is mandatory for all regulatory adverse drug

reaction reporting since January 2003. MedDRA has been developed as an internationally,

clinically validated medical terminology for utilisation in data entry, retrieval, evaluation

and presentation, in both pre-and postmarketing phases of regulatory processes. Lower

level terms (LLT) should be used.

6.10 Serious Adverse Event Assessment

In addition an assessment of the serious adverse event should be added to the Suspect

Adverse Reaction Report either as part of the narrative or on the cover transmittal letter.

This includes a short statement on assessment of

 the causal relationship between the serious adverse event and the investigational

medicinal product by both investigator and sponsor (if not related state if other

explanation suspected)
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 the expectedness of the serious adverse reaction based on the contents of the Product

Information The term expectedness for regulatory purposes has nothing to do with

medically expected complications of underlying disease e.g. heart disease in a patient

with diabetes. For heart disease to be assessed as regulatory expected, the event must

be included as side effect in the applicable Product Information ongoing risk benefit

assessment i.e. whether additional scientific knowledge has been gained which could

have consequences for the authorization status and/or which could lead to changes in

the Product Information, Patient Information and Informed Consent, protocol, or

withdrawal of a batch. (Appendix 7)

 A statement if the risk/benefit has changed

 If there are any consequences to the study

 If changes are required to protocol, informed consent, or product information

 If investigators have been informed of safety issues and changes

6.11 Minimum Criteria for Expedited Reporting of SUSAR

Information on the final description and evaluation of an adverse reaction report may not be

available within the required time frames for reporting. For regulatory purposes, initial

expedited reports should be submitted within the time limits as soon as the minimum

following criteria are met:

a) a suspected investigational medicinal product,

b) an identifiable subject (e.g. study subject code number),

c) an adverse event assessed as serious and unexpected, and for which there is a

reasonable suspected causal relationship,

d) an identifiable reporting source,

and, when available:

 an unique clinical trial identification (EudraCT number or in case of non-European

Community trials the sponsor's trial protocol code number)

 an unique case identification (i.e. sponsor's case identification number).
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6.12 Follow-up Reports of SUSAR

In case of incomplete information at the time of initial reporting, all the appropriate

information for an adequate analysis of causality should be actively sought from the

reporter or other available sources. The Central Safety Desk should report further relevant

information after receipt as follow- up reports. In certain cases, it may be appropriate to

conduct follow-up of the long-term outcome of a particular reaction.

6.13 Other Safety Issues Qualifying for Expedited Reporting
Other important safety issues also qualifying for expedited reporting, should be notified by

a letter under the heading of safety report. The fist page of the report should reference the

EudraCT number, the title and the trial protocol code number of the trial to which it refers

and points of concern summarised in a short section.

6.14 Reporting to the Ethics Committee

In addition to the CIOMS I Form and the Cover Letter with the assessment, a table should

be prepared summarizing and listing the SUSAR and updated with each new SUSAR.

6.15 Annual Safety Report

In addition to the expedited reporting requirements of individual suspected unexpected

serious adverse reactions (SUSARs), sponsors will need to submit an annual safety report

to the competent authorities and ethics committees throughout the course of the clinical

trial. This safety report should take into account all new safety information received during

the reporting period. This global analysis should be the same for the competent authorities

concerned and the main Ethics Committee concerned.

The annual safety report should be submitted within 60 days of the end of the reporting

year. The reporting year ends on the anniversary date of the first authorisation of the

clinical trial in any Member State. For short-term trials (less than 6 months), the safety

report should be notified to the competent authorities and ethics committees within 90 days

of the end of the trial together with the end of study notification.
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In the event that the sponsor is conducting several clinical trials with the same

investigational medicinal product, only one safety report should be compiled including the

safety information from all the clinical trials. However information relating to trials being

conducted in Germany should be clearly identifiable.

The safety report should be presented in three parts and include the following information:

Status Report for Trial(s) at All Sites

For each trial:

 Numbers of subjects recruited overall and per clinical trial site

 Numbers completed overall and per clinical trial site

 Numbers withdrawn and the reason for withdrawal per clinical trial site

Clinical Trial Report

 A report on the clinical trial which provides a concise and critical safety analysis and

benefit-risk evaluation of subjects’ safety. Arising from this report, a detailed rational

must be given as to whether or not it is necessary to amend the protocol, the consent

form/patient information leaflet, or investigator’s brochure. Any changes in the

expectedness of suspected adverse reactions should be specifically highlighted.

 A line listing of all suspected serious adverse reactions (SAR), including SUSAR,

which have occurred in the clinical trial as described in Annex 4 of the EU “Detailed

guidance on the collection, verification and presentation of adverse reaction reports

arising from clinical trials on medicinal products for human use.”

 An aggregate summary tabulation of suspected SAR that occurred in the clinical trial

as described in Annex 5 of the EU “Detailed guidance on the collection, verification

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

products for human use.”

 Reports from drug safety monitoring committees, if relevant for the trial.

Global Safety Report (Commercialised Clinical Trials)

When the sponsor conducts several trials with the same investigational medicinal product, a

global safety report should be submitted. This report should take into account safety

information from all ongoing clinical trials and provide a concise analysis of the

implications of these findings for each of the populations studied. The report should also
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consider results of non-clinical or other experience with the investigational medicinal

product, which may impact on the subjects’ safety e.g post-marketing safety data, data from

compassionate use programs. Arising from this report, a detailed rational must be given as

to whether or not it is necessary to amend the protocol, the consent form/patient

information leaflet, investigator’s brochure for ongoing trials or prescribing information for

the medicinal product (SPC).

For further information on the pharmacovigilance requirements, please consult the EU

“Detailed guidance on the collection, verification and presentation of adverse reaction

reports arising from clinical trials on medicinal products for human use.”

6.16 Urgent Safety Measures

The Coordinating Principal Investigator/National Coordinator on behalf of the sponsor is

responsible for taking appropriate urgent safety measures to protect subjects against any

immediate hazard, where new events relating to the conduct of the trial or the development

of the investigational medicinal product (IMP) are likely to affect the safety of the subjects.

These may be taken without prior approval or authorization. The main Ethics Committee

and competent authority concerned must be notified of the new events, the measures taken

and the plan for further action as soon as possible; by telephone in the first place followed

by a written report. When a trial is halted, the Ethics Committee and competent authority

concerned should be notified within 15 days. The trial may not recommence until the main

Ethics Committee has given a favorable opinion and the competent authority concerned

have not raised grounds for non-acceptance of the recommencement.

6.17 Unblinding

If an unexpected SAE occurs in a clinical trials where the investigational medicinal product

is blinded, then the blind must be broken to identify the product before the competent

authorities are informed. For trials in high morbidity and/or high mortality disease, where

efficacy end-points could also be SUSAR or when a fatal or other "serious" outcome is the

primary efficacy endpoint in a clinical trial, the integrity of the clinical trial may be

compromised if the blind is broken. Under these and similar circumstances, it may be

appropriate to reach agreement with competent authorities in advance concerning serious
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events that would be treated as disease-related and not subject to systematic unblinding and

expedited reporting. Modalities for reporting these adverse reactions must be clearly

defined in the protocol.

For those trials, sponsors are strongly encouraged to appoint an independent Data

Monitoring Committee (DMC) in order to review on a regular basis and when necessary

safety data on the ongoing trial and to recommend to the sponsor whether to continue,

modify or terminate the trial. This procedure must be described in the protocol. The DMC

opinion and recommendations should be notified as soon as possible by the sponsor to the

competent authority and the Ethics Committee in the concerned Member State where they

qualify for expedited reporting. (ENTR/CT 3 April 2004).

6.18 Independent Data Monitoring Committee

An independent Data Monitoring Committee (DMC) is usually required for multi-site

clinical trials involving interventions that entail potential risk to the participants e.g.

randomized phase III trials. For earlier trials (phase I and phase II) a DMC may be

appropriate if the study has multiple sites, are blinded or employ particularly high-risk

interventions or vulnerable populations with high morbidity and high mortality disease. A

DMC should include clinicians and a statistician and meet at regular intervals. The DMC

should receive information on efficacy and safety information to protect the research

subjects from previously unknown adverse reactions or unnecessarily prolonged exposure

to an inferior therapy. After each meeting the DMC should provide the study coordinating

investigators with written information concerning findings and recommendations. If

appropriate the safety information should be forwarded to the concerned Ethics Committees

and Competent Authorities.

6.19 Standard Operating Procedures (Appendix 6)

Standard Operating Procedures (SOP) give step-by-step directions that are intended to

permit study personnel in all participating countries to carry out technical and other

procedures consistently and repetitively using the SOP as the single source of guidance. A

SOP must withstand the rigors of Good Laboratory Practice, Good Clinical Practice and

Good Manufacturing Practice requirements and aims at ensuring high quality standards.
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6.20 Training

Training of participating investigators and study personnel on protocol procedures, SAE

definitions and SAE reporting is essential to ensure compliance. Investigators must be

instructed to document all AE including SAE on the AE record page of the CRF regardless

of product or protocol relationship and to report all SAE, pregnancies, and other reportable

information immediately (within 24 hours /one business day). Each report should be

investigated thoroughly and followed until the event has subsided, returned to baseline, or

in case of permanent impairment, until the condition stabilizes. All reports of pregnancy

must be followed for information regarding the course of the pregnancy and delivery as

well as the condition of the infant.
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Safety Reporting to Competent Authorities and Ethics Committees (1)
Sponsor reports on IMP including comparator and placebo
from relevant trial but also reports on IMP from other trials
conducted by the sponsor, or notified by spontaneous
reports or publications.
(Pseudoanonymised using Unique Code Number)

Investigators*

Concerned Competent
Authorities (CA)
(CA-MS and others with
EudraCT Number)

Ethics Committee (EC) **
All EC concerned who
gave their approval

Reference
EU: ENTR/CT 3 Guideline
Germany: GCP-V Ordinance

N.B. in case of death . CA and EC can request info on
deaths directly from investigator X X X

ENTR/CT 3 (5)
GCP-V §12 (3)

All SAE and AE of “special interest” defined by the
protocol and reported by the investigator to the sponsor X

On request only

ENTR/CT 3 (6.2)
GCP-V §12 (1)

All SUSAR* within 15 days plus follow-up detailed written
report promptly X X X

ENTR/CT 3
GCP-V §13 (2)

SUSAR fatal or life-threatening within 7 days X X X ENTR/CT 3 / 6.3.1.5.1
GCP-V §13 (3)

Follow-up information to SUSAR life-threatening or
resulting in death within 8 days * X X

ENTR/CT 3 / 6.3.1.5
GCP-V §13 (3)

Other SUSAR within 15 days * X X ENTR/CT 3 / 6.3.1.5.2.
ENTR/CT 3 / 6.3.1.1.1

SUSAR from other trial conducted by the sponsor either in
EC or in a third country within 15 days * X X

ENTR/CT 3 / 6.3.1.1.1

SUSAR identified by spontaneous reports
within 15 days * X X

ENTR/CT 3 / 6.3.1.1.1

SUSAR identified by publication within 15 days * X X ENTR/CT3 / 6.3.1.1.1

SUSAR transmitted to sponsor by other regulatory authority
within 15 days * X X

ENTR/CT3 / 6.3.1.1.1

Other safety issues which might alter the current risk/benefit
assessment within 15 days

X X

ENTR/CT3 / 6.3.1.1.2.
GCP-V §13 (4)



APPENDIX 1 Safety Reporting to Competent Authorities and Ethics Committees

99

99

Safety Reporting to Competent Authorities and Ethics Committees (2)
Sponsor reports on IMP including comparator and placebo
from relevant trial but also reports on IMP from other trials
conducted by the sponsor, or notified by spontaneous
reports or publications.
(Pseudoanonymised using Unique Code Number)

Investigators*

Concerned Competent
Authorities (CA)
(CA-MS and others with
EudraCT Number)

Ethics Committee (EC) **
All EC concerned who
gave their approval

Reference
EU: ENTR/CT 3 Guideline
Germany: GCP-V Ordinance

Single case reports of expected SAR with an unexpected
outcome e.g. death
*within 15 days

* X X

ENTR/CT3 / 6.3.1.1.2.
GCP-V §13 (4)

 INCIDENCE SAR --> SUSAR*
(judged to be clinically important)

within 15 days
* X X

ENTR/CT3 / 6.3.1.1.2.
GCP-V §13 (4)

A significant hazard to the subject population such as lack
of efficacy of an IMP used for the treatment of a life-
threatening disease

* X X

Post-Study SUSAR after patient has completed the trial
within 15 days * X X

ENTR/CT3 / 6.3.1.1.2.
GCP-V §13 (4)

Protocol-related events: A SAE which could be associated
with the trial procedures and which could modify the
conduct of the trial. within 15 days

* X X

ENTR/CT3 / 6.3.1.1.2.
GCP-V §13 (4)

New event relating to development of IMP:
a major safety finding from a newly completed animal study
e.g.carcinogenicity, teratogenicity within 15 days

* X X

ENTR/CT3 / 6.3.1.1.2.
GCP-V §13 (4)

Procedures for Protection from imminent danger e.g. to
environment or not involved persons as well as underlying
triggering issue within 15 days * X X

GCP-V §13 (5) / §11
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Safety Reporting to Competent Authorities and Ethics Committees (3)

Sponsor reports on IMP including comparator and placebo
from relevant trial but also reports on IMP from other trials
conducted by the sponsor, or notified by spontaneous
reports or publications.(Pseudoanonymised /UCN)

Investigators

Concerned Competent
Authorities (CA)

(CA-MS and others with
EUDRACT Number)

Ethics Committee (EC)
All EC concerned who

gave their approval

Reference
EU: ENTR/CT 3 Guideline

Germany: GCP-V Ordinance

Annual line listing of all suspected SAR plus SUSAR that
occurred in the concerned CT and the CT for which the
sponsor is responsible whether in their MS or elsewhere
Day 1: Authorisation of any CT of IMP in a MS of EEA for
which sponsor is responsible

* X X

ENTR/CT3 / 6.3.2.1

GCP-V §13 (6)

Annual report on subjects’ safety in the concerned CT
(safety analysis and benefit-risk evaluation) * X X

ENTR/CT3 / 6.3.2.1

GCP-V §13 (6)

An aggregate summary tabulation of suspected SAR that
occurred in the concerned CT X X ENTR/CT3 / 6.3.2.1

IMP from genetically modified organisms: Information on
health risks to uninvolved persons or environment X GCP-V §13 (7)

Copies of all reports and recommendations of any
independent Data Monitoring Committee established for the
trial

X
UK: SOP for EC

Info on significant safety issue either individual case report
or upon review of aggregate data a.s.a.p. X X X ENTR/CT3 / 6.3.1.8

A safety issue that impacts upon the course of the CT,
including suspension of the CT or safety-related
amendments to protocol

X (X) (X)
ENTR/CT3 / 6.3.1.8

After completion of the CT, any unexpected safety issue
that changes the risks/benefit analysis ans is likely to have
an impact on participants PLUS proposed actions

(X) X
ENTR/CT3 / 6.5

* ENTR/CT 3 6.3.1.3 The sponsor shall inform all investigators concerned of relevant information about SUSAR that could adversely affect the safety of the subject
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Example taken from EURAMOS / EURO-E.W.I.N.G. 99 Protocol

Definitions and Explanation of Terms

An adverse event (AE) is any untoward medical occurrence in a patient

administered an investigational medicinal product (IMP) and which does not

necessarily have a causal relationship with this treatment. An AE can be any

unfavorable and unintended sign including an abnormal laboratory finding,

a symptom, or a disease temporally associated with the use of an IMP,

whether or not considered related to the IMP.

An adverse reaction (AR) is an untoward and unintended response to an

IMP, which is RELATED to any dose administered. All adverse events

judged by the reporting investigator as having a reasonable causal

relationship to a medicinal product qualify as adverse reactions. The

evidence of reasonable causal relationship means to convey in general that

there is evidence or argument to suggest a causal relationship.

The event is a suspected adverse reaction when either the investigator or the

sponsor suspect a causal relationship to the investigational medicinal

product (both test product and comparator). The causality assessment given

by the investigator should not be overruled 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 future reports.

An unexpected adverse reaction (UAR) is an AR, the nature or severity of

which is not consistent with the applicable Product Information (SmPC or

Investigator’s Brochure).

Examples of UAR:

 an expected /labelled SAR with an unexpected more severe outcome

(e.g. a fatal outcome),

 an increase in the rate of occurrence of an expected, serious AR is

considered as unexpected.

A serious adverse event or serious adverse reaction is any untoward

medical

occurrence or effect that at any dose results in death, is life-threatening,

requires hospitalization or prolongation of existing inpatients´

hospitalization, results in persistent or significant disability or incapacity, is

a congenital anomaly or birth defect.

A serious unexpected suspected adverse reaction (SUSAR) is a serious

adverse event where a causal relationship to the IMP cannot be excluded

(e.g. temporal relationship or no other reasonable explanation) is a

suspected SAR and when the nature or severity is not consistent with the

Product Information it constitutes a serious unexpected suspected adverse

reaction (SUSAR).
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SAE requiring immediate reporting on SAE Form to Sponsor’s Safety

Desk

SAE which require immediate reporting on SAE Form must be identified by

the protocol and include

 AE or AR which results in death

Death is an OUTCOME of a SAE and must be reported together with the

cause of death to the Safety Desk on SAE Form. If an autopsy report is

available it should be forwarded to the Safety Desk as soon as possible.

Death due to progression of disease is not an SAE and should be

documented on Case Report Form only.

 AE or AR which is life-threatening

The term "life-threatening" refers to an event in which the patient was at

immediate risk of death at the time of the event i.e. required immediate

intervention with life-saving intensive care treatment.

 AE or AR requiring (unanticipated) hospitalization

 or (unanticipated) prolongation of an existing hospitalization,

Hospitalization is defined as at least one overnight admission. Only

hospitalization which are considered unanticipated (clinically unexpected)

by the physician require immediate reporting on SAE Form.

 AE or AR resulting in persistent or significant disability or

incapacity

Disability is defined as a substantial disruption in a person’s ability to

conduct normal life functions e.g. persistent blindness, deafness. Disability

resulting from tumour surgery e.g. following amputation or limb salvage

surgery does not constitute a SAE.

 A congenital anomaly or birth defect is reportable as a SAE/or

SAR

Other immediately reportable information to Sponsor’s Safety Desk on

SAE Form

 Medically important conditions

Medical judgement should be exercised in deciding whether an adverse

event / reaction is serious in other situations. Important adverse events/

reactions that are in the opinion of the investigator clinically unexpected and

not immediately life-threatening or do not result in death or hospitalisation

but may jeopardise the subject or may require intervention to prevent one of

the other outcomes listed in the definition above, should also be considered

serious e.g. epileptic seizures, bronchospasmus.

 Clinically relevant abnormal unanticipated biological or vital signs

Abnormal biological or vital signs commonly occur under chemotherapy but

when considered clinically relevant by the physician i.e. unexpected or with

severity of CTCAE grade 4 require immediate reporting on SAE Form e.g.

nephrotoxicity (GFR  19ml/min/1.73 m2) or cardiac toxicity (FS<28%,

LVEF < 40%).

 AE of special interest

An AE of special interest is an AE designated by the sponsor for

transmission to the Safety Desk in the same time frame as an SAE, even if it

does not meet serious reporting criteria.
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 A protocol-related SAE

A protocol-related SAE is a SAE occurring during a clinical trial that is not

related to the investigational medicinal products, but is considered by the

investigator or the safety desk (sponsor) to be related to the research

conditions (i.e. related to the fact that a subject is participating in the clinical

trial). For example, a protocol-related AE may be an untoward event related

to a medical procedure required by the protocol.

 Cancer: Secondary malignancies

Secondary malignancies e.g. skin cancer, myelodysplastic syndrome (MDS)

usually occur later, but when they occur under protocol treatment, including

within 30 days of the last day of protocol treatment, they should be reported

immediately on SAE Form as well as being documented on the Secondary

Malignancy Form.

 Pregnancy

Pregnancy and its outcome should be reported as SAE in order to identify

and follow-up on any abnormalities. (Births from fathers under

chemotherapy are reportable on SAE Form)

EXEMPTIONS from immediate reporting of SAE to Safety Desk

SAE which do not require immediate reporting on SAE Form must be

identified by the protocol and documented on the CRF and can include

expected events under protocol treatment:

List <Type of SAE> due to <reason> (CTCAE Grade 1-3)

e.g.

 Neutropenia and neutropenic fever (CTCAE Grade 1-3)

 Infections and fever (CTCAE Grade 1-3)

 Haematological toxicity (haemoglobin, WBC, granulocytes,

platelets )

 Gut toxicity (mucositis / stomatitis, vomiting, diarrhoea) (CTCAE

Grade 1-3)

N.B. The following are NOT SAE (no underlying AE)

 Signs and symptoms of progression of disease

 Death due to progression of disease

Not all hospitalizations constitute a SAE (no underlying AE) and are not

reportable:

 hospitalization for procedures required by the protocol e.g.

chemotherapy, surgery, routine supportive treatment, biopsy or

monitoring of the study,

 hospitalization due to signs and symptoms associated with disease

progression,

 elective hospitalization for a pre-existing condition (i.e. a condition

other than the indication for the chemotherapy) that has not

worsened,

 admission is for rehabilitation in a Rehabilitation Centre or

Hospice or admission is for social reasons (e.g. due to anxiety of

the patient or parents but otherwise treatable on an outpatient

basis).

 Hospitalization for social reasons (patient’s caregiver is not

available)
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Documentation of Adverse Event (AE) and Serious Adverse Event

(SAE)

An adverse event (AE) or a serious adverse event (SAE) can occur from the

time that the subject signs the informed consent form to 30 days after last

day the patient receives treatment according to protocol (including drop-

outs) regardless of whether the event is product (chemotherapy) or protocol-

related.

For oncology clinical trials adverse events are graded for severity (intensity)

according to the Common Terminology Criteria for Adverse Events

(CTCAE) Version 3.0, which lists signs and symptoms and classifies them

according to grade 1-5 (attached as appendix).

CTCAE classification of severity is not to be related to the assessment of

“seriousness” which is based on criteria depending on action taken to the

AE e.g. hospitalization or the event outcome e.g. death (see definition of

SAE above).

Adverse events and serious adverse events must be documented on the

appropriate Case Report Forms (CRF). In addition certain serious adverse

events (SAE) require immediate reporting to the Safety Desk on the SAE

Form and include all SAE meeting the criteria defined in section “SAE

requiring immediate reporting on SAE Form to Safety Desk.”

SAE Reporting: Obligations of Investigator

The investigator must fax all SAE defined by the protocol in section “SAE

requiring immediate reporting on SAE Form to the Safety Desk (Sponsor)” reporting

on SAE Form, to the Sponsor’s Safety Desk within one business day. Patient`s

demographic data must be anonymised (Unique Patient Code Number).

INTERGROUP SAFETY DESK (SPONSOR)

NAME OF RESPONSIBLE PHYSICIAN

ADDRESS

FAX:

TEL:

E-MAIL:

The investigator is responsible for assessment of seriousness, severity (CTCAE v.

3.0) and relatedness of the SAE. The SAE Form should be completed with as much

information as possible. The investigator should not wait for full details before

making the initial report.

The investigator must fax any relevant follow-up information of any reported SAE

immediately (in less than 8 days) if the event is fatal, life threatening or as soon as

possible if the SAE is prolonged to the Safety Desk. If an autopsy report is available

it should be forwarded as soon as possible.

Follow-up information includes:

 the specific condition (diagnosis if possible) or event (presenting signs and

symptoms) and severity (CTCAE Version 3.0)

 the date and time of occurrence

 causal relationship to investigational medicinal product

 concomitant (supportive) therapy (important to identify possible

interactions)

 post-mortem reports (if applicable)

 other relevant information e.g. medical history, which could have played a

role in the development of the SAE, family history
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 additional laboratory tests required to investigate or follow-up SAE

 treatment of SAE; duration of SAE; outcome

 any action taken to the investigational medicinal product

The investigator must monitor the SAE until the condition resolves, stabilizes or its

cause is identified.

SAE Reporting: Obligations of Sponsor

The sponsor’s Safety Desk will review the SAE again for seriousness,

relatedness and assess the SAR for expectedness according to the applicable

Product Information (SmPC). If the Safety Desk disagrees with the

assessment of seriousness and relatedness, this opinion will be added and

will not replace the assessment of the investigator. The Safety Desk will

determine whether the SAE falls into the category of serious unexpected

suspected adverse reaction (SUSAR) or is protocol-related.

The Safety Desk transfers all safety information to all Coordinating

Principal Investigator of each country who ensures that the competent

authorities (CA), main Ethics Committee (EC) and investigators

participating within his/her own country are informed of all serious

unexpected suspected adverse reaction (SUSAR) and all other relevant

safety information in accordance with definitions and time limits set by the

EU-Directive 2001/20/EC as implemented into National Laws (in USA

Code of Federal Regulatons and ICH GCP Topic E6 and E2B):

 All relevant information about SUSAR that are fatal or life-threatening

must be reported as soon as possible to the CA, main EC and to all

investigators involved in the clinical trial and in any case no later than

seven days after knowledge by the Safety Desk of such a case. Relevant

follow-up information is subsequently communicated within an additional

eight days.

 All other SUSAR shall be reported to the CA, main EC and to all

investigators as soon as possible but within a maximum of fifteen days

of first knowledge by the Safety Desk of such a case.

 An annual safety report with a line listing of all suspected serious

adverse reactions (SAR) including SUSAR, an aggregate summary

tabulation of suspected SAR which occurred in the concerned trial and

a report of the subjects' safety, must be forwarded to the CA and main

EC.

In countries where EORTC also has patients, a written agreement between

the Coordinating Principal Investigator of each country (National

Coordinator) and EORTC should be obtained to clarify who is taking over

the responsibility of informing competent authorities, Ethics Committee/-s

and investigators of this country to avoid double notification of safety

information.

The Safety Desk will communicate with the Data Safety Monitoring Board

and prepare the annual safety report and line listing of SAR..
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EUDRACT NUMBER:

PROTOCOL: SERIOUS ADVERSE EVENT FORM PART 1 of 2

PATIENT INFORMATION
UNIQUE

PATIENT NO
SEX

M F
WEIGHT (kg) HEIGHT (cm) /

BSA
BIRTH DATE (DD/MM/JJJJ)

 

I.S.D. INTERN Nr :

REPORT INFORMATION
NAME OF INVESTIGATOR:INITIAL

FOLLOW-UP

FINAL REPORT
INSTITUTION:

E-MAIL:

TELEPHONE:

FAX:

INVESTIGATIONAL MEDICAL PRODUCT /-S (Brand name ® active agent )

INDICATION for IMP: Date of first day of protocol treatment  

Cycle/Course No:

IMP: Brand name ® / Agent BATCH No. Start date and
time of day

Stop date and
time of day

Dosage
Frequency

Route of Admin.

Is there a reasonable
possibility of a causal
relationship between

IMP and SAE ?

1. yes no

2. yes no

3. yes no

4. yes no

PROTOCOL RELATED
Is the event protocol-related (e.g. AE related to protocol-required procedure or medication) yes no

Specify :

Other possible cause of SAE: disease under study; other medical condition Specify if other:

CONCOMITANT MEDICATION (not specified by protocol) e.g. contraceptives etc (IMPORTANT to identify a possible interaction)

Brand name ® / Agent INDICATION
Start date and
time of day

Stop date and
time of day

Dosage
Frequency

Route of Admin.
Reasonable possibility of a

causal relationship

yes no

yes no

yes no

SERIOUS ADVERSE EVENT (SAE) DETAILS

SAE: Diagnosis (if possible) include / ATTACH details of signs, symptoms and abnormal laboratory findings.
State time/timelapse of onset of SAE (e.g. 2 hours after infusion of...)

Onset Date of SAE
(DD/MM/JJJJ)
 

Date of Resolution
(DD/MM/JJJJ)
 

Date of DEATH
(if applicable)
 

DEATH due to
disease progression

YES NO

ASSESSMENT OF SEVERITY (CTCAE 3.0) AND SERIOUSNESS
SEVERITY CTC grade 1 CTC grade 2 CTC grade 3 CTC grade 4 CTC grade 5
SERIOUS OR REPORTABLE REASON:

Results in death Results in persistent of significant disability/incapacity
Is life-threatening (at IMMEDIATE risk of death) Is a congenital anomaly/birth defect (in offspring)

Requires inpatient hospitalization / or prolongation Other medically important condition
Overdose Pregnancy Secondary Malignancy
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EUDRACT NUMBER: SERIOUS ADVERSE EVENT FORM PART 2 of 2

PATIENT INFORMATION
PATIENT ID NO BIRTH DATE (DD/MM/JJJJ) ETHNIC ORIGIN

RELEVANT MEDICAL/FAMILY HISTORY: other contributing causes (pre-existing/concurrent conditions not the indication)
(e.g. smoking, allergies, family history etc.) Start date Stop date

1.

2.

3.

4.

5.

SAE RELEVANT LAB FINDINGS OR FINDINGS from SPECIAL INVESTIGATIONS relating to SAE
if possible please attach report/results Normal Date Result

1.

2.

3.

4.

5.

6.

TREATMENT REQUIRED FOR
SAE

ACTION TAKEN TO IMP due to SAE OUTCOME OF SAE

None

Symptomatic

Supportive

Life-saving intensive care therapy

Specify:

Dose not changed

Dose reduced Dose increased

IMP temporarily discontinued

IMP withdrawn permanently

unknown not applicable (one dose only)

IMP re-introduced

Dechallenge: SAE disappeared on discontinuation
(without the influence of treatment to SAE)

yes no

Rechallenge: SAE on reexposition:

yes no

IMP unblinded yes no

recovered / resolved

recovering / resolving

not recovered / not resolved

recovered / resolved with sequelae

fatal unknown

if fatal outcome: specify cause of death

Autopsy report available / attached

SIGNATURES
PREPARED BY (RESPONSIBLE PHYSICIAN / PHARMACIST)

Investigator’s Signature Name (Please Print) Date (DD/MM/JJJJ)

FAX WITHIN 24 HOURS / 1 BUSINESS DAY TO SAFETY DESK:

FAX NO. XXX

TEL XXXX
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EUDRACT NUMBER:

PROTOCOL: SERIOUS ADVERSE EVENT TRANSMITTAL FORM PART 1 of 1

FROM:

INVESTIGATOR:

INSTITUTION:

FAX:

TEL:

E-MAIL:

FAX TO:

INTERGOUP SAFETY DESK

FAX: +49

E-MAIL

PATIENT ID: SAE Nr :

initial follow-up final
INVESTIGATIONAL MEDICINAL

PRODUCT

SERIOUS ADVERSE EVENT

SAE ASSESSMENT

Seriousness
Reasonable possibility of a causal

relationship between SAE and IMP
Expectedness

(as labeled in SmPC)
Protocol-

related

yes no yes no expected unexpected yes no

Investigator N.A N.A

Safety Desk /

Physician

COMMENT

EXPEDITED REPORTING REQUIRED:

Yes No SUSAR: Serious Unexpected Suspected and Related Adverse Reaction to IMP

Life-threatening SUSAR Yes (7 day time limit) All other SUSAR (15 day time limit)

Yes No Serious and protocol-related AE (protocol-required procedure or medication)

Changes to ongoing assessment of risk/benefit due to SAE Yes No

Signature Date
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SUSPECT ADVERSE REACTION REPORT

I. REACTION INFORMATION

2. DATE OF BIRTH 4-6. REACTION ONSET1. PATIENT INITIALS

(first, last)

1a. COUNTRY

Day Month Year

2a. AGE 3. SEX

Day Month Year

8-12. CHECK ALL

APPROPRIATE TO

ADVERSE

REACTION

7 + 13. DESCRIBE REACTION(S) (including relevant tests/lab data) PATIENT DIED

INVOLVED OR

PROLONGED

INPATIENT

HOSPITALIZATION

INVOLVED

PERSISTENCE OR

SIGNIFICANT

DISABILITY OR

INCAPACITY

LIFE THREATENING

II. SUSPECT DRUG(S) INFORMATION

14. SUSPECT DRUG(S) (include generic name) 20. DID REACTION

ABATE AFTER

STOPPING DRUG?

YES NO NA

15. DAILY DOSE(S) 16. ROUTE(S) OF ADMINISTRATION

17. INDICATION(S) FOR USE

18. THERAPY DATES (from/to) 19. THERAPY DURATION

21. DID REACTION
REAPPEAR AFTER
REINTRO-DUCTION?

YES NO NA

III. CONCOMITANT DRUGS AND HISTORY

22. CONCOMITANT DRUG(S) AND DATES OF ADMINISTRATION (exclude those used to treat reaction)

23. OTHER RELEVANT HISTORY (e.g. diagnostics, allergies, pregnancy with last month of period, etc.)

IV. MANUFACTURER INFORMATION

24a. NAME AND ADDRESS OF MANUFACTURER

24b. MFR CONTROL NO.

24c. DATE RECEIVED BY

MANUFACTURER

24d. REPORT SOURCE

STUDY LITERATURE

HEALTH PROFESSIONAL

DATE OF THIS REPORT 25a. REPORT TYPE

INITIAL FOLLOW UP
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Example taken from EURAMOS / EURO-E.W.I.N.G. 99

SOP

Serious Adverse Event Reporting in

<NAME OF CT> Clinical Trial

Signature Date
Author

Reviewer

Approved by

1 Objective

2 Scope

3 Abbreviations

4 Definitions

4.1 Adverse Event (AE)

4.2 Adverse Reaction (AR)

4.3 Unexpected Adverse Reaction

4.4 Serious Adverse Event or Reaction

5 Procedure for Reporting SAE

5.1 The clinical investigator

5.2 Intergroup Safety Desk

5.3 Regional Data Centres in Cooperation with National Coordinators

5.4 Time frames for Reporting

6 Attachment 1: SAE Reporting Flow Chart
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Objective

This procedure describes the process for reporting serious adverse events (SAE)

and serious adverse reactions (SAR) occurring during the <NAME OF CT>

clinical trial in compliance with Declaration of Helsinki (1), EU-Directive

2001/20/EC (2) and Good Clinical Practice (ICH Topic 6: CPMP/ICH/135/95)

(3).

Abbreviations

Abbreviation Term

AE Adverse Event /-s

AR Adverse Reaction /-s

SAE Serious Adverse Event /-s

SAR Serious Adverse Reaction /-s

UAR Unexpected Adverse Reaction /-s

SUSAR Suspected Unexpected Serious Adverse Reaction
Abbreviation Term
CRF Case Report Form
I.S.D. Intergroup Safety Desk
IDMC Independent Data Monitoring Committee
SOP Standard Operating Procedure

Scope

This procedure describes how to identify, transmit, review, process and

maintain reports of SAE and SAR occurring during the <NAME OF CT>

clinical trial and 30 days after last day of <NAME OF CT> protocol treatment

including treatment with interferon and applies to <RESEARCH GROUPS>.

In compliance with ICH Guideline for Good Clinical Practice (USA:Topic E6,

EU:CPMP/ICH/135/95) and EU-Directive 2001/20/EC those SAE which do not

require immediate reporting on SAE Form have been identified by the protocol

and include all expected SAR.(2, 3, 7)

The National Coordinator for each country is responsible for ensuring that

investigators, Ethics Committee/-s and competent authorities within his/her

own country are informed of all relevant safety information.

Definitions

An adverse event (AE) is any untoward medical occurrence in a patient

administered an investigational medicinal product (IMP) and which does not

necessarily have a causal relationship with this treatment. An AE can be any

unfavorable and unintended sign including an abnormal laboratory finding, a

symptom, or a disease temporally associated with the use of an IMP, whether or

not considered related to the IMP.

An adverse reaction (AR) is an untoward and unintended response to an IMP,

which is RELATED to any dose administered. All adverse events judged by the

reporting investigator as having a reasonable causal relationship to a medicinal

product qualify as adverse reactions.The evidence of reasonable causal
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relationship means to convey in general that there is evidence or argument to

suggest a causal relationship.

According to Guideline CPMP/ICH/377/95 (ICH E2A) the event is a suspected

adverse reaction when either the investigator or the sponsor suspect a causal

relationship to the investigational medicinal product (both test product and

comparator). The causality assessment given by the investigator should not be

overruled 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 future reports.

An unexpected adverse reaction (UAR) is an AR, the nature or severity of

which is not consistent with the applicable Product Information (SmPC or

Investigator’s Brochure).

Examples of UAR:

 an expected /labelled SAR with an unexpected more severe outcome (e.g. a

fatal outcome),

 an increase in the rate of occurrence of an expected, serious AR is

considered as unexpected.

A serious adverse event or serious adverse reaction is any untoward medical

occurrence or effect that at any dose results in death, is life-threatening, requires

hospitalization or prolongation of existing inpatients´ hospitalization, results in

persistent or significant disability or incapacity, is a congenital anomaly or birth

defect.

A serious unexpected suspected adverse reaction (SUSAR) is a serious

adverse event where a causal relationship to the IMP cannot be excluded (e.g.

due to a temporal relationship or where there is no other reasonable

relationship) is a suspected SAR and when the nature or severity is not

consistent with the Product Information it constitutes a serious unexpected

suspected adverse reaction (SUSAR).

SAE requiring immediate reporting on SAE Form to Sponsor’s Safety

Desk

SAE which require immediate reporting on SAE Form must be identified by the

protocol and include

 AE or AR which results in death

Death is an OUTCOME of a SAE and must be reported together with the cause

of death to the Safety Desk on SAE Form. If an autopsy report is available it

should be forwarded to the Safety Desk as soon as possible. Death due to

progression of disease is not an SAE and should be documented on Case Report

Form only.

 AE or AR which is life-threatening

The term "life-threatening" refers to an event in which the patient was at

immediate risk of death at the time of the event i.e. required immediate

intervention with life-saving intensive care treatment.

 AE or AR requiring (unanticipated) hospitalization

 or (unanticipated) prolongation of an existing hospitalization,

Hospitalization is defined as at least one overnight admission. Only

hospitalization which are considered unanticipated (clinically unexpected) by

the physician require immediate reporting on SAE Form.
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 AE or AR resulting in persistent or significant disability or

incapacity

Disability is defined as a substantial disruption in a person’s ability to conduct

normal life functions e.g. persistent blindness, deafness. Disability resulting

from tumour surgery e.g. following amputation or limb salvage surgery does

not constitute a SAE.

 A congenital anomaly or birth defect is reportable as a SAE/or SAR

Other immediately reportable information to Sponsor’s Safety Desk on SAE

Form

 Medically important conditions

Medical judgement should be exercised in deciding whether an adverse event /

reaction is serious in other situations. Important adverse events/ reactions that

are in the opinion of the investigator clinically unexpected and not immediately

life-threatening or do not result in death or hospitalisation but may jeopardise

the subject or may require intervention to prevent one of the other outcomes

listed in the definition above, should also be considered serious e.g. epileptic

seizures, bronchospasmus.

 Clinically relevant abnormal unanticipated biological or vital signs

Abnormal biological or vital signs commonly occur under chemotherapy but

when considered clinically relevant by the physician i.e. unexpected or with

severity of CTCAE grade 4 require immediate reporting on SAE Form e.g.

nephrotoxicity (GFR 19ml/min/1.73 m2) or cardiac toxicity (FS<28%, LVEF

< 40%).

 AE of special interest

An AE of special interest is an AE designated by the sponsor for transmission

to the Safety Desk in the same time frame as an SAE, even if it does not meet

serious reporting criteria.

 A protocol-related SAE

A protocol-related SAE is a SAE occurring during a clinical trial that is not

related to the investigational medicinal products, but is considered by the

investigator or the safety desk (sponsor) to be related to the research conditions

(i.e. related to the fact that a subject is participating in the clinical trial). For

example, a protocol-related AE may be an untoward event related to a medical

procedure or medication specified in the protocol.

 Cancer: Secondary malignancies

Secondary malignancies e.g. skin cancer, myelodysplastic syndrome (MDS)

usually occur later, but when they occur under protocol treatment, including

within 30 days of the last day of protocol treatment, they should be reported

immediately on SAE Form as well as being documented on the Secondary

Malignancy Form.

 Pregnancy

Pregnancy and its outcome should be reported as SAE in order to identify and

follow-up on any abnormalities. (Births from fathers under chemotherapy are

reportable on SAE Form)
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EXEMPTIONS from immediate reporting of SAE to Safety Desk

SAE which do not require immediate reporting on SAE Form must be identified

by the protocol and documented on the CRF and can include expected events

under protocol treatment:

List <Type of SAE> due to <reason> e.g.

 Neutropenia and neutropenic fever

 Infections and fever

 Haematological toxicity (haemoglobin, WBC, granulocytes, platelets )

 Gut toxicity (mucositis / stomatitis, vomiting, diarrhoea)

N.B. The following are NOT SAE (no underlying AE)

 Signs and symptoms of progression of disease

 Death due to progression of disease

Not all hospitalizations constitute a SAE (no underlying AE) and are not

reportable:

 hospitalization for procedures required by the protocol e.g.

chemotherapy, surgery, routine supportive treatment, biopsy or

monitoring of the study,

 hospitalization due to signs and symptoms associated with disease

progression,

 elective hospitalization for a pre-existing condition (i.e. a condition

other than the indication for the chemotherapy) that has not worsened,

 admission is for rehabilitation in a Rehabilitation Centre or Hospice or

admission is for social reasons (e.g. due to anxiety of the patient or

parents but otherwise treatable on an outpatient basis).

 Hospitalization for social reasons (patient’s caregiver is not available)

7 Procedure for Reporting SAE

The clinical investigator

The clinical investigator is responsible for

 completing the SAE form with as much information as possible including

an assessment of seriousness and relatedness (definitely, probably,

possibly, unlikely, unrelated).

 faxing the SAE Form to the Intergroup Safety Desk (I.S.D.) within one

business day (do not wait for full details before making the report).

 forwarding relevant follow-up information of any reported serious adverse

event within an additional eight days if the event is fatal, life threatening or

as soon as possible if the SAE is prolonged. For a fatal outcome any

autopsy or post-mortem findings should be provided when available. Final

SAE forms must include the following information: the specific condition

(diagnosis if possible) or event (presenting signs and symptoms) and

severity (CTC); the date of occurrence; causal relationship to trial drugs,

other relevant information (medical history, family history, concomitant

drugs, allergies) which could have played a role in the development of the

SAE; treatment of SAE; duration of SAE; outcome; and any action taken

(consequences taken to the investigational medicinal treatment).

 replying to all queries concerning the SAE.

 informing if necessary local ethics committees of all suspected unexpected

serious adverse reactions (SUSAR) and any additional relevant safety
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information if required by country specific regulations e.g in Germany the

central Ethics Committee will be informed on a regular basis, however in

addition some of the local Ethics Committees also request information on

SUSAR which are life.threatening of cause deaths occurring in their

institutions.

Intergroup Safety Desk

Intergroup Safety Desk (I.S.D.) is responsible for

 reviewing SAE with the Principal Investigator of the appointed trial group

or his delegate immediately with respect to seriousness and relatedness (in

particular definitely, probably or possibly) and defining EXPECTEDNESS

(consistent with the applicable product information). If the Principal

Investigator or his delegate does not agree with the assessment of the

investigator on seriousness and relatedness he can add his opinion but he

cannot change the decision reached by the investigator.

 distributing within 3 business days per FAX, ALL SAE including all SAR

and SUSAR to all national coordinators and data centres, accompanied by

a cover sheet documenting the assessment of seriousness, relatedness and

expectedness, in order to meet in a timely manner world wide national

regulatory reporting commitments,

 sending initial queries on SAE directly to investigators for clarification of

missing data, if no response or information is not satisfactory, national

coordinators and data centres will be involved by I.S.D. to help solve the

queries,

 preparing a statistical report on SAE / SAR for Independent Data Safety

Monitoring Committee (listing of AEs and frequency according to CTCAE

assessment of severity)

 preparing an annual safety report together with the German Principal

Investigator with a listing of all suspected serious adverse reactions (SAR)

which have occurred over this period and a report of the subjects' safety.

 sending per post this annual safety report to the national coordinators and

regional data centres for distribution to all investigators, the competent

authorities and the responsible Ethics Committee.

Regional Data Centres in cooperation with National Coordinators

Each country must nominate a National Coordinator who is responsible for

ensuring that investigators, Ethics Committee/-s and competent authorities

within his/her own country are informed of all relevant safety information and

for answering any national queries.

Regional Data Centres in cooperation with National Coordinators are

responsible for

 reviewing safety information received from ISD for seriousness,

relatedness and expectedness (in particular double-check SUSAR),

 if necessary reminding the investigator to forward relevant follow-up

information and to answer queries on the SAE/SAR to I.S.D. Initial queries

on SAE will be sent directly to investigators by I.S.D. for clarification of

missing data, if no response or information is not satisfactory, regional data

centres and national coordinators will be involved to help solve the queries,

 reporting suspected unexpected serious adverse reactions (SUSAR) and

other relevant safety information to competent authorities and to the central
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Ethics Committees/IRB in compliance with time limits defined below.

 distribution the annual safety report received from I.S.D. to participating

investigators, the competent authorities and the responsible Ethics

Committee.

 replying to any national queries from investigators, Ethics Committee/-s

and competent authorities on safety issues. The trial steering committee

should be informed if major concerns on safety of the patient or conduct of

the trial are expressed.

 reporting suspected unexpected serious adverse reactions (SUSAR) to

investigators on an ongoing basis in order to allow them to fulfil any

commitments they have made towards local ethics committees e.g. in

Germany the central Ethics Committee will be informed in a timely

manner, however in addition some of the local Ethics Committees also

request information on SUSAR from their institution on an ongoing basis

Time frames for reporting (2. 6)

 7 DAY SUSAR REPORT: All relevant information about suspected

serious unexpected adverse reactions (SUSAR) that are fatal or life-

threatening must be reported as soon as possible to the competent

authorities and to the Ethics Committee, and in any case no later than seven

days after knowledge by the Intergroup Safety Desk (E.I.S.D) of such a

case, and that relevant follow-up information is subsequently

communicated within an additional eight days.

 15 DAY SUSAR REPORT: All other suspected serious unexpected

adverse reactions (SUSAR) shall be reported to the competent authorities

and to the Ethics Committee concerned as soon as possible but within a

maximum of fifteen days of first knowledge by the Intergroup Safety Desk

(E.I.S.D.)

 ANNUAL REPORT: An annual safety report together with the German

Principal Investigator, with a line listing of all suspected serious adverse

reactions (SAR) including SUSAR, an aggregate summary tabulation of

suspected SAR which occurred in the concerned trial and a report of the

subjects' safety, to all investigators, the competent authorities and to the

Ethics Committee.

In countries where EORTC also has patients, a written agreement between the

Coordinating Principal Investigator of each country (National Coordinator) and

EORTC should be obtained to clarify who is taking over the responsibility of

informing competent authorities, Ethics Committee/-s and investigators of this

country to avoid double notification of safety information.
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8
Participating Institution

Investigators becomes aware of SAE

and documents it on CRF Form

Institution faxes SAE Form to

Intergroup Safety Desk (I.S.D.)

FAX + 49 (0) XXX

within one business day of knowledge of the SAE

National Coordinator in cooperation with Regional Data Centres review SAE for

seriousness, relatedness and unexpectedness (double-check)

Investigators will receive an annual report on patient’s safety from Regional Data Centres /National Coordinators

Independent Data Safety Monitoring Board (IDSM) will be informed by I.S.D. at regular intervals of all reported SAE

Trial Steering Committee will be informed by PI and IDSM of safety issues

Event is serious related and

unexpected (SUSAR)

Investigator notifies
local Ethics Committee
(on request only e.g. if
death in the concerned
institution)

Investigator determines SERIOUSNESS and RELATEDNESS

and if required by protocol completes SAE Form

I.S.D. or Principal Investigator makes assessment regarding EXPECTEDNESS

and faxes ALL SAE Forms PLUS Assessment Sheet to National Coordinators /

Regional Data Centers within 3 business days

Event is serious, related and

unexpected, PLUS is fatal or

life-threatening.(SUSAR)

Expedited report to competent
authorities and Central Ethics
Committee/IRB a.s.a.p. but within
15 days of initial report.

Expedited report to competent
authorities and Central Ethics
Committee /IRB a.s.a.p. but no later
than 7 days of initial report.

Event is serious, related

and expected (SAR)

Annual report of all SAR
and a report of the subjects'
safety to Investigators,
competent authorities and
Central Ethics Committee.
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Determination of Unexpectedness

Introduction

In a clinical trial, adverse events are assessed by the sponsor or his designee e.g.

Chief Coordinating Principal Investigator for seriousness, relatedness and

expectedness in order to identify serious unexpected suspected adverse

reactions (SUSAR) for reporting to competent authorities and ethics

committee(s) concerned in compliance with regulatory legal requirements. The

decision is based on consistency with the applicable product information e.g.

investigator's brochure for an unauthorised investigational medicinal products

(IB) or Summary of Product Characteristics (SmPC) for an authorized products.

The protocol should state which reference document is the basis for

determination of expectedness. If the product is authorized and the clinical trial

is being conducted within the approved product labeling (indication, dosage),

the Product Information e.g. SmPC may be used as an alternative to the

Investigator’s Brochure. An example of the product information as baseline

should be included as appendix to the protocol as this can vary from country to

country.

The term expectedness for regulatory purposes must not be confused with

clinically expected complications of underlying disease e.g. heart disease in a

patient with diabetes. For heart disease to be assessed as expected for regulatory

purposes, the event must be included as adverse reaction (side effect) of the

product in the Product Information.

Adverse Reaction

An adverse reaction (AR) is an untoward and unintended response to an

investigational medicinal product which is RELATED to any dose

administered. All adverse events judged by the reporting investigator as having

a reasonable causal relationship to a medicinal product qualify as adverse

reactions. The evidence reasonable causal relationship means to convey in

general that there is evidence or argument to suggest a causal relationship

(suspected adverse reaction –SAR ).

Expected / Labelled Suspected Adverse Reactions

Suspected Adverse Reactions (SAR) are considered expected if the signs,

symptoms, diagnosis reported are of the same nature, severity, specificity or

usual outcome as the term or description used in the Product Information. In the

Product Information the labelled adverse reactions are included under any of

the following sections:

 “Contraindications” where event is specifically mentioned as AR The

existence of concurrent medical disorders or abnormalities e.g. liver

damage may be given as a reason for a contraindication or precaution-for-

use. This does not imply that such concurrent conditions are AR unless

they are specifically mentioned in the AR section.

 “Adverse Reactions” (AR)

 AR included under „Drug Interactions with other Medication“

 “Warnings / Precautions” when event is specifically mentioned as AR in

AR section. If it is specified that dosage should be reduced in case of renal

insufficiency, then renal insufficiency is not an expected AR unless it is

also included in the AR section.

 “Drug Abuse and Dependence” where event is specifically mentioned as

AR

 AR included under „Toxicology Data by Humans“ (not those from animal
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data).If renal insufficiency is mentioned as a finding from animal studies

but has never been observed in patients then renal insufficiency is

unexpected.

 Events cited in data from clinical trials are not considered „expected“

unless the same events have been included in the AR section for the

marketed product.

 In the absence of sufficient documentation or in the face of uncertainty a

reaction should be regarded as unexpected.

Unexpected Adverse Reaction

An ‘unexpected adverse reaction’ is an AR, the nature or severity of which is

not consistent with the applicable Summary of Product Characteristics (Product

Information).

Increase in Incidence

An increase in the rate of occurrence of an expected, serious AR, which is

judged to be clinically important is considered as unexpected. An increase in

frequency can only be evaluated on the basis of aggregate data.

Very common* > 1/10 (> 10%)

Common (frequent) > 1/100 and < 1/10 (> 1% and < 10%)

Uncommon (infrequent) > 1/1,000 and < 1/100 (> 0.1% and < 1 %)

Rare > 1/10,000 and < 1,000 (> 0.01% and < 0.1%)

Very rare* < 1/10,000 (< 0.01%)

Severity of adverse events

If an event is of greater severity than specified then it is considered unexpected.

If an adverse event is specified in the product information in association with an

outcome death the event will be assessed as expected. If an adverse event is

NOT specified in the product information in association with an outcome death

the event will be assessed as unexpected.

PI includes Patient experiences Assessment Comment

Myocardial
Infarction (MI) MI outcome DEATH unexpected

more severe than in
PI (even if AR often
results in death –
FDA)

Hypotension circulatory collapse unexpected more severe

Hepatitis or elevated
hepatic enzymes

hepatic necrosis unexpected more severe and
more specific

Hives, hypotension,
wheezing,
angioedema

anaphylaxis unexpected more severe

Acute/Transient
elevated liver
function tests

elevated liver function
tests persist 5 months
after discontinuation of
therapy

unexpected
Persistence of AR:
The term „transient“
must be defined

Liver injury
fulminant hepatitis
(severity must be
defined)

unexpected high incidence of
fatal outcome

Rash morbilliform rash expected

Rash Stevens Johnson
Syndrome

unexpected clinically more
important

Vertigo dizziness unexpected different diagnosis

Raised liver function
tests hepatitis expected

Specificity of Adverse Events

If the event is reported of greater specificity (anatomical, histological or related

to severity, prognosis, duration or frequency) as described in the product

information then it is considered unexpected if more severe and clinically more

important.
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 Further anatomical specification of a labelled AR does not make it

unexpected

 Extra histological specification of a labelled AR does not make it per se

unexpected. However if of greater diagnostic specification and thus

clinically more important it can be assessed on appropriate medical

judgement as unexpected.

PI includes: Patient experiences Assessment Comment

chest pain left sided chest pain expected equivalent

arteritis temporal arteritis unexpected associated additional risks

hepatic necrosis hepatic necrosis with
eosinophils expected clinically no difference

acute renal
failure interstitial nephritis unexpected extra specificity / clinically

important
cerebral vascular
accident

cerebral vasculitis or
thromboembolism

unexpected extra specificity / clinically
important

lung cancer
oat cell cancer of the
lung unexpected

poorer prognosis /
clinically important

congenital
anomaly

neonate born with a
cleft palate unexpected more specific

life-threatening
bleeding gastric bleeding expected Subset (anticoagulation)

gastro-intestinal
(GI) bleeding

oesophageal or
hemorrhoidal, or
rectal bleeding

expected subset

(GI) bleeding gastric ulcer unexpected
independent pathological
process more specific

In case of doubt medical judgement must be applied to assess expectedness.

Specific product is not mentioned

PI includes: Patient experiences: Assessment: Comment

Rash associated with
antibiotics

rash associated with
antibiotic X Unexpected

Antibiotic X not
specified.

Combination Drug Therapy

Combination drug therapy is defined as the administration of two or more drugs

for the same indication for the purpose of increasing the efficacy of decreasing

the toxicity (compared to individual administration of each agent).

Expectedness of each event is assessed for each drug separately based on the

applicable current product information. The event can be expected for one

product but unexpected for another.

PI includes: Patient experiences Assessment Comment

Coadministration
of product A and
product B may
result in seizures

seizures on
coadministration

of A and B
expected

unexpected if patient
received product A alone
and seizures not labeled by
product A

Causal Relationship not Specified

Although a causal relationship has not been established, a number of events are

listed associated with the use of this product and are considered expected.

PI includes: Patient
experiences:

Assessment Comment

headache, nausea and
dizziness as being
associated with use of the
product

nausea expected

Causal relationship has not
been established but AR
associated with the
products
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Improper Administration

If an event occurs with an improper route of administration, the event is

considered expected when described in the product information with reference

to the improper administration. If an event occurs without reference to the

improper route of administration the event is considered unexpected:

e.g. The possibility of occurrence of cellulitis following extravasation of

vincristine is described in the product information. The event of cellulitis is not

included elsewhere in the document. A case involving cellulitis without the

occurrence of extravasation is unexpected.

Medical Sequelae

Events which are medical well-recognised sequelae of events will be considered

unexpected for regulatory reporting purposes if not labelled as such in Product

Information.

PI includes Patient experiences Assessment Comment

Myelosuppression
only neutropenic fever unexpected

Clinically expected but not
regulatory expected

Myelosuppression
and /or sepsis only

sepsis with

outcome death

unexpected
Clinically expected but not
regulatory expected, although
sepsis is frequently fatal under
chemotherapy

N.B. Death (outcome) due to disease progression is not an SAR nor is it to be

assessed as unexpected.

Symptoms consistent with Diagnosis

If the diagnosis is included in the product information and the symptoms are

considered consistent with this diagnosis then the sypmtoms are considered

expected.

If one symptom described is not considered consistent with the diagnsosis then

the event is considered unexpected. For typical symptoms see Merck Manual:

http://www.merck.com/mrkshared/mmanual/home.jsp

PI includes Patient experiences Assessment: Comment

Diagnosis expected symptoms expected reverse not true

Isolated
symptoms

(hypotension or
wheezing or
urticaria)

diagnosis

(anaphylactic
reaction)

unexpected symptoms only labelled

Thrombocytopen
ia associated petechiae expected sign usually associated

with AR

anaphylaxis
hives, hypotension,
wheezing,
angioedema

unexpected hypotension expected

Gastrointestinal
bleeding melena expected

Usually complicated ba a
sign

Gastrintestinal
irritation (GI) melena unexpected GI per se does not cause

bleeding

pseudomonas
colitis resulting
in severe
dehydration

associated severe
dehydration expected

additional symptoms
usually associated with
AR

pseudomonas
colitis resulting
in severe
dehydration

severe dehydration unexpected
symptoms NOT
associated with
pseudomonas colitis

neuroleptic
malignant
syndrome with
myoglobulinuria

myoglobulinuria unexpected
not associated with
neuroleptic malignant
syndrome
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The coded LLT  PT in MedDRA can be used as a guide for assessing

synonyms and expectedness e.g. Dizziness/Vertigo: unexpected (different

aetiology)

Synonymous Terms

If the event is considered to be medically consistent /synonymous with the

description, nature and severity associated with one of the terms of the product

information, consider the term expected.

http://www.merck.com/mrkshared/mmanual/home.jsp

PI includes Patient experiences: Assessment: Comment

somnolence sleepiness expected

urticaria hives expected

dizziness vertigo (MedDRA) unexpected different diagnosis

Overdose

If events have been reported in association with an overdose, it should be

considered unexpected if it occurs at a normal dose unless included under

adverse reaction section.

PI includes: Patient experiences: Assessment:

In overdosage section :
bradycardia but no mention in

adverse reaction section

bradycardia under a
therapeutic dose unexpected

AR labelled in AR section AR due to overdose expected

Specific Dosage for Marketed Products

If events occur with the specified dose, consider events described with a

specific dose in the product information as expected

If events occur at doses below the specified dose consider events described with

the specific dose in the product information as unexpected.

e.g. Neutropenia occurred in X patients after a total dosage of 50 mg. If

neutropenia occurs after 25 mg then unexpected.

Specific Duration

If the duration is specified consider events described in the product information

for a specific duration expected. If the event exceeds the duration specified in

the product information it is unexpected.

e.g. Reversible neutropenia usually after one week has been reported in X patients. If

neutropenia persists longer tahn this time then this is considered unexpected.

Specific Patient Population

If event occurs within the specific patient population consider the event

expected. If event occurs outside the specific patient population consider the

event unexpected.

For pregnancy cases consider event unexpected unless specifically described in

the product information that the event may occur with a possible in utero

exposure.

PI includes: Patient experiences: Assessment:

Paraesthesia is described as
possibly occurring in adults paraesthesia in children unexpected

Jitteriness but NOT under breast
feeding section

breastfed baby experiences
jitteriness

unexpected

Jitteriness but NOT as occurring
with a possible in utero exposure

jitteriness 2 hours after
birth unexpected
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Lack of Expected Effect

No drug can be expected to cure 100% patients. For example an oncology drug

may not cure a hospitalised patients cancer which results in prolongation of

hospitalisation. This is not considered a serious adverse event nor is it

considered unexpected.

However unusual lack of expected therapeutic effect for medicines used in life-

threatening diseases, which may have life or death consequences are reportable

as SAE but are per se not unexpected, however unusual numbers of treatment

failures may constitute a signal or problem and should be handled as change in

frequency and are unexpected

Exacerbation of Condition

If the treatment exacerbates the target indication for the medicinal product (e.g.

asthma) it would be unexpected unless already detailed in the PI.

Nonsensical Report

If the investigator persists in specifying a case is drug-related even though

medically nonsensical, the case should be considered drug-related and reported

to the regulatory authorities as “unexpected”.

Known Class Effect

If known class effect and AE in a new drug in that class should be considered

possibly drug-related or suspected even if the reporter states the event is

definitely not drug related e.g. sepsis under chemotherapy.

Spontaneously reported cases (not from clinical trials)

Spontaneously reported cases should always be considered to be possibly drug-

related
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