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1. Purpose/scope
Ensuring the safety of participants in clinical trials is an ethical requirement, while it is necessary to also characterise the safety profile of a drug by the time of its marketing authorization application (and beyond). In practical terms at the investigational site, safety monitoring involves the prevention, identification, management, assessment, and reporting of adverse events (AEs) and adverse drug reactions (ADRs). This procedure describes a standardised procedure as such suitable for antimalarial drug efficacy trials but may be adapted for other trial designs and specific protocols.
2. Abbreviations

AE

Adverse event
ADR

Adverse drug reaction

CRF

Case record form

IP

Investigational product

ISF

Investigator site file

SUSAR

Suspected unexpected serious adverse reaction

3. Definitions (reference no 1 unless otherwise indicated)
Adverse drug reaction (ADR)

In the pre-approval clinical experience with a new medicinal product or its new usages, particularly as the therapeutic dose(s) may not be established: all noxious and unintended responses to a medicinal product related to any dose should be considered adverse drug reactions. The phrase responses to a medicinal product means that a causal relationship between a medicinal product and an adverse event is at least a reasonable possibility, i.e. the relationship cannot be ruled out. Regarding marketed medicinal products: a response to a drug which is noxious and unintended and which occurs at doses normally used in man for prophylaxis, diagnosis, or therapy of diseases or for modification of physiological function.

Adverse event (AE)

Any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have to have a causal relationship with this treatment. An adverse event (AE) can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding, for example), symptom, or disease temporally associated with the use of a medicinal product, whether or not considered related to the medicinal product.
Adverse event of special interest (AESI)2
A noteworthy event for the particular product or class of products that a sponsor may wish to monitor carefully. It could be serious or non-serious (e.g. hair loss, loss of taste, impotence), and could include events that might be potential precursors or prodromes for more serious medical conditions in susceptible individuals. Such events should be described in protocols or protocol amendments, and instructions provided for investigators as to how and when they should be reported to the sponsor.
Data monitoring committee (DMC)/Data safety monitoring board (DSMB)3
An independent data monitoring committee that may be established by the sponsor to assess at intervals the progress of a clinical trial, the safety data, and the critical efficacy endpoints, and to recommend to the sponsor whether to continue, modify, or stop a trial.
Essential documents

Documents which individually and collectively permit evaluation of the conduct of a clinical trial and the quality of the data produced (see 8. Essential Documents for the Conduct of a Clinical Trial, ICH GCP E6(R2)).
Expected adverse drug reaction2
One for which its nature or severity is consistent with that included in the appropriate reference safety information (e.g. Investigator's brochure for an unapproved investigational product or package insert/summary of product characteristics for an approved product)
Harm4
The totality of possible adverse consequences of an intervention or therapy; they are the direct opposite of benefits, against which they must be compared.
Investigational product (IP)/investigational medicinal product
A pharmaceutical form of an active ingredient or placebo being tested or used as a reference in a clinical trial, including a product with a marketing authorisation when used or assembled (formulated or packaged) in a way different from the approved form, or when used for an unapproved indication, or when used to gain further information about an approved use.
Investigator’s brochure

A compilation of the clinical and nonclinical data on the investigational product(s) which is relevant to the study of the investigational product(s) in human subjects.

Investigator site file (ISF)

Files of Essential Documents held by the Investigator. NB on occasion sites may also hold the Sponsor's Essential Documents in a Trial Master File, where the Principal Investigator (PI) assumes a Sponsor-investigator role.
Safety4 

Substantive evidence of an absence of harm. The term is often misused when there is simply absence of evidence of harm.
Serious adverse event (SAE) or Serious adverse drug reaction

Any untoward medical occurrence that at any dose, results in death, is life-threatening (NOTE: The term “life-threatening” in the definition of “serious” refers to an event/reaction in which the patient was at risk of death at the time of the event/reaction; it does not refer to an event/reaction which hypothetically might have caused death if it were more severe), requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability/incapacity, or is a congenital anomaly/birth defect. Medical and scientific judgment should be exercised in deciding whether other situations should be considered serious such as important medical events that might not be immediately life-threatening or result in death or hospitalisation but might jeopardise the patient or might require intervention to prevent one of the other outcomes listed in the definition above. Examples of such events are intensive treatment in an emergency room or at home for allergic bronchospasm, blood dyscrasias or convulsions that do not result in hospitalization, or development of drug dependency or drug abuse.
Suspected unexpected serious adverse reactions (SUSAR)

A reaction which is both unexpected and serious in nature.
Tolerability5
The degree to which overt adverse effects can be tolerated by the subject (NB there is no standard method for how this is measured and who makes the assessment).
Unexpected Adverse Drug Reaction2
An adverse reaction, the nature or severity of which is not consistent with the applicable product information (e.g. Investigator's Brochure for an unapproved investigational product or package insert/summary of product characteristics for an approved product).

4. Associated forms
SAF01.1 Safety assessment and reporting guideline
SAF01.2 AE and SAE templates

5. Procedure
5.1 Roles and responsibilities

The sponsor or manufacturer is responsible for the ongoing safety evaluation of an investigational product (IP) and should promptly notify in writing all relevant investigators, the regulatory authorities and ethics committee(s) of any findings that could affect adversely the safety of participants, the trial conduct, or alter an approval/favourable opinion to continue the trial. Participants should also be informed. Depending on the assessed level of risk of the trial, the sponsor may appoint a medical monitor, trial safety group or independent data monitoring committee (DSC)/data safety monitoring board (DSMB) to periodically assess safety data and advise on whether a trial should be amended, suspended or terminated.
5.1.1 The Principal Investigator takes responsibility for safety assessments and reporting at the site but may delegate aspects of the role to suitably qualified and experienced members of his/her team. Such delegation should be documented in a staff delegation and signature sheet.
5.1.2 By the time of trial start, all staff that may play a part in the process of assessing and/or reporting harms data should receive adequate training according to their role. NB this may also include administrative staff who could be contacted by trial participants in the first instance.
5.2 Process

Safety assessments and reporting will be performed according to the approved protocol and current regulatory and ethical requirements. At each participant encounter, a standardised system for assessing symptoms, physical examination findings, and/or laboratory abnormalities should be used. If necessary, guidelines documenting trial-specific processes and roles should be developed to clarify issues including:

· Which staff identify AEs (i.e. detect AEs through examinations, assessments and/or questioning of participants [elicitation]), and how AEs are graded and assessed in terms of relationship with the investigational product and their severity/intensity, seriousness, outcome and follow up
· Where and how AEs are recorded (i.e. in the medical notes, case record form[CRF] and, if relevant, serious adverse event [SAE] forms)
· How staff respond to AE reports in terms of the medical care of participants and reporting to the next tier within the site team and/or with the sponsor

· Who takes responsibility for, and the process of, reporting to the regulatory authority/ies, ethics committee(s) and (if relevant) a data safety monitoring committee
· Contact details (phone/fax/email etc.) of all parties involved
· Reference to medical evacuation procedures
See form SAF01.1 for an example guideline that may be adapted for each trial

5.3 Assessment of severity/intensity of AEs

In the absence of protocol or sponsor-specific criteria, assessment of severity/intensity may be assessed according to:

· Mild: The AE is transient, easily tolerated by the participant, causing minimal discomfort and not interfering with everyday activities
· Moderate: The AE is sufficiently discomforting to interfere with normal everyday activities
· Severe: The AE prevents normal everyday activities; the participant may experience intolerable discomfort or pain
5.5 Assessment of seriousness (which is different to severity/intensity) of AEs

Standard globally-recognised definitions for categorising an AE as serious should be used (as indicated in the definitions section), although protocols may have specific additional criteria or clarifications (e.g. for AEs of special interest or what constutites a hospitalisation).

5.6 Assessment of relationship to study drug

When assessing the suspected relationship of the event to the study drug(s) according, the following points should be considered:
· Does the patient have malaria or another illness that could be the cause of the event?

· Was the patient receiving any other medications that could be the cause of the event?

· What period of time has passed since the patient was last treated with the study medications?  

· Did the event occur within 6-8 weeks of the administration of the study drugs (when the drugs may not have been fully eliminated)?

· Is this a new condition or worsening of a condition present at baseline?

In the absence of protocol or sponsor-specific criteria, relationship to study drug may be assessed according to:
	Relationship 
	Definition

	Definitely related
	The AE and administration of study drugs are related in time, and a direct association can be demonstrated.

	Probably related
	The AE and administration of study drugs are reasonably related in time, and the AE is more likely explained by study treatment than other causes.

	Possibly related
	The AE and administration of study drugs are reasonably related in time, and the adverse event can be explained equally well by causes other than study treatment.

	Probably not related
	A potential relationship between study drugs and the AE could exist (i.e. the possibility cannot be excluded), but the AE is most likely explained by causes other than the study drugs.

	Not related
	The AE is clearly explained by another cause not related to the study agent.

	Pending 
	Pending may be used as a temporary relationship assessment only for death and only if data necessary to determine relationship to study agent are being collected. 


5.7 Follow up of AEs

All efforts should be made to ensure that AEs are followed until resolution, the condition stabilizes, the event is otherwise explained, or the subject is lost to follow up. Once resolved, the (S)AE form(s) and/or CRF should be updated as such. 

5.8 Impact of safety data on trial

Should the investigator decide that there are safety concerns that require an immediate amendment to the protocol or conduct of the research he/she should communicate this to site(s) staff without delay. Then, as soon as possible, he/she will inform the sponsor, regulatory authorities, ethics committee (s) and any other relevant parties as to what the safety concern was, what measures were taken and what the next steps will be (e.g. to submit a protocol amendment or notice of trial suspension, termination).

5.9 Documentation

Essential Documents relating to safety assessment and reporting should be maintained in the Investigator Site File
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