RADICALs sae guidelines
ICH GCP requires that both investigators and sponsors follow specific procedures when notifying and reporting adverse events/reactions in clinical trials.  These procedures are described in this section of the protocol.  Section 1 lists definitions, Section 3 gives details of the institution/investigator responsibilities and Section 4 provides information on MRC CTU responsibilities.

1. Definitions

The definitions of the EU Directive 2001/20/EC Article 2 based on ICH GCP apply in this trial protocol.  These definitions are given in Table 1. These definitions apply to RADICALS investigators in UK and Canada.
Table 1:  Terms and definitions for adverse events
	Term
	Definition

	Adverse Event (AE)

	Any untoward medical occurrence in a patient or clinical trial subject to whom a medicinal product has been administered including occurrences which are not necessarily caused by or related to that product.

	Adverse Reaction (AR)

	Any untoward and unintended response to an investigational medicinal product related to any dose administered.

	Unexpected Adverse Reaction (UAR)
	An adverse reaction, the nature or severity of which is not consistent with the information about the medicinal product in question set out in the summary of product characteristics (or Investigator brochure) for that product.

	Serious Adverse Event (SAE) or Serious Adverse Reaction (SAR) or Suspected Unexpected Serious Adverse Reaction (SUSAR)


	Respectively any adverse event, adverse reaction or unexpected adverse reaction that:
· results in death

· is life-threatening*

· requires hospitalisation or prolongation of existing hospitalisation**

· results in persistent or significant disability or incapacity

· consists of a congenital anomaly or birth defect 


2. Clarifications and General Exceptions

Life-threatening (*), in the definition of ‘serious’, refers to an event in which the patient was at risk of death at the time of the event; it does not refer to an event which hypothetically might have caused death if it were more severe.

Hospitalisation (**) is defined as an inpatient admission, regardless of length of stay, even if the hospitalisation is a precautionary measure for continued observation.  Hospitalisations for a pre-existing condition (including elective procedures that have not worsened) do not constitute an SAE.

Medical judgement should be exercised in deciding whether an AE/AR is serious in other situations.  Important AE/ARs that are 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

Please note that SAEs should also be reported as routine toxicities where that toxicity is also collected on one of the routine assessment forms.

3. Trial-Specific Exceptions to Expedited SAE Notification and Reporting

Disease progression, or death as a result of disease progression, are not considered to be SAEs and should be reported on the Follow-Up form (CRF 7) or Death Report form (CRF 10) respectively.

Due to the seriousness of the disease in this study, the following situations that fulfil the definition of an SAE are excluded from expedited notification on an SAE form and should be reported on the Follow-up Form.

· Elective hospitalisation to simplify treatment or procedures

· Elective hospitalisation for pre-existing conditions that, in the investigator’s opinion, have not been exacerbated by trial treatment

There are no other treatment-related toxicities that result in hospitalisation for symptom control which are excluded from expedited reporting. Life-threatening or fatal events should still be reported on the SAE form.

3.1 Institution Responsibilities

All non-serious AEs/ARs, whether expected or not, should be recorded in the toxicity (symptoms) section of the Follow-Up form (CRF 7) and sent to the MRC CTU within one month of the form being due.  SAEs/SARs should be notified to the MRC CTU as described below.

The severity (i.e. intensity) of all AEs/ARs (serious and non-serious) in this trial should be should be graded using the NCI CTCAE v3.0.  The full list is available at http://ctep.cancer.gov/forms/CTCAEv3.pdf.

A flowchart is given at the end of this section to help explain the notification procedures. Any questions concerning this process should be directed to the MRC CTU in the first instance.

3.2 Investigator Assessment

(a) Seriousness

When an AE/AR occurs, the investigator responsible for the care of the patient must first assess whether the event is serious using the definition given in Table 1. If the event is serious and not exempt from expedited reporting, then an SAE form must be completed and the trials unit notified.

(b) Causality

The Investigator must assess the causality of all serious events/reactions in relation to the trial therapy using the definitions in Table 2.  There are 5 categories: unrelated, unlikely, possible, probable and definitely related.  If the causality assessment is unrelated or unlikely to be related the event is classified as a SAE.  If the causality is assessed as either possible, probable or definitely related then the event is classified as a SAR.

(c) Expectedness

If the event is a SAR the Investigator must assess the expectedness of the event.  The definition of an unexpected adverse reaction (UAR) is given in Table 1.  If a SAR is assessed as being unexpected it becomes a SUSAR.

Table 2. Definitions of causality for adverse events
	Relationship
	Description
	Event Type

	Unrelated
	There is no evidence of any causal relationship
	SAE

	Unlikely
	There is little evidence to suggest there is a causal relationship (e.g. the event did not occur within a reasonable time after administration of the trial medication).  There is another reasonable explanation for the event (e.g. the patient’s clinical condition, other concomitant treatment).
	SAE

	Possible
	There is some evidence to suggest a causal relationship (e.g. because the event occurs within a reasonable time after administration of the trial medication).  However, the influence of other factors may have contributed to the event (e.g. the patient’s clinical condition, other concomitant treatments).
	SAR

	Probable
	There is evidence to suggest a causal relationship and the influence of other factors is unlikely.
	SAR

	Definitely
	There is clear evidence to suggest a causal relationship and other possible contributing factors can be ruled out.
	SAR




(d) Notification

The MRC CTU should be notified within one working day of the investigator becoming aware of an event that requires expedited reporting.  Investigators should notify the MRC CTU of all SAEs occurring from the time of randomisation until 30 days after the last protocol treatment administration. SARs and SUSARs must be notified to the MRC CTU indefinitely (i.e. no matter when they occur after randomisation).

Notification Procedure:

a. The SAE form must be completed by the Investigator (consultant named on the signature list and delegation of responsibilities log who is responsible for the patient’s care), with due care being paid to the grading, causality and expectedness of the event as outlined above.  In the absence of the responsible investigator the form should be completed and signed by a member of the site trial team.  The responsible investigator should subsequently check the SAE form, make changes as appropriate, sign and then re-fax to the MRC CTU as soon as possible.  The initial report shall be followed by detailed, written reports as appropriate.

b. Send the SAE form by fax to the MRC CTU within one working day of the investigator’s knowledge of the event.
Fax Number: see box, below

c. Follow-up: Patients must be followed-up until clinical recovery is complete and laboratory results have returned to normal or baseline, or until the event has stabilised.  Follow-up should continue after completion of protocol treatment if necessary.  Follow-up information should be noted on a further SAE form by ticking the box marked ‘follow-up’ and faxing to the MRC CTU as information becomes available.  Extra, annotated information and/or copies of test results may be provided separately.  The patient must be identified by trial number, date of birth and initials only.  The patient’s name should not be used on any correspondence.

d. Staff at the institution must notify their local research ethics committee of the event (as per the institutions standard local procedure).

11.4 MRC CTU Responsibilities

Medically qualified staff at the MRC CTU and/or the Chief Investigator (or a medically qualified delegate) will review all SAE reports received.  The causality assessment given by the local Investigator at the hospital cannot be overruled and in the case of disagreement, both opinions will be provided in any subsequent reports.

The MRC CTU is undertaking the duties of trial sponsor and is responsible for the reporting of all SUSARs and other SARs to the regulatory authorities and the research ethics committees as appropriate.

The MRC CTU will also keep all investigators informed of any safety issues that arise during the course of the trial.

	
	
	

	
	SAE NOTIFICATION
	

	
	Within one working day of becoming aware of an SAE, please fax a completed SAE form to the 
MRC Clinical Trials Unit on:
	

	
	Fax: +44 (0)20 7670 4818
	

	
	
	


Figure 1: Safety Reporting Flowchart
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Was the event listed as a notable event?


or


Was the event serious?


-Resulted in death


-Life-threatening


-Required inpatient hospitalisation or prolongation of existing hospitalisation


-Persistent or significant disability/incapacity


-Congenital anomaly/birth defect








Was the SAE specified in the protocol as being exempt from expedited reporting?





Causal relationship to protocol medication?





Was the SAE one of the recognised undesirable effects of the trial medication?





AE/AR


Record on the Follow-up Form (CRF 6) and send to the MRC CTU within one month of the CRF due date





Exempt SAE


Record on the Follow-up Form (CRF 6) and send to the MRC CTU within one month of the CRF due date








SAE


Record on an SAE form.  Notify MRC CTU within one working day of becoming aware of the event








SAR


Record on an SAE form.  Notify MRC CTU within one working day of becoming aware of the event








SUSAR


Record on an SAE form.  Notify MRC CTU within one working day of becoming aware of the event








CRF: Case report form			IB: Investigator’s brochure			


SAE: Serious adverse event			SAR: Serious adverse reaction	


SPC: Summary of product characteristics	SUSAR: Suspected unexpected serious adverse reaction
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