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The SOP should contain the following sections:

BACKGROUND

This SOP highlights how Adverse Events and Serious Adverse Events should be reported and conforms to ICH GCP guidance (1996). 

Researchers must ensure they are aware of the following definitions.

The definition of an adverse event is: “Any untoward medical occurrence in a patient which does not necessarily have a causal relationship with this treatment”.  This includes “any unfavourable and unintended sign (including an abnormal laboratory finding), symptom or disease temporally associated with the study drug”.  This may include, for example, a cold, or an accident.

The definition of a serious adverse event is one that fulfils at least one of the following criteria:

· Is fatal – results in death (NOTE: death is an outcome, not an event)

· Is life-threatening

· Requires inpatient hospitalisation or prolongation of existing hospitalisation

· Results in persistent or significant disability/incapacity

Or

· Is a congenital anomaly/birth defect

If any CTU staff are in doubt whether to report an occurrence as a SAE contact the clinical trial co-ordinating office for further advice

PURPOSE

To describe the procedure for identifying and recording and reporting adverse events and serious adverse events.

PROCEDURE

1. WHO?

All trials staff and clinicians in contact with patients are responsible for noting adverse events that are reported by the patient and making them known to appropriate medical staff. Patients entered into clinical trials must be encouraged from the outset of any study to contact their Research nurse/team at the time of an event occurring.  It is important that if patients are admitted to ward areas that CTU staff are informed of the hospital admission as soon as possible. The appropriate CTU research nurse should conduct study assessments, and ensure that all adverse events are identified for each patient as far as possible.

The Investigator should sign a written report of each serious adverse event forwarded to the research co-ordinating centre with regard to MREC approved studies and the both the research co-ordinating centre and the Local Research Ethics Committee with regard to studies NOT approved by MREC.

2. WHEN?

At each visit, or study assessment, adverse events that might have occurred since the previous visit or assessment should be elicited from the patient.  For source documentation verification these events need to be detailed in the patients medical notes including the start dates (if known) of the onset of the event as well as the date the event stopped or changed, if applicable.  Adverse events ongoing on completion of the study should be followed up as required by the protocol and as clinically indicated 

The ICH GCP Guidelines state that:  “All serious adverse events should be reported immediately to the sponsor” (trial organisers), and that “immediate reports should be followed promptly by detailed written reports”.

3. HOW?

Adverse Event

Document event in a clear way as far as possible.  For example, the patient may say that they ‘felt sick’.  This can be interpreted in many ways: either they felt nauseated or they may have felt unwell, or they may even have been vomiting.

Ask patient the date and start and stop time of event.  If the patient cannot remember, then as near as possible.

Document the severity – this may be graded by using the toxicity criteria found in the protocol.

Document the action taken regarding study drug – if any e.g. was the treatment dose reduced, or was study drug/treatment delayed etc.

Document any treatment/medication given for the event, including the dates the treatment/medication was commenced and the date it was stopped/changed, if applicable. 

Document the event outcome.

Events ongoing at study completion should be followed up as detailed in the protocol and as clinically indicated. 

Serious Adverse Events

All adverse events/adverse drug reactions will be documented as above.  However, if they come under the Serious Adverse Event definitions then the event will be classed as a serious adverse event:

Inform the Research co-ordinating body as soon as possible within 24 hours of the Investigator’s knowledge of the event.  How the information is forwarded varies, usually by fax or phone.  The preferred method will be fully explained in the study protocol, and these procedures must be followed.

Respond promptly to requests for follow-up information from the Sponsor.  Store correspondence in the Site File.

Store all completed serious adverse events in case report form or Site File as stipulated by the protocol.

Pregnancy in either a patient or the partner of the patient in a trial taking trial medication should be reported as an SAE.

Suspected unexpected serious adverse reactions (SUSARs)

An adverse reaction is ‘unexpected’ if its nature and severity are not consistent with the information about the medicinal product in question set out:

a. in the case of a product with a marketing authorization, in the summary of product characteristics for  that product;

b. in the case of any other investigational medicinal product, in the investigator’s brochure relating to the trial in question.

A SUSAR which is fatal or life-threatening must be reported as soon as possible and in any event within seven days after the sponsor became aware of the event. Any additional information must be reported within eight days of sending the first report.

A SUSAR which is not fatal or life-threatening must be reported as soon as possible and in any event within 15 days after the sponsor became aware of the event.
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