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Source Documents

Definition: Original documents, data and 
records (eg hospital notes, clinical charts, 
laboratory results, pharmacy dispensing 
records, X-Rays etc).

Source documents may be originals or may be 
copies, microfiches, photographic negatives 
once certified as being accurate copies of the 
original document

ICH-GCP 1.51, 1.52
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Case Report Form (CRF)

A printed, optical or electronic document 
designed to record all of the protocol-required 
information to be reported to the sponsor on 
each trial subject

ICH-GCP 1.11
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CRF: Investigator responsibility

Ensure the accuracy, completeness, legibility and 
timeliness of the data in the CRF and all reports

ICH-GCP 4.9.1, 4.9.2

37.4C

Rod Owen
10/06/2010 

Transcription
error

34.7C

34.7C 34.7C37.4C

Initial, date (and explain) CRF changes; do not
obliterate the original entry ICH-GCP 4.9.3

37.4C
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CRFs: Typical data entry errors

Can you spot the error or errors on this page?
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CRFs: Typical data entry errors

How about this one?
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Should we really be that bothered?
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Safety Reporting

Adverse Drug Reaction (ADR)
Any untoward and unintended medical response to an 
investigational medicinal product, and  related to any 
dose of the product.

ICH-GCP 1.1
Article 2 (n)

Adverse Event (AE)
Any untoward medical occurrence, including laboratory 
abnormalities, whether or not considered related to the 
product, and no matter how minor

ICH-GCP 1.2
*Article 2 (m)

*EU Directives: 2001/20/EC & 2005/28/EC



©© Wirral University Teaching Hospital Foundation NHS TrustWirral University Teaching Hospital Foundation NHS Trust
R&D Office (Rod Owen);  2007, 2008, 2009R&D Office (Rod Owen);  2007, 2008, 2009

11

Serious Adverse Event (SAE)
Any untoward medical occurrence that:

results in death

is life threatening  (as perceived at the time)

results in persistent disability or incapacity

requires (or prolongs) hospitalisation

is a congenital defect
ICH-GCP 1.50

Article 2 (o)

Safety Reporting
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Suspected Unexpected Serious Adverse Reaction
(SUSAR)

An adverse reaction, the nature and severity of which is not 
consistent with the applicable product information
( eg Investigator's Brochure if unlicensed; SmPC if licensed)

ICH-GCP 1.60
Article 2 (p)

Safety Reporting
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Adverse Events: Summary

AE ADR

SAE

SUSAR

Unrelated Related to IMP
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Causal Relationship

Unrelated …

Unlikely to be related …

Possibly related …

Probably related …

Definitely related …

… to product, device or procedure

“Don’t know”
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‘Severity’ of Adverse Events
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‘Severity’ of Adverse Events
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Is it a SUSAR?
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Is it a SUSAR? … SmPC … 4.8
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Adverse Event Reporting

Adverse Event

Non Serious

Expected

Trial report or periodic
safety update

Serious

Unexpected

Fatal or
Life threatening

*7 days

Other

*15 days

As per Protocol:
including death
from progressive
disease if MHRA
and REC approve

*Inform Sponsor
IMMDIATELY
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A patient gave consent and was entered into a 
trial yesterday. This morning the patient took 
the first dose of study medication and felt 
“severely nauseated” shortly afterwards. The 
patient was then “violently sick” about 2 hours 
later.

AE, SAE, NEITHER?

Question 1
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2 AEs: nausea & vomiting
[Temporal separation of two hours]

“Severe” adverse events are not necessarily serious

Answer 1
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A female patient, who gave consent and 
agreed to practice adequate contraception 
in accordance with the study protocol, 
began treatment with the trial drug three 
months ago. Last week, the patient reported 
that she had become pregnant.

AE, SAE or NEITHER?

Question 2
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SAE or AE … or Neither

ALL pregnancies are usually recorded as SAEs or AEs. This is 
the convention. However, unless the Investigator believes 
there may be a drug-drug interaction with a contraceptive 
drug, it should not be reported as an (S)AE for licensing. 

NOTE: A Report of In Utero Drug Exposure (RIUDE)* must
be completed for all pregnancies and sent to the MHRA. The 
Sponsor must follow each pregnancy to term, and report 
outcome to MHRA (even if birth & baby “normal”).

*Clinical Trial Pregnancy Reporting Form

Answer 2
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A patient entered a 6-week study comparing 
nicotine patch and nicotine patch plus weekly 
counselling for ‘initial-phase’ smoking cessation. 
One week after consenting to take part in the 
trial, the patient underwent elective repair of a 
hernia. The operation was planned to take place 
in eight weeks time (ie after the study) but a 
cancellation created the opportunity for earlier 
surgery, which the patient gratefully accepted.

AE, SAE, NEITHER?

Question 3
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NEITHER

The surgical repair of the patient’s hernia was a 
planned, elective procedure; the altered date 
makes no difference 

(The patient’s case notes should show that 
diagnosis and schedule for surgery pre-dated 
trial entry … in compliance with ICH-GCP)

Answer 3
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A patient with advanced malignancy consents 
to take part in pilot study of a new, patient             
operated device for delivering pain relief 
medication, and continues to receive all other 
medications as per the Trust’s “standard 
practice” in Palliative Care. During the planned 
3-week study, the patient dies from disease 
progression.

AE, SAE, NEITHER?

Question 4
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SAE

Although death may well be considered inevitable 
for a patient with advanced cancer, and who is 
receiving palliative care, death is ALWAYS an SAE

Answer 4

NB: If stated in Protocol, such SAEs need not be
reported using the “expedited” procedure provided 
MHRA and MREC have agreed to an alternative 
reporting format
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Call Extn 2520 (APH) or 4917 (CCO)Call Extn 2520 (APH) or 4917 (CCO)

… Seriously - if in doubt, call!  
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