
Questionnaire – GP 
or Participant

HES or other 
registry 

Participant  
Notification

Data Entry Data Programming

Data upload to Trial 
eCRF 

Data review at 
Cambridge 

All event types 
identified manually 

entered to Trial 
eCRF (For 

reportable events 
clock starts here)

EVENT LISTED IN 
APPENDIX 2?

Site staff enter onto 
TRIAL eCRF

Is it possible event is 
related to the study 
drug & unexpected?

YES

Send for 
adjudication

Data review at 
Cambridge 

All event types 
identified manually 

entered to Trial 
eCRF (For 

reportable events 
clock starts here)

Follow Safety 
Reporting 

Process

NO

EVENT IDENTIFICATION – START HERE FOR ALL EVENTS

NO

Was the event serious:
· Resulted in death
· Life-threatening
· Required in patient hospitalisation or 

prolongation of existing hospitalisation
· Persistent or significant disability/incapacity
· Congenital anomaly/birth defect
· Other important medical event

Causal relationship to 
protocol medication?

Serious Adverse Event
Record on SAE eCRF. 

Notify CCTU within 24hrs 
of becoming aware of the 

event

UNLIKELY, 
NOT RELATED

YES

Was the SAE one of the 
recognised undesirable effects 

of the trial medication?

Serious Adverse Reaction 
Record on SAE eCRF. 

Notify CCTU within 24hrs 
of becoming aware of the 

event

SUSAR
Record on SAE eCRF. Notify CCTU within 
24hrs of becoming aware of the event

ADVERSE EVENT (AE)

AE/AR 
Adverse events or Adverse reactions 
are not recorded unless they result 

in cessation of the drug. For an AE to 
be recorded, the event must also be 
considered to be related to the drug.

EXPECTED

DEFINITELY, PROBABLY, POSSIBLY

UNEXPECTED

SAFETY REPORTING

Recorded as 
SUSAR through 

SAE eCRF

YES
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24.2 Appendix 2 Modified Safety Reporting  
 
All SAEs listed below are exempted from routine SAE reporting. However they will be 
assessed for relatedness to the study drug and if the event is considered related and 
not expected i.e. it is a SUSAR it will be reported in an expedited manner. 
 
All SAEs not listed below will be reported as per standard guidelines and processes. In 
addition a quarterly line listing of these SAEs will be submitted to the sponsor.  
 
1.Primary and secondary study endpoints 
These events will prompt the investigator to complete an endpoint package which will 
then be adjudicated according to the Clinical Events Classification (CEC) charter: 
-Cardiovascular (CV) death e.g. fatal myocardial infarction [MI]/cerebrovascular 
accident [CVA]/ congestive heart failure [CHF]/arrhythmia, cardiac arrest, death 
following CV intervention 
-Non-fatal MI  
-Acute coronary syndrome  
-Non-fatal CVA  
-CHF requiring hospitalization  
-Unstable angina requiring hospitalization 
-All cause mortality 
 
2.Other Cardiovascular Events of Interest 
-Atrial fibrillation/Atrial flutter  
-Ventricular fibrillation/tachycardia requiring intervention  
-Deep Vein Thrombosis (DVT)  
-Pulmonary embolism  
-Percutaneous Coronary Intervention (PCI) – (including non-serious events)  
-Coronary Artery Bypass Graft (CABG)  
-Coronary catheterization  
-Stress test (including non-serious events)  
-Abdominal aortic aneurysm/repair  
-Carotid endarterectomy/ carotid angioplasty and/or stenting  
- Any hospitalization due to cardiovascular events (i.e., whether or not the 

hospitalisation was for an obvious study endpoint)  
-Shock/hypotension  
-Accelerated or malignant hypertension/hypertensive urgency  
-Transient Ischemic Attack (TIA)  
-Syncope  
-Renal artery angioplasty and/or stenting  
-Other arterial angioplasty and/or stenting  
 
3.Non-cardiovascular events of interest 
Any non-melanoma incident cancer 
Any non-melanoma recurrent cancer 
Death due to cancer (any non-melanoma type) 
Physician diagnosed T2DM 
 
4.Known adverse reactions of metformin  
-GI upset / diarrhoea 
-Hypoglycaemia
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