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ASCEND: The Research Question

ASCEND: A Study of Cardiovascular
Events IN Diabetes

* For people with diabetes who have not yet
had a heart attack or stroke:

— Is low-dose aspirin beneficial?
— Are omega-3 fish oils beneficial?
— Are these treatments safe?



The Study Design:

2x2 factorial design randomised trial of
aspirin vs placebo and omega-3 FA vs placebo
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The Problem




The Solution

Streamlined

Cost effective

Simple eligibility criteria
Mail-based trial design



No study clinics required







The Funding

e British Heart Foundation special project
grant £2.7 million

e Bayer/Abbott: study drug and funding
for packaging
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Trial coordination

e Sponsor: University of Oxford
o Steering Committee
* Independent Data Monitoring Committee



The Next Problem

 |dentification of potentially eligible study
participants

— Central databases
» Hospital-based registers
e Regional registers (eg retinopathy screening)

— Other approaches
e Invited direct from GP
e Self-nominate/friends & family



Central recruitment: invitations sent to
potentially eligible patients

e Patients mailed

— Invitation letter (from lead clinician)
— Information leaflet

— Screening guestionnaire

— Consent form

e 24 hour telephone service to deal
with any guestions about the study
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ASCEND: Screening Questionnaire
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Pre-randomisation run-in phase

 GP informed that patient has entered
run-in; option to withdraw

* Blood kit mailed during run-in period

e Randomisation form mailed after 6
weeks



Baseline blood samples (optional)

o 22,900 blood and urine kits sent out
e 13,000 participants returned samples

e 11,500 from randomised participants
(74%)

« HbA1C, TC, HDL c, Apo Al, Apo B,
urinary albumin/creatinine measured on
fresh samples

« Urine, plasma, red cells and genetic
material stored long-term
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ASCEND: Randomisation Questlonnalre
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ASCEND: recruitment completed July 2011

Invitations
sent

Patients
enter Run-in

Patients
randomised

Centrally- GP Others *
held practices
Register
300,188 120,875 2223
16,104 9,741 635
9013 6037 430
(3.0%) (5.0%) (19%)

* HPS follow up/Self/friends/Hospital referral

Total

423,286

26,480

15,480
(3.7%)






Follow-up by mail

Follow-up questionnaires sent 6 monthly:
— serious adverse events
— significant bleeding episodes
— study treatment compliance
— non-study treatments of interest

Treatment packs mailed at appropriate intervals

Central registries (death, cancer, Ml, cardiac
Interventions, hospital admissions)

24 hour freefone telephone service



ASCEND: Follow-up Questionnaire B B L D
4, Medical Evonts
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Thank you for your continued participation in ASCEND







Summary of experience in ASCEND

Successful recruitment of 15000 trial participants
by mail using centrally-held and GP databases

Streamlined trial design, simple CRFs completed
by participants — no study clinics

Follow-up Is on-going, results anticipated 2017

Results relevant to 350 million people worldwide
with diabetes
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The evolution of diabetes
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