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l	 Implement a requirement that study subjects had already received some sort of 
therapy for the disease (first line therapy) before enrolling in the clinical study 
(129,130)

l	 Increase the maximally allowed time frame between presentation of the disease and 
enrollment/randomization in the clinical trial (131). The mean time frame for this 
clinical trial, which involved acute coronary syndrome, was 5.6 hours.

Once the proposed amendment is approved, subsequent versions of the Clinical Study 
Protocol list the dates of the amendments on the title page of the Clinical Study 
Protocol (132).
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