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Detailed guidance about delta specification is
development. Sponsors are strongly encouraged
in their protocols and prowvide a ratienale for
Consultatien with the Review Division is
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that choice.
recommended.

(¥)_ISSUES WITH OFEM TRIAL DESISNS:

Be=auza of concerns of selection blas by the investigator in
the open trial designs (i.e., the investigator or assessor is
unblinded at time of assessments or befora analysis of final
data) discussed subseguently in this document, a patient
ragistration log should be maintained by each lnvastigator or
site ({as appropriate). All patients with the dissase under
investigation preasenting to the investigator (or co-
investigators, as appropriate) should be entered by initlal in
this registration log. The log should also document briefly
tha resson(s) for not enrolling a given patient in tha trial.
Registration log books should be submitted as part of any NDA
wishing te use such trial results as critical effectivensass
data. Generally, any appearance that patients were being pre-
selected for one arm of the study with "lesser” degrees of
dleeass than patients selected for the other arm of the study
or any other appearance of bias introduction could invalidate
the study unless adeguate explanation was provided. Likawise,
any appearance that patients were being pre-selected for
#lesser” degrees of disease generally in both arms cf the
trial could result in restrictive labeling in the INDICATIONS
AND USAGE section of the product labeling unless adeguate
explanation was prowvided.




