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For individuas who are able and willing to undergo colonoscopic screening or
aurvelllance, is ether partid and/or complete suppression of colorecta adenomatous
polyps adinicaly meaningful benefit? Why or why not?

If adenomatous polyp suppression is not a dinicaly meaningful benefit, what
additional information would be needed to demondtrate that partial or complete
suppression of polypsisof dinicd benefit in such individuas?

A chemoprotective agent (CPA) that suppresses polyp growth may become resistant
to drug effects. Additiondly, it may preferentidly alow smdl, invasive lesonsto go
undetected on colonoscopy while large, indolent lesons are identified and removed.
If polyp suppression is used as an endpoint in dinicd trids of a CPA:

a) How long should thetrid be?

b) What should the time interva be between colonoscopic evauations?

c) Wha endpoints and follow up are needed to rule out possible resistance to drug
effects? Differentid identification and remova of large, indolent lesions?

d) How should arebound withdrawd effect be studied?

Given that mortdity and invasve CRC incidence rates are gold standards for
demondirating clinica benefit, what is the relaive importance of other study
endpointsin dinica trids of CPAS, such as

a) Lengthening the interva between (or replacement of) colonoscopic screening or
survelllance?

b) Reduction in the number of procedura complications associated with
polypectomies?

¢) Other dinicdly meaningful outcomes?

Should the results of dinicdl tridsin individuds at high risk for CRC be generdized
to individuas at normd risk for CRC? Why or why not? Please specify the criteria
that should be used to classfy risk in clinicd trids of CPAs.

Should clinicdl trids of CPAs be required to include substantid numbers of
individuas with particular demographic or basdline characterigtics (e.g., age, race,
sex) or on particular concomitant therapies (e.g., nongteroida anti-inflammeatory
agents)?
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In randomized, placebo-controlled clinica trids of CPASs used as an adjunct to
colonoscopic screening or surveillance, what would represent adinicaly meaningful
effect 9zefor:

a) Reduction of benign adenomas?

b) Reduction of premdignant lesions?

¢) Reduction of colorectd cancer?

d) Increaseinthetimeinterva between colonoscopies?

€) Reduction of complications associated with polypectomies?

How should dropouts/censored patients be andyzed?

8) What isyour advice concerning the safety evauation of adrug proposed asa CPA in

9)

an at-risk population without active disease?

For partial or complete suppression of adenomatous polyps.

a) Should the proportion of patients who experience the dinicaly meaningful
benefit of polyp suppression exceed the proportion of patients who experience
serious adverse events?

b) If yes, should the study be powered accordingly? Why or why not?

c) Inorder to ensurelong term safety of CPAS, what should the length of the clinica
trids be?



