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S25. Results of the CAPP-2-trial (Aspirin and resistant starch) in HNPCC gene
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This randomised placebo controlled trial examined
the effects of 600mg/d of enteric coated Aspirin and
30 g/d maize starch (Novelose®) in a 2×2 factorial
design in proven carriers of Lynch syndrome (hereditary
non-polyposis colon cancer). Of the 1071 randomised
in the 43 participating centres, 62 were considered
ineligible and 72 did not start treatment. Of the 937
who started treatment, 191 withdrew during the study
and no exit colonoscopy was obtained. The three
groups of exclusions were equally distributed across
the four groups,Aspirin/resistant starch,Aspirin/placebo,
resistant starch/placebo and placebo/placebo. After an
average of 29 months (7.4−74.4) on treatment, 141
participants developed colonic adenoma or carcinoma.
For Aspirin, 561 participants were randomised: 66
participants (18.9% of participants) developed one or
more neoplastic lesions while on treatment whereas
65 (19.0%) developed a neoplasm on placebo. The
crude relative risk for a treatment effect is 1.00 (95%
confidence interval 0.67, 1.47). For advanced adenoma
or colorectal cancer, there was a small, non-significant
reduction in the incidence for those on treatment (8.1%
on treatment compared to 10.9% on placebo, p=0.4).

For resistant starch, 591 persons were randomised to
treatment or placebo; 67 (18.7%) of the treated group and
68 (18.5%) of the untreated group developed neoplasia
corresponding to a crude relative risk of 1.02 [95%CI
(0.69,1.50)]. Adenomas and carcinomas were evenly
distributed between treated and untreated groups as was
the phenotype of advanced adenoma and/or carcinoma.
In the Aspirin treated group, 10 participants developed
colorectal cancer: 10 participants in the placebo group
also developed colorectal cancer. Eight participants
developed an HNPCC cancer (excluding colorectal cancer)
as compared with 14 on placebo (p=0.3). For the resistant
starch treated group, 10 participants developed colorectal
cancer compared with 12 on placebo. Seven participants
developed HNPCC cancer (excluding colorectal cancer)
as compared with 17 on placebo (p=0.05). Kaplan Meier
analysis revealed no evidence of a difference in time
to first neoplasm. Aspirin and resistant starch in these
formulations and doses have no impact on development
of colorectal neoplasia in carriers of Lynch syndrome over
a mean 29 month study period with no evidence of effect
up to 4 years. A delayed effect cannot be excluded.


