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Dear Professor Fasiha Kanwal,

We are pleased that our manuscript, "Guaiac fecal occult blood test and colorectal cancer incidence" (CGH-
D-21-01235), has been provisionally accepted for publication in Clinical Gastroenterology and Hepatology.
We would like to thank the Editors and Reviewers for their review and have incorporated their suggested

sentence into our manuscript, “We will work with the editorial office to publish an erratum, removing
‘which has never been demonstrated for gFOBT’ from the sentence in contention”.

Yours sincerely,

Amanda J Cross, on behalf of all authors
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Dear Editors,

We thank Shaukat et al. for their comments? regarding our Editorial.2 We would like to apologise for writing it has
“never been demonstrated” that screening with the guaiac faecal occult blood test (gFOBT) reduces colorectal
cancer (CRC) incidence,? because as noted by Shaukat et al.,* results from extended follow-up of the Minnesota
trial showed that CRC incidence was reduced in the biennial and annual gFOBT screening arms, compared with the
control arm.3 We will work with the editorial office to publish an erratum, removing “which has never been
demonstrated for gFOBT” from the sentence in contention. W j

Even though the Minnesota trial reported reductions in CRC incidence with gFOBT screening,® when all relevant
existing studies are examined, the evidence that gFOBT screening reduces CRC incidence is not convincing. Several
other randomised controlled trials (RCTs) of gFOBT screening, performed across Europe, have found no effect of
gFOBT on CRC incidence over 16-20 years’ follow-up.*® Moreover, a systematic review and meta-analysis
synthesising data from the Minnesota trial and European trials reported that “gFOBT screening made little or no

difference on colorectal cancer incidence compared with no-screening, neither annually nor biennially”.”

The referral rate to colonoscopy after gFOBT testing was substantially greater in the Minnesota trial (28% and 38%
in biennial and annual screening arms, respectively)® than in the European trials (~5%).#® This is likely because in
the Minnesota trial, the majority of gFOBTs were rehydrated, which resulted in higher positivity rates.® It is
reasonable to assume that the high colonoscopy referral rate in the Minnesota trial drove the association
between gFOBT screening and lower CRC incidence. We acknowledge that gFOBT screening is a two-step process
and the gFOBT is “meant to risk-stratify individuals that would benefit from a colonoscopy”;* however, in the
context of CRC incidence reduction, this would mean risk-stratifying individuals according to likelihood of
harbouring premalignant polyps and existing data do not indicate that the gFOBT can perform such a function.’

There is hope for faecal immunochemical test (FIT)-based screening to have a greater impact on CRC incidence. As
Shaukat et al. note,* Levin et al. reported reductions in CRC incidence following implementation of a FIT-based
screening programme in a community-based population;*® however, this study was observational and more
robust data are needed from RCTs of programmatic application of FIT screening at different FIT positivity
thresholds.

Yours sincerely,
Professor Amanda J Cross & Emma C Robbins.

The authors have no conflicts of interest to declare.
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