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Question: Among patients with serrated polyposis syndrome (SPS), can we
increase colonoscopy intervals from annually to every 2 years based upon
patient specific factors?

Study Design: Prospective cohort.
Setting: Nine international centers from Spain (33%) and Netherlands (66%).

Participants: All patients fulfilling 2010 World Health Organization (WHO)
SPS criteria I and/or III' who underwent endoscopic surveillance between Janu-
ary 2013 and April 2018 after initial polyp clearing colonoscopies (removal of
all polyps =5 mm and those with an optical adenomatous or serrated appear-
ance). Surveillance was started either before or during study period. Those with
proctocolectomy, subtotal colectomy, inflammatory bowel disease or known
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colorectal cancer (CRC)-related germline genetic variants were excluded.

2010 WHO SPS type I criteria was defined as >5 serrated lesions/polyps (SSLs)
proximal to the sigmoid colon, with at least 2 lesions/polyps >10 mm in size and
type III was defined as >20 SSLs of any size distributed throughout the colon. Ser-
rated polyps were defined as hyperplastic polyp >5 mm, SSL with or without dys-
plasia, or traditional serrated adenoma. Advanced adenomas were defined as ade-
nomas >10 mm, with villous structure and/or with high-grade dysplasia (HGD).
Advanced SSLs were defined as traditional serrated adenoma, any SSL >10 mm
and/or with presence of dysplasia. Advanced neoplasia (AN) was defined as CRC,
advanced adenoma, or advanced SSL.

Intervention: Annual surveillance colonoscopy was performed in those with >1
advanced adenoma/SSL, >5 adenomas/SSLs or if colorectal surgery was per-
formed. All other SPS patients received surveillance colonoscopy every 2 years.
Surveillance colonoscopies were done with the goal of removing of all polyps >5
mm and those with an optical adenomatous or serrated appearance.

Outcomes: Primary outcome was 5-year cumulative incidence of CRC and AN.
Secondary outcomes were frequency of 1- vs 2-year surveillance interval recom-
mendation, incidence of colorectal surgery during surveillance and incidence of
AN among 1- vs 2-year surveillance intervals.

Data Analysis: Kaplan-Meier analysis.

Funding: Grants from the Dutch Cancer Society (KWF) and the Instituto de Salud
Carlos III (P116/00766). Co-funded by the European Regional Development Fund
(ERDF). CIBEREHD is funded by the Instituto de Salud Carlos III.

Results: Overall, 271 eligible patients were followed for a median of 3.6 years,
with a mean age of 60 years old at the start of surveillance. Ninety-nine (36.5%)
patients met SPS type I criteria, 99 (36.5%) met type III, and 73 (27%) met both
type I & III. Sixty-seven (25%) patients had CRC prior to surveillance. At first sur-
veillance, 131 (52%) received a 2-year follow-up recommendation and 140 (48%)
received a 1-year recommendation. Among those with a 1-year follow-up, 50% re-
mained on a 1-year program at second and third surveillance and 50% were transi-
tioned to a 2-year follow-up. Most patients who were recommended a 2-year inter-
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val remained with this recommendation after the second (64%) and third (71%)
surveillance.

The 5-year cumulative incidence of CRC was 1.3% (95% Confidence Interval [CI]
0-3.2%), which consisted of 2 cases both of whom had prior CRC/AN. The 5-year
cumulative incidence of advanced neoplasia was 44% (95% CI 37%-52%). AN 1n-
cidence was lower for SPS type III (26%) than type I (53%): hazard ratio = 0.38
(95% CI 0.22-0.63, P<0.001) adjusted for age, smoking status, and gender. There
were no other significant risk factors for AN identified. There was no statistically
significant difference in AN incidence between a 1- or 2-year surveillance interval.
Surgery was only required for CRC or bowel adhesions in 3 patients during sur-

veillance.

COMMENTARY

Why is this important?

SPS 1s one of the most common CRC-
predisposition polyposis syndromes.
The prevalence is approximately 1:111
among individuals > 50 years old w1th
positive fecal immunochemical tests.’
The National Comprehensive Cancer
Network (NCCN) guidelines recom-
mend a 1-3 year interval range,” while
2012 USMSTF guidelines recommend
annual survelllance colonoscopy for
SPS patients.* While close colonoscoplc
surveillance is effective and safe,” mini-
mizing overuse of surveillance colonos—
copy can alleviate system- and patient-
level procedural burden. This study is
one of the largest prospective cohorts of
SPS patients undergoing colonoscopic
surveillance and identifies SPS patients
who can safely extend their surveillance
interval to every 2 years.

In 2019 (after this study was complet-
ed), the WHO criteria for SPS were up-

dated, most notably eliminating the for-
mer type Il criteria in which any number
of serrated polyps proximal to the sig-
moid colon in an individual with a first-
degree relative with SPS would them-
selves meet criteria for SPS (Figure 1).
Given how prevalent serrated lesions are
in the general population, this crlterla
had poor specificity for true SPS.' Type I
criteria was updated to include serrated
lesions in the sigmoid colon due to evi-
dence showing that up to 50% of CRCs
in SPS occur in the rectosigmoid colon,
but with a minimum size of 5 mm. Type
III criteria were renamed as the new type
Il criteria and now requires at least 5
SSLs proximal to the rectum.

Key Study Findings

Extension of surveillance interval from
1 to 2 years among SPS patients at
lower neoplasia risk (<5 polyps and no
AN) appears appropriate. The 5-year
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2010

|. 25 serrated polyps proximal to the
sigmoid colon with two or more of these
being > 10mm

Il. Any number of serrated polyps proximal
to the sigmoid colon in an individual who
has a first degree relative with serrated
polyposis syndrome

lll. >20 serrated polyps of any size, but
distributed throughout the colon

2019

|. 25 serrated lesions/polyps
proximal to the rectum, all
being =5mm in size, with at
least 2 being =10mm in size

Il. >20 serrated lesions/
polyps of any size
distributed throughout the
large bowel, with =5 being
proximal to the rectum

Figure 1. Changes in the World Health Organization’s 2010 and 2019 criteria for serrated polyposis syndrome diagnosis.
Changes in 2010 I and II criterion are marked with underlining in 2019 criterion. Note that 2010 criterion II was not
included with the 2019 criterion. Reused with permission from Gastroenterology.’

cumulative incidence of CRC is very
low (1.3%) and occurred only in pa-
tients with prior CRC/AN.

Many SPS patients had AN during sur-
veillance (cumulative incidence 44%),
particularly among those with SPS type
I, but those with a 2-year follow-up co-
lonoscopy did not have significantly
more frequent AN.

Caution

This surveillance study was conducted
after all patients underwent clearing of
all polyps >5 mm and <5 mm with opti-
cal appearance of an adenoma or serrat-
ed lesion with successful cecal intuba-
tion, adequate bowel preparation, and
repeat colonoscopies within 6 months as
necessary to complete polyp clearing.
Virtual chromoendoscopy or distal at-
tachment devices were also not standard
practice in this study.

My Practice

After identifying a patient with SPS, I
schedule the initial clearing colonosco-
py within 3 months and then repeat eve-
ry 3-6 months until there are <5 small/
large polyps and no AN.° In order to
minimize missed polyps I usually per-
form retroflexion in the right colon and
use virtual chromoendoscopy (if excel-
lent bowel prep) and a distal attachment
device and cleanse residual stool to
achieve excellent bowel cleansing.
Thereafter, I transition to annual colon-
oscopies for 2-3 years before relaxing
to a biannual interval, while taking into
account colonoscopy quality and patient
preference. I also recommend early
screening of first-degree family mem-
bers at age 40 (or earlier if early-onset
CRC or AN) with repeat every 5 years
if no polyps are found’ at multiple
points of patient contact (clinic, colon-
oscopy report, pathology result letter).
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Although SPS often has a familial com-
ponent, SPS is typically not associated
with a pathogenic genetic variant (rare
cases can be caused by variants in
RNF43). I do offer genetic testing based
on patient preference or if there are con-
comitant adenomatous polyps, which
raises the likelihood of mixed polyposis
syndromes such as MUTY H-associated
polyposis.’

It is important to remember that SSLs
are sporadic in most patients in the ab-
sence of SPS, and SSLs with any dys-
plasia are thought to be comparable to
adenomas with high-grade dysplasia in
terms of CRC risk.” However, as dis-
cussed in a previous EBGI summary,
these polyps tend to be flat, subtle in ap-
pearance, and easily missed particularly
in the proximal colon.® There is recent
data showing an inverse association be-
tween sessile serrated detection rates
(SSLDR) and post-colonoscopy CRC
risk,” raising the question whether
SSLDR should be considered a colonos-
copy quality metric.'?

For Future Research

In order to prevent CRC due to SPS, we
must improve recognition of SPS pa-
tients, especially since the diagnosis is
based upon lifetime total number of ser-
rated polyps removed. In addition to im-
proving provider knowledge, a flaw of
our current healthcare system is the lack
of a centralized longitudinal endoscopic
record and cumulative polyp counter.
Many patients obtain colonoscopies
over time at a variety of clinical loca-
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tions, and diagnosis of polyposis is
often made either in the patient with a
peculiar number of polyps during a sin-
gle colonoscopy, or by an astute clini-
cian paying particular attention to total
number of serrated polyps removed dur-
ing past colonoscopies.
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