
Introduction
Colorectal cancer (CRC) is the third most commonly diagnosed
cancer and the second leading cause of cancer mortality world-
wide, accounting for 1.8 million new cases and approximately
862,000 deaths in 2018 [1]. CRC develops from colorectal
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ABSTRACT

Background and study aims Serrated lesions are precur-

sors of approximately one-third of colorectal cancers

(CRCs). Information on their detection rate was lacking as

an important reference for CRC screening. This study was a

systematic review and meta-analysis to determine the over-

all detection rate for serrated lesions and their subtypes in

average-risk populations undergoing CRC screening with

colonoscopy.

Patient and methods MEDLINE and Embase were sear-

ched to identify population-based studies that reported

the detection rate for serrated lesions. Studies on average-

risk populations using colonoscopy as a screening tool were

included. Metaprop was applied to model within-study

variability by binomial distribution, and Freeman-Tukey

Double Arcsine Transformation was adopted to stabilise

the variances. The detection rate was presented in propor-

tions using random-effects models.

Results In total, 17 studies involving 129,001 average-risk

individuals were included. The overall detection rates for

serrated lesions (19.0%, 95% CI =15.3%–23.0%), sessile

serrated polyps (2.5%, 95% CI = 1.5%–3.8%), and tradition-

al serrated adenomas (0.3%, 95% CI =0.1%–0.8%) were es-

timated. Subgroup analysis indicated a higher detection

rate for serrated lesions among males (22.0%) than females

(14.0%), and Caucasians (25.9%) than Asians (14.6%). The

detection rate for sessile serrated polyps was also higher

among Caucasians (2.9%) than Asians (0.7%).

Conclusions This study determined the overall detection

rate for serrated lesions and their different subtypes. The

pooled detection rate estimates can be used as a reference

for establishing CRC screening programs. Future studies

may evaluate the independent factors associated with the

presence of serrated lesions during colonoscopy to enhance

their rate of detection.
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polyps over the course of many years, and detection and resec-
tion of these lesions reduce both its morbidity and mortality
[2]. In the past two decades, the use of colonoscopy for screen-
ing has been shown to increase steadily [3]. Although there is
evidence supporting the effectiveness of colonoscopy in redu-
cing CRC-related mortality, a certain proportion of screening
participants may have interval cancers, defined as those diag-
nosed between screening and the next post-screening surveil-
lance examinations [4].

In past decades, endoscopists tended to resect adenomas
during colonoscopy because adenomas were historically con-
sidered as the only type of malignant polyp [5]. Nevertheless,
recent studies have suggested that serrated lesions are also
precursors of CRC [6]. Approximately 15% to 35% of CRCs can
be accounted for by this serrated pathway [7]. According to the
World Health Organization (WHO), serrated lesions are classi-
fied into three types: hyperplastic polyps, sessile serrated
polyps (SSPs), and traditional serrated adenomas (TSAs) [8].
Recently, WHO has recommended using the term sessile serra-
ted lesions for SSPs [9].

Although there increasing knowledge about histological ca-
tegorization of serrated lesions, the detection rate is highly
variable [10]. For instance, several studies reported that the de-
tection rate for serrated lesions was between 1% and 20% in the
proximal colon [11–13]. serrated lesions, especially located in
the proximal colon, are usually flat and covered with a mucus
cap. They can be dismissed as “benign” HPs by some colonosco-
pists or they may be difficult to see during endoscopy [14]. Ow-
ing to the difficulties in diagnosing serrated lesions during co-
lonoscopy, the detection rate is highly variable among endos-
copists. For pathologists, interobserver agreement was only
moderate to low in diagnosis of SL subtypes [15]. Information
on prevalence will offer an important reference to establish a
standard detection rate or indicators of serrated lesions for var-
ious population subgroups. This study was a systematic review
and meta-analysis to determine the overall detection rate for
serrated lesions and their subtypes. It examined whether detec-
tion rates differ by gender, anatomical location, or ethnicity
and explored potential factors that may affect detection rates
in the average-risk population undergoing CRC screening.

Patients and methods
This systematic review and meta-analysis was conducted
according to a pre-registered protocol in PROSPERO
(CRD42019133940) and the PRISMA guideline [16]. MEDLINE
and Embase on Ovid were searched for population-based, epi-
demiological studies reporting the detection rate for serrated
lesions using colonoscopy as an initial screening tool from their
inception to 1st March 2019 without language restrictions. A
predetermined search strategy (Supplementary Table1) was
used to search the literature. A multidisciplinary group con-
ducted the systematic review with PSFC and TWYP as review-
ers. Consensus was reached by referral to a third reviewer (JH)
when there was disagreement. XC further verified the accuracy
for all data. All authors had access to the study data and re-
viewed and approved the final manuscript.

Study selection

All search results were screened by title and abstract first, fol-
lowed by full text if relevant. Studies included: (1) investigated
asymptomatic individuals undertaking first-time CRC screen-
ing; (2) used colonoscopy as an initial screening test; and (3)
presented data on the overall, age- or sex-specific detection
rate for serrated lesions, SSPs, or TSAs. Abstracts in the initial
screening stage were excluded if they: (1) included participants
receiving surveillance colonoscopy; (2) did not use a popula-
tion-based study design, which was defined as those that in-
volved most residents in a specific region as the sampling
frame; (3) only reported disease cases with serrated polyposis
syndrome; or (4) did not investigate the detection rate for ser-
rated lesions, SSPs, or TSAs or did not report original data. Eligi-
ble abstracts were selected for full-text screening.

Data extraction and quality assessment

Basic information collected from the individual studies included
the first author, publication year, study characteristics such as
study period, region where subjects were recruited, study de-
sign (cross-sectional or cohort), study setting (national screen-
ing program, multi-center or single-center study), detection
methods, definitions of serrated lesions, settings of screening
(routine or surveillance), and participant characteristics (gen-
der ratio, age, ethnicity, smoking status of the study partici-
pants). Outcome variables included sample size, case number
of serrated lesions and their subtypes, detection rate for serra-
ted lesions, and the age- or sex- specific information on the
above variables. The Newcastle-Ottawa-Quality Assessment
Scale (NOS), which has been recognized as a useful tool for
measuring quality in meta-analyses, was used to assess the
quality of each included study by two researchers (PSFC and
TWYP) independently [17]. The scale was modified in an at-
tempt to fit our study design, consisting of six dimensions with
a total score of eight points [18, 19]. The six dimensions were as
follows: (1) representativeness of the sample; (2) ascertain-
ment of the family history; (3) ascertainment of the outcome;
(4) ascertainment of the outcome for quality control; (5) pres-
ence of age- or sex specific information on detection rate; and
(6) presence of stratified data by any additional stratified vari-
ables. One point each was assigned to dimensions 1 to 4, and
two points each were assigned to dimensions 5 and 6.

Data synthesis and analysis

A systematic, analytical method was used to calculate the
pooled detection rate for serrated lesions from all included
studies. The command “metaprop” was adopted to conduct
the meta-analysis of rates to generate pooled estimates with
exact binomial and score test-based confidence intervals (CIs)
[20]. The method provided appropriate ways of combining
rates close to the margins by using the Freeman-Tukey Double
Arcsine Transformation to stabilize the variances [20]. A ran-
dom-effects model was used to pool the detection rate for ser-
rated lesions with proportions and 95% confidence intervals
(CIs). Heterogeneity was assessed using Cochran’s Q test and
I2 statistic. P=0.05 was adopted to indicate the statistical sig-
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nificance. I2 > 50% referred to substantial heterogeneity and in
such circumstances the causes of heterogeneity were investi-
gated. Subgroup analyses by gender, ethnicity, anatomical lo-
cation and subtype of serrated lesions were performed to ad-
dress heterogeneity. P values in subgroup tests were generated
by examining the heterogeneity of the results between differ-
ent groups. Multivariate regression analyses by study quality,
definition of serrated lesions, proportions of smokers, first-
time screening participants, and those with previous history of
polypectomy were also conducted to further explore the possi-
ble sources of heterogeneity. We performed sensitivity analysis
by excluding each study and pooling the results. Publication
bias was evaluated by Begg’s funnel plot with a significant P=
0.05. Choropleth maps, maps patterned in proportion to the
measurement of the statistical variable being displayed, were
created to show the overall estimated detection rate for serra-
ted lesions in different countries. All statistical analyses were
conducted and graphics created using Stata version 14.0 (Col-
lege Station, Texas, United States) and R version 3.3.2 (R Core
Team).

Results
Identification of studies

The PRISMA flowchart of the selected studies is presented in

▶Fig. 1. The initial search retrieved a total of 10,420 studies.
Additional records were searched by referring to the reference
lists of eligible papers (n =16). After removing duplicates and
screening titles and abstracts, 86 articles fulfilled the criteria
for full-text review. After going through the full texts, 69 arti-
cles were excluded, as they: (1) reported irrelevant information
(n =69); (2) recruited high-risk participants or did not report
whether the screening participants were asymptomatic (n =3);
or (3) did not include adequate information to estimate the de-
tection rates (n =2). Finally, 17 studies met the selection criteria
[10, 11, 13–15, 21–32].

Information of included studies

The characteristics of included studies are shown in ▶Table 1.
The studies were conducted in East Asia (n =6), North America
(n =6) and Europe (n =5). The study participants were Cauca-
sians (n=10), Asians (n=6) and a combination of them (n=1).
The data collection period for the studies ranged from 1996 to
2014 while the sample size of each study ranged from 926 to
35,126. The publication years ranged from 2010 to 2017. All
studies were cross-sectional with nine being single-center and
eight being multicenter studies. All studies used colonoscopy
as a screening tool in asymptomatic individuals. For diagnosis
of serrated lesion, most studies adopted the WHO criteria (n =
13) although it was not referenced in other studies (n=4).
Twelve studies provided definitions of proximal colon. In 10
studies, it was defined as proximal to the splenic flexure and in
two as proximal to the transverse colon. The detection rate for
serrated lesions, SSPs and TSAs reported in various studies was
11.3% to 27.2%, 0.5% to 8.2%, and 0.1% to 0.8%, respectively.
The detection rate at multiple time points was reported for the
United States (n =6, 1996–2013), South Korea (n=4, 2002–

2012), and the Netherlands (n=3, 2009–2010). For the detec-
tion rate for serrated lesions, the United States, South Korea,
and the Netherlands had ranges between 13.0% and 20.6%,
11.3% and 15.1%, and 12.3% to 27.2%, respectively. For SSPs,
the detection rate was lower in the United States (11.7%) than
in South Korea (14.7%) and the Netherlands (12.7%–23.8%).
For TSAs, the detection rate was relatively low in all three coun-
tries (0.1%–0.6%).

Quality assessment of included studies

Quality assessment of included studies is shown in ▶Table 2.
The overall quality of the included studies was high, and most
of them performed independent validation in the diagnosis of
serrated lesions. The majority of the articles (14/17) had an
NOS score≥5.Most of the studies (14/17) had ascertainment
of the exposure while all (17/17) had ascertainment of the out-
come with additional reports on the quality of colonoscopy (14/
17). In addition, most studies (13 /17) presented additional
stratified variables (e. g. anatomical locations and screening
year) other than age and gender.
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Records after duplicates removed (n=4545)

Records identified 
through database 

searching 
(n=10 420)

Additional records 
identified through 

other sources 
(n=16)

Records screened 
(n=845)

Records excluded
(n=759)

Full-text articles 
assessed for eligibility

(n=86)

Studies included in 
qualitative synthesis

(n=17)

Studies included in 
quantitative synthesis 

(meta-analysis)
(n=17)

Full-text articles 
excluded, with 
reasons (n=69)
▪ Irrelevant (n=64)
▪ High risk or no 
 status on the 
 symptoms (n=3)

prevalence or 
enough information 
to calculate the 
values (n=2)

▶ Fig. 1 PRISMA flow diagram. From: Moher D, Liberati A, Tetzlaff J,
Altman DG, The PRISMA Group (2009). Preferred Reporting Items
for Systematic Reviews and Meta-Analyses: The PRISMA Statement.
PLoS Med 6 (7): e1000097. doi:10.1371/journal.pmed1000097
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Detection rate for serrated lesions

The overall detection rates for serrated lesions (19.0%, 95% CI
= 15.3%–23.0%), SSPs (2.5%, 95% CI = 1.5%–3.8%), and TSAs
(0.3%, 95% CI =0.1%–0.8%) are shown in ▶Fig. 2, Supplemen-
tary Fig. 1, Supplementary Fig. 2, and Supplementary Fig. 3.

Compared according to gender, the detection rate for
serrated lesions was higher among males (22.0%, 95% CI =
16.4%–28.2%) than females (14.0%, 95% CI =8.2%–21.0%)
(Supplementary Fig. 4), while the detection rate for SSPs was
similar between males (2.9%, 95% CI =1.0%–5.7%) and females
(2.4%, 95% CI =0.8%–4.9%) (Supplementary Fig. 5). The over-
all detection rate for serrated lesion in the proximal colon was
8.5% (95% CI = 6.8%–10.5%) (Supplementary Fig. 6).

In terms of ethnicity, the overall detection rate for serrated
lesion was higher among Caucasians (25.9%, 95% CI = 16.4%–
28.2%; n =4) than Asians (14.6%, 95% CI =11.6%–18.2%; n =
4) (Supplementary Fig. 7). This difference was also observed
for SSPs among Caucasians (2.9%, 95% CI = 1.5%–4.7%) and
Asians (0.7%, 95% CI =0.4%–1.2%). The ethnicity specific data
on TSA was not available for the present analysis (Supplemen-
tary Fig. 8).

Regionally, the highest detection rate for serrated lesions
was reported in the Netherlands (27.2%) followed by Poland
(26.6%) (Supplementary Fig. 9). For SSPs, the Netherlands
(3.9%), the US (2.8%), and Italy (2.3%) had higher rates than
other regions. In terms of detection rate for TSAs, Poland
(0.8%), Italy (0.5%), and the United States (0.4%) reported re-
latively higher rates.

Subgroup difference and meta-regression

The differences between subgroups were statistically signifi-
cant in the detection rate for serrated lesion between Asians
and Caucasians (P <0.001) but not between males and females
(P=0.077). The differences in rate of detection of SSPs between
Asians and Caucasians was statistically significant (P<0.001)
but not between males and females (P=0.786) (▶Fig. 2). Multi-
variate regression showed that study settings (P=0.294–
0.848), study period (P=0.444–0.870), proportions of smokers
(P=0.721–0.879), definition of serrated lesions (P=0.744), and
study quality (P=0.383–0.995) were not the source of hetero-
geneity observed in the present analysis (▶Table 3).

▶Table 1a Characteristics of included studies (N=17).

Study Region State/city Study

type

Data

collection

Ethnicity Sample

size

Male propor-

tion (%)

Mean age/

(age range)

Liang 2012 USA Cleveland 1 1996–2006 Caucasians 18,003 56.1 61.4

Kahi 2011 USA Indiana 1 2000–2009 Caucasians 6,681 49 58.9

Hetzel 2010 USA Boston 1 2006–2008 Caucasians 7,192 44 58

Abdeljaward
2015

USA Indiana 1 2005–2012 Caucasians 1,910 46.2 (≥50)

Sanaka 2014 USA Cleveland 1 2008–2009 Caucasians 2,167 52 (≥50)

Ross 2015 USA Texas 1 2010–2013 Mixture 2,833 35.4 (50–75)

Pyo 2017 South Korea Seoul 1 2002–2012 Asians 35,126 50.5 48.5

Min 2012 South Korea Seoul, Chung-
cheongnam-do

1 2007–2008 Asians 926 52.1 (> 45)

Kim 2014 South Korea Seoul 1 2005–2012 Asians 28544 60.8 (22–88)

Lee 2013 South Korea Seoul 1 2011–2012 Asians 1,375 52.4 (> 50)

Wijkerslooth
2013

Netherlands Amsterdam,
Rotterdam

1 2009–2010 Caucasians 1,354 NA (50–75)

Hazewinkel
2014

Netherlands Amsterdam,
Rotterdam

1 2009–2010 Caucasians 1426 51 (50–75)

Grobbee 2017 Netherlands Amsterdam,
Rotterdam

1 2009–2010 Caucasians 1,256 51 (50–75)

Leung 2012 Hong Kong Hong Kong 1 2008–2011 Asians 1,282 48.4 49.1

Chang 2017 Taiwan Taipei 1 2010–2014 Asians 6,198 51.1 (≥50)

Buda 2012 Italy Feltre 1 2007–2008 Caucasians 985 38 (≥50)

Ijspeert 2016 Poland NA 1 2009–2012 Caucasians 12361 NA (50–65)

Notes: Study type: 1 = cross-sectional, 2 = cohort
NA, not available
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Sensitivity analysis and publication bias

Sensitivity analysis showed no significant changes in the results
after excluding each of the studies (Supplementary Fig. 10).
This indicated that the estimation for serrated lesions, SSPs,
and TSAs was stable and robust. The funnel plots are shown in
Supplementary Fig. 11. Publication bias was not significant for
the results with serrated lesions (P=0.902), SSPs (P=0.087),
and TSAs (P>0.999) based on Begg’s statistical tests.

Discussion
Summary of major findings

This was a systematic review and meta-analysis of 17 studies in-
volving 129,001 average-risk individuals undergoing CRC
screening with colonoscopy. The detection rates for serrated le-
sions and their different subtypes were estimated. The differ-
ence in detection rates between groups of different genders,
ethnicities, and anatomical locations was also tested. The major

findings are as follows. The overall detection rates for serrated
lesions, SSPs, and TSAs were 19.0%, 2.5%. and 0.3%, respec-
tively; 2) The detection rate for serrated lesions was higher in
male than in female subjects (22.0% vs 14.0%), and in Cauca-
sians than Asians (23.6% vs 14.7%). The detection rate for SSPs
was higher among Caucasians than Asians (2.9% vs 0.07%), but
similar between male and female individuals (2.9% vs 2.4%).
The detection rates estimated were not significantly affected
by study settings, study periods, proportion of smokers, defini-
tions of serrated lesions, study quality, or publication bias.

Relationship to literature and explanations of
findings

The wide range of detection rates for serrated lesions could be
accounted for by interobserver variability among endoscopists
and pathologists caused by the variation in experiences and
procedure-related factors. Serrated lesions are difficult to vi-
sualize during endoscopy and SSPs might be misclassified as
“benign” HPs by colonoscopist. There is growing evidence that

▶Table 1b Characteristics of included studies (N=17).

Study Setting Detec-

tion

method

Smoker

propor-

tion

Routine vs

opportu-

nistic

Defini-

tion_SL

Defini-

tion_lo-

cation

SL (%) HP (%) SSP (%) TSA (%)

Liang 2012 3 1 NA 1 WHO – 20.6 – – –

Kahi 2011 2 1 NA 1 WHO a 13.0 – – –

Hetzel 2010 3 1 NA 1 – a – 11.7 0.6 –

Abdeljaward 2015 2 1 NA 1 WHO a 20.4 – 8.1 0.4

Sanaka 2014 3 1 NA 1 – a – – 1.8 –

Ross 2015 2 1 NA 1 – – – – 8.2 –

Pyo 2017 3 1 28.4 1 WHO b – – 0.5 0.6

Min 2012 2 1 NA 1 WHO a 11.9 – – –

Kim 2014 3 1 59.71

65.12

1 WHO a 15.1 14.7 0.5 0.1

Lee 2013 3 1 NA 1 WHO a 11.3 – – –

Wijkerslooth 2013 2 1 NA 1 WHO a 12.3 – – –

Hazewinkel 2014 2 1 NA 1 WHO a 27.2 23.8 4.8 0.1

Grobbee 2017 2 1 NA 1 – – – 12.7 3.0 –

Leung 2012 3 1 NA 1 WHO b 21.4 – – –

Chang 2017 3 1 20.1 1 WHO – – 1.9 1.4 –

Buda 2012 2 1 NA 1 WHO – – 4.6 2.3 0.5

Ijspeert 2016 2 1 NA 1 WHO a 26.6 – 2.2 0.8

Setting: 1 =national screening program, 2=multiple centers, 3= single
hospital/site; Detection method: 1 = colonoscopy, 2= Sigmoidoscopy; Routine vs. opportunistic: 1 = rountine,
2 =opportunistic; Screening vs. surveillance: 1= Screening, 2= Screening and surveillance.
NA, not available
WHO: Serrated lesions (SLs) were classified according to WHO criteria as hyperplastic polyps (HP), sessile serrated polyp (SSP) without cytologic dysplasia, SSP with
cytologic dysplasia (SSP-CD), traditional serrated adenoma (TSA) with and without conventional dysplasia, and serrated polyps unclassified; a: The proximal colon
was defined as proximal to the splenic flexure; b: The proximal colon was defined as proximal to transverse colon.
1 Adenoma group
2 Serrated lesions group
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performance variability during colonoscopy has a great impact
on detecting serrated lesions [33]. A study by Kahi et al among
endoscopists reported that the rate of detection of proximal
serrated lesions varied from 1% to 18% [13]. Another study by
de Wijkerslooth et al. found a similar variable detection rate of
6% to 22% [11]. Therefore, some researchers proposed the ser-
rated lesion detection rate as a performance indicator similar to
the adenoma detection rate, to ensure adequate protection by
CRC screening [34]. Also, there could be high interobserver
variability in the ability to differentiate SSPs from HPs among
different pathologists. This is largely due to the observation
that some serrated lesions have features of both HPs and SSPs,
and there is no universal consensus about the minimum num-
ber of SSP features required for making a diagnosis of SSP [35].

This study found that the detection rate for serrated lesions
and SSPs was lower in Asians than in Caucasians. The reasons
behind this disparity can be multifactorial and remain unclear.
Differences in lifestyle factors between the two populations
might account for the difference in detection rate for serrated
lesions and SSPs. For instance, a lower intake of dietary fat was
reported in the East than in the West probably due to consump-
tion of more meat in the latter population [36]. A recent cohort
study involving more than 140,000 participants with two dec-

ades of follow-up concluded that tobacco smoking, obesity,
and alcohol drinking were more strongly associated with serra-
ted lesions than with other colorectal neoplasia, whereas phys-
ical activity as well as folate and calcium intake were inversely
associated with other colorectal neoplasia but not with serrated
lesions [37]. A meta-analysis including 43 studies showed that
serrated lesion risk was associated with seven different lifestyle
factors, including smoking, alcohol drinking, body fatness, die-
tary pattern, physical activity, medication of nonsteroidal anti-
inflammatory drugs, and hormone replacement therapy. The
researchers concluded that serrated lesions were associated
with smoking (risk ratio, RR=2.5), alcohol drinking (RR=1.3),
obesity (RR=1.4), and high fat or red meat intake. Another in-
teresting finding was that the associations for tobacco smoking
and alcohol drinking, but not body fatness, were stronger for
SSPs than HPs [38]. Gut microbiota also may be related. There
is evidence showing that ethnic variation in SSP was inversely
correlated with variation in prevalence of Helicobacter pylori
gastritis in the ethnic groups [39].

In addition to lifestyle factors, the difference in detection
rate for serrated lesions between Caucasians and Asians also
may be attributable to genetic variations. In terms of the genet-
ics of the serrated pathway, BRAF (B-Raf proto-oncogene, ser-

▶Table 2 Quality assessment of included studies based on the Newcastle-Ottawa Scale.

Study Representa-

tiveness of

the sample

Ascertain-

ment of

the expo-

sure

Ascertain-

ment of

the out-

come

Ascertainment of

the outcome

(quality control)1

Control for the most

important factor

(age or gender)2

Control

any addi-

tional fac-

tor3

Total

Score

Hetzel 2010 0 0 1 0 2 2 5

Kahi 2011 1 1 1 0 0 2 5

Buda 2012 1 1 1 1 2 1 7

Leung 2012 0 1 1 1 1 1 5

Liang 2012 0 0 1 1 0 0 2

Min 2012 1 1 1 1 2 1 7

Lee 2013 0 1 1 1 1 1 5

Wijkerslooth 2013 1 1 1 1 2 0 6

Hazewinkel 2014 1 1 1 1 2 1 7

Kim 2014 0 1 1 1 2 1 6

Sanaka 2014 0 1 1 1 1 1 5

Abdeljaward 2015 1 1 1 0 0 1 4

Ross 2015 1 1 1 1 1 1 6

Ijspeert 2016 1 0 1 1 2 1 6

Chang 2017 0 1 1 1 0 0 3

Grobbee 2017 1 0 1 1 1 1 5

Pyo 2017 0 1 1 1 2 0 5

1 One point for studies reported the quality of the endoscopy.
2 One point for age, one point for gender, total can get two points in this section.
3 Studies can get one point if they report either one category and two points for two or more categories: race/region/site/screening year.
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ine/threonine Kinase) mutation, KRAS (Kirsten rat sarcoma 2
viral oncogene homolog) mutation and CIMP (CpG island me-
thylator phenotype) play a crucial role. According to their sta-
tus as a precursor lesion, SSPs demonstrate a high level of
BRAF mutation, CIMP [40]. The rate of BRAF mutation has been
reported to be 62.1% to 90% in SSPs and 27% to 55% in TSAs
[40–43]. One Chinese study reported a BRAF V600E mutation
rate of 14.3% in SSP, which is lower than that in the Western
population [44]. One Korean study reported that BRAF V600E
mutations were found in 43.5% to 58.3% of TSAs [45]. Early
molecular alterations in serrated lesions are BRAF and KRAS mu-
tations [46]. KRAS and BRAF are cellular signaling molecules that
mediate responses to extracellular signals. O'Brien and collea-
gues also demonstrated that CIMP was more prevalent in larger
and more proximally located lesions [47].

The detection rate for serrated lesions is higher in males
than females as hormones may play a role in this difference.
Studies have suggested that estrogen exposure or hormone re-
placement therapy may be protective against the risk for CRC,
and similarly for serrated lesions [48]. The Women’s Health In-
itiative clinical trial demonstrated a 40% decreased risk of CRC
in postmenopausal women taking hormone replacement ther-
apy, which may contribute to lower risk of serrated lesions [48].
The lower detection rate may also be due to the under-detec-
tion of serrated lesions in females. For instance, it was shown
that female gender was associated with the development of in-

terval CRC [49]. The lower detection rate could be attributed to
the fact that colonoscopy may be more difficult to perform in
women, given their longer transverse colon than that of men
[50].

Study limitations

This study examined the overall detection rate for serrated le-
sions in average-risk populations, and the detection rates may
act as references for high-quality CRC screening programs.
The overall quality of the articles was good as assessed by
NOS. Subgroup analysis and multivariate meta-regression were
performed to identify the possible source of heterogeneity.
Nevertheless, there were several limitations. First and fore-
most, there were only 17 studies included due to the paucity
of data in the literature. Therefore, some additional confound-
ing factors could not be studied, including dietary factors, obe-
sity, and the level of physical activity. In addition, figures from
some countries were represented by estimates from studies in a
single center. The comparison of serrated lesion detection rates
between races was generally not conducted within studies but
rather between studies. This may have introduced additional
potential bias since factors other than race may differ between
the study populations. Moreover, as studies of detection rate
for serrated lesions were only available from the past decade,
time-trend detection rate analysis of the serrated lesions was

Category Prevalence n I2  Cochran’s Q Subgroup
 [95% CI] [sample size] [%] [P] test [P]

Serrated lesions
Overall 0.190 [0.153, 0.230] 8 [65 827] 99.2 < .001 NA
Gender
 male 0.220 [0.164, 0.282] 4 [19 424] 96.3 < .001 .077
 female 0.140 [0.082, 0.210] 4 [13 204] 97.6 < .001 Ref
Ethnicity
 Caucasian 0.236 [0.198, 0.276] 4 [33 700] 98.2 < .001 Ref
 Asian 0.147 [0.116, 0.182] 4 [32 127] 94.9 < .001 < .001
Location 
 proximal 0.085 [0.068, 0.105] 8 [52 595] 97.8 < .001 NA
Sessile 
serrated polyps
Overall 0.025 [0.015, 0.038] 11 [99 998] 99.1 < .001 NA
Gender
 male 0.029 [0.010, 0.057] 6 [24 017] 98.5 < .001 .786
 female 0.024 [0.008, 0.049] 6 [19 401] 98.4 < .001 Ref
Ethnicity
 Caucasian 0.029 [0.015, 0.047] 7 [27 297] 98.1 < .001 Ref
 Asian 0.007 [0.004, 0.012] 3 [69 868] NA NA < .001
Traditional 
serrated adenoma
Overall 0.003 [0.001, 0.008] 6 [80 352] 97.9 < .001 NA

Prevalence
0.30.1 0.2 0.4 0.5 0.60

▶ Fig. 2 Detection rates for serrated lesions, sessile serrated polyps, and traditional serrated adenomas.
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not feasible. The period effect in the detection rate for these le-
sions is yet to be explored.

Implications

To enhance the success of CRC screening by preventing interval
cancers, it is important to determine detection rates for serra-
ted lesions and establish serrated lesion detection rates as qual-
ity indicators for colonoscopy. The pooled detection rate esti-
mates in this study can be used as a reference for establishing
CRC screening programs. For example, the overall detection
rates with 95% CI for serrated lesions, SSPs, and TSAs were
19.0%, 95% CI =15.3%–23.0%, 2.5%, 95% CI =1.5%–3.8%, and
0.3%, 95% CI =0.1%–0.8%, respectively. The detection rates for
serrated lesions in future CRC screening programs are likely to
fall into these ranges. In addition to gender and ethnicity, the
detection rates may be affected by the quality of colonoscopy
and histological categorization. Future research should evalu-
ate performance-related factors associated with detection of
serrated lesions so as to inform strategies to enhance the de-
tection rate for serrated lesions.

Conclusion
The overall detection rate for serrated lesions, SSPs, and TSAs
was estimated in this meta-analysis (Supplementary Fig. 1).
The detection rate for serrated lesions was higher in male than
female subjects, and in Caucasians than in Asians. The detec-
tion rate for SSPs was higher among Caucasians than Asians,
but similar between male and female individuals. Study set-
tings, study periods, proportion of smokers, definitions of ser-
rated lesions, study quality, and publication bias did not affect
the estimation.
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▶Table 3 Results of multivariate regression.

Serrated lesions SSP TSA

Coefficient P value Coefficient P value Coefficient P value

Overall 0.159 0.383 0.021 0.693 0.009 0.740

Setting

▪ National screening program/large cohort study – – –

▪ Multiple centers Reference Reference –

▪ Single hospital/site –0.204 0.848 –0.037 0.294 –

Study period1

▪ 2006–2010 Reference Reference –

▪ 2011–2014 0.012 0.870 0.020 0.444 –

Smoking proportion

▪ <50% – –0.015 0.689 –0.009 0.762

▪ ≥50% Reference Reference Reference

NM 0.059 0.721 0.007 0.879 –0.002 0.929

Definition

▪ WHO – –0.014 0.744 –

▪ NM – Reference –

Study quality (NOS score)

▪ ≤5 0.159 0.383 0.019 0.495 –0.003 0.900

▪ >5 Reference Reference Reference

SSP, sessile serrated polyps; TSA, traditional serrated polyps; coef, coefficient; NM, not mentioned.
1 Study period was categorized by the upper limit of the data collection period range.

Huang Junjie et al. Rate of detection… Endoscopy International Open 2021; 09: E472–E481 | © 2021. The Author(s). E479



Reference

[1] World Health Organization. Cancer. 2018. Available at (Accessed April
15, 2019): https://www.who.int/news-room/fact-sheets/detail/can-
cer

[2] Zauber AG, Winawer SJ, O'Brien MJ et al. Colonoscopic polypectomy
and long-term prevention of colorectal-cancer deaths. N Engl J Med
2012; 366: 687–696

[3] Harewood GC, Lieberman DA. Colonoscopy practice patterns since
introduction of medicare coverage for average-risk screening. Clin
Gastroenterol Hepatol 2004; 2: 72–77

[4] Lieberman DA, Weiss DG, Harford WV et al. Five-year colon surveil-
lance after screening colonoscopy. Gastroenterology 2007; 133:
1077–1085

[5] Robertson DJ, Greenberg ER, Beach M et al. Colorectal cancer in pa-
tients under close colonoscopic surveillance. Gastroenterology 2005;
129: 34–41

[6] Arain MA, Sawhney M, Sheikh S et al. CIMP status of interval colon
cancers: another piece to the puzzle. Am J Gastroenterol 2010; 105:
1189–1195

[7] Leggett B, Whitehall V. Role of the serrated pathway in colorectal
cancer pathogenesis. Gastroenterology 2010; 138: 2088–2100

[8] Bosman FT, Carneiro F, Hruban RH et al. WHO Classification of diges-
tive tumors: the fourth edition. World Health Organization; 2010

[9] World Health Organisation. Classification of Tumours of the Digestive
Tract. Lyon: IARC Press; 2019

[10] Hetzel JT, Huang CS, Coukos JA et al. Variation in the detection of
serrated polyps in an average risk colorectal cancer screening cohort.
Am J Gastroenterol 2010; 105: 2656–2664

[11] de Wijkerslooth TR, Stoop EM, Bossuyt PM et al. Differences in proxi-
mal serrated polyp detection among endoscopists are associated with
variability in withdrawal time. Gastrointest Endosc 2013; 77: 617–623

[12] Je IJ, van Doorn SC, van der Brug YM et al. The proximal serrated polyp
detection rate is an easy-to-measure proxy for the detection rate for
clinically relevant serrated polyps. Gastrointest Endosc 2015; 82:
870–877

[13] Kahi CJ, Hewett DG, Norton DL et al. Prevalence and variable detec-
tion of proximal colon serrated polyps during screening colonoscopy.
Clin Gastroenterol Hepatol 2011; 9: 42–46

[14] Buda A, De Bona M, Dotti I et al. Prevalence of different subtypes of
serrated polyps and risk of synchronous advanced colorectal neopla-
sia in average-risk population undergoing first-time colonoscopy. Clin
Transl Gastroenterol 2012; 3: e6

[15] Abdeljawad K, Vemulapalli KC, Kahi CJ et al. Sessile serrated polyp
prevalence determined by a colonoscopist with a high lesion detec-
tion rate and an experienced pathologist. Gastrointest Endosc 2015;
81: 517–524

[16] Moher D, Shamseer L, Clarke M et al. Preferred reporting items for
systematic review and meta-analysis protocols (PRISMA-P) 2015
statement. Syst Rev 2015; 4: 1

[17] Wells GA, Peterson J, Welch V et al. The Newcastle-Ottawa Scale
(NOS) for assessing the quality of nonrandomised studies in meta-
analyses. In: http://www.ohri.ca/programs/clinical_epidemiology/
oxford.asp

[18] Wong MC, Huang J, Huang JL et al. Global prevalence of colorectal
neoplasia: a systematic review and meta-analysis. Clin Gastroenterol
Hepatol 2019: doi:10.1016/j.cgh.2019.07.016

[19] Huang JLW, Wang YH, Jiang JY et al. The association between distal
findings and proximal colorectal neoplasia: a systematic review and
meta-Analysis. Am J Gastroenterol 2017; 112: 1234–1245

[20] Nyaga VN, Arbyn M, Aerts M. Metaprop: a Stata command to perform
meta-analysis of binomial data. Arch Public Health 2014; 72: 39

[21] Grobbee EJ, Wieten E, Hansen BE et al. Fecal immunochemical test-
based colorectal cancer screening: The gender dilemma. United Eu-
ropean Gastroenterol J 2017; 5: 448–454

[22] Min YW, Lee JH, Lee SH et al. Prevalence of proximal colon serrated
polyps in a population at average risk undergoing screening colonos-
copy: a multicenter study. Clin Res Hepatol Gastroenterol 2012; 36:
604–608

[23] Liang J, Kalady MF, Appau K et al. Serrated polyp detection rate during
screening colonoscopy. Colorectal Dis 2012; 14: 1323–1327

[24] Chang LC, Shun CT, Hsu WF et al. Fecal immunochemical test detects
sessile serrated adenomas and polyps with a low level of sensitivity.
Clin Gastroenterol Hepatol 2017; 15: 872–879 e871

[25] Hazewinkel Y, de Wijkerslooth TR, Stoop EM et al. Prevalence of ser-
rated polyps and association with synchronous advanced neoplasia in
screening colonoscopy. Endoscopy 2014; 46: 219–224

[26] JEG IJ, Bevan R, Senore C et al. Detection rate for serrated polyps and
serrated polyposis syndrome in colorectal cancer screening cohorts: a
European overview. Gut 2017; 66: 1225–1232

[27] Ross WA, Thirumurthi S, Lynch PM et al. Detection rates of premalig-
nant polyps during screening colonoscopy: time to revise quality
standards? Gastrointest Endosc 2015; 81: 567–574

[28] Sanaka MR, Gohel T, Podugu A et al. Adenoma and sessile serrated
polyp detection rates: variation by patient sex and colonic segment
but not specialty of the endoscopist. Dis Colon Rectum 2014; 57:
1113–1119

[29] Pyo JH, Ha SY, Hong SN et al. Identification of risk factors for sessile
and traditional serrated adenomas of the colon by using big data a-
nalysis. J Gastroenterol Hepatol 2018; 33: 1039–1046

[30] Kim HY, Kim SM, Seo JH et al. Age-specific prevalence of serrated le-
sions and their subtypes by screening colonoscopy: a retrospective
study. BMC Gastroenterol 2014; 14: 82

[31] Lee CK, Kim YW, Shim JJ et al. Prevalence of proximal serrated polyps
and conventional adenomas in an asymptomatic average-risk screen-
ing population. Gut Liver 2013; 7: 524–531

[32] Leung WK, Tang V, Lui PC. Detection rates of proximal or large serra-
ted polyps in Chinese patients undergoing screening colonoscopy.
J Dig Dis 2012; 13: 466–471

[33] Rex DK. Serrated Polyps in the Colon. Gastroenterol Hepatol (N Y)
2014; 10: 671–674

[34] Schramm C, Janhsen K, Hofer JH et al. Detection of clinically relevant
serrated polyps during screening colonoscopy: results from seven
cooperating centers within the German colorectal screening pro-
gram. Endoscopy 2018; 50: 993–1000

[35] Wong NA, Hunt LP, Novelli MR et al. Observer agreement in the diag-
nosis of serrated polyps of the large bowel. Histopathology 2009; 55:
63–66

[36] Popkin BM, Adair LS, Ng SW. Global nutrition transition and the pan-
demic of obesity in developing countries. Nutr Rev 2012; 70: 3–21.
doi:10.1111/j.1753-4887.2011.00456.x

[37] He X, Wu K, Ogino S et al. Association between risk factors for colo-
rectal cancer and risk of serrated polyps and conventional adenomas.
Gastroenterology 2018; 155: 355–373 e318

[38] Bailie L, Loughrey MB, Coleman HG. Lifestyle risk factors for serrated
colorectal polyps: a systematic review and meta-analysis. Gastroen-
terology 2017; 152: 92–104

[39] Sonnenberg A, Turner KO, Genta RM. The ethnic distribution of sessile
serrated polyps in the United States is inversely associated with Heli-
cobacter pylori prevalence. Colorectal Dis 2017; 19: 996–1002

[40] Jass JR, Baker K, Zlobec I et al. Advanced colorectal polyps with the
molecular and morphological features of serrated polyps and adeno-
mas: concept of a ‛fusion’ pathway to colorectal cancer. Histopathol-
ogy 2006; 49: 121–131

E480 Huang Junjie et al. Rate of detection… Endoscopy International Open 2021; 09: E472–E481 | © 2021. The Author(s).

Original article



[41] Rosenberg DW, Yang S, Pleau DC et al. Mutations in BRAF and KRAS
differentially distinguish serrated versus non-serrated hyperplastic
aberrant crypt foci in humans. Cancer Res 2007; 67: 3551–3554

[42] Mohammadi M, Kristensen MH, Nielsen HJ et al. Qualities of sessile
serrated adenoma/polyp/lesion and its borderline variant in the con-
text of synchronous colorectal carcinoma. J Clin Pathol 2012; 65:
924–927

[43] Fu B, Yachida S, Morgan R et al. Clinicopathologic and genetic char-
acterization of traditional serrated adenomas of the colon. Am J Clin
Pathol 2012; 138: 356–366

[44] Qiu Y, Fu X, Zhang W et al. Prevalence and molecular characterisation
of the sessile serrated adenoma in a subset of the Chinese population.
J Clin Pathol 2014; 67: 491–498

[45] Kim MJ, Lee EJ, Suh JP et al. Traditional serrated adenoma of the col-
orectum: clinicopathologic implications and endoscopic findings of
the precursor lesions. Am J Clin Pathol 2013; 140: 898–911

[46] Rajagopalan H, Bardelli A, Lengauer C et al. Tumorigenesis: RAF/RAS
oncogenes and mismatch-repair status. Nature 2002; 418: 934

[47] O'Brien MJ, Yang S, Clebanoff JL et al. Hyperplastic (serrated) polyps of
the colorectum: relationship of CpG island methylator phenotype and
K-ras mutation to location and histologic subtype. Am J Surg Pathol
2004; 28: 423–434

[48] Slattery ML, Potter JD, Curtin K et al. Estrogens reduce and withdrawal
of estrogens increase risk of microsatellite instability-positive colon
cancer. Cancer Res 2001; 61: 126–130

[49] Lee YM, Huh KC. Clinical and biological features of interval colorectal
cancer. Clin Endosc 2017; 50: 254–260

[50] Saunders BP, Fukumoto M, Halligan S et al. Why is colonoscopy more
difficult in women? Gastrointest Endosc 1996; 43: 124–126

Huang Junjie et al. Rate of detection… Endoscopy International Open 2021; 09: E472–E481 | © 2021. The Author(s). E481


