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Abstract

Background: Lynch syndrome, the most common colorectal cancer (CRC) syndrome, is caused by germline mismatch repair
(MMR) genes. Precise estimates of age-specific risks are crucial for sound counseling of individuals managing a genetic predis-
position to cancer, but published risk estimates vary. The objective of this work is to provide gene-, sex-, and age-specific risk
estimates of CRC for MMR mutation carriers that comprehensively reflect the best available data. Methods: We conducted a
meta-analysis to combine risk information from multiple studies on Lynch syndrome-associated CRC. We used a likelihood-
based approach to integrate reported measures of CRC risk and deconvolved aggregated information to estimate gene- and
sex-specific risk. Results: Our comprehensive search identified 10 studies (8 on MLH1, 9 on MSH2, and 3 on MSH6). We
estimated the cumulative risk of CRC by age and sex in heterozygous mutation carriers. At age 70 years, for male and female
carriers, respectively, risks for MLH1 were 43.9% (95% confidence interval [CI] = 39.6% to 46.6%) and 37.3% (95% CI = 32.2% to
40.2%), for MSH2 were 53.9% (95% CI = 49.0% to 56.3%) and 38.6% (95% CI = 34.1% to 42.0%), and for MSH6 were 12.0% (95% CI =
2.4% to 24.6%) and 12.3% (95% CI = 3.5% to 23.2%). Conclusions: Our results provide up-to-date and comprehensive age-
specific CRC risk estimates for counseling and risk prediction tools. These will have a direct clinical impact by improving pre-

vention and management strategies for both individuals who are MMR mutation carriers and those considering testing.

Lynch syndrome, also known as hereditary nonpolyposis colorec-
tal cancer (CRC) syndrome, accounts for approximately 3.0%-5.0%
of all CRCs and is an autosomal dominant condition caused by
germline pathogenic variants in mismatch repair (MMR) genes
(1,2). Carriers of pathogenic variants in any of the MMR genes
MLH1, MSH2, MSH6, PMS2, or EPCAM have an increased risk of de-
veloping several types of cancers, including colorectal, endome-
trial, stomach, small bowel, and biliary tract cancers (3). Lynch
syndrome is generally identified following investigation of familial
aggregation of multiple and/or early-onset cancers based on the
Amsterdam II criteria, National Comprehensive Cancer Network
guidelines, Bethesda guidelines (3-5) or more quantitative risk as-
sessment (6). More recently, it is also being found incidentally
through panel genetic testing and by microsatellite instability or
immunohistochemistry testing of all CRCs. In addition, Hampel
et al. (7) have recently called for sequencing of all CRC.

Carriers of pathogenic variants in MMR genes can benefit
from reliable information about their cancer risk to better
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inform effective management and targeted surveillance strate-
gies. Published estimates of penetrance (age-specific risk of can-
cer for carriers) vary. Studies typically provide different
measures of CRC risk, including cumulative penetrance, relative
risks, or standardized incidence ratios from family-based stud-
ies, and odds ratios from case-control studies.

The objective of this work is to combine results from pub-
lished studies to provide more accurate age- and sex-specific
penetrance estimates of MLH1, MSH2, and MSH6 on CRC for indi-
viduals with Lynch syndrome. Cumulative lifetime penetrance
estimates of CRC range from 30.0% to 74.0% for MLH1 and MSH2
gene mutation carriers and from 10.0% to 22.0% for MSH6 muta-
tion carriers (8). Variation in published estimates could arise
from differences in study designs, selection criteria for molecular
testing, and statistical adjustments for ascertainment (9).
Without adjustment, estimated lifetime risk in studies of high-
risk families can be higher than that estimated from population-
based studies. In sensitivity analyses, studies have shown that
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different ascertainment schemes can lead to inconsistent risk
estimates (10,11). To address these concerns, we explicitly con-
sidered properly adjusting for ascertainment as an inclusion cri-
terion for our meta-analysis. Previous meta-analyses of CRC risk
in individuals with Lynch syndrome were based on studies that
report gene- and sex-specific cumulative penetrance estimates
(12,13). This excludes additional published risk measures from
studies that provide aggregated information across sex and
genes. In our analysis, we did not make these exclusions, because
they may miss important information and may lead to bias.

Methods

Literature Search

We performed 3 separate PubMed searches for MLH1, MSH2,
and MSHS6, with the following queries: MLH1 or colorectal:
(“MutL Protein Homolog 1”[Mesh] OR “MLH1"[TIAB] OR “Lynch
syndrome”[TIAB]) AND ("Risk”[Mesh] OR "Risk”[TI] OR
“Penetrance”[TIAB] OR “Hazard ratio”[TIAB]) AND (“Colorectal
Neoplasms”[Mesh] OR “Colorectal Neoplasms, Hereditary
Nonpolyposis”[Mesh] OR “colorectal cancer”[TIAB]); MSH2 or co-
lorectal: (“MutS Homolog 2 Protein”[Mesh] OR “MSH2”[TIAB] OR
“Lynch syndrome”[TIAB]) AND (“Risk”[Mesh] OR “Risk”[TI] OR
“Penetrance”[TIAB] OR “Hazard ratio”[TIAB]) AND (“Colorectal
Neoplasms”[Mesh] OR “Colorectal Neoplasms, Hereditary
Nonpolyposis”’[Mesh] OR “colorectal cancer”[TIAB]), MSH6 or co-
lorectal: (“G-T mismatch-binding protein” [Supplementary
Concept] OR “MSH6"[TIAB]) AND ("Risk”[Mesh] OR “Risk”[TI] OR
“Penetrance”[TIAB] OR “Hazard ratio”[TIAB]) AND (“Colorectal

Nonpolyposis”[Mesh] OR “colorectal cancer”’[TIAB]). We per-
formed a similar search in EMBASE with the following query:
(“MutL protein homolog 1”/exp OR “DNA mismatch repair pro-
tein MSH2"/exp OR “protein MutS”/exp OR MLH1: ab, ti OR
MSH2: ab, ti OR MSHS6: ab, ti OR Lynch: ab, ti) AND (“rectum
tumor”/exp OR “colon tumor”/exp OR [(colon OR rectal OR rec-
tum OR colorectal) NEAR/3 (cancer* OR neoplasm® OR carci-
noma* OR tumor* OR tumour*)]:ab, ti)AND(“risk”/exp OR risk*:ab,
ti OR penetrance: ab, ti OR “hazard ratio”:ab, ti).

References from relevant articles and previous meta-
analyses were reviewed to identify additional studies not cap-
tured by the PubMed or EMBASE searches. In selecting articles
from those found by the query, we required the following inclu-
sion criteria: studies must report risk (and corresponding 95%
confidence interval) of CRC for carriers of germline mutations
in MLH1, MSH2, or MSH6; adjust for ascertainment if cohort is
not population based or design is not case control; and include
nonoverlapping participants with other studies (Figure 1). We
excluded studies that focus on patients with polymorphisms
and/or CRC as a secondary cancer. We chose not to include the
PMS2 gene, though it is also involved in mismatch repair and
associated with Lynch syndrome. In a PubMed literature search
similar to that performed for our main analysis (for MLHI,
MSH2, and MSHS), 3 studies reported the risk of CRC for PMS2
mutation carriers (14-16), and only 1 of these provided disag-
gregated data for PMS2 (15). PMS2 carriers generally have a later
age of onset than their MLH1 or MSH2 counterparts, resulting in
lower numbers of events for comparable observation years.
Moreover, the low sensitivity of clinical criteria and less wide-
spread diagnostic testing for identifying PMS2 carriers (17,18)
make it challenging to extend our meta-analysis to PMS2 at the
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Figure 1. Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) flow diagram of the literature review for our meta-analysis. EMBASE =
Excerpta Medica dataBASE; NLP = natural language processing; CRC = colorectal cancer; MMR = mismatch repair.



Studies were first assessed based on title and abstract using a
natural language processing algorithm (19). This algorithm uses
a support vector machine, which learmns a linear decision rule
based on the bag-of-ngrams representation of each title and ab-
stract. At least 2 reviewers independently examined the study
abstracts, and those deemed relevant underwent full text review.
For studies that remained relevant after full text review, we
extracted the following information: first author’s last name,
year of publication, study population, ascertainment method,
number of events, number of carriers, gene type, and relevant
risk estimates with corresponding confidence intervals.

Statistical Analysis

Common approaches for combining evidence across multiple
studies include fixed effects models, which assume an underly-
ing true effect size for all included studies, and random effects
models, which allow for the true effect size to vary from study
to study. Typically, these approaches cannot be used directly to
combine heterogeneous measures of CRC risk that result from
different study designs. Marabelli et al. (20) developed a
likelihood-based method allowing meta-analytic integration of
different types of cancer risk estimates (eg, penetrance, relative
risk, standardized incidence ratio, and odds ratio). This method,
however, does not address the challenge of combining studies
that report gene-aggregated (a combination of 2 or more MMR
genes) or sex-aggregated cancer risks, which are common in the
Lynch syndrome literature. The deconvolution of aggregated
risk information is crucial for personalized prevention, because
male and/or MLH1 or MSH2 mutation carriers typically have
higher risks of CRC than their female and/or MSH6 counterparts
(10,21-25). In this work, we used a more general likelihood-
based approach that allows the integration of aggregated cancer
risks to provide accurate age-, gene-, and sex-specific pene-
trance of CRC for MMR mutations carriers. As a preliminary
step, we used the Q2 and I? values to explore between-study
heterogeneity. A P value of less than .05 was considered repre-
sentative of statistically significant heterogeneity. All tests were
2-sided and performed using the meta (26) package in R (version
3.3) (27). To investigate potential publication bias, we created
funnel plots and used a 2-sided Egger (28) test to assess asym-
metry. We then conducted our meta-analyses based on 2 com-
plementary approaches. In the first approach we used the
DerSimonian and Laird random effects model (29) (see details in
Supplementary Material) to perform separate meta-analyses of
cumulative risk by decade of age. We assumed the underlying
penetrances are heterogeneous, with between-study variance
captured by the A2 parameter in (29). The DerSimonian and
Laird random effects model does not provide a way to handle
aggregated estimates and does not lend itself to extrapolation
of estimates to older ages, as required in genetic counseling and
decision support tools.

To address these issues, in the second approach we used a
likelihood-based approach to obtain penetrance estimates by
yearly age. This approach extends the method of Marabelli et al.
(20), which allows the meta-analytic integration of different risk
measures into age-specific penetrance curves and is described
in detail in the Supplementary Material. Briefly, we modeled the
penetrance in mutation carriers as a probability distribution
function characterized by 2 parameters. We specified the likeli-
hood terms based on the study design and the risk estimates
reported and estimated the parameters by maximizing the like-
lihood. Penetrance was assumed to follow a log-logistic
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distribution. The log-logistic distribution was chosen because,
among the commonly used parametric distributions, it was the
most similar to penetrance curves reported in the literature
(21,30) and to the trend indicated by the meta-analytic results of
the DerSimonian and Laird random effects model the first ap-
proach. Parameter estimates based on the log-logistic distribu-
tion are provided in the Supplementary Material. In addition,
we conducted leave-1-study-out sensitivity analyses to better
understand the sources of heterogeneity. We used the meta (26)
and stats4 (27) packages in R to perform the DerSimonian and
Laird random effects model analysis and the maximum
likelihood estimation for the likelihood-based approach,
respectively.

We extended the Marabelli et al. (20) method to incorporate
studies that provide aggregated risk information. For studies
that report sex-aggregated risk, we modeled the penetrance
function as a weighted average of the male- and female-specific
penetrance functions, which can be estimated separately as
long as we have at least some studies that provide sex-specific
risk. Weights correspond to the proportion of male or female
carriers in the study. Similarly, for studies that report gene-ag-
gregated risk, we modeled the penetrance as a weighted aver-
age based on the proportion of different carriers in the study. By
allowing studies that report aggregated risk estimates to borrow
information from those that report gene- or sex-specific risk
estimates, this likelihood-based method combines both direct
(gene- or sex-specific) and indirect (aggregated) evidence from
the literature to provide comprehensive risk estimates of CRC.

Studies typically report risk estimates for carriers who are
younger than 80. Penetrance estimates from 81 to 110 years of
age were obtained by multiplying the risk of noncarriers at each
age by the risk ratio comparing the risk of carriers with that of
noncarriers at age 80 years (relative risk):

Carrier penetrance estimate at aged 80 years
from likelihood approach
Noncarrier penetrance estimate at aged 80 years
from SEER

RR =

We obtained the risk of CRC for noncarriers from the
Surveillance, Epidemiology, and End Results Program database
(SEER) (31), which provides the combined risk of CRC for carriers
and noncarriers. As mutations are sufficiently rare, we assume
that the general population risk provided by the SEER database
approximates the CRC risk for noncarriers (32).

Results

Overall, our searches resulted in 4759 abstracts as of March 8,
2019. Among the 4759 abstracts, 586 were deemed relevant by
the natural language processing algorithm. After human review,
576 were excluded because of the following criteria: unclear or
inappropriate ascertainment adjustment (n = 23), not relevant
for MMR or CRC (n = 129), overlap with included studies (n =
16), reports penetrance modified by other risk factors (n = 10),
second cancer (n = 50), missing full text (n = 7), nonpathogenic-
ity (n = 2), polymorphisms (n = 74), and not relevant for pene-
trance (n = 265). For our final meta-analysis, we included 10
studies (Figure 1). Table 1 shows a synopsis of the included
studies along with a description of the study design, ascertain-
ment mechanism, and risk estimation methods. Studies vary in
terms of population, ascertainment, and design. Among the
studies, 1 reported aggregated risk for sex, 3 reported aggregated
risk for the MMR genes, and 1 reported both sex- and gene-
aggregated risk. Eight studies reported risk for MLH1 carriers, 9


/article-lookup/doi/10.1093/jncics/pkaa027#supplementary-data
/article-lookup/doi/10.1093/jncics/pkaa027#supplementary-data
/article-lookup/doi/10.1093/jncics/pkaa027#supplementary-data

| JNCI Cancer Spectrum, 2020, Vol. 4, No. 5

40f10

91MINSU] I9dURD Iaqie-eue( = [DIJ 190UED [£10310[0D sisodAjoduou Arerrpaiay = DDJINH {S9IIAISS YI[eSH I[e[D = SHD 19due) [e10310[0D jo A3o[otwapidy 1ends[oN = DDIN ‘A1ISI3ay I19due) [eUOTEN YSNI0dS
= gDNS ‘Ans139y A[Ture ] 190UeD UO0D = ¥IDD YN S9U3 sap uoneinwi ap sinajiod s3] zayd I9due) ap sanbsry sap uonewnsy = WVDISYT ‘redal yojewsTu = YA 29139p puodas = S 92139p 1S1 = (J ‘19dUeD [€12310[0d = DYD,

9HSW/ZHS/THTN saanea1 e Jo adfiousyd
uety} 1930 uonedaid 9HSIN pue pueqoid jo adfjousyd pue adAjousd uoneNW
-3e [elIwe] [RUOT}IPPE ON ‘THS ‘THIN  LOE 66 uo 3uruonIpuod sisAjeue uonedaidas payIpoN NN UMM saT[Twuef ased-aidiinN - ue3TydIA N ‘ID4d (0T) 6007 ‘1913035
ZHSIN/THTA I9LLIED B Sem AJTUIR] UT 9SED T 1Sed]
uey 19y30 uonedaid 1€ Je1y] U248 uo pue sadAjousyd pasrasqo uonenw Ans13a1 A (z€)
-3e [elIwe] [RUOT}IPPE ON CHSW ‘THTN  /6€ 0T uo 3uruonIpuod sisAjeue uonedaidas payIpoN N UMM SaT[Twue] 9sed-a[dinN  -wej DOINH UoId  S00Z ‘19319quayand
S9ATIE[AI 0 pa1ddjje jo adAyousyd A12anDadsax
ZHSIN pue pueqoid jo adKyousyd pue adfyousd ‘SOTUI[D I9DUED pUE Apn3s uomn
uey} 1930 uonedaid uo 10 pueqoid jo adAjousyd pue adAjousd -erndod wo1j paynuap! ‘ST Jo A103STY
-3e [BI[IUIR] [RUOLIPPE ON ZHSN 88 124 uo 3uruonIpuod SIsATeue uone3ai3as payIpoN  UYIIm SaT[Iwe] IaLLeDd 10 ‘sjuedonied [y SHD ‘ODIIN  (TT) TT0Z ‘@312 NN
dnoai3 eouofey
adoing Aq
9HSI 190ued oud YIm s[e I91U9d ydea Aq paynuspt DUD aseqejep 191uad
SUON ‘THSIN ‘THTN 6T 11L -npIarpur SUIPN[OXS 9.l SDUSPIOUL SATIB[NWINYD  JO YSLI PISBIIDUL Y3IM SISLLIED UOHIBINN  [INW 9ARd2dso1d (81) £10T ‘19110
CHSIN
uety] 1930 uonesaid a4 (e jo sadfyousyd uoneInw epRURD JIUID
-8e [er[wey [BUOT}IPPE ON CHSIN ST 10T uo Suruonipuod sisA[eue uonesa13as payIpoN WINN Ui sar[iuuey 9sed-o[dii[N  SO[dUSD) [BDIPSN (0g) 600z “sin1odox
S9SED
jusnieduoU ISLLIED UL
I9Y31Y OU 91k SIATIE[D1
pUE S3SED ISLLIED JUSN} saua8 YN 10j pajenui pue
-ed 01 sysu1 10 ‘Surduies satnsi3dal paseq-uonendod woi payn
Paseq-9Z1s WO1j 109)J9 ON CHSIN ‘THTN /9 ¥4 spueqoid 3utpnioxa sisATeue 1RBN-ue[dey] -USPT SISED DYD 19SUO-A[IED JO SOATIR[DY PUBN02S “YDNS (8€) £66T ‘doTung
A[2A130adsas ‘sal[iwue] paseq-dIul pue
ZHSI/THIN uonendod 10 ‘saanyeral [[e jo sadAyousyd A1aan0adsai ‘sat[Tuue] paseq-duId
uety} 1930 uonedaid pue pueqoid jo adfjousyd pue ad£jousd pue -uonerndod 103 ‘uoneInu YN
-3e [eliwe] [pUOT}IPPE ON ZHSIN ‘THIN  €SZC ZITT  uo 3uruonipuod sisA[eue uone3daid3as payIpoN  YIlm SSSED JO SIAIE[aI [[& 10 ‘dS pue ai REn)) (s€) €107 ‘“A3moq
THTN saAne[al [fe jo adfousayd
uety} 1930 uonedaid pue pueqoid jo adfjousyd pue ad£jous3d uoneNW ureds oturp
-3e RI[IUIR] [RUOLIPPE ON THTN 08T 8¢ uo SuTuonIpuod SisATeue uone3aidas payIpoN WININ UM S9SBD DYD JO SIATIE[aY  SUI[DSUNOD DU (€€) 010C ‘seitog
9HSI/ZHSW/THTN pueqoid sauad YN 10}
uey} 12y3o uonedaid 9HSIN jo adKyousd pue saanera1 [[e jo sadfousyd pajenui pue SOIUI SONaUss 190ued soueig
-3e [erIwie] [RUOT}IPPE ON ‘THSW ‘THTN  €£91 89/ uo SUruonIPUOd PooyI[I paidLisal adAlousnH  WOIJ PAYIUIPI S9SED DYD JO SSATIE[Y Apmis WyDSI¥I  (¥2) T10C ‘euopeuog
CHSIN/THTN pueqoxd yirm 10eIU0D 15€]
uey} 12y3o uonedaid 10 ‘UOTIRISIWS ‘JUSUIUTEHIDDSE J PRIOSUDD puequig
-3e [eliwe] [RUOT}IPPE ON CHSW ‘THTN  T¥C 16 SI9M SATIE[DI SI9YM SISATeur IS N-ueidey] sased DYD Jo saaneRIgy  ‘sieydsoy [euoiday  (9€) L00g ‘UsUOI[RY
ssaupaselqun (s)auen SISLLIED  SJUDAD uonewWnsy 1USWIUTEIDISY uonendog Apnig

103 UOTTPUOD

JO'ON  jJo'oN

+SISATRUR-B19W INO UI PIPN[IUT SIIPMIS JO ATewiwuns T d[qe.L



reported risk for MSH2 carriers, and 3 reported risk for MSH6 car-
riers. To quantify the between-study variation, we performed
tests of heterogeneity and calculated the corresponding I? val-
ues. With 3 genes, 6 age intervals (age 30, 40, .. ., 80), and 2 sexes,
a total of 36 tests were performed. For MLH1, the P values were
less than .001 at age 40-70 years for both sexes. The correspond-
ing I values ranged from 83.3% (68.5% to 91.1%) to 90.3% (83.2%
to 94.4%) for males and from 78.0% (56.6% to 88.8%) to 86.6%
(75.7% to 92.6%) for females. The P values at age 80 years for
males and females, respectively, were .005 (I = 83.0% 56.5% to
93.3%) and .002 (I* = 84.8% 62.0% to 93.9%). For MSH2 male car-
riers, the P values were less than .0001 at all age intervals with
corresponding I? values ranging from 89.2% (81.7% to 93.6%) to
94.1% (89.8% to 96.6%). For MSH2 female carriers, the P value
was .04 (1> = 35.1% 0.0% to 70.1%) at age 50 years and less than
.0001 at age 60 years (I> = 76.0% 54.0% to 87.5%) and 70 years (I*
= 77.4% 57.1% to 88.1%). For MSHS6, the only statistically signifi-
cant P value at the .05 level was that of female mutation carriers
at age 70 years (P = .04, I> = 68.4% 0.0% to 90.8%). Overall, there
is evidence for heterogeneity in the risk estimates across the
decades for MLH1 and MSH2 mutation carriers but less so for
MSH6. Results from tests of asymmetry in the funnel plots sug-
gest there is little evidence of publication bias. Details on publi-
cation bias assessment can be found in the Supplementary
Material.

Next, we examined sources of heterogeneity from various
aspects of study characteristics. This between-study heteroge-
neity could arise from differences in study design, mutation
type, study population, and estimation strategy. Among the 10
included studies, Moller et al. (18) was the only study that con-
ducted a prospective cohort analysis, whereas the rest focused
on retrospective cohorts. Regarding mutation type, Borras et al.
(33), Kopciuk et al. (30), and Mukherjee et al. (11) are studies that
exclusively focused on founder mutations. All other studies in-
cluded carriers of mixed mutation types, so it was not feasible
to separate the effects of mutations from these studies at the
present time. As a result, the findings from our meta-analysis
represent the average risk among a group of carriers with a rep-
resentative mix of mutations. Regarding study populations, it is
likely that different populations may segregate different
mutations. Though there are studies containing more than 1
subpopulation (18,34,35), they provide limited evidence of
population-specific variation in penetrance. As shown in
Table 1, each study used an analysis method that addressed an
ascertainment mechanism in its design. Studies that were not
population based (10,11,24,30,33,35-37) typically used estima-
tion strategies that condition on information of the phenotype
or genotype of included individuals to adjust for ascertainment.

Figure 2 shows the following: the means and 95% confidence
intervals of the meta-analytic penetrances at each 10-year age
interval that were estimated using the DerSimonian and Laird
method, and the smoothed curves obtained from the
likelihood-based approach that represent our final estimates by
yearly age. The estimated cumulative penetrance by age 70
years from both approaches is displayed in Table 2 by sex and
gene. Using the likelihood-based approach, the penetrances by
age 70 years were estimated for males and females, respec-
tively, to be 43.9% (95% CI = 39.6% to 46.6%) and 37.3% (95% CI =
32.2% to 40.2%) for MLH1 carriers, 53.9% (95% CI = 49.0% to
56.3%) and 38.6% (95% CI = 34.1% to 42.0%) for MSH2 carriers,
and 12.0% (95% CI = 2.4% to 24.6%) and 12.3% (95% CI = 3.5% to
23.2%) for MSH6 carriers. In general, male carriers of MLH1 and
MSH2 have a higher risk of developing CRC compared with their
female counterparts. Estimates of MSH6 penetrance on CRC
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Figure 2. Age-specific colorectal cancer risk for mismatch repair gene mutation
carriers. Panels A, B, and C correspond to MLH1, MSH2, and MSH6 mutation car-
riers, respectively. DerSimonian and Laird random effects model results: the age
range is divided into 10-year intervals. Within each we show the meta-analytic
estimate from the DerSimonian and Laird random effects model (thick vertical
black bars). The height of vertical bars represents 95% confidence intervals.
Likelihood-based approach results: Smooth blue and orange lines represent
penetrance estimated from the likelihood-based approach by yearly age. Blue
corresponds to male carriers, and orange corresponds to female carriers.

shows increased variability (wider confidence intervals) due to
smaller sample sizes. Visual comparison of the confidence
intervals within each 10-year age interval indicates overlap
across studies for all 3 genes. Because all studies reported cu-
mulative penetrance, we were able to include the same studies
(8 on MLH1, 9 on MSH2, and 3 on MSH6) for both the
DerSimonian and Laird and the likelihood-based approaches. In
addition to Figure 2, Supplementary Figure 1 (available online)
shows the study-specific penetrance estimates and 95% confi-
dence intervals by decade of age.
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Table 2. Estimated cumulative penetrance by age 70 years of CRC for MLH1, MSH2, and MSH6 mutation carriers by sex and screening status®

Sex Gene Method
Male MLH1 DerSimonian and Laird
Likelihood-based
MSH2 DerSimonian and Laird
Likelihood-based
MSH6 DerSimonian and Laird
Likelihood-based
Female MLH1 DerSimonian and Laird
Likelihood-based
MSH2 DerSimonian and Laird
Likelihood-based
MSH6 DerSimonian and Laird

Likelihood-based

Study population Cum. penetrance (%) with 95% CI
All 35.1(28.5 to 42.4)
Unscreened 36.5 (26.6 to 46.7)
Unspecified 34.5(22.6 t0 48.7)
All 43.9 (39.6 to 46.6)
Unscreened 35.3(29.4 to 40.0)
Unspecified 49.7 (43.3t0 54.2)
All 50.0 (40.3 to 59.6)
Unscreened 51.8 (36.4 to 66.9)
Unspecified 47.3 (35.7 t0 59.1)
All 53.9 (49.0 to 56.3)
Unscreened 53.2 (47.1t0 57.4)
Unspecified 57.0 (49.2 to 62.3)
All 13.8 (9.7 t0 19.3)
Unscreened 14.0 (7.2 to 25.6)
Unspecified 13.7 (9.0 to 20.3)
All 12.0 (2.4 to 24.6)
Unscreened 19.2 (5.1to0 32.8)
Unspecified 13.2 (0.6 t0 76.2)
All 29.7 (23.2 t0 37.1)
Unscreened 31.8 (24.4 to 40.2)
Unspecified 27.4 (15.2t0 44.2)
All 37.3(32.2 t0 40.2)
Unscreened 34.0(27.1t039.4)
Unspecified 36.7 (29.6, 42.4)
All 36.0 (30.6 to 41.8)
Unscreened 34.6 (26.9 to 43.2)
Unspecified 37.5(28.8t047.2)
All 38.6 (34.1t0 42.0)
Unscreened 37.3(32.9 to 40.6)
Unspecified 41.0 (34.4 to 46.3)
All 16.6 (7.4 t0 32.9)
Unscreened 10.7 (4.9 to 21.9)
Unspecified 22.3(10.5 to 41.2)
All 12.3 (3.5 t0 23.2)
Unscreened 5.3 (0.002 to 16.5)
Unspecified 29.6 (2.5t079.5)

2CI = confidence interval; CRC = colorectal cancer.

Among the 10 studies, 4 focused on individuals who were
not screened or had not had prior surgery by censoring partici-
pants at the age of colonoscopy screening or prophylactic sur-
gery (24,30,35,37). For the remainder of the studies, it was
unclear whether screened individuals were included. Although
screening and surgery were not part of the recruitment criteria,
it is reasonable to assume that a number of participants from
these 6 studies (10,11,18,33,36,38) may have undergone screen-
ing or surgery according to current screening recommendations
(39). We divided the studies into 2 groups: studies that focused
on unscreened populations (24,30,35,37) and studies that did
not provide details on screening and therefore were assumed to
be a mix of screened and unscreened populations
(10,11,18,33,36,38). Figure 3 shows the cumulative penetrance of
CRC for MLH1, MSH2, and MSH6 mutation carriers after stratify-
ing studies by screening status. Estimated cumulative pene-
trance by age 70 years from both the DerSimonian and Laird
and likelihood-based approaches is displayed in Table 2 by sex,
gene, and screening status. For the 4 studies that included
unscreened participants, the penetrance by age 70 years was es-
timated for males and females, respectively, to be 35.3% (95% CI
= 29.4% to 40.0%) and 34.0% (95% CI = 27.1% to 39.4%) for MLH1

carriers, 53.2% (95% CI = 47.1% to 57.4%) and 37.3% (95% CI =
32.9% to 40.6%) for MSH2 carriers, and 19.2% (95% CI = 5.1% to
32.8%) and 5.3% (95% CI = 0.002% to 16.5%) for MSH6 carriers. For
the 6 studies that potentially included both screened and
unscreened participants (unspecified), the penetrance by age 70
years was estimated for males and females, respectively, to be
49.7% (95% CI = 43.3% to 54.2%) and 36.7% (95% CI = 29.6% to
42.4%) for MLH1 carriers, 57.0% (95% CI = 49.2% to 62.3%) and
41.0% (95% CI = 34.4% to 46.3%) for MSH2 carriers, and 13.2%
(95% CI = 0.6% to 76.2%) and 29.6% (95% CI = 2.5% to 79.5%) for
MSHS6 carriers (Figure 4). Studies on unscreened populations re-
port lower cumulative risk for MLH1 and female MSH6 mutation
carriers compared with studies on both screened and
unscreened populations. However, the converse is true for male
MSH6 mutation carriers. Among the MSH6 studies that report
CRC risk in both screened and unscreened populations, Stoffel
et al. (10) made conservative ascertainment adjustments, which
could lead to lower risk estimates. Although differences in CRC
risk between the cohorts appear to be more pronounced for
MSH6 mutation carriers, this could be attributed to the lack of
studies in the unscreened group at age 80 years. Overall, there is
considerable overlap in the 95% confidence intervals across all 3
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Figure 3. Colorectal cancer risk stratified by studies on unscreened or no prior surgery population (top) or unspecified (ie, likely a mix of screened and unscreened popu-
lations) (bottom). Panels A, B, and C correspond to MLH1, MSH2, and MSH6 mutation carriers, respectively. DerSimonian and Laird random effects model results: The
age range is divided into 10-year intervals. Within each we show the meta-analytic estimate from the DerSimonian and Laird random effects model (thick vertical
black bars). The height of vertical bars represents 95% confidence intervals. Likelihood-based approach results: Smooth blue and orange lines represent penetrance es-
timated from the likelihood-based approach by yearly age. Blue corresponds to male carriers, and orange corresponds to female carriers.

genes and both sexes, indicating insufficient evidence to sub-
stantiate differences in CRC risk between unspecified (likely a
mix of screened and unscreened) and unscreened populations.
In addition to Figure 3, Supplementary Figure 2 (available on-
line) shows the study-specific estimates and 95% confidence
intervals by decade of age.

Next, we conducted sensitivity analysis by design or analysis
strategy, study population, and mutation type. Mukherjee et al.
(11) focused on founder mutations in MSH2 for individuals of
Ashkenazi Jewish descent. Because previous evidence shows
there is an increased risk of CRC in Ashkenazi Jews (40), we con-
ducted our meta-analysis with and without this study. Removal
of Mukherjee et al. had little effect on the combined penetrance
estimates for MSH2 mutation carriers. Similarly, we conducted
a systematic leave-1-study-out sensitivity analysis and con-
cluded that the meta-analytic results of MLH1 and MSH2 muta-
tion carriers are quite robust to leave-1-study-out sensitivity
analysis (Figure 4). Estimated penetrance for female MSH6 mu-
tation carriers is sensitive to the removal of studies by
Bonadona et al. (24) and Moller et al. (18). Penetrance for male
MSH6 mutation carriers is sensitive to the removal of Moller
et al. (18). Because these 2 studies were weighted more heavily
in the analysis because of their sample sizes, it is not surprising
that removing one would affect the risk estimates. This varia-
tion in penetrance estimates for MSH6 carriers can be attributed
to the smaller sample size (both in number of included studies
and in number of mutation carriers) compared with their MLH1
or MSH2 counterparts. Moreover, because MSH6 mutation car-
riers tend to have a later age of onset, the risk information
reported by studies was limited to age 50 years and older.
Among the 3 studies that reported sex-specific risk for MSH6
mutation carriers, 2 studies indicated that female risks were as-
sociated with more variability than male risks (10,18), resulting
in more variable maximum likelihood estimates for the female
carriers. Overall, the meta-analytic risk estimates for MLH1 or
MSH2 carriers were robust to the removal of studies, whereas

the estimates for MSH6 were more easily affected because of the
smaller number of available studies.

Discussion

We performed a systematic review of the risk of CRC in muta-
tion carriers of MLH1, MSH2, and MSH6 and combined evidence
from 10 studies to provide age-, gene-, and sex-specific risk esti-
mates. These comprehensively reflect the best available data.
We conclude that the lifetime cumulative penetrance to age 70
years of CRC for males and female carriers, respectively, is
43.9% (95% CI = 39.6% to 46.6%) and 37.3% (95% CI = 32.2% to
40.2%) for MLH1 carriers, 53.9% (95% CI = 49.0% to 56.3%) and
38.6% (95% CI = 34.1% to 42.0%) for MSH2 carriers, and 12.0%
(95% CI = 2.4% to 24.6%) and 12.3% (95% CI = 3.5% to 23.2%) for
MSH6 carriers. The smaller number of MSH6 mutation carriers
in our analysis led to less certain estimates for that gene, espe-
cially at younger ages. Interestingly, more recent studies tend to
have narrower confidence intervals, suggesting increased preci-
sion in their penetrance estimates. Although more conservative
ascertainment adjustment mechanisms in recent studies are at
play, it is difficult to establish whether those may affect the
study estimates or the confidence intervals. The narrower con-
fidence intervals may be attributed to carrier sample size, be-
cause recent studies including Bonadona et al. (24), Dowty et al.
(35), and Moller et al. (18) have the 3 largest carrier sample sizes
among the included studies.

The differences in the penetrance estimates between the
DerSimonian and Laird random effects model and our
likelihood-based approach could be attributed to the parametric
assumption of the likelihood-based approach. Overall, because
the majority of the likelihood-based estimates fall within the
meta-analytic 95% confidence interval of the random effects
model, we conclude that our findings are likely to be robust to
the choice of statistical approach.
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Figure 4. Leave-1-study-out sensitivity analysis for mutation carriers. Panels A,
B, and C correspond to MLH1, MSH2, and MSH6 mutation carriers, respectively.
Bold solid lines: Cumulative penetrance estimates of CRC based on our likeli-
hood-based approach. Dashed lines: Cumulative penetrance estimates by yearly
age of CRC from leave-1-study-out tests of sensitivity. Blue corresponds to male
carriers, and orange corresponds to female carriers. Visually, small deviations of
a dashed line from the solid line suggest our meta-analysis is robust to the re-
moval of that study.

To the best of our knowledge, this meta-analysis is the first
to provide age-, gene-, and sex-specific penetrance estimates of
MLH1, MSH2, and MSH6 mutations for CRC. A previous meta-
analysis by Jenkins et al. (13) focused on combining evidence
from 4 articles that report gene- and sex-specific penetrance for
MLH1 and MSH2 mutation carriers to provide short-term
(Syears) CRC risk. Although there is some overlap in included
studies, the risk estimates provided by our meta-analysis are
age specific, are based on several more studies, and include
MSH6 mutation carriers.

A strength of the likelihood-based approach used here lies in
its ability to deconvolve aggregated risks, allowing us to use all
of the information available in the literature and provide more
comprehensive penetrance estimates. Of note, our meta-
analysis included only studies that made adjustments for

ascertainment if the participants were recruited through high-
risk families, so reported risk estimates were less likely to be bi-
ased upward. At the same time, many studies were excluded as
a result. Our method can be applied in the future to address
other Lynch syndrome genes and cancers, such as PMS2,
EPCAM, endometrial cancer, and more generally to other gene
and cancer combinations with no restriction on the mutation
type as long as there are enough studies. A potential limitation
of this approach is the use of a parametric distribution to model
the penetrance; this assumption, although difficult to check,
can be relaxed with richer data. For example, a leave-1-study-
out sensitivity analysis can be used to assess the parametric
modeling choice. Currently, our meta-analysis included only
articles that reported cumulative penetrance. Extensions of our
deconvolution method could potentially be designed to include
studies that report other risk measures (eg, odds ratio, hazard
ratio, etc). Regarding systematic sources of study heterogeneity,
our meta-analysis included studies of mixed mutation types
and populations. Although ideally one would desire to assess
mutation- or population-specific variation in penetrance, the
present information is insufficient, and it is not feasible to sepa-
rate these effects. Overall, the meta-analytic results for MLH1
and MSH2 mutation carriers are robust according to the sensi-
tivity analysis and show little evidence of publication bias. On
the other hand, the same cannot be said for MSH6 mutation car-
riers due to the small number of studies.

It is well known that colonoscopic surveillance serves as an
effective prevention strategy for individuals managing their
CRC risk (41). Our results show that cancer penetrance esti-
mated from populations that are a mix of unscreened and
screened individuals is similar to that estimated from
unscreened populations for MSH2 mutation carriers. However,
the former is higher for MLH1 and female MSH6 mutation car-
riers. This may be because individuals with a family history of
CRC are more likely to undergo screening. Thus, the remaining
individuals who are unscreened in these studies may have a
lower risk of cancer. Moreover, mutation carriers from clinics or
population-based registries were referred for enhanced surveil-
lance with colonoscopy, so cancers detected by colonoscopies
may increase the cumulative lifetime risk in populations that
are a mix of unscreened and screened individuals. Although
results indicate otherwise for male MSH6 carriers, there is sub-
stantial overlap in confidence intervals across all ages, suggest-
ing a lack of evidence to support differences in penetrance
between the 2 groups. It is challenging to compare study results
stratified by screening, because the majority of the studies did
not fully clarify whether surveillance was part of the patient se-
lection criteria. More refined data would be needed to extend
our analysis to incorporate colonoscopic surveillance as a modi-
fier of CRC risk along with other environmental factors previ-
ously shown to affect cancer risk, such as aspirin use (42),
smoking (43,44), and body mass index (45).

MMRpro is a genetic counseling and clinical decision support
tool that estimates the probability of carrying MMR mutations
and of developing CRC for mutation carriers. It relies on meta-
analytic penetrance estimates (12). Chen et al. assume the pene-
trance for MLH1 and MSH2 carriers are the same and that of
MSH6 male and female carriers are the same, whereas our
meta-analysis contains more studies to substantiate the esti-
mation of gene- and sex-specific risk (Figure 5). In comparison,
our results show higher lifetime penetrance estimates for MSH2
and female MLH1 carriers, lower estimates for female MSH6 car-
riers, and similar estimates for male MLH1 and MSH6 carriers
compared with those of Chen et al. (Figure 5). Of the 5 studies
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Figure 5. Cumulative penetrance estimates of colorectal cancer from current
meta-analysis and MMRpro. Panels A, B, and C correspond to MLH1, MSH2, and
MSH6 mutation carriers, respectively. Estimates from current meta-analysis and
MMRpro are denoted by solid and dotted lines, respectively. Blue corresponds to
male carriers, and orange corresponds to female carriers.

included in the meta-analysis by Chen et al. (12), we included 2
in our current analysis (37,38). We excluded 1 because of overlap
in study participants (21), 1 because of lack of ascertainment ad-
justment (46), and another because it does not provide
colorectal-specific risks (47).

In conclusion, our analysis provides a principled empirical
assessment of the risk of Lynch syndrome-associated CRC by
combining evidence from relevant studies. For individuals with
Lynch syndrome, the risk of cancer is dependent on sex and
type of MMR mutation, with male MLH1 or MSH2 mutation car-
rier risk at age 70 years approximately 4 times higher than that
of his female MSH6 counterpart. Risk estimates from our meta-
analysis will be incorporated into the 2019 version of the risk
prediction tool MMRpro (12), and the clinical decision support
tool ASK2ME (All Syndrome Known to Man Evaluator) (48) to im-
prove risk prediction and management strategies for individu-
als who have mutations in MLH1, MSH2, and MSH6. Our results
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can support the development of effective prevention strategies
and personalized counseling.
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