Sample Colonoscopy Appeal Letter High-Risk – Updated July   2025

HEALTH INSURER
123 Insurance Way
Anywhere, IL  012345
DATE
RE:	Claim # XXXXXXXXXXX
Claimant:	NAME (ID# and DOB: Mo-Day-Year)
To Whom It May Concern:
I am writing to appeal [Health Plan Name]’s decision to deny coverage of my colonoscopy, which took place on [date] at [facility]. It is my understanding that [Health Plan Name] covers medically necessary services that are not expressly excluded. [Attach or reference relevant section(s) from health insurer’s Policy or Evidence of Coverage, if possible.]
I recognize that under the Affordable Care Act screening colonoscopies may not be a fully covered benefit for people under the age of 45 who have an average risk of developing colorectal cancer (CRC).  However, I have an inherited mutation in [APC, AXIN2, BMPR1A, EPCAM, MLH1, MSH2, MSH6, MUTYH, PMS2, POLD1, POLE, PTEN, SMAD4, STK11 or TP53] which places me in the high-risk category. Hereditary cancers tend to occur at younger ages, so earlier screening is recommended. This reduces colon cancer mortality by as much as 80%.
The U.S. Preventive Services Task Force (USPSTF) Colorectal Cancer Screening guidelines state, “This recommendation applies to asymptomatic adults 45 years and older who are at average risk of colorectal cancer and who do not have a family history of known genetic disorders that predispose them to a high lifetime risk of colorectal cancer.”  The guidelines go on to note, “The USPSTF did not specifically review the evidence on screening in populations at increased risk; however, other professional organizations recommend that patients with a family history of colorectal cancer…be screened more frequently starting at a younger age, and with colonoscopy.”[footnoteRef:1] [1:  U.S. Preventive Services Task Force Final Recommendation Statement, Colorectal Cancer: Screening - www.uspreventiveservicestaskforce.org/uspstf/recommendation/colorectal-cancer-screening#fullrecommendationstart] 

There is broad consensus about the medical necessity of earlier, more frequent colorectal cancer screening for those at increased risk. The National Comprehensive Cancer Institute provides colorectal cancer screening guidelines for health care professionals, all of which indicate that colonoscopies should start at age 20-25 or earlier based on family history [Exhibit A]. 
The American College of Gastroenterology recommendations align [Exhibit B]. 
Many health insurers, including Cigna and Blue Cross Blue Shield, cover screening colonoscopies for high-risk individuals under the age of 45 [Exhibits C and D]. Given my high risk of CRC, I respectfully request that you cover my colonoscopies.  The guidelines make it clear that this is a medically necessary intervention for people with Lynch syndrome, such as me.
Thank you for your consideration. Your prompt attention to this matter is greatly appreciated.
Sincerely,
[Signature]

Exhibit A 
[image: A medical report with text and images
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Exhibit  A (continued)
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Exhibit  A (continued)
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Exhibit  A (continued)
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Exhibit  A (continued)
[image: A close-up of a medical report
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Exhibit  A (continued)[image: ]

Source: https://www.nccn.org/professionals/physician_gls/pdf/genetics_ceg.pdf 







Exhibit B
[image: ]ACG Clinical Guideline: Genetic Testing and Management of Hereditary Gastrointestinal Cancer Syndromes

Source:  https://journals.lww.com/ajg/Fulltext/2015/02000/ACG_Clinical_Guideline__Genetic_Testing_and.8.aspx
Exhibit C

 
[bookmark: _Hlk114565698]Source: www.excellusbcbs.com/documents/20152/127121/EXC-PRV-Colorectal+Cancer+Screening.pdf/5e66ab16-e56e-c725-23c8-5ebc289243d2?t=1583514167361


Exhibit D

 
Source: https://static.cigna.com/assets/chcp/pdf/coveragePolicies/medical/mm_0148_coveragepositioncriteria_colorectal_cancer_screening.pdf
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The inclusion of a gene in this table below does not imply the endorsement either for or against multigene testing for moderate-penetrance genes.

GenelSyndrome |  Colon Cancer and Colorectal PhenotypeT Endometrial Cancer Gastric Cancer Other Risks
« Absolute Risk: Approaches 100% if polyposis is | - No evidence of increased | » Estimated Absolute Risk: | Other Cancers
left untreated risk 0.1%-7.1% - Familial Adenomatous Polyposis -
|+ Management: Familial Adenomatous Polyposis Risk table (FAP-A)
":1” C’F“";"“" FAP-1 + Management: Familial
B e:f"‘;;’s"s « Strength of Evidence: Strong Adenomatous Polyposis (FAP-B
polyp! « Colorectal Phenotype: >100 adenomas
Comments. About half of patients with FAP develop adenomas by 15 y of age and 95% by age 35 y. FAP may also present with gastric FGP/adenomas,
duodenal adenomas, CHRPE, osteomas, supemumerary teeth, odontomas, desmoids, and epidermoid cysts
« Absolute Risk: Approaches 70% if polyposis left | - No evidence of increased | » Estimated Absolute Risk: | Other Cancers
APC/Attenuated | untreated risk 0.1%7.1% - Attenuated Familial Adenomatous
‘familial « Management: Attenuated Familial Adenomatous Polyposis (AFAP-1
adenomatous | Polyposis (AFAP-1) « Management: Attenuated
polyposis |+ Strength of Evidence: Strong Familial Adenomatous Polyposis
« Colorectal Phenotype: 10-<100 adenomas (AFAP-1)
« Estimated Absolute Risk: 5%—10% ~No evidence of increased | - No evidence of increased | Other Cancers
« Management: risk risk ~ Unknown or insufficient evidence
» For probands with CRC and this PV: See
surveillance recommendations for post-CRC
resection: NCCN Guidelines for Colon Cancer
and NCCN Guidelines for Rectal Cancer
» For probands without a personal history of
PEHSTR CRC: High-quality colonoscopy screening every
ariantik 5y, beginning at age 40 or 10 y prior to age of
first-degree relative’s CRC diagnosis,
« Strength of Evidence: Strong
« Colorectal Phenotype: Polyposis usually not
observed
Comments. In the Ashkenazi Jewish population in the United States, the APC ¢.3920T>A (p-11307K) variant is reported in 115% of those
diagnosed with CRC and 7 2% of those not diagnosed with CRC (Valle L, et al. J Med Genet 2023,60:1035-1043). The incidence of CRC in
probands and family members is similar for both Ashkenazi Jewish APC 11307K heterozygotes and non-Jewish APC 11307K heterozygotes. The
same screening recommendations apply to all APC 307K variant heterozygotes.
1 >
Polyposis defined as 210 polyps Foothotes on GENEAG
Note: All recommendations are category 2A unless otherwise indicated. References on GENE-17

GENE-1
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Gene/Syndrome | Colon Cancer and Colorectal Phenotype! Endometrial Cancer Gastric r Othe isks

APC promoter
1B/
Gastric
adenocarcinoma

and proximal

polyposis of
the stomach
(GAPPS)

+ Estimated Absolute Risk: Insufficient data
to define

* Management: Consider a colonoscopy at
age 25y or earlier based on family history of
colorectal polyps and cancer

« Strength of Evidence: Limited

+ Colorectal Phenotype: Rare based on
limited evidence

« No evidence of increased risk

+Polyposis of stomach
» Gastric polyps restricted to body
and fundus with no evidence of
colorectal or duodenal polyposis
»>100 polyps carpeting proximal
stomach in index case or >30
polyps in a first-degree relative
and family history of gastric
cancer or dysplastic fundic gland
polyposis
» Predominantly FGP, some
having regions of dysplasia
+ Absolute Risk: Stomach cancer -
12%-25%
* Management:
» No current guidelines
» Consider risk-reducing total
gastrectomy from third decade,
annual EGD from age 15

Other Cancers
+ Unknown or insufficient
evidence

PVs.

‘Comment: Point mutations in promoter 1B of the APC gene are associated with GAPPS and have rarely been associated with colonic polyposis.
Deletions that include all or some of promoter 1B and portions of the APC gene have been associated with colonic polyposis. Since available
evidence is limited, baseline colonoscopy at age 25 is suggested to assess for the presence of colonic polyposis in patients with APC promoter 18





image3.png
National
Comprehensive
NCCN [Je:Ule:le

PLEASE NOTE that use of this NCCN Content is governed by the End-User License Agresment. and you MAY NOT distribute this Content or use it with any artficial intelligence model o tool.
Frivie by P Welcsh op 711512025 6:15:04 PHL. Copyrght © 3035 Natondl Comprahansive Cancer Network,Ine. All igh' Reserved.

NCCN Guidelines Version 1.2025
Genetic/Familial High-Risk Assessment: Colorectal,

NCCN Guidelines Index
Table of Contents

. . Discussion
Network® Endometrial, and Gastric
CANCER RISK MANAGEMENT BASED ON GENETIC TEST RESULTS
Gene/Syndrome Colon Cancer and Colorectal Phen@[ge' Endometrial Cancer Gastric Cancer Other Risks

« Estimated Absolute Risk: Insufficient data to
define
* Management:

» Begin high-quality colonoscopy at age 25-30
y and repeat every 2-3 y if negative. If polyps
are found, colonoscopy every 1-2 y with
consideration of surgery if the polyp burden

+ No evidence of increased risk

+ No evidence of increased risk

Other Cancers
+ Unknown or insufficient
evidence

Hamartomatous polyps, sometimes referred to
as juvenile polyps or juvenile type hamartomas

AXIN2 becomes unmanageable by colonoscopy.

» Surgical evaluation if appropriate.

« Strength of Evidence: Limited

« Colorectal Phenotype: 0 —>100 polyps;
Mainly adenomas

Comment: Associated with oligodontia (absence of >6 adult non-wisdom teeth) and other features of ectodermal dysplasia. Polymorphisms in

AXIN2 have also been associated with CRC and other cancers, but the information above is referring to individuals with P/LP variants in AXINZ.

« Estimated Absolute Risk: 5%—10% “No evidence of increased risk | - No evidence of increased risk_| Other Cancers

« Management: Evidence insufficient to provide + Unknown or insufficient
specialized CRC screening recommendations; evidence
manage based on family history. See NCCN

BLM Guidelines for Colorectal Cancer Screening
heterozygotes |, srength of Evidence: Limited

« Colorectal Phenotype: No polyposis

Comment: Counsel for risk of autosomal recessive condition, Bloom syndrome, in offspring. Cunniff C, et al. Am J Med Genet A 2018;176:1872-

1881

« Absolute Risk: 40%-50% “No evidence of increased risk | » Absolute Risk: Stomach Other Cancers

« Management: Juvenile Polyposis Syndrome cancer - see comment + Unknown or insufficient
JPS-2) + Management: Juvenile evidence

« Strength of Evidence: Strong Polyposis Syndrome (JPS-2)

BMPR1A « Colorectal Phenotype: 25 polyps; « Strength of Evidence: Strong

‘Comment: Not associated with features of HHT. In a meta-analysis of 204 patients (Singh A, et al. Gastrointest Endosc 2023;97:407-414 e1) with

BIMPR1A, only one patient with gastric cancer was identified. For management, see JPS-3

T Polyposis defined as >10 polyps.

Note: All recommendations are category 2A unless otherwise indicated.
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* Absolute Risk: 33%—-52% * Absolute Risk: 12%-57% |+ Absolute Risk: 0.2%-9.0% Other Cancers

EPCAM/
Lynch syndrome

* Management: Lynch Syndrome (LS-C)

« Strength of Evidence: Very strong

« Colorectal Phenotype: No polyposis; Polyp
spectrum can include adenomas and sessile
serrated lesions

* Management: Lynch
Syndrome (LS-C)

« Strength of Evidence: Very
strong

* Management: Lynch

* Lynch Syndrome (LS-C)

Syndrome (LS-C
« Strength of Evidence: Very
strong

‘Comment: Counsel for risk of rare autosomal recessive condition, CMMRD syndrome, in offspring. CMMRD can occur if both parents are a carrier
of a PV in the same DNA MMR gene. Only large deletions including 3' untranslated regions of EPCAM cause LS. Single loss of function (LOF)
PVs do not cause LS but are carriers of an autosomal recessive condition called congenital tufting enteropathy.





image5.png
National
Comprehensive
NCCN [Je:Ule:le

Printed by Piri Welosh on 7/152025 8:13:04 PM. Copyright © 2025 National Comprehensive Cancer Network, Inc. All Rights Reserved.

NCCN Guidelines Version 1.2025
Genetic/Familial High-Risk Assessment: Colorectal,

NCCN Guidelines Index
Table of Contents

. . Discussion
Network® Endometrial, and Gastric
CANCER RISK MANAGEMENT BASED ON GENETIC TEST RESULTS
Gene/Syndrome Colon Cancer and Colorectal Phen@[ge' Endometrial Cancer Gastric Cancer Other Risks

MLH1/
Lynch syndrome

« Absolute Risk: 46%61%

* Management: Lynch Syndrome (LS-B)

« Strength of Evidence: Very strong

« Colorectal Phenotype: No polyposis; Polyp
spectrum can include adenomas and sessile
serrated lesions

« Absolute Risk: 34%-54%

* Management: Lynch
Syndrome (LS-B)

« Strength of Evidence: Very

« Absolute Risk: 5%—7%

* Management: Lynch
Syndrome (LS-B)

« Strength of Evidence: Very

strong

strong

Other Cancers

ynch Syndrome (LS-

‘Comment: Counsel for risk of rare autosomal recessive condition, CMMRD synd

of a PV in the same DNA MMR gene.

rome, in offspring. CMMRD can oct

cur if both parents are a carrier

MSH2/
Lynch syndrome

« Absolute Risk: 33%-52%

* Management: Lynch Syndrome (LS-C)

« Strength of Evidence: Very strong

« Colorectal Phenotype: No polyposis; Polyp
spectrum can include adenomas and sessile
serrated lesions

« Absolute Risk: 21%-57%

* Management: Lynch
Syndrome (LS-C)

« Strength of Evidence: Very

« Absolute Risk: 0.2%-9.0%

* Management: Lynch
Syndrome (L

« Strength of Evidence: Very

strong

strong

Other C:
ynch Syndrome (LS-C

‘Comment: Counsel for risk of rare autosomal recessive condition, CMMRD synd

of a PV in the same DNA MMR gene.

rome, in offspring. CMMRD can oct

cur if both parents are a carrier

MSHe/
Lynch syndrome

« Absolute Risk:10%—44%

* Management: Lynch Syndrome (LS-D)

« Strength of Evidence: Very strong

« Colorectal Phenotype: No polyposis; Polyp
spectrum can include adenomas and sessile
serrated lesions

« Absolute Risk:16%-49%
* Management: Lynch

Syndrome (LS
* Strength of Evidence: Very

« Absolute Risk: <1%-7.9%
* Management: Lynch

Syndrome (L
* Strength of Evidencee: Very

strong

strong

ynch Syndrome (LS-D;

Comment: Counsel for risk of rare autosomal recessive condition, CMMRD syndrome, in offspring. CMMRD can occur if both parents are a carrier

of a PV in the same DNA MMR gene.

T Polyposis defined as >10 polyps.

Note:

Il recommendations are category 2A unless otherwise indicated.

References on GENE-17

GENE-7
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Gene/Syndrome

Colon Cancer and Colorectal PhenotypeT

Endometrial Cancer

Gastric Cancer

Other Risks

MUTYH biallelic
pathogenic
variants/
MUTYH-
associated
polyposis

« Absolute Risk: 70%-90% if polyposis left
untreated

* Management: 1/UTYH-Associated Polyposis
MAP-2)

« Strength of Evidence: Strong

« Colorectal Phenotype: 10100 polyps;
Adenomas and hyperplastic polyps most
frequent; serrated, sessile serrated, mixed
polyps less frequent; 18% meet criteria for SPS

+ No evidence of increased
riskn

+ Gastric FGP: 11%
+ Gastric cancer: No
evidence of increased risk

Other Cance
+Absolute Risk:
» Duodenal polyposis: 17%—
34%
» Duodenal cancer: 4%
* Management: \UTYH-
Associated P

IAP-2

Comment: Limited evidence of increased risk for EC 3%-9% (Sutcliffe EG, et al. Fam Cancer 2019;18:203-209) and gastric cancer (Vogt S, et
al. Gastroenterology 2009;137:1976-1985) but no changes in management have been made. Ovarian, bladder, breast, and thyroid cancers have

been reported





image7.png
National
Comprehensive
NCCN [Je:Ule:le

R I oE B 1808 B Do e S e b e e e e e R
‘Printed by Piri Welcsh on 7/18/2025 0:18:04 P

NCCN'Guidelines Version 1
Genetic/Familial High-Risk Assessment: Colorectal,

025

Reserved. | Chgence modelorfoot
‘Copyright © 2025 National Cuimmrswe Cancer Network, Inc. Al Rights Reserved.

NCCN Guidelines Index
Table of Contents

® . . Discussion
Network Endometrial, and Gastric
CANCER RISK MANAGEMENT BASED ON GENETIC TEST RESULTS
Genel Colon Cancer and Colorectal Endometrial Cancer Gastric Cancer Other Risks
Syndrome Phenotype’
« Estimated Absolute Risk: >20% « Absolute Risk: Increased risk - No evidence of Other Cancers
* Management: * Management: increased risk + Increased risk for duodenal
» Begin high-quality colonoscopy at | - Education regarding the importance adenomas/cancer and possibly
age 25-30 y or 2-5 y prior to the of prompt reporting of any abnormal other cancer
earliest CRC in the family if it is uterine bleeding or postmenopausal « Management for duodenal cancer
diagnosed before age 25 y and bleeding. Evaltiation of symptoms Baseline upper endoscopy
repeat every 2-3 y if negative. If with endometrial biope beginning at age 30-35 y
polyps are found, colonoscopy hu e P % (see FAP-C for follow-up of
o every 1-2 y with consideration of ransvaginal ultrasound can duodenoscopic findings) or earlier
POLD1%/ surgery if the polyp burden becomes | be considered at the clinician’s based on family history
Polymerase unmanageable. discretion in postmenopausal
proofreading- | » Surgical evaluation if appropriate patients, but has not been shown to
associated |+ Strength of Evidence: Strong be sufficiently sensitive or specific to
polyposis [« Colorectal Phenotype: 30-100 be recommended

polyps; Adenomas

Comment: Information about cancer risk in POLD PV carriers is limited by small sample sizes. In one study (Mur P, et al. Genome Med

2023:15:85). the cancers with risk greater than that of the general population were colon cancer (27/48) and EC (11/36). Limited evidence
of increased risk for breast cancer, brain cancers, and possibly other cancers (Mur P, et al. Genome Med 2023
Cancer 2022:21:197-209; Buchanan DD, et al. Genet Med 201

et al. Nat Genet 201

0:890-895; Valle L. et al. Hum Mol Genet 2014:
:136-144) have been reported. Gain-of-function P/LP variants in the exonuclease domain (POLD1 amino acids
304-533) are associated with polymerase proofreading-associated polyposis (PPAP). LOF PV and PV outside of the exonuclease domain are
associated with autosomal dominant mandibular hypoplasia, deafness, progeroid features, and lipodystrophy (MDPL) syndrome.

85; Palles C, et al. Fam
3506-3512; Palles C,
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Syndrome Phenotype’
« Estimated Absolute Risk: >20% « Absolute Risk: Increased risk “No evidence of increased | Other Cancers
« Management: + Management: risk ~Increased risk for duodenal
» Begin high-quality colonoscopy at |+ Education regarding the importance ‘adenomas/cancer and possibly
age 25-30 y prior to the earliest of prompt reporting of any abnormal other cancer
CRC in the family if it is diagnosed uterine bleeding or postmenopausal « Management for duodenal
before age 25 y and repeat every bleeding. Evaluation of symptoms cancer: Baseline upper
2-3y if negative. If polyps are endoscopy beginning at age
Tound, colonoscopy every 12 y with Y.ﬁl‘,?,fgfﬁé“f;ﬂ:g’ﬁ:. dTe'f'e’(‘f"ag'"a‘ 25-30 y (see FAP-C for follow-up
consideration of surgery if the polyp " of duodenoscopic findings) or
at the clinician’s discretion in
burden becomes unmanageable. earlier based on family history
» Surgical evaluation if appropriate. postmenopausal patients, but has
B f"'—E“ ! |+ strength of Evidence: Strong not b?e" shown ttfl b|e sbuefﬁmenllv
olymerase |, Coforectal Phenotype: 30-100 sensitive or specific to
proofreading" | _polyps; Adenomas recommended
polyposis | Comments: Information about cancer risk in POLE PV carriers is limited by small sample sizes. There has been a case report of CRC at age 14y

(Wimmer K, et al. Fam Cancer 2017;16:67-71). In one study (Mur P, et al. Genome Med 2023;15:85), the cancers with risk greater than that of the
general population were colon (102/164), endometrial (11/87), ovarian (8/87), brain (17/164), and extracolonic GI cancer (12/102). There is limited
evidence of increased risk for breast cancer, melanoma, and possibly other cancers (Mur P. et al. Genome Med 2023;15:85; Palles C, et al. Fam
Cancer 2022;21:197-209; Aoude LG, et al. Fam Cancer 2015;14:621-628; Elsayed FA, et al. Eur J Hum Genet 2015;23:1080-1084; Buchanan DD, et
al. Genet Med 2018:20:830-895; Hansen MF, et al. Fam Cancer 2015;14:437-448; Rohlin A, et al. Int J Oncol 2014:45:77-81; Spier |, et al. Int J Cancer
2015;137:320-331; Mur P, et al. Genet Med 2020;22:2089-2100).
Gain-of-function P/LP variants in the exonuclease domain [POLE amino acid 268-471 (exons 9-14)] are associated with PPAP. LOF variants and
those outside exonuclease domain are not likely to be pathogenic for PPAP but are associated with carrier status for autosomal recessive FILS (facial
dysmorphism-immunodeficiency-livedo-short stature syndrome) (Mur P, et al. Genet Med 2020:22:2089-2100) and IMAGE-1 (intrauterine growth
retardation, metaphyseal dysplasia, adrenal hypoplasia congenita, genital anomalies, immunodeficiency, and diffuse large B-cell lymphoma) (Mur P, et

al.Genome Med 2023;15:85).
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PMS2/
Lynch syndrome

« Absolute Risk: 8.7%-20%

* Management:
» Lynch Syndrome (LS-E

« Strength of Evidence: Strong

* Colorectal Phenotype: No polyposis; Polyp
spectrum can include adenomas and sessile
serrated lesions

« Absolute Risk: 13%-26%
* Management:
» Lynch Syndrome (LS-E

« Strength of Evidence:
Strong

+ No evidence of increased
risk

Other Cancers
ynch Syndrome (LS-E.

Comment: Counsel for risk of rare autosomal recessive condition, CMMRD syndi

of a PV in the same DNA MMR gene.

irome, in offspring. CMMRD can

occur if both parents are a carrier

PTEN/
PTEN hamartoma
tumor syndrome

* Estimated Absolute Risk: 9%-20%

* Management: NCCN Guidelines for Genetic/

Familial High-Risk Assessment: Breast,
Ovarian, Pancreatic_and Prostate

« Strength of Evidence: Strong

* Colorectal Phenotype: 0 —>100 polyps;
Mixed polyposis: hamartomas, hyperplastic,
adenomas, inflammatory, ganglioneuromas

« Estimated Absolute Risk:
28%

* Management: NCCN
Guidelines for Genetic/
Familial High-Risk
Assessment: Breast
Ovarian, Pancreatic. and
Prostate

+ No evidence of increased
risk

Other Cancers

- Strong evidence for increased
lifetime risk of cancers of
breast (40%-60% [historical
cohort datal, >60% [projected
estimates]), thyroid (35%),
Kidney (34%), and melanoma
(6%)

* Management: NCCN
Guidelines for Genetic/Familial

High-Risk Assessment: Breast,
Ovarian, Pancreatic._and

Prostate

Comment: Multiple non-cancer features, which are included in major/minor criteria. (NCCN Guidelines for Genetic/Familial High-Risk Assessment:
Breast, Ovarian, Pancreatic, and Prostate - COWD-A 1 of 2)
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SMAD4/
Juvenile
polyposis
syndrome

« Absolute Risk: Up to 50%

* Management: Juvenile Polyposis Syndrome
JPS-1

« Strength of Evidence: Strong

* Colorectal Phenotype: 25 hamartomatous
polyps, sometimes referred to as juvenile
polyps or juvenile type hamartomas

+ No evidence of increased
risk

* Absolute Risk: Stomach
cancer - €21%

* Management: Juvenile
Polyposis Syndrome )

Other Cancers
+ Unknown or insufficient
evidence

Comment: Possible increased risk for small intestine cancer but no management recommendations have been made. SMAD4 carriers are
at increased risk for HHT, for which screening should begin ideally within the first 6 mo of life. See Juvenile Polyposis Syndrome (JPS-1) for

additional information.
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« Absolute Risk: 39% lifetime risk for CRC

* Management: Peutz-Jeghers Syndrome
PJS-2

« Strength of Evidence: Strong

* Colorectal Phenotype: 2 Peutz-Jeghers-

+ Management: Peutz-
Jeghers Syndrome (PJS-2)

« Absolute Risk: 20%
* Management: Peutz
Jeghers Syndrome (PJS-2)

Other Cancers

“ Well-established increased risk
for breast, pancreatic, small
intestine, lung, testicular, and
agynecologic cancers

after treatment of disease

« Strength of Evidence: Strong
* Colorectal Phenotype: No polyposis

Pe“i’j‘e’;’"m type hamartomatous polyps (colon and small « See Peutz-Jeghers Syndrome
intestine) (PJS-2) for details regarding
syndrome
lifetime risk estimates and
management
Comment. STK11 is associated with characteristic mucocutaneous pigmentation, and starting as children patients are at increased risk for
bleeding, iron deficiency anemia, small bowel obstruction and intussusception, and young age onset ovarian and testicular tumors. See Peutz-
Jeghers Syndrome for additional details regarding clinical features and management
+ Absolute Risk: 5%-20% “No evidence of increased | » Absolute Risk: 10.7% Other Cancers
+ Management: NCCN Guidelines for Genetic/ | risk + Management: + Classical LFS spectrum
Familial High-Risk Assessment. Breast » Upper endoscopy every | cancers: breast, soft tissue
Ovarian. Pancreatic. and Prostate 2-5ystarting at 20-25y | sarcoma, osteosarcoma, CNS
» Colonoscopy every 2-5 y starting at 20-25y or 5y before the earliest | ~tumor, and adrenocortical
or 5y before the eariest known CRC in the known gastric cancerin | carcinoma (ACC)
family the family « Other cancers associated with
e ] » For patients who have received whole LFS include melanoma and
Li-Fraumeni body or abdominal therapeutic RT <20 y, prostate.
] colonoscopy screening is recommended 5 y - See NCCN Guidelines for

Genetic/Familial High-Risk
Assessment: Breast, Ovarian,

Pancreatic. and Prostate for
details on evaluation and
management

Comment: TP53 carriers require evaluation and management of cancer risk at an early age. See NCCN Guidelines for Genetic/Familial High-Risk

Assessment: Breast, Ovarian, Pancreatic_and Prostate for details on evaluation and management.

T Polyposis defined as >10 polyps.

Note: All recommendations are category 2A unless otherwise indicated.

References on GENE-17

GENE-15

Version 1.2025, 06/13/25 © 2025 National Comprehensive Cancer Network® (NCCN®), All ights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express writien permission of NCCN.
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site Age to begin

sunvillance (years)

Lynch syndrome
Colon 20-25 (MLH1/
MSH2 mutation)
25-30 (MSH6/
PMS2 mutation)
Endometrial and ovarian 30-35
Pancreas
Urinary tract 25-30
Smal bowel and gastric 30-35

Familial adenomatous polyposis (FAF)

Colon 10-15
Upper gastrointestinal 25-30
Thyroid Late teenage years

Intraabdominal desmoids

Attenuated FAP.

Calon 18-20
Upper gastrointestinal 25-30
Thyroid
MUTYH-associated polyposis
Calon 2530
Upper gastrointestinal 30-35
Peutz-Jeghers syndrome.
Calon 8,18
Stomach 8,18°
Small bowel 8,18°
Pancreas 30
Breast 2
Ovarian 2
Endometrial 2
Cenvix (adenoma 2%
malignum)
SCTAT (sex cord tumor %

with annular tubules)

Testicular (Sertoli cell
tumon)

Birth toteenage years

Lung, =
Juvenile polyposis syndrome.

Colon 12-15

Sunveillance
interval (years)

12

12

35

1-2
15

1-2
1-5¢

12

Baseline:

Surveillance procedures and comments

Colonoscopy®

No evidence of sunvival benefit of surveillance proven (see Table 8). Annual
pelvic exam; offer annual endomelrial biopsy and lransvaginal ulrasound to
aleisk women. Consider total abdominal hysterectomy/blateral salpingo-
oophorectomy in women who have completed childbearing.

Consider magnetic resonance imaging (MRI) and/or endoscopic ultiasound
in mismatch repair gene mulation carriers with pancreas cancer in a
first-degree relative

ed data exist lo advocate urinary screening (NCCN recommends
considering an annual urinalysis).

Consider esophagogastroduodenoscopy with extended duodenoscopy in
select individuals

Flexible sigmoidoscopy or colonoscopy®
Esophagogastroduiodenoscopy with a side-viewing instrument
Annual thyroid examination; annual thyroid ullrasound

Annual abdominal palpation. (NCCN Guidelines: Consider abdominal
MRI or computed tomography (CT) 1-3 years after colectomy then at
5-10-year intervals with family history of symptomatic desmoids o if
suggestive abdominal symptorns occur).

Colonoscopy
Esophagogastrodiiodenoscopy with a side-viewing instrument
Annual thyroid examination

Colonoscopy
Esophagogastroduodenoscopy with a side-viewing instrument

Colonoscopy*
Esophagogastroduiodenoscopy?®

Video capsule endascopy®

Magnetic resonance cholangiopancreatography or endoscopic ultrasound

Annual self-exam starting age 18, annual breast MRI, and/or mammogram
starting at age 25

Pelvic exam and pelvic or transvaginal ultrasound, CA-125 probably not
helpful

Pelvic exam and pelvic or transvaginal ultrasound
Pap smear

Same as uterine and ovarian; almost all women develop SCTAT, but 20%
become malignant

Testicular exam, ultrasound if abnormalities palpated or if feminization
occurs; 1010.20% of benign Sertoli cell tumors become malignant

Provide educalion about symptoms and smoking cessation

Colonoscopy®

References
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(24,127)
(127)
(@4171)
(@4)

(@4,127)
(127)
(@4)

(127)
(@4)

(182)

a82)

as2)
(24,182,196)
(182,196,360)

a82)

(182)
(182,196)

as2)

82)

(24)

(24,210)




image13.png
Page: 1 of 11 E ]l 6-%
XCeUUus "=
MEDICAL POLICY e —————
MEDICAL POLICY DETAILS
Medical Policy Title Colorectal Cancer Screening
Policy Number 2.01.51
Category Technology Assessment

Original Effective Date | 08/17/17

Committee Approval 05/17/18, 06/20/19, 08/20/20, 05/20/21, 08/19/21, 08/18/22
Date
Current Effective Date | 08/18/22





image14.png
POLICY STATEMENT

L

1L

Based upon our criteria and assessment of the peer-reviewed literature, including the recommendations of the
American Cancer Society (ACS), the National Comprehensive Cancer Network (NCCN), and the United States
Preventive Services Task Force (USPSTF), the following colorectal cancer screening modalities are considered
medically necessary for individuals aged 45 years or older, who are average risk for colon cancer:

A. Colonoscopy; or

B. Fecal occult blood test* (e.g., guiac-based (gFOBT) or immunochemical (FIT)).

Other screening options include:

C. Flexible sigmoidoscopy*; or
D. Virtual colonoscopy (CT colonography)*; or

E. DNA analysis of stool samples using the Cologuard multi-targeted stool DNA test*.
*If tests results are positive, then colonoscopy should be performed to complete the screening spectrum.

Based upon our criteria and assessment of the peer-reviewed literature, including the ACS guidelines for colorectal
cancer screening and the recommendations of the NCCN, colonoscopy is considered medically necessary for
individuals aged less than 50 years who are at an increased or high risk of colorectal cancer.
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POLICY GUIDELINES

1. Individuals at increased or high risk of colorectal cancer include those with any of the following:

cowm>

A personal history of colorectal cancer or adenomatous polyps;

A personal history of inflammatory bowel disease (e.g.,ulcerative colitis or Crohn’s disease);

A strong family history of colorectal cancer or polyps (Please refer to Description section); or

A known family history of a hereditary colorectal cancer syndrome such as familial adenomatous polyposis (FAP)
or Lynch syndrome (hereditary non-polyposis colon cancer or HNPCC).
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IV. Recommended screening intervals with colonoscopy for increased or high risk of colorectal cancer:

Risk Time Interval

Personal History: Individuals with 1 or 2 small 5 to 10 years after the polyps are removed,
(less than 1 cm) tubular adenomas with low-grade | depending on family history and other clinical
dysplasia factors

Personal History: Individuals with 3 to 10
adenomas, or a large (at least 1 cm) adenoma, or
any adenomas with high-grade dysplasia or
villous features

3 years after the polyps are removed; then every
5 years
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Family history: Lynch syndrome (hereditary non-
polyposis colon cancer or HNPCC), or at
increased risk of Lynch syndrome based on family
history without genetic testing

Age 20 to 25 years, or 10 years before the
'youngest case in the immediate family; repeat
every 1 to 2 years

Familial adenomatous polyposis (FAP) diagnosed
by genetic testing, or suspected FAP without
genetic testing

Age 10 to 12 years; yearly flexible
sigmoidoscopy to look for signs of FAP

Personal History of inflammatory bowel disease:
-chronic ulcerative colitis
-Crohn’s disease

Cancer risk begins to be significant 8 years after
the onset of pancolitis (involvement of entire
large intestine), or 12 to 15 years after the onset
of left-sided colitis; repeat every 1 to 2 years
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Based upon our criteria and assessment of the peer-reviewed literature, including the recommendations of the
American Cancer Society (ACS), the National Comprehensive Cancer Network (NCCN), and the United States
Preventive Services Task Force (USPSTF), the following colorectal cancer screening modalities are considered
medically necessary for individuals aged 45 years or older, who are average risk for colon cancer:

A. Colonoscopy; or

B. Fecal occult blood test* (e.g., guiac-based (gFOBT) or immunochemical (FIT)).

Other screening options include:

C. Flexible sigmoidoscopy*; or
D. Virtual colonoscopy (CT colonography)*; or

E. DNA analysis of stool samples using the Cologuard multi-targeted stool DNA test*.
*If tests results are positive, then colonoscopy should be performed to complete the screening spectrum.

Based upon our criteria and assessment of the peer-reviewed literature, including the ACS guidelines for colorectal
cancer screening and the recommendations of the NCCN, colonoscopy is considered medically necessary for
individuals aged less than 50 years who are at an increased or high risk of colorectal cancer.
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1. Individuals at increased or high risk of colorectal cancer include those with any of the following:

cowm>

A personal history of colorectal cancer or adenomatous polyps;

A personal history of inflammatory bowel disease (e.g.,ulcerative colitis or Crohn’s disease);

A strong family history of colorectal cancer or polyps (Please refer to Description section); or

A known family history of a hereditary colorectal cancer syndrome such as familial adenomatous polyposis (FAP)
or Lynch syndrome (hereditary non-polyposis colon cancer or HNPCC).
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IV. Recommended screening intervals with colonoscopy for increased or high risk of colorectal cancer:

Risk Time Interval

Personal History: Individuals with 1 or 2 small 5 to 10 years after the polyps are removed,
(less than 1 cm) tubular adenomas with low-grade | depending on family history and other clinical
dysplasia factors

Personal History: Individuals with 3 to 10
adenomas, or a large (at least 1 cm) adenoma, or
any adenomas with high-grade dysplasia or
villous features

3 years after the polyps are removed; then every
5 years
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Family history: Lynch syndrome (hereditary non-
polyposis colon cancer or HNPCC), or at
increased risk of Lynch syndrome based on family
history without genetic testing

Age 20 to 25 years, or 10 years before the
'youngest case in the immediate family; repeat
every 1 to 2 years

Familial adenomatous polyposis (FAP) diagnosed
by genetic testing, or suspected FAP without
genetic testing

Age 10 to 12 years; yearly flexible
sigmoidoscopy to look for signs of FAP

Personal History of inflammatory bowel disease:
-chronic ulcerative colitis
-Crohn’s disease

Cancer risk begins to be significant 8 years after
the onset of pancolitis (involvement of entire
large intestine), or 12 to 15 years after the onset
of left-sided colitis; repeat every 1 to 2 years
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For an increased- or high-risk individual who fits into any of the categories listed below, more intensive
colorectal cancer screening, surveillance or monitoring are considered medically necessary:

personal history of adenoma or adenomatous polyps found on colonoscopy

familial history of adenoma or adenomatous polyp found at colonoscopy in a first-degree relative
personal or family history of colorectal cancer

personal history of inflammatory bowel disease (e.g., ulcerative colitis, Crohn’s disease)

personal or inherited risk of a colorectal cancer (e.g., familial adenomatous polyposis [FAP], attenuated
FAP, hereditary nonpolyposis colorectal cancer [HNPCC], MYH polyposis)
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Overview

This Coverage Policy addresses screening and surveillance testing regimens for colorectal cancer.
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For an increased- or high-risk individual who fits into any of the categories listed below, more intensive
colorectal cancer screening, surveillance or monitoring are considered medically necessary:

personal history of adenoma or adenomatous polyps found on colonoscopy

familial history of adenoma or adenomatous polyp found at colonoscopy in a first-degree relative
personal or family history of colorectal cancer

personal history of inflammatory bowel disease (e.g., ulcerative colitis, Crohn’s disease)

personal or inherited risk of a colorectal cancer (e.g., familial adenomatous polyposis [FAP], attenuated
FAP, hereditary nonpolyposis colorectal cancer [HNPCC], MYH polyposis)




image27.png
Overview

This Coverage Policy addresses screening and surveillance testing regimens for colorectal cancer.




