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0-001 CANCER PENETRANCE AMONG CTNNAORRSECTION CARRIERS:
INITIAL CANCER RISK ESTIMATES FROM THE CTNNA1 FAMILIAL EXPANSION
(CAFE) STUDY

General ResearchGastric cancerelated syndromes

Authors:Dana Fareng€lark!] auren Cufft, Pauleen Sanchez?, Daniel Clay?!, Yue Ren?, Sandra Ryeumz?,
Hongzhe Lee?, Bryson Katona!

Institutions:*Abramson Cancer Center, University of Pennsylvania, Philadelphia, PA, 2Columbia University
Irving Medical Center, New York, NY

Background and AinLossof-function variants (LOFVs) in CTNNAL are associated with hereditary diffuse
gastric cancer syndrome (HDGC). The only risk estitnadate for CTNNA1 carriers, based on 13

families, showed a nearly 50% lifetime risk for gastric cancer (GC). The CTNNAL Familial Expansion (CAFE)
study was initiated in 2021 to better define CTNNAL cancer penetrance and phenotypes. Herein we

present cancer risk estimates from 52 CTNNA1 LOFV families in the CAFE study.

Methods / Clinical Presentation / Preliminary DataCAFE study participants carried a CTNNAL LOFV,
signed informed consent, and completed RedCap questionnaires. The cumulative risk (to age 80) of GC
and breast cancer (BC) for carriers was estimated with the genotype restricted likelihood method,
accounting for norgenotyped individuals and conditioning on all observed phenotypes and genotypes

of probands to obtain unbiased estimates.

Results / Discussion / Project Plan and Timelifie:date, 52 families are enrolled, including 30 unique
CTNNA1 LOFVs. CTNNAL probands were median age of 47y [IQRH8. 8% female, 94% White and

54% had a cancer diagnosis. GC was diagnosed in 10% of probands (a8gpat@ 37% had a first

(FDR) or second degree relative (SDR) with GC. Breast cancer (BC) was diagnosed in 25% of probands
(aged 4665y), and 69% had a FDR or SDR with BC. Seventeen other cancers were observed with
melanoma being most common (6%). Cumulative risk for a CTNNAL LOFV carrier to develop GC was
10.3%. The cumulative risk for a female CTNNAL LOFV carrier to develop BC was 49.5%, with no
increased male BC risk.

Conclusions / Requirements for CollaboratioResults from the CAFE study represent the largest
penetrance analysis of CTNNAL LOFV carriers to date. GC risk to age 80 is 10.3%, which is substantially
lower than prior risk estimates, whereas BC risk is 49.5% to age 80. These updated cancer risk estimates
will be important for counseling CTNNA1 LOFV carriers and developing risk management strategies.

Keywords:gastric cancer, Hereditary Diffuse Gastric Cancer



O-002 DNA MISMATCH REPAIR DEFICIENCY AND CLINICAL FEATURES OF
PROSTATE CANCER AMONG LYNCH SYNDROME PATIENTS

General ResearchLynch syndrome

Authors: Linda Rodgersouche!Nick Ara Kamkari2, Melany Cruz!, Andrew Gusev?, Sara Justinianet, Chin
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Institutions:*Center for Cancer Risk Assessment, Massachusetts General Hospital, Boston, MA, USA,
2Department of Urology, Massachusetts General Hospital, Boston, MA, USA, 3Department of Pathology,
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Background and AimLynch syndrome (LS) is a hereditary cancer predisposition syndrome caused by
germline pathogenic variants (PV) in mismatch repair (MMR) genes. While prostate cancer (PC) is not
considered a classic4aSsociated malignancy, emerging evidence suggests increased PC risk in this
population. This study characterizes the incidence and the clinical and molecular features of PC in men
with LS.

Methods / Clinical Presentation / Preliminary DataX prospectively maintained institutional registry of
patients undergoing germline genetic testing was reviewed to identify adult males with LS. Clinical data
on PC diagnosis and treatment was obtained from the electronic medical record. Mismatch repair
deficiency (dMMR) was assessed by immunohistochemistry (IHC).

Results / Discussion / Project Plan and Timelidenong 235 adult males with LS, 35 were diagnosed

with PC at a median age of 60 years (IQR8%7 The cumulative incidence of PC by age 75 was 37%
(95%CI: 2819%). Most tumors were clinically localized; two cases presented with metastatic disease.
dMMR was identified in 10/26 (39%) of evaluable tumors, including 9/12 (75%) of MSH2/EPCAM carriers
and 10/14 (71%) of NCCN unfavorable intermediatéhighrisk cancers (p <0.001). LS patients with a

family history of PC were three times more likely to develop the disease (OR 3.0, p <0.001), compared to
those without a family history. This study was limited by the number of cases at one academic medical
center.

Conclusions / Requirements for CollaboratiomtMR-deficient PC was significantly associated with
higherrisk clinical and pathologic features, suggesting that MMR testing should be considered for LS
patients with PC to help inform clinical management. Additionally, these data support targeted PC
screening among LS patients, particularly those with a family history of PC.

KeywordsLynch syndrome, Hereditary Prostate Cancer, Mismatch Repair Deficiency



O-003 SPATIALLY RESOLVED TRANSCRIPTOMIC ANALYSIS OF GASTRIC
PRECANCERS ARISING IN GERMLINE CDH1 VARIANT CARRIERS

General ResearchGastric cancerelated syndromes
Authors: Amber Gallanis?, Yunhe Liu3, Sun Kimz, Linghua Waergiy Davis!

Institutions: *Department of Surgery, University of Maryland, Baltimore, Maryland, USA, 2Center for
Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, Maryland, USA,
3Department of Genomic Medicine, University of Texas MD Anderson Cancer Center, Houston, Texas,
USA

Background and AimOccult, intramucosal signet ring cell (SRC) lesions are an expected finding in
individuals with germline CDH1 les&function variants, irrespective of age and family history of cancer.
SRC lesions exhibit variable progression to advanced gastric cancer, however, the drivers of progression
are unknown. We investigated the gastric SRC microenvironment to characterize the precancer
microenvironment (PME) and its potential association with tumorigenesis.

Methods / Clinical Presentation / Preliminary DataNe performed spatial transcriptomic analysis of

SRC lesions with subcellular resolution (10X Genomics Xenium). Formalin fixed tissue from 12 patients
with pathogenic germline CDH1 variants was selected. A custom gastric cancer panel and Xenium Multi
Tissue and Cancer panel were used. We assigned a 50um perimeter around SRC foci to incorporate the
PME and applied a singtell profiling strategy. Enrichment analyses using KEGG database and gene
ontology were performed.

Results / Discussion / Project Plan and Timeligeibcellular spatial transcriptomic analysis

demonstrated 32% of genes (218/674) were differentially expressed between SRC lesions and adjacent

nor{ w/ 3IFAGNARO (Aa&adzS OLF ndnp> pf23IHC/ uxMOUd 2 AGKAY
genes related to extracellular matrix remodeling and epithébainesenchymal transition (COL3A1,

VIM, CLU) and immune cell infiltration and trafficking (ALDH1A3, RGS1, DCN, CPA3). Moreover, the SRC
PME harbored significantly larger immune (p=0.002) and stromal (p=0.047) compartments compared to
non-SRC adjacent gastric tissue. Within the immune compartment of SRC PME, plasma cells (p=0.004)

and macrophages (p=0.009) were more abundant than8B&. Enrichment analyses of differentially

expressed genes in plasma cells (FAM3D, SCGB2A1, C150rf48) and macrophages (CTSE, FCGR3A, PIGR) in
the SRC PME demonstrated upregulation of inflammatory responses to antigenic stimulus and antigen
processing, immune receptor activity, and antigen presentation.

Conclusions / Requirements for Collaboratiodighresolution spatial transcriptomic analysis of the SRC
precancer microenvironment demonstrates expanded immune and stromal compartments. Within the
immune compartment, gene expression indicates a discrete immune response in gastric SRC, which
offers potential insight to the variable progression of precancerous SRC among CDHL1 variant carriers.

Keywords:hereditary, CDH1, gastric cancer
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0O-004 ANALYSIS OF MISSENSE VARIANTS IN RPS20 AND AN ASSOCIATION WITF
COLORECTAL CANCER PREDISPOSITION

General ResearchEarly Onset Colorectal Cancer

Authors: Jennifer HerreraMullar?, Cassidy Carraway?, Felicia Hernandez?, Zahra Heidarit, Rachel Jones?,
Emily Kudalkart, Marcy Richardson?, Ashley Marsh?

Institutions:*Ambry Genetics Aliso Viejo, CA, USA

Background and AimRPS20 has been posited as a colorectal cancer (CRC) predisposition gene, but only
six families have been published in the literature. Four families harboofdssiction (LoF) variants, and

two harbor missense variants with unknown impact. We studied 36 individuals with LoF variants

showing 45fold odds of CRC relative to a negative multigene panel testing (MGPT) cohort. (wildtype,

WT; p=< .001), characterizing CRC risks similar to MLH1. However, data is lacking on the association of
RPS20 missense variants with CRC. Here, we assess the CRC prevalence in >500 individuals with RPS20
missense variants.

Methods / Clinical Presentation / Preliminary DateRetrospective review of individuals undergoing
pancancer MGPT (191 genes) between 01/203@4/2024 revealed 513 individuals carrying 125 rare,
heterozygous missense variants in RPS20. Variants were pooled by computational predictor to select the
most likely deleterious variants. Using KCDdata, CRC prevalence was compared among RPS20
missense and a WT MGPT cohort ascertained during the same period. Three variants were selected for
structural assessment based on past literature and/or clinical history.

Results / Discussion / Project Plan and Timeli@arriers of 125 unique missense variants in RPS20
showed no significant enrichment of CRC relative to WT (OR 0.94 95% CI [0.6,1.5] p=.91). When
stratifying based on computational predictors, variants with the most deleterious predictions showed

the greatest prevalence of CRC, but this was not statistically significant (OR 1.85 95% CI [0.7,4.2] p=.15).
Structural analyses of previously reported p.Glu33Val and p.Val54Leu variants did not predict significant
destabilization, but a clinically suspicious variant (p.Leu24Pro) identified in our cohort is anticipated to
moderately decrease structural stability.

Conclusions / Requirements for Collaboratiokmitial analyses of pooled RPS20 missense variants did

not show a statistical association with CRC; however, combined computational, structural, and clinical
data may be utilized to identify rare pathogenic missense variants. Further study of predasteabing
variants is warranted in larger cohorts, as ours may be underpowered to detect increased odds of CRC.

Keywords:Colorectal Cancer, hereditary cancer, multigene panel testing, familial colon cancer



Table 1: Selected missense variants
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O-005 EVALUATING THE DIAGNOSTIC YIELD OF UPDATED GENETIC TESTING IN
INDIVIDUALS WITH IDIOPATHIC ADENOMATOUS POLYPOSIS

General ResearchAdenomatous polyposis syndromes including FAP

Authors: Josie BakerBlake Rowel] Maegan E. Roberts?, Rachel Pearlman?, Pamela Brock?, Peter P
Stanichz?, Julia Coopert

Institutions:*The Ohio State University, Department of Internal Medicine, Division of Human Genetics,
Columbus, Ohio, USA , 2The Ohio State University, Department of Internal Medicine, Division of
Gastroenterology, Hepatology, and Nutrition, Columbus, OH, USA

Background and AimAdvancements in technology expanded and improved genetic testing for

adenomatous polyposis syndromes. The National Comprehensive Cancer Network (NCCN) now
recommends genetic testing including at least 12 polypassgociated genes (APC, AXIN2, BMPR1A,

GREM1, MSH3, MUTYH, NTHL1, POLE, POLD1, PTEN, SMAD4, and STK11) in individuals with 10 or more
cumulative adenomas. Many individuals with idiopathic adenomatous polyposis (IAP) previously

underwent limited genetic testing and may benefit from updated testing to identify underlying

hereditary polyposis syndromes. In this study, we aim to evaluate the diagnostic yield of updated genetic
testing in individuals with IAP and prior uninformative genetic results.

Methods / Clinical Presentation / Preliminary Datalwenty-one individuals with IAP and uninformative
genetic testing prior to routine Nexdeneration Sequencing in 2016 were identified (Table 1). It was
confirmed that their testing did not include all the 12 current NCCN recommended pohgsssisiated
genes. These individuals subsequently underwent updated geite panel testing with an average
number of genes assessed as 64 (range9D3

Results / Discussion / Project Plan and Timelikigadated genetic testing identified pathogenic variants
(PV) in 6/21 (29%) with four (19%) of the PVs associated with a polyposis phenotype (APC [x2], AXINZ2,
and biallelic PMS2) and two (10%) were associated with other cancer predisposition syndromes (ATM
and RAD51C). Although APC was included in the initial testing for the two patients found to have APC
PVs, the previously completed deletion/duplication analysis did not include the 5' UTR.

Conclusions / Requirements for Collaboratiodpdated genetic testing in individuals with IAP had a

very high yield and identified previously undetected PVs. Thus, it enabled more accurate diagnoses and
personalized surveillance recommendations as well as identificatiorredkatamily members. Given the
improved diagnostic yield, it is crucial to update genetic testing for individuals with unexplained
polyposis who have previously undergone limited testing, due to small gene lists and/or outdated
technology, ensuring alignment with current standards.

Keywords:idiopathic adenomatous polyposis, colonic polyposis of unknown etiology, panel testing,
diagnostic yield, APC
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Table 1: Demographics for Individuals with IAP and Genetic Testing (GT)
Kay: Initial Genetic Testing (GT1), Updated Genetic Tasting (GT2), Interval adenoma count represents the number
of adenomas that have daveloped betwsen mitial and updatad zenetic testmg.
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O-006 INTEGRATING GENETIC SOCIAL WORK TO ADDRESS PSYCHOSOCIAL
CHALLENGES IN HEREDITARY CANCER CARE

General ResearchCounseling, Behavioral Health, Psychosocial, and Survivorship

Authors: Emily Epsteif) Susan Marchal? 1, Alex Raghunandan?, Sulekha Jannarkar!, Pranya Gaddipati?,
Benjamin Grant!, Lauren Davis Rivera?l, Isabelle Chandler!, Ravi Sharaf?, Melissa Frey!

Institutions:*Weill Cornell Medicine , 2New York Presbyterian

Background and AimHereditary cancer syndromes (HCS), including Lynch syndrome, present individuals
with significant psychosocial burdens that persist even in the absence of a personal cancer diagnosis.
Patients often experience anxiety, guilt, and isolation while navigating gynecologic and gastrointestinal
surveillance, complex family communication, and decisions aboutaiskcing interventions. These
challenges, shaped by life stage, identity, and social context, are often overlooked in standard care
models. This study aimed to identify the psychosocial needs of individuals with HCS and evaluate the
impact of embedding a genetic social worker into a hereditary cancer prevention program.

Methods / Clinical Presentation / Preliminary Datd=rom July 2023 to April 2025, clinical observations
and quality improvement data were collected in a multidisciplinary genetics clinic. A genetic social
workert licensed in mental health and trained in hereditary camcdelivered tailored psychosocial
interventions via video, phone,4person, or electronic formats. Support was customized across four
core domains: psychosocial counseling, care coordination toolssséeific support groups, and family
testing assistance. For patients with Lynch syndrome, interventions also included coordination of
gynecologic surveillance (e.g., endometrial biopsy) and colorectal screening support. Patients were
surveyed 24 weeks posintervention and asked to retrospectively rate their stress before and after
using a Q10 Numeric Rating Scale.

Results / Discussion / Project Plan and Timelilatients reported emotional strain throughout their

care journey, particularly during decisiomaking, risk disclosure, and ongoing surveillance. These

stressors reflected highly individualized psychosocial needs that are often invisible to traditional

oncology workflows. Among surveyed patients, 65% reported reduced stress, and median scores

declined from 6 to 4 (Figure 1). Outcomes showed fewer patients with high stress (>5) and more with

low stress (<5) post Y 1 SNIISY GA2Yy O0CAIdzNBE HOP® | ATK Sy3AFIASYSy
demand, and feasibility.

Conclusions / Requirements for Collaboratiofailored genetic social work interventions address

emotional and logistical complexities in hereditary cancer care. This scalable model improves adherence,
facilitates family communication, and supports integration of psychosocial care intgikigprevention
settings.

Keywords:psychosocial support, patient support, holistic care, anxiety, Lynch syndrome
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Figure 1. Distribution of Stress Scores Before and After Genetic
Social Work Intervention
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Figure 2. Patient-Reported Stress Outcomes
Before and After Intervention

Patient Reported Before Genetic  After Genetic

Measure (n=47) Social Work Social Work
Reported stress 42 (89%) 37 (79%)
Stress > 5 36 (77%) 21 (45%)
Stress <5 12 (26%) 27 (57%)
Median stress score 6 4




O-007 POST OPERATIVE OUTCOMES OF CDH1 CARRIERS UNDERGOING
GASTRECTOMIRESULTS FORM THE GASTRIC CONSORTIUM

General ResearchGastric cancerelated syndromes

z
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Institutions:*University of Chicago, Section of Gastroenterology, Hepatology and Nutrition, Chicago,

lllinois, 2Department of Medicine, University of Pennsylvania, Philadelphia, Pennsylvania, 3Michigan
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Gastroenterology, Hepatology & Nutrition, The Ohio State University Wexner Medical Center, Columbus,
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Hepatology, The University of Kansas Medical Center and The University of Kansas Cancer Center, Kansas
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Genetics, Cancer Prevention and Control Program, Fox Chase Cancer Center, Philadelphia, Pennsylvania,
1pepartment of Medicine and Cancer Center. Yale University. New Haven, Connecticut, 2Department of
Gastroenterology, University of California, San Francisco, California, 13Division of Digestive and Liver

Diseases, Columbia University, New York, New York

Background and AimData on longerm outcomes following total gastrectomy in CDH1 carriers are
scarce. Herein the multicenter GASTRIC (Group of investigAtors STriving toward Research In CDH1)
Consortium aims to evaluate medical and surgical outcomes in CDHL1 carriers undergoing gastrectomy.

Methods / Clinical Presentation / Preliminary DataCDH1 pathogenic/likely pathogenic variant carriers

who underwent gastrectomy were retrospectively identified from 12 academic centers in North America.
Outcomes were ascertained from electronic medical records. Association between continuous variables

was assessed using Makivhitney test, and ché |j dzt NEk CA A KSNXQ& SEI OG (Sada ¥z

Results / Discussion / Project Plan and Timeliazerall, 391 carriers have been included, of these 197
(50.3%) underwent gastrectomy. Baseline characteristics and outcomes are presented in Table 1. Factors
positively associated with decision to undergo gastrectomy were family history of gastric cancer (mean
2.7 relatives vs. 1.4, p=0.001), gastric biopsies positive for signet ring cell carcinoma (35.7% vs. 13.9%,
p<0.001) and positive smoking status (31.9% vs. 21.3%, p=0.021). All individuals loshftezight
gastrectomy, with maximal median weight loss of 23.8% (IQR318% which was noted 11.3 months

after surgery. New weight equilibrium (e£0.3%, Figure 1) was achieved 36 months after surgery.

14



Seventyfive individuals (38.1%) developed pasirgical events, mainly anastomotic strictures (16.7%)

and leakage (6.6%). Only 53 individuals (26.9%) underwent bone density scans after surgery, of which 20
(37.7%) were found to have osteopenia and 10 (18.8%) with osteoporosis. MestareTsignificantly

dropped from-0.9 to-1.4 (p=0.011). Ninetgix individuals (48.7%) developed nutritional deficiencies

during followrup mainly iron and B12 deficiencies (19.7% each). Greater weight loss was associated with
one or more nutritional deficiencies28.1% vs:22.1%, p<0.001).

Conclusions / Requirements for Collaboratioiidastrectomy for CDH1 carriers is associated with
significant possurgical morbidity. These risks should be discussed during the surgical decéing
process and should guide coordinated, multidisciplinary opstrative care planning.

Keywords:Hereditary Diffuse Gastric Cancer, CDH1, surgical outcome
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Table 1: Baseline characteristics and outcomes of patients undergoing total gastrectomy

Baseline characteristics (n=197)
Age at surgery, range 44.4 (14.1-79.9)
Female (%) 131 (66.5)
Smoking history (%) 63 (31.9)
Heavy alcohol use (%) 12 (6.1)
Race (%)
White 167 (84.7)
Black 8 (4.1)
Asian 10 (5.1)
Other 12 (6.1)
Ethnicity — Hispanic (%) 13 (6.6)
Post surgical early events (<30 days) | Number of patients | Median time after surgery,
(%) days (IQR)
Leakage 13 (6.6) 5.7 (0-14)
Abscess formation requiring drainage 8 (4.1) 30 (7.5-45)
Wound infection requiring antibiotic 8 (4.1) 15 (1-22.5)
Hemorrhage 4(2.1) 1.8 (1.3-2.8)
Pneumonia 4(2.1) 9.4 (6.6-12.2)
Re-intubation 3 (1.5) 2.4 (1.6-3.1)
DVT/PE 1(0.5) 7.8
Post surgical late events Number of patients | Median time after surgery,
(%) months (IQR)
1-3 months
A‘nastc?motlc stricture requiring 33 (16.7) 3 (2-4)
dilatations
Need for revision surgery 6(3.1) 1.5 (0.5-14)
Pleural effusion requiring drainage 1(0.5) 3
>3 months
Surgical hernia requiring repair 8 (4.1) 34 (22.5-72.5)
Pancreatic complications 4(2.1) 75.1 (37.7-112.5)
Bowel obstruction 4(2.1) 59 (36-82)
Severe psychiatric complications 3 (1.5) 45.5 (26.2-64.7)
Death 2 (1) 29.5 (11-38.7)
Other 15 (7.6) 30 (1-30)
Dietary deficiencies and nutritional Number of patients | Median time after surgery,
complications (%) months (IQR)
Iron deficiency 39 (19.7) 11 (5-30)
Vitamin B12 deficiency 39 (19.7) 7.5 (2-23.2)
Copper deficiency 3 (1.5) 71.5 (36.5-71.5)
Zinc deficiency 16 (8.1) 8 (6-32.5)
Vitamin D deficiency 30 (15.2) 6.5 (3-20.7)
Folic Acid deficiency 2 (1.1) 94 (51-137)
Vitamin A deficiency 5(2.5) 13 (10-14)
Thiamine deficiency 2 (1.1) 4.5 (3.7-5.2)
Dumping syndrome 25 (12.7) 75 (60-240)

DVT/PE — deep vein thrombosis/pulmonary embolism, IQR — interquartile range
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Figure 1: Weight loss trajectory after total gastrectomy
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O-008 REAL WORLD ADHERENCE TO COLORECTAL CANCER SCREENING IN
PATIENTS WITH MLH1 AND MSH2 LYNCH SYNDROME AT A TERTIARY
COMMUNITY CANCER CENTER

General ResearchLynch syndrome

Authors: Sarah Hawley?, Terry Gilbertson?, Brianna Pagan?, Kunjali Padhya?!, Fernanda Musa?, Charles
Drescher! 2Marianne DubareGault 2

Institutions: Providence Swedish Cancer Institute, 2Fred Hutchinson Cancer Center

Background and AimLynch syndrome is a common genetic predisposition that increases upftddl0

the lifetime risk of colorectal cancers (CRC). Colonoscopy is an effective strategy for early detection and
prevention of CRC and is recommended annually for patients 40 years and older with pathogenic
variants (PV) in MLH1 and MSH2. We report on the adherence of this population to colonoscopy
screening.

Methods / Clinical Presentation / Preliminary DataCRC screening behavior for patients with a

pathogenic variant (PV) diagnosed between 2006 and 2024 at a tertiary community cancer center in
Seattle, WA was reviewed. Data collected include age, sex at birth, PV, personal and family cancer history
at the time of PV detection, and the number, timing, and findings at colonoscopy post PV detection.
Patients were stratified into 3 adherence groups based on the timing and frequency of colonoscopy
relative to National Comprehensive Cancer Network guidelines. Screening adherence was calculated as
the percentage of observed persdime when a patient received colonoscopy within the recommended
timeframe.

Results / Discussion / Project Plan and TimeliBé: patients with PV in MLH1 (n=22) and MSH2 (n=29)
were identified. Median age at PV detection was 41 years (rangg¥ 127 (53%) were diagnosed in
association with a new cancer diagnosis, 14 (27%) for known familial PV, and 10 (20%) based on family
history. Over time, 20% (n=9) were 100% adherent, 67% (n=31) were partially adherent, and 13% (n=6)
were not adherent to colonoscopy. Of the 37 patients who were partially oradhrerent, reasons for
non-adherence included: new cancer diagnosis, medical comorbidities, declining or delaying care, and
incorrect screening guidance.

Conclusions / Requirements for Collaboratiohhis dataset summarizes reabrld adherence to
colonoscopy in patients with MLH1 and MSH2. Overall, 80% of patients were either partially or non
adherent at some point during followp. We identified multiple reasons for suboptimal adherence that
can inform future institutional interventions to increase adherence to colonoscopy screening.

KeywordsColorectal Cancer, screen, colonoscopy, screening, Lynch syndrome, adherence
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Variable
Age at LS Diagnosis (years)
Sex
Female
Male
Race
Asian
Other
Unknown
White
Follow-up Time (years)
0-5
6-10
11-20
Reason for Genetic Testing
Cancer Diagnosis
Family History of Cancer
Family History of LS
Site of Cancer Diagnosis
Gl
Gyn
Breast
Other

N/A

1
Mean; n

MLH1 MSH2
N=22" N=29
45 45
18 21
4 8
2 4
0 1
2 3
18 21
8 15
5 5
9 9
9 15
6 6
7 8
6 5
2 6
1 2
1 4
12 12
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Variable
Number of Colonoscopies per Patient
0
1
2+
Colonoscopy Findings
Benign findings
Cancer
No findings

1
n

14

18

30

Age 25-40" Age >40'

13

27

28

20



05 6-10 11-20
Follow-up Time (years) N=13' N=10" N =18’

Screening Adherence (%)
Not Adherent (0-25) 2 (15%) 2 (20%) 2 (11%)
Partially Adherent (26-75) 5 (38%) 4 (40%) 10 (56%)

Adherent (76-100) 6 (46%) 4 (40%) 6 (33%)
"n (%)
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Background and AimCancer is the leading cause of mortality in the US Hispanic/Latino (H/L)

community, with colorectal cancer (CRC) accounting for over 10% of eatated deaths.

Unfortunately, the H/L population faces multiple challenges across the cancer care continuum including
inadequate screening, assessment of family cancer history, referral to cancer genetic counseling, when
indicated, treatment, and cancer clinical trial (CCT) participation. H/L participation in CCTs is essential to
assure that advances arising from CCTs are also applicable to the H/L community. Since H/L
underrepresentation in CCTs is a multifaceted phenomenon with barriers at the phydi@afthcare

system, and patienlevel, we conducted a prospective study aimed at identifyingdpécific barriers

utilizing a Churclbased approach.

Methods / Clinical Presentation / Preliminary Data#: K S at N2@SOG2 [FdAy2 [ 2y {N)
60t STSIENI///0¢ adtdzReé gl & | LINRPALISOGAGST Odzf GdzNI f £ &
(NCT06426927) which utilized a chutidsed approach to recruit H/L participants. Twenty Spanish

speaking individuals were invited to participate in a setnictured, oneon-one, qualitative interview

aimed at identifying barriers to H/L CCT participation. Interviews were conducted in Spanish, recorded,
transcribed, and analyzed using ATLAS. ti.

Results / Discussion / Project Plan and Timeliddthough data analysis is still in progress, barriers to

CCT participation identified thus far include language discordance, financial strain/stress associated with
participation, lack of preventative care, negative health experiences, potential impact on immigration
status/ work and unfamiliarity with the US healthcare system and research process. Facilitators include
language concordance, positive health experiences, participant incentives, gained knowledge, and family
involvement. Upon completion, the top 2 conceptual themes within each interview section and the top 3
highekrlevel, holistic themes across the sections will be reported in terms of percentage of participants.

Conclusions / Requirements for Collaboratio®ur results will provide essential information for
improving the participation of H/L in CCTs including those aimed at understanding the complex nuances
of hereditary gastrointestinal cancer predisposition.

Keywords:health disparities, Colorectal Cancer, trials, cancer clinical trials, ethnicity

22



onmn 21hQ{ Lb ¢19 5wLx9wQ{ {9!¢K ! {{9{({
EARLYONSET ENDOMETRIAL CANCER

General ResearchOther

Authors: Sarah Kane*luliet Milani**WdzR& 2 | y3+5> ! f AOALF [l GKFYuX WSYyYyAT
wdza Gdzyw [ 2N} 9ffSyazyw> %az2FAlF {GFRfSNLUz /I Nt !

Institutions: *Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY, 2Sloan

Kettering Institute, Memorial Sloan Kettering Cancer Center, New York, NY, 3Department of Pathology

FYR [FT02NXG2NE aSRAOAYST aSY2NRIft {f2Fly YSGGSNARy3
{ dzZNASNEXZ aSY2NRIf {f2Fy YSGGSNAYy3I /I yOSNI / SyGdSNE |
Medicine, New York, NY

Background and AimEndometrial cancer (EC) is occurring in younger patients (pts), and there is a
growing awareness of germline drivers of EC. We sought to define germline pathogenic variants (gPV) in
pts with EC diagnosed age <50 years.

Methods / Clinical Presentation / Preliminary DatdPts with EC treated at our institution underwent

clinical tumornormal sequencing from1/20386 k H N HMZI A Y Of dzZAA @S 2F 3IASNXE AYS
Clinical variables were collected, and pts with eariget (eo, ages 489) and venearlyonset (veo, age

op0d 9/ 6SNB ARSYGAFTASRO®

Results / Discussion / Project Plan and Timeli@#: 1625 pts, 170 (10.5%) were diagnosed age< 50,

including 125 pts with eoEC and 45 pts with veoEC. Of 170 pts, 28 (16.5%) had at least 1 gPV, with 32
unique gPV. gPV were found in 24/125 (19%) pts with eoEC and 4/45 (8.9%) pts with veoEC. Lynch
Syndrome (LS) occurred in 12 pts (5 MSH2, 4 MSH6, 3 MLH1), with 11 pts in the eoEC and 1 pt in the
veoEC group. The youngest pt with EC at age 31 had an MLH1 gPV. Other gPV wepeiretrayice

genes with possible association with EC (1 BRCAL, 1 PALB2) or no known association with EC (4 CHEK2, 2
ATM, 1 RET). 10 gPV were in genes with autosomal recessive inheritance or genes with no known cancer
risks in heterozygotes. Biallelic loss was observed in 16/28 tumors (57%) with 15/24 (63%) in the ecEC
group and 1/4 (25%) in the veoEC group. Biallelic loss was identified in EC of pts with BRCA1 and PALB2
gPV. 21/28 (75%) pts were the familial proband, and 11/28 (39.3%) pts had family history of cancer, 3

with family history of earhpnset EC.

Conclusions / Requirements for CollaboratiogPVs are common in pts with eadypset EC, which may
influence timing of riskeduction interventions. Heterogeneity was observed between eoEC and veoEC
groups, suggesting that drivers may be different between these groups.

Keywords:germline, Endometrial, Lynch syndrome
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O-011 SOMATIC AND MOLECULAR ALTERATIONS IN COLORECTAL CANCER BY
BIRTH COHORT
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Background and Aimincidence rates of eargnset colorectal cancer (CRC) have risen globally, with
younger birth cohorts born after 1960 experiencing higher rates. However, whether somatic mutation
profiles vary across birth cohorts remains unclear. This study examines differences in the mutational
landscape of CRC by birth cohort.

Methods / Clinical Presentation / Preliminary DataCRC patients who underwent somatic next

generation sequencing (NGS) for 1888 genes in an ihouse lab between 2012022 were

retrospectively identified. Microsatellite instability status was determined by NGS as either microsatellite
stable (MSS) or high (MB). Hereditary cancer syndromes or inflammatory bowel disease patients were
excluded. Genes were then grouped according to their molecular pathway. Demographic and tumor
characteristics were collected. Differences in somatic mutations across birth cohorts were assessed using
chidljdzt NBkCAaKSNRa SEIFOG (Sada yR t23AaGA0 NBaINBaa
location, neoadjuvant chemo/radiotherapy, and age.

Results / Discussion / Project Plan and Timeli@uerall, 369 CRC patients were identified (baseline
characteristics presented in Table 1). Twenty (5.4%) haeHM§permutated tumors (>10 mutation/Mb)

and were analyzed separate from MSS tumors. Patients withHvt@inors had an earlier birth year than

MSS patients (median 1946 vs. 1956, p<0.001), but this association was not significant after adjusting for
confounders (p=0.99). Among MSS tumors, median tumor mutational burden (5 mutations/Mb) did not
vary by birth cohort (p=0.68). Figure 1 illustrates the mutations identified by birth cohort. There was no
significant difference in expression of any of the genes across birth cohorts using multiple statistical
methods (examples shown in Table 2). Pathleay| analysis showed no significant birth cohort

differences as well (Figure 1B).

Conclusions / Requirements for Collaboratiofihe mutational landscape of CRC was not significantly
influenced by birth cohort, suggesting that the observed shifts in CRC incidence across generations are
unlikely to be driven by changes in underlying tumor genomics. However, larger studies are needed to
validate these findings.

Keywords:early onset colorectal cancer, somatic testing
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Table 1: Baseline characteristics of the study cohort

Parameter All (n=369)
Birth cohort (%)
1920s 4(1.1)
1930s 30(8.1)
1940s 79(21.4)
1950s 119(32.2)
1960s 80(21.6)
1970s 37(10.1)
1980s 19(5.1)
1990s 1(0.2)
Age attime of diagnosis, median (IQR) 62.9(52.9-70.8)
Sex - male (%) 195 (52.8)
Race (%)
White 192 (52.1)
Black 151 (40.9)
Asian 8(2.1)
Other 8(2.1)
Ethnicity - Hispanic (%) 22 (5.9)
Stage (%)
| 6(1.6)
] 43(11.6)
[} 70(18.9)
v 250 (67.7)
Location - right sided (cecum to splenic flexure) (%) 128 (34.6)
Recglved chemo/radiation therapy prior to tumor 119 (32.2)
testing (%)
MSI-H (%) 20 (5.4)
TMB, mutations/Mb, median (IQR) 5.4 (4-7)
MSS only 5(4-7)
MSI-H only 57.7 (49.6-62.7)

MSI-H — microsatellite instability-high, MSS — microsatellite stable,

TMB —tumor mutational burden.
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Table 2: Odds of identifying a mutation by birth year, based on univariate logistic regression.
Shown are the most commonly identified genes in the study

Gene Odds ratio per year 95% ClI p-value
increase
TP53 1.01 0.98-1.03 0.381
KRAS 0.99 0.97-1.01 0.293
APC 1.01 0.98-1.03 0.463
BRAF 1.01 0.96-1.04 0.966
FBXW7 0.99 0.97-1.02 0.767
PIK3CA 0.98 0.96-1.01 0.272
SMAD4 0.99 0.97-1.02 0.758




Figure 1: (A) Mutation spectrum and (B) mutation-pathways
spectrum of the microsatellite stable cancers
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O-012AREAS OF UNCERTAINTY IN PANCREATIC CANCER SURVEILLANCE: A
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General ResearchPancreatic cancerelated syndromes
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Miami Miller School of Medicine, Miami, FL

Background and AimPancreatic cancer (PC) surveillance is increasingly recommended faiskigh
individuals. Guidelines address eligibility criteria and how surveillance should be performed but are not
all concordant, leading to heterogeneity in clinical practice. Areas of substantial discordance include use
of family history to determine which gene carriers should undergo surveillance and how surveillance
imaging is performed. Herein we compare PC surveillance strategies across centers in the international
Pancreatic Cancer Early Detection (PRECEDE) Consortium.

Methods / Clinical Presentation / Preliminary Datal'his crossectional study utilized a RedChased
survey administered Apriluly 2024 to all 57 PRECEDE institutions (37a8&). The site PI (or

designee) completed the survey reflecting PC surveillance practices of their center, with one response
per institution. Survey questions were related to surveillance eligibility for BRCAL1/2, ATM, PALB2, and
Lynch syndrome carriers and imaging approaches.

Results / Discussion / Project Plan and Timeli#:57 PRECEDE centers, 54 (95%) completed the

survey. For gene carriers, there was substantial heterogeneity amongst centers with respect to whether
family history of PC was utilized when assessing eligibility for surveillance (Figure 1). In absence of family
history, 44.4% and 35.2% of centers would offer PC surveillance to BRCA2 and BRCAL catrriers,
respectively, while 31.5% would offer surveillance to PALB2 and ATM carriers. There was general
consensus that surveillance should start at age 50 for men and women across all genes. 64.8% of centers
use MRI abdomen as index imaging followed by an alternative modality if index imaging was
unremarkable (Table 1). The majority recommend annual surveillance imaging. Common barriers to
surveillance included insurance coverage andaftgocket costs (42.6%, 18.5% respectively).
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Conclusions / Requirements for Collaboratiohhis is the largest assessment of global PC surveillance
practices to date, showing variability in practice patterns. Additional investigations should refine risk

stratification for offering PC surveillance to gene carriers without a family history of PC. Future work

should address imaging strategies and the impact on patient outcomes and resource utilization.

Keywords:pancreatic cancer, pancreatic cancer early detection, Lynch syndrome, surveillance, cancer
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% (N=54)

Initial (index) imaging surveillance modality

MRI Abdomen 64.8
EUS 259
CT Abdomen 37
Other 5.6
Motivations for selecting index surveillance modality
Higher sensitivity than other modalities 40.7
Cost/Insurance considerations 24.1
Radiation considerations 241
Ability to evaluate for certain non-pancreatic
cancers during the study 24.1
Ancsthesia considerations 222
I'V contrast considerations 1.7
Other 333
Second imaging surveillance modality (after unremarkable index
imaging)
Different than index 64.8
Same as index 35.2

Average time interval between first and second surveillance
imaging test (after unremarkable index imaging)
1 year 74.1
6 months 14.8
It would occur soon after index testing (i.c.
patients get both an EUS and MRI upon

entering surveillance) 7.4
Other 37
Typical longitudinal surveillance modality used after 2
unremarkable imaging studies
Alternating MRI Abdomen/EUS 66.7
MRI Abdomen only 22.2
EUS only 3.7
CT Abdomen only 37
Other 3.7

Average time interval between longitudinal surveillance imaging
tests after 2 unremarkable imaging studies

2 years 37
1 year 85.2
6 months 111
Other 0.0
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Background and Aimindividuals with LS predominantly develop MNMRMSIH cancer, for which
immunotherapy can be curative, even in the metastatic setting, leading to tasgnestic FDA approval
for pembrolizumab for any advanced MMRMSHH cancer in May 2017. The primary aim of this study
was to assess the causes of death in individuals with LS in the era of immunotherapy.

Methods / Clinical Presentation / Preliminary DataNe performed retrospective cohort study of

individuals with LS seen at a single academic cancer center for oncology/gealktied care, who died

after 05/30/2017. Data cudff was 12/20/2024. An expert panel adjudicated the cause of death after a
detailed review of the electronic medical record (EMR). Data regarding personal cancer history, germline
and somatic testing, and treatment were obtained from the EMR.

Results / Discussion / Project Plan and Timeliféty-four individuals with LS were known to have died
since May 2017 (52% female; median age at death 64; IQR)5bf whom 44 were determined to have
died of cancer and/or cancer treatment toxicities/complications [Table 1]. Of these, 19/44 (43%) died of
MMR-proficient cancer (5 pancreatic, 4 colorectal cancers), 20/44 (45.5%) died ofDAM&-H cancer

(6 colorectal, 4 pancreatic cancers), and 5/44 (11.4%) died of cancer with unknown/indeterminate
MMR/MSI status. Among those with MMRcancer, 5/20 (25%) died from treatmemtated toxicity;

14/20 (70%) had progression of disease on immunotherapy. Deaths frompidfiRient cancer were

seen among patients with MSHMSH6 and PMSzassociated LS but not MLid$sociated LS.

Conclusions / Requirements for Collaboratiolm this single center analysis, MMR proficient caneers
particularly pancreatic and colorectalvere a frequent cause of death amongst individuals with LS.
MMR-deficient cancers resistant to immunotherapy and treatmassociated deaths were other
significant contributors to mortality. Larger, muttenter studies are warranted to validate these findings.

Keywords:Lynch syndrome, mortality, cause of death, pMMR, dMMR, immunotherapy
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Table 1: Cancer-related deaths among individuals with Lynch Syndrome in the era of

immunotherapy
Cancer- dMMR [n=20) pMMR indetermina
related [n=19) ta MMR
deaths {n=5)
(n=44)
Male (%) 20(45.5) 9 {45.0) 5 (47.4) 2(40.0)
Garmline mutation
MLHT 5(11.4) 4(20.0) 0 (0.0 1(20.0)
M5H2 12 (27.3) 7(35.0) 5(26.3) 0.0
EPCAM 1(2.3) 1{5.0) 0 (0.0 0 (0.0
MEHE 15 (34.1) 6 (30.0) B (31.6) 3(80.0)
PM52 11 (25.0) 2{10.0) 8({42.1) 1(20.0)
Age at terminal cancer 58.48 57.43[43.58, 60.12 47.58
diagnosis (median, IQR) [46.83, F2.30] [30.39, [46.68,
70.38] 659.35] 65.38]
Age at death (median, 52.55 62.55 [48.72, 63.20 52.B5
IQR) [49.98, 74.08] [32.71, [49.38,
73.75] 73.158] 70.05]
Terminal cancer diagnosis
Colorectal 11 (25.0) 6 (30.0) 41211} 1(20.0)
Pancreatic 10 (22.7) 4(20.0) 5 (26.3) 1(20.0)
Gliokblastoma 4(3.1) 3(15.0) 11(5.3) 0 (0.0}
Endometrial 3(5.8) 1 (5.0 115.3) 1 (20.0)
Breast ductal carcinoma 2(4.5) 0 (0.0 115.3) 1(20.0)
Gastric 2(4.5) 2{10.0) 0 (0.0 o (0.0}
Chvarian 2(4.5) 1({5.0) 115.3) 0 (0.0}
Small bowel 2(4.5) 2(10.0) 0 (0.0 0.0
adenocarcinoma
Urinary tract 2(4.5) 1(5.00 115.3) 0 (0.0}
Cholangiocarzinoma 1{2.3) 0 {0.0) 0 (0.0} 1{20.0)
Adenocarcinoma of 1{2.3) Q{0.0) 1{5.3) 0 0.0}
unknown primary
Anal sguamous cell 1{2.3) 0 {0.0) 1{5.3) 0 0.0}
Synchronous breast ductal 1{2.3) 0 {0.0) 1{5.3) 0 0.0}
carcinoma and squamous
cell lung cancers
Papillary Thyroid 11(2.3) a{o.0 115.3) o (0.0}
Vaginal adenocarcinoma 1{2.3) 0 {0.0) 1{5.3) 0 0.0}
[Eastric type)
Death resulting from
toxicity of cancer
treatment
Immunotherapy 2 (4.55) 210} 0 (0.0} 0 0.0}
Exparimental therapy 1(2.27) 115) 0 (0.0 o (0.0}
Infectious complications 1(2.27) 1 {5} 0 (0.0} 0 0.0}
Surgical complications 1(2.27) 1 {5} 0 (0.0} 0 0.0}
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0O-014 UNEXPECTEDLY LOW CANCER INCIDENCE ASSOCIATED WITH CDH1
VARIANTS IN A LARGE, UNSELECTED HEALTHCARE POPULATION
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Background and AimCDH1 pathogenic/likely pathogenic (P/LP) variants increase the risk for diffuse
gastric and lobular breast cancers. Most data on cancer penetrance come from clinically ascertained
cohorts, potentially overestimating cancer risks. We evaluated clinical presentation of unselected
individuals with CDH1 P/LP variants from a healthtased biobank.

Methods / Clinical Presentation / Preliminary DatadMyCode is a biobank of participants consented to
health-based research which integrates exome sequencing with electronic health records (EHR) and
includes the disclosure of medically actionable results. We assessed available sequences for CDH1 P/LP
variants and reviewed the EHRs of adult participants for relevant personal and family cancer histories.

Results / Discussion / Project Plan and Timelidenong participants with exome sequence data
(n=230,072), 41 participants (approximately 1 in 5,612) had a P/LP variant. Figure 1 summarizes details
from 40 adult participants (65% female, age rang®83/ears, median age 56.33 years) included in EHR
review. Twentythree (58%) had a personal or family history consistent with CDH1; 3 (7.7%) had gastric
cancer (mean diagnosis 64 years), and 2/26 females (7.7%) had invasive lobular breast cancer. Eighteen
(45%) had a family history of gastric (9, 22.5%) or breast cancer (9, 22.5%). Five participants were
clinically aware of their CDH1 variant. Six participants (15%) met NCCN criteria for genetics evaluation
but were not referred for germline testing.

Conclusions / Requirements for Collaboratiofwo conclusions about CDtd$sociated cancer emerge
from examining this unselected population compared to prior data from clinical cohorts: cancer rates in
unselected populations may be lower (8% vs. ¥286) and, in the case of gastric cancer, may be
diagnosed later. Given 15% of our cohort met NCCN criteria for CDH1 evaluation but were not referred
for testing, our data also underscore potential missed opportunities for clinical ascertainment of CDH1
variants in those with suggestive personal or family histories.

Keywords:CDH1, diffuse gastric cancer, lobular breast cancer, hereditary cancer, genomic screening
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Figure 1

Adult MyCode Participants with P/LP CDH1 Variants
(n=40)

Clinically Ascertained Cohorts
Based on the Literature’

cancer

Personal history of gastric cancer 3(7.5%) Females: 13.6%-33%"
Males: 20.5%~-42%'
Age of gastric cancer diagnosis Mean 63.6 years 47-49 years'
Range: 60-70 years
Personal history of lobular breast 2 (7.7% of females) 36.8%~55% females’

Age of lobular cancer diagnosis

45 and 69 years

51-54 years!

Personal history of non-CDH1-related
cancers

9 (22.5%) including colorectal (3), pancreatic,
endometrial, non-Hodgkin lymphoma, renal,
prostate, lung

CDH1 variant

4 referred for germline CDH1 evaluation based on
suggestive family history

1 referred for germline COH1 evaluation due to
personal history of lobular breast cancer

Family history of gastric cancer (specific | 9 (22.5%)
pathology unknown)

Family history of breast cancer (specific | 9 (22.5%)
pathology unknown)

Personal or family history of gastric or 23 (57.5%)

breast cancer

Prior clinical identification of germline S (12.5%) -

Met NCCN criteria for CDH1 evaluation,
but were not clinically ascertained

6 (15%)
3 participants with suggestive COH1 somatic findings

3 patients with family history meeting NCCN criteria
for COH1 evaluation

INational Comprehensive Cancer Network. (2024). Genetic/Familial High-Risk Assessment: Colorectol, Endometrial, and Gastric
(Version 3.2024). Retrieved from https://www.ncen.org/professionals/physician_gls/pdf/genetics_ceg.pdf.
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O-015 BEYOND FAMILIAL ADENOMATOUS POLYPOSIS: GENMENOE PE
CORRELATIONS DISCERN GERMLINE VERSUS SOMATIC APENEHOLE
DELETIONS AMONG 860,000 TESTS

General ResearchAdenomatous polyposis syndromes including FAP

Authors: Katherine BelsHe Jordyn Koehn?, Alisdair Philp?, Bryson Katona2, Stephen Hyter3, Rashan
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Background and AimAPC wholggene deletions are typically associated with classic familial

adenomatous polyposis (FAP), and rarely attenuated FAP. Vgkake deletions may also signify larger
O2yiA3ddzzdza 3ASYyS RSt SGA2yas 2F0Sy tAy1SR (2 &a@yRNR
chromosome 5¢22.2, extensive deletions in this regiespecially without polyposismay indicate

clonal hematopoiesis, such as 5q deletassociated myelodysplasia. This study examines the

characteristics of APC deletions identified through cancer gene diagnostic testing.

Methods / Clinical Presentation / Preliminary DataA combination of next generation sequencing,
custom array, and/or multiplex ligatiedependent probe amplification (MLPA) was used by Ambry
Genetics to detect APC gene deletions. Deletions were classified as heterozygous or mosaic based
primarily on deletion extent and correlated with phenotypic characteristics frorddatified, self
reported personal and family histories.

Results / Discussion / Project Plan and TimeliBetween 2016 and 2024, 866,822 APC tests were
conducted, revealing 134 APC whglene deletions: 42 (31%) heterozygous and 92 (69%) mosaic. The
heterozygous group was significantly younger (mean age 37.6) than the mosaic group (mean age 72.5).
Colorectal polyp counts (available in 43 individuals) were significantly greater in the heterozygous group
(n=23; mean 300; range 31%00) compared to the mosaic group (n=20; mean 4.8; rantfe) 1Deletion

size was larger (mean 43.9Mb; range:-183.1 Mb) and more heterogeneous in the mosaic group and
smaller (4.8 Mb; range: -33.7 Mb) in the heterozygous group (Figure 1). None of the mosaic cases met
FAP criteria or reported syndromic features. Nine mosaic individuals had active hematologic disease or
follow-up testing confirming bloodimited deletions.
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Conclusions / Requirements for CollaboratioBomprehensive analysis of APC whigdee deletions,
alongside clinical data, suggests two distinct genotghbenotype correlates: heterozygous deletion
indicative of FAP and mosaic deletions suggestive of 5q delatisociated myelodysplasia. Mosaicism
may be constitutional or result from clonal hematopoiesis or hematologic malignancy, which may not be
apparent prior to standard germline testing. Interdisciplinary collaboration is essential to elucidate APC
gene deletions and guide appropriate care plans.

Keywords:Myelodsplastic syndrome, 5q deletion, whole gene deletion, APC whole gene deletion, clonal
hematopoiesis

Chromosome ideogram was generated using the DECIPHER database (https://deciphergenomics.org)
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O-016 EFFECT OF GQLIRECEPTOR AGONIST USE ON POLYP BURDEN IN FAMILIAL
ADENOMATOUS POLYPOSIS: A CASE SERIES

Case reports / Case series
Authors: Diana Jomda Sanjidah Rahman?, Erika Koeppe?, Elena Stoffel?

Institutions:'Department of Gastroenterology and Hepatology, Henry Ford Hospital, Detroit, Ml USA,
2Department of Internal Medicine, University of Michigan, Ann Arbor, Ml USA

Background and AimRecent studies suggest glucagon like pepfid&LPL) receptor agonists, such as
semaglutide (Ozempic), may modulate inflammatory pathways as well as aid with weight loss, with
potential to reduce risk for cancer. We evaluated colorectal polyp burden in patients with Familial
Adenomatous Polyposis (FAP) before and after use oflGeEeptor agonists.

Methods / Clinical Presentation / Preliminary DataNe used retrospective chart review to identify five
patients with confirmed FAP who had been started on-Gketeptor agonists for weight loss (n=3) or
diabetes (n=2). All five patients were obese (mean BMI 46, ran@®38nd took the GL-P for a mean

of 15 months (range-28 months). Four patients had attenuated FAP with intact colons and one was
postcolectomy [Table 1]. Three patients demonstrated stable colorectal polyp burdeh)(ehe had a
reduction in polyp number by 84% (from 32 to 5), and one had an increase in polyp count from 100+ to
200+. The patient with the most significant reduction in colorectal polyp humber had been taking the
GLP1 agonist for >2 years and was the only one who experienced weight loss >10kg during the study
timeframe (D=19.5 kg).

Results / Discussion / Project Plan and Timelidesubset of obese FAP patients may experience
reduction in polyp burden after GLPreceptor agonist use.

Conclusions / Requirements for CollaboratioRurther studies are warranted to validate GLReceptor
F32yAadaqQ STFFAOIOE YR St dzOARFGS LRGSYGAlIf- YSOKIFY
inflammatory effects and/or metabolic modulation in the colonic mucosa.

Keywords:polyposis, polyp, weight, gip
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Table 1: Patient Characteristics and Outcomes after GLP-1 Therapy

Birth Age FAP Diabetes | Indication | Duration | Pre- Post- | % Pre-
Sex (Years) | Surgery (Y/N) for GLP- | of GLP- | GLP-1 | GLP-1 | Change | GLP-1
Status 1 therapy | 1 # of # in Weight
therapy | Polyps | Polyps | Polyps | (kg)
(months)
Female | 65 Pre- N Weight 22 2 3 +50% | 123
colectomy loss
Female | 36 Pre- N Weight 10 8 7 -12.5% | 196.2
colectomy loss
Female | 56 Post- Y Diabetes | 1 3 2 -33.3% | 959
colectomy
Male 51 Pre- Y Diabetes | 15 =100 |=200 | +100% | 1452
colectomy
Male 61 Pre- N Weight 28 32 5 -84.4% | 187.8
colectomy loss
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RTO001 FINANCIAL DISTRESS AMONG YOUNG ADULTS WHIMNBARLY
GASTROINTESTINAL CANCERS: A CALL TO ACTION

General ResearchEarly Onset Colorectal Cancer

Authors:Marta Puzzono®Alessandro MannuckiFrancesco Alessandrinit, Giulia Martina Cavestrot

Institutions: *Gastroenterology and Gastrointestinal Endoscopy Unit;Sélate San Raffaele University,
IRCCS San Raffaele Scientific Institute, Milan, Italy

Background and AimThe incidence of eaHynset gastrointestinal cancers (eoGIC, <50 years) is on the
rise and the overall cancer burden and its economic impact are expected to grow with it. For young
individuals, such financial strain may have loeign consequences for themselves and their families. We
hereby report on the socieconomic consequences of eoGIC.

Methods / Clinical Presentation / Preliminary DataNe collected clinical, socieconomic data from

patients with earlyonset colorectal and esophaggstric cancers (eoCRC and eoEGC, respectively), all of

whom received germline genetic testing. Financial toxicity (FT) was measured through the validated
COmprehensive Score for financial ToxiEitymctional Assessment of Chronic lliness Therapy (COST
FACIT).COEN / L¢ &A02NBa xHo 6SNBE O2yaARSNBR -FABITY 20 KI @A
scores between 182, moderate as#n > YR &AS@HSNB Fa Xro

Results / Discussion / Project Plan and Timelind%®e enrolled 77 patients with eoGICs (Tab.1), and 14%
carried a germline pathogenic variant (7 MMR, 1 BRCAL, 1 BRCA2, 2 MUTYH). 38/77 of these patients
(49.4%) reported having suffered from mitgksevere FT as a result of their diagnosis: 24.7% reported

mild FT, 11.7% moderate FT, and 13% severe FT. The developmenttofseNegre FT was not

associated with age at diagnosis, biological sex, type of eoGIC, presence of hereditary syndrome, stage at
diagnosis, relocation to another region for cancer treatment, year/time since diagnosis. However, one
notable finding was that patients who reported milg-severe FT were more commonly unemployed at
diagnosis (p= 0.025) and referred greater additional expenses for healthcare services not covered by
national healthcare system (p=0.029).

Conclusions / Requirements for Collaboratiofithin a universal healthcare system, nearly half of
patients with eoGIC report mitb-severe FT. This finding was statistically associated with increased out
of-pocket healthcare expenses and unemployment at diagnosis. These findings highligleicamzimic
support mechanisms should be integrated into cancer care to provide more effective and sustainable
policy solutions, particularly for this vulnerable population of young patients.

Keywords:early-onset colorectal cancer, earbnset gastric cancer, earbnset esophageal cancet,
young adults, financial toxicity
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Tab. 1: Epidemiological, clinical and social characteristics of early-onset gastrointestinal cancers stratified by
financial toxicity score.
*pvaluerefersto Chi¥ or Fisher's Exact test; among valid responses

Characteristics All respondents | Mo financial toxicity | Financial toxicity
(COST score 23-44) | (COST score 0-22)

n. 39 (50.6%) n. 38 (49.4%)
n (%) n (%

413+6.6 4161748 4103 £572 0.704
35 (45%) 22 (56.4%) 13 (34.2%) 0.148
42 (55%) 17 (43.6%) 25 (65.8%)
59 (76.6%) 26 (66.7%) 33 (86.8%) 0.068
18 (23.4%) 13 (33,3%) 5 (13.2%)
11 (14%) 3(7.7%) B(21%) 0.177
66 (86%) 36 (92.3%) 30 (79%)
48 (62.3%) 24 (61.5%) 24 (63.1%) 10
29 (37.7%) 15 (38.5%) 14 (36.9%)
Employment status
Unemployed 13 [16.9%) 3(7.7%) 10 (26.3%) 0.025
Employed 62 (80.5%) 36 (92.3%) 26 (68.4%)
Prefer not to answer 2 (2.6%) 0 2(5.3%)
Additional expenses for healthcare services not
covered by national healthcare system
Mo 18 (23.4%) 14 (35.9%) 4[10.5%)
<500 euro 15 (19.5%) B (20.5%) 7 [18.4%) 0.029
500-1000 euro 16 (20.8%) B (20.5%) B(21%)
> 1000 euro 25 (32.5%) 7 (17.9%) 18 (47 4%)
Prefer not to answer 3 (3.8%) 2(5.1%) 1(2.6%)
Relocation to another region for cancer treatment
Yes 18 (23%) 9(23.1%) 9 (23.7%)
No 56 (73%) 27 (69.2%) 29 (76.3%) 10
Prefer not to answer 3 (4%) 3(7.7%) (1]
6.6x6.2 62%52 7698 0.569
3 (3.9%) 1(2.6%) 2(5.3%) 0.403
2(2.6%) [1] 2(5.3%)
2 to 4 years 28 (36.4%) 16 (41%) 12 (31.6%)
5 or more years 43 (55.8%) 21 (53.8%) 22 (57.9%)
Missing 1(1.3%) 1(2.6%) 0

42



RT002 GENETIC CANCER PREVENTION CLINIC: CLINICAL OUTCOMES REVIEW

General ResearchDelivery of Care and Alternative Models

Authors: Jacqueline Merséh Sara PirzadeMillert, Megan Templo?, Kathy Pratt!, Luke Engelking?2

Institutions: 1Cancer Genetics, University of Texas Southwestern Medical Center, Dallas, TX, USA,
2Internal Medicine, Division of Digestive & Liver Disease, University of Texas Southwestern Medical
Center, Dallas, TX, USA

Background and AimOur highvolume cancer genetics program based in an academic medical center
has identified >10,000 pathogenic variants (PVs) in cancer genes. The need for a clinic to coordinate
longterm complex care for these individuals was identified. The GI Genetic Cancer Prevention Clinic
(GCPC) was recently established for those with known PVs. We aim to analyze thekipgiient
population served by GCPC.

Methods / Clinical Presentation / Preliminary DatéPatients are seen annually by a genetic counselor,
physician, and genetic nurse navigator. Current NCCN management guidelines are reviewed and
referrals/procedures are coordinated. Data, including demographics, genetic/medical/management
compliance history, was collected through retrospective chart review and stored in a REDCap database
(STW20240553). Descriptive statistics were calculated.

Results / Discussion / Project Plan and Timeliikgom January 2023 through April 2025, 155 unique

patient encounters occurred (122 new, 33 folloy). Patients were mostly female (n=77, 63.1%), White

(n=98, 80.3%), and spoke English (n=119, 97.5%). Patients had 132 PVs in 19 genes, most commonly APC
(n=28, 21.2%) and PMS2 (n=27, 20.5%). Lynch syndrome genes combined for 68 total PVs (51.5%) (Figure
1). The majority are previvors (no personal cancer history; n=79, 64.8%).New patient encounters resulted

in 270 referrals placed for procedures/consultations within the institution (avg: 2.21/patient; Figure 2).

The number of referrals per patient ranged from 0 (n=16, 13.1%) to 6 (n=2, 1.6%). Most common

referrals were screening colonoscopy (n=69, 56.6%), EGD (n=63, 51.6%) and labs (n=46, 37.7%); which
were similar to referrals for followps. For new patients, at least one colonoscopy was performed on 65
patients and >1 neoplastic lesion was detected in 40 patients (61.5%) affecting 25 previvors (62.5%).
(Figure 3).

Conclusions / Requirements for CollaboratioBCPC is a desired genetic clinical home that functions in

I WKdzo FyYyR aL)21SQ Y2RSt3>X gKAOK adzlJLl2NIia Faaz20AldsS
endoscopy services provides value with detected neoplasms in previvors. Future directions include

monitoring management compliance rates and downstream revenue.

Keywords:highrisk genetics clinic, endoscopy, cancer genetics
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Gene Number of PV % of PV
APC 28 21.2%
PMS2 27 20.5%
MSHZ 15 11.4%
MLHT 12 9.1%
MSHE 13 9.8%
MUTYH* 10 7.6%
PTEN 7 5.3%
STK11 5 3.8%
ATM 2 1.5%
BRCAT* 2 1.5%
CDH1 2 1.5%
SMAD4 2 1.5%
CDKNZ2A 1 0.8%
CFTR* 1 0.8%
CTNNAT 1 0.8%
EPCAM 1 0.8%
HFE* 1 0.8%
MITE* 1 0.8%
PALBZ 1 0.8%
Total 132

Figure 1: Breakdown of pathogenic variants (PV) for 122 patients seen in GCPC. Of note, 12
patients had more than one PV, and two patients were seen for a clinical diagnosis of
hereditary polyposis (no PV).

* Non-Gl gene included because the patient had another PV that qualified them for Gl
GCPC.

** Four patients had MUTYH-Associated Polyposis (MAP) accounting for 8 of these PV. The
remaining two PV were detected as a single PV in a patient with another PV that qualified
them for Gl GCPC.
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MNew Patient Visits:

Follow-Up Visits:

Type of Referral Referrals N (%) Referrals N (%)

screening Colonoscopy 69 (56.6%) 15 (45.5%)
[EGD 63 (51.6%) 11(33.3%)
|Lab5 46 (37.7%) 11(33.3%)
|Imaging 33(27.0%) 6(18.2%)
|Derm 18 (14.8%) 3(9.1%)
|PCF’ 9(7.4%) 1(3.0%)
|High Risk Gyn Onc Clinic 8 (6.6%) 1(3.0%4)
Other 7(5.7%) 0(0.0%)
|Digestive Disease A (3.3%) 0 (0.094)
|Diagnostic Colonoscopy 3 (2.5%) 0 (0.0%)
|Ereast Surgical Consult 2 (1.6%) 0 (0.0%)
[Neurology 2 (1.6%) 1 (3.0%)
|High Risk Breast Clinic 1 (0.8%) 1 (3.00%4)
Gyn Onc Surgical Consult 1 (0.8%4) 0 (0.094)
|Pancreatic Cancer Prevention Clinic 1(0.8%) 2 (6.1%)
[Endocrine 1(0.8%) 0 (0.0%)
Support Services 1(0.8%) 1(3.0%)
[Urology 1(0.8%) 1(3.0%)
Total Referrals 270 54
[Referrals per Patient 2.21 1.64

Figure 2: Referrals for services/orders placed during GCPC by visit type (new patient vs.

follow-up).

45



Number of Patients Total Number of Neoplastic Lesions
Procedures N (%) 0 | 1110 | 11-20 | 21-100 | >100
EGD
0 64 (52.5%) - - - - -
1 54 (44.3%) 35 13 2 2 2
2 3 (2.5%) - - - 1 2
3 1(0.8%) - - - 1
Colonoscopy
0 57(46.7%) - - - - -
1 58 (47.5%) 23 26 2 4 3
2 5 (4.1%) 2 1 - - 2
3 2 (1.6%) - - - 1 1
EUS or ERCP
0 117(95.9%) - - - - -
1 5 (4.1%) 1 3 - 1 -
Capsule Endoscopy
0 121(99.2%) - - - - -
1 1(0.89%) - 1 - - -

Figure 3: Endoscopy procedures for 122 patients performed since initial visit in GCPC.

MNeoplastic lesions include adenomas and polyps of various pathologies.
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RTO03 MUTYHASSOCIATED POLYPOSIS IN ADOLESCENTS: A CASE SERIES

Case reports / Case series

Authors:Kristin Zelley, Sarah E. Baldino?, Alexander Coe?, Bryson W. Katonaz, Janice A. Kelly?, Jessica M.
Long?, Petar Mamulat, Derek A. Mann2, Matthew J. Ryan?, Garrett M. Brodeur?, Suzanne P. MacFarland!
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2Department of Medicine, Hospital of the University of Pennsylvania, Philadelphia, PA, USA

Background and AimMUTY Hassociated polyposis (MAP), caused by biallelic MUTYH pathogenic/likely
pathogenic variants, leads to gastrointestinal (Gl) polyposis and increased cancer risk in adulthood. Per
NCCN, Gl surveillance recommendations start at agg02%Ve present four adolescents with MAP and

polyps.

Methods / Clinical Presentation / Preliminary DatdPatient 1, a 22/earold male, underwent

colonoscopy at age 16 based on hematochezia and had three large multilobulated (largest piece
measuring 3.5 cm) tubular/serrated polyps with dysplasia. A colorectal cancergen#ipanel (MGP)
showed MUTYH ¢.536A>G; p.Tyrl79Cys homozygosity. Twlverlsessile rectosigmoid polyps were
subsequently removed, but pathology showed normal tissue. Esophagogastroduodenoscopy (EGD) was
not performed. Patient 2 (sister of patient 1) is ayiarold female diagnosed with MAP via familial

testing. Colonoscopy performed due to early polyp onset in her brother revealed one <2 mm sigmoid
colon polyp with focal adenomatous change; EGD showed no polyps. Patient 3yearb&l

transgender female, underwent colonoscopy and EGD at age 16 based on Gl symptoms and had ten <2
cm colonic tubular adenomas. A colorectal cancer MGP revealed homozygosity for MUTYH ¢.536A>G;
p.Tyrl79Cys. Patient 4, a-§6arold male, underwent EGD at age 15 based on reflux and abdominal

pain, which revealed hundreds of fundic gland polyps (FGPs). Colonoscopy was normal. APC genetic
testing (including evaluation of promoter 1B) was negative, but a colorectal cancer MGP revealed
homozygosity for MUTYH ¢.1103G>A; p.Gly368Asp.

Results / Discussion / Project Plan and Timelifidiis case series demonstrates Gl polyps can occur in
adolescents with MAP. This includes one adolescent with FGPs, which have been reported in 11% of MAP
patients, but we are not aware of another MAP case with FGPs in adolescence.

Conclusions / Requirements for CollaboratioBermline testing via MGP should be considered for
adolescents with one or more adenomatous polyps, or with multiple FGPs without a known cause. More
data is needed to inform the optimal Gl surveillance initiation age in MAP.

Keywordsgastrointestinal, predisposition, polyps, MUTFa$$ociated polyposis, germline genetic
testing, pediatric
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RT004 CIGARETTE SMOKING AND AGE OF PANCREATIC ADENOCARCINOMA
DIAGNOSIS FOR HEREDITARY PANCREATIC CANCER PATIENTS

General ResearchPancreatic cancerelated syndromes
Authors: Timothy Shi Lynette Smith?, Beth Dudley?, Eve Karloskit, Aatur Singhi*, Randall Brand*

Institutions: :Department of Medicine, University of Pittsburgh, Pittsburgh PA, USA, 2Department of
Biostatistics, University of Nebraska Medical Center, Omaha NE, USA

Background and AimCigarette smoking is associated with earlier pancreatic adenocarcinoma (PDAC)
diagnosis, but there are few studies examining smoking and PDAC onset-iskiglaividuals (HRI)

who have pathogenic variants (PV) in PDAC susceptibility genes or meet criteria for familial pancreatic
cancer (FPC). This study aims to evaluate smoking and age of PDAC diagnosis in HRIs.

Methods / Clinical Presentation / Preliminary DataOf 3064 patients with histologically confirmed

PDAC in our registry, 969 patients underwent genetic testing. 136 had a PV while 833 tested negative,
including 114 FPC patients and 719 sporadic patients (Table 1). Analysis of variantstnadre used

to compare PDAC diagnosis age for PV, FPC, and sporadic patients by smoking history.

Results / Discussion / Project Plan and Timeli®/ patients were diagnosed significantly earlier than
sporadic patients among never (65.6 vs 68.5 years, P=0.04, Table 2) and past smokers (65.9 vs 69.9 years,
P=0.02). This trend continued for current smokers but was not significant (59.5 vs 62.2 years, P=0.29).
Patients who stopped smoking within 20 years of diagnosis were diagnosed earlier than those who

stopped more than 20 years ago, an effect most pronounced for PV patients. PV patients were diagnosed
significantly earlier than sporadic patients for those who quit within 20 years (58.9 years vs 65.6 years,
P=0.05); the trend was not significant for those who quit more than 20 years ago (70.1 vs 72.9 years,
P=0.14). Smoking history did not significantly impact diagnosis age for FPC patients compared to

sporadic patients.

Conclusions / Requirements for CollaboratioRDAC patients with PVs were diagnosed earlier than
sporadic patients, particularly for never and past smokers. PV patients were diagnosed earlier than
sporadic patients with recent smoking cessation but not remote cessation. The perceptible effects of
past smoking and recent cessation demonstrate a disproportionate danger of smoking for PV patients.
Future multicenter studies are warranted to further evaluate these findings.

Keywords:pancreatic cancer, smoking, risk factor
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Table 1. Baseline demographics, tumor stage, and smoking history for 969 cases of histologically confirmed pancreatic ductal adenocarcinoma (PDAC)
that had undergone genetic testing for PDAC-associated pathogenic variants from the PDAC Gene Environment Risk (PAGER) study

Pathogenic variant-associated

Familialpancreatic

Sporadic pancreatic

All patients pancreatic cancer® cancer’ cancer
N =969 N =136 N =114 N=719 P

Age at diagnosis, years (SD) 67.6 (10.8) 64.9 (12.5) 69.0 (9.7) 67.9 (10.5) 0.004
Sex, no. (%) 0.23
Female 490 (50.6) 76 (55.9) 62 (54.4) 352 (49.0)

Male 479 (49.4) 60 (44.1) 52 (45.6) 367 (51.0)

Race, no. (%) 0.07
Asian 5 (0.5) 1(0.7) 2 (1.8) 2 (0.3)

Black 42 (4.3) 5(3.7) 7 (6.1) 30 (4.2)

White 921 (95.0) 129 (94.9) 105 (92.1) 687 (95.5)

Other 1 (0.1) 1(0.7) 0 (0.0) 0 (0.0)

Clinical stage at diagnosis, no. (%) 0.76
Local 197 (20.3) 29 (21.3) 25 (21.9) 143 (19.9)

Regional 381 (39.3) 57 (41.9) 38 (33.3) 286 (39.8)

Metastatic 277 (28.6) 38 (27.9) 36 (31.6) 203 (28.2)

Unknown 114 (11.8) 12 (8.8) 15 (13.2) 87 (12.1)

BMI, kg/m* (SD)

At diagnosis 27.5 (5.6) 27.8 (5.6) 27.2 (5.8) 27.5 (5.6) 0.73
Lifetime usual® 30.8 (6.6) 32.1 (6.3) 29.5 (5.7) 30.9 (6.7) 0.11
Lifetime maximum 31.9 (6.7) 31.5 (5.2) 32.0 (7.0) 32.0 (7.0) 0.88
Cigarette smoking, no. (%) 0.60
Never 500 (51.6) 75 (55.1) 64 (56.1) 361 (50.2)

Past 307 (31.7) 41 (30.1) 35 (30.7) 231 (32.1)

Current 158 (16.3) 19 (14.0) 15 (13.2) 124 (17.2)

Unknown 4 (0.4) 1(0.7) 0 (0.0) 3 (0.4)
Smoking cessation, no. (%) 0.61
Current smoker 158 (33.7) 19 (31.1) 15 (30.0) 124 (34.6)

1-20years prior to diagnosis 113 (24.1) 12 (19.7) 15 (30.0) 86 (24.0)

>20years prior to diagnosis 176 (37.5) 26 (42.6) 15 (30.0) 135 (37.7)

Unknown 22 (4.7) 4 (6.68) 5 (10.0) 13 (3.6)

N, number; P, p-value; SD, standard deviation; BMI, body mass index

®Pathogenic variant frequencies: BRCA2, 41; ATM, 36; BRCAL, 18; PALB2, 10; CDKN2A, 8; TP53, 8; MSH6, 7; PMS2, 4; MSH2, 3; STK11, 1; MLH1, 0;

EPCAM, 0; APC, 0

®Patients with family history of PDAC in a first-degree relative

“Calculated from patient-reported usual weight or if reported usual weight was unavailable, weight at diagnosis plus patient-reported weight loss

Table 2. Smoking history and age at PDAC diagnosis amongpatients inthe PAGER study

All patients Pathogenic variant-associated pancreatic cancer Familial pancreatic cancer Sporadic pancreatic cancer
Age at diagnosis, years (95%Cl) N Age at diagnosis, years (95% Cl) N P Age at diagnosis, years (95% Cl) N Age at diagnosis, years (95%CI) N P

Smoking status P<0.0001° P=0.13" P=0.02° P<0.0001°

Never smoker 68.1 (67.2,69.0) 500 65.6 (62.7,68.5) 75 0.04 69.0 (66.4,71.5) 64 0.72 68.5 (67.4,69.5) 361 Ref.

Past smoker 69.6 (68.4,70.7) 307 65.9 (62.0,69.8) 41 0.02 71.5 (68.7,74.3) 35 0.37 69.9 (68.6,71.2) 231 Ref.

Current smoker 61.9 (60.3,63.5) 158 59.5 (53.6,65.4) 19 0.29 63.1 (58.6,67.5) 15 0.74 62.2 (60.4,64.0) 124 Ref.

Unknown 4 1 0 3
Smoking cessationhistory P <0.0001° P=0.005" P=0.002° P<0.0001°

Current smoker 61.9 (60.3,63.5) 158 59.5 (53.6,65.4) 19 0.29 63.1 (58.6,67.5) 15 0.74 62.2 (60.4,64.0) 124 Ref.

1-20years prior to diagnosis 65.3 (63.3,67.3) 113 58.9 (51.2,66.6) 12 0.05 68.4 (63.7,73.1) 15 0.35 65.6 (63.3,68.0) 86 Ref.

>20years prior to diagnosis 725 (71.2,73.8) 176 70.1 (65.5,74.6) 26 0.14 73.5 (70.2,76.8) 15 0.78 729 (71.5,74.3) 135 Ref.

Unknown 22 4 5 13

PDAC, pancreatic ductal adenocarcinoma; Cl, confidence interval; N, number; P, p-value

*Comparing age at diagnosis for pathogenic variants patients to sporadic patients by smoking status and cessation history
“Comparing age at diagnosis for familial pancreatic cancer patients to sporadic patients by smoking status and cessation history
“Comparing age at diagnosis by smoking status and cessation history within each cohort
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RTO005 REPEAT GASTRIC BODY AND ANTRUM BIOPSIES IN LYNCH SYNDROME
YIELD NEWLY IDENTIFIED GASTRIC INTESTINAL METAPLASIA

General ResearchLynch syndrome
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2Division of Gastroenterology and Hepatology, Perelman School of Medicine, University of Pennsylvania,
Philadelphia, PA

Background and AimLynch Syndrome (LS) increases risk for gastric cancer. The National Comprehensive
Cancer Network (NCCN) recommends upper endoscopic screening in LS includargeted biopsies

of the gastric body and antrum to detect Helicobacter pylori (HP) and/or gastric intestinal metaplasia
(GIM). We previously demonstrated a 5.5% rate of GIM and 3.6% rate of HP in LS, however the utility of
repeat gastric biopsies on subsequent upper endoscopies remains uncertain. We aimed to determine the
rate of GIM and HP on repeat gastric body and antrum biopsies in LS.

Methods / Clinical Presentation / Preliminary Datd_S individuals who underwent upper endoscopy
with nor+targeted gastric body and antrum biopsies performed were included. Procedures were
performed between September 2018 and October 2024, data was input into REDCap.

Results / Discussion / Project Plan and Timeli@¥:683 individuals with LS, there were 286 (42%)
individuals with at least one, 140 (20%) individuals with two or more, and 43 (6%) individuals with three
or more upper endoscopies with ndargeted gastric body and antrum biopsies. The overall prevalence

of GIM detected with nostargeted body and antrum biopsies was 8%. The rate of HP was 2%. Of
individuals without GIM detected on an initial upper endoscopy with-tesgeted gastric body and

antrum biopsies, 4% had GIM newly identified on their second upper endoscopy, and 1% had GIM newly
identified on a subsequent (third or greater) upper endoscopy after having two prior procedures with no
GIM. HP was not newly identified on any subsequent upper endoscopies.

Conclusions / Requirements for CollaboratioBurrent LS guidelines recommend rangeted biopsies

from the gastric body and antrum during upper endoscopy; however, it remains uncertain whether these
biopsies should be performed with subsequent upper endoscopies. Amongst a LS cohort undergoing
serial upper endoscopies, repeat gastric body and antrum biopsies continued to yield newly identified
GIM, providing support for noetargeted gastric body and antrum biopsies being considered on all upper
endoscopies performed in LS.

Keywords:Lynch syndrome, gastric cancer, upper endoscopy, gastric intestinal metaplasia, Helicobacter
pylori, surveillance, Lynch syndrome, gastric cancer, upper endoscopy, gastric intestinal metaplasia,
Helicobacter pylori, surveillance
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First EGD
Gastric body and antrum biopsy findings, No. (%) n =286

Antrum biopsies

Gastric intestinal metaplasia 15 (5%) 13 (9%) 4 (9%)
New diagnosis of gastric intestinal metaplasia - 6 (49%) 1(2%)
Helicobacter pylori 7 (2%) Q 0
Body biopsies

Gastric intestinal metaplasia 4 (1%) 2 (1%) 1(2%)
New diagnosis of gastric intestinal metaplasia - 0 0
Helicobacter pylori 7 (2%) 0 0

Table 1. Upper Endoscopy findings of the LS cohort where non-targeted body and
antrum biopsies were performed.

Characteristics of Those who

Characteristics of Those who Underwent EGD with GIM
Underwent EGD without GIM N=263 N=23
Female Sex 184 (70%) 12 (52%)
Race
White 228 (87%) 20 (87%)
Asian 12 (5%) 2 (9%)
Black 10 (4%) 0 (0%)
Other 13 (5%) 1 (4%)
Lynch Syndrome
Gene
EPCAM 6 (2%) 1 (4%)
MLH1 46 (17%) 3 (13%)
MSH2 72 (27%) 7 (30%)
MSHs 68 (26%) 10 (43%)
PMS2 71 (27%) 2 (9%)

Table 2. Characteristics of individuals with LS who underwent EGD with gastric
body and antrum biopsies who had GIM compared to those who do not.
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RT006 EVALUATION OF AN EMPLEGEASED CANCER BENEFIT PROGRAM
FACILITATED BY GENETIC COUNSELORS

General ResearchDelivery of Care and Alternative Models

Authors: Kelly Knickelbein Jilliane Sotelo?, Julie Goldstein?

Institutions:*Thermo Fisher Scientific

Background and AimCancer navigation programs have gained traction in response to the complexity

and rising costs of the U.S. healthcare system. Increasinghnsetéd employers are seeking third

party cancer services, like navigation programs, to support employees and reduce costs. We have taken a
unique approach by developing an employsed cancer benefit program (CBP) facilitated by genetic
counselors. The CBP provides navigation, genetic counseling/testing, and referrals to additional internal
benefits. This study aims to evaluate the CBP by measuring enrollment over time, participant

satisfaction, and uptake of additional benefits.

Methods / Clinical Presentation / Preliminary DataParticipant eligibility criteria for the CBP included a
cancer diagnosis or a canaefated concern, and enroliment in the company medical plan. All
participant data and communications were tracked in a HIPAA secure, internal Customer Relationship
Managetlike (CRM) system. Demographic and enroliment data was pulled from system logs and
analyzed by business intelligence interactive data visualization software. Participant satisfaction was
measured using point Likert scales in a peservice survey form.

Results / Discussion / Project Plan and Timelifidte number of participants enrolled in the CBP has
increased steadily since program inception (Fig. 1). Data collected in 2024 shows that participants enroll
at various times after diagnosis (Fig. 2), many within the first three months. In addition, participant
satisfaction and recommendation scores have remained high over the years (Table 3). Lastly, we
observed a 12% increase in enroliment in our medical plan oncology nurse support program and a 7%
increase in uptake of an employsponsored medical second opinion service compared to norms of
companies without a CBP.

Conclusions / Requirements for Collaboratiomdividuals with cancer face challenges navigating their
diagnoses, including balancing work, making treatment decisions, managing costs, and understanding
available employer benefits. Our findings suggest that an emplogsed CBP facilitated by genetic
counselors has successfully aided employees in these challenges as evidenced by consistent program
growth, higher uptake of other canceelated benefits offerings and high participant satisfaction scores.

Keywords:genetic counseling, patient support, care coordination
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Figure 1. CBP Enrollment by year
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Figure 2. Time since diagnosis at enrollment
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Table 3. Participant satisfaction and recommendation scores

Year Satisfaction Score = Recommendation score
2024 9.45 9.45
2023 9.83 9.83
2022 9.56 9.56
2021 9.8 9.8
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RTO07 ASSESSMENT OF REASONS FOR PANCREATIC CANCER SURVEILLANCE
CESSATION OR DEFERRAL AMONGSRISKSHIDIVIDUALS

General ResearchPancreatic cancerelated syndromes

Authors: Grace Snydér Daniel Clay?, Sara Karley?, Samantha Pipito3, Rebecca Muellert, Angela
Bradbury3, Kara Maxwell3, Payal Shah3, Jessica Long?, Susan Domchek?, Bryson Katona?2
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School of Medicine, Philadelphia, PA, USA, 2Division of Gastroenterology and Hepatology, University of
Pennsylvania Perelman School of Medicine, Philadelphia, PA, USA, 3Division of Hematology and
Oncology, University of Pennsylvania Health System, Philadelphia, PA, USA

Background and Aimindividuals with increased familial or genetic risk of developing pancreatic cancer
(PC) may be recommended to undergo annual PC surveillance. Whetheiskigidividuals (HRIS)
participate in PC surveillance and barriers to PC surveillance are not well characterized. This study aims
to identify reasons that HRIs cease or defer PC surveillance.

Methods / Clinical Presentation / Preliminary Dat&ligible participants included: (1) those with prior

Fyydz- € t/ &AdzZNBSATtEFIYyOS 6AGK y2 adiNBSAttlFyOS Ay xH
period without surveillance. Participants were interviewed by telephone. Responses were analyzed using
content analysis.

Results / Discussion / Project Plan and Timelifidtirty-one interviews were completed and 27 were
analyzed. Sixteen participants had familial PC (51.6%) and 15 had a pathogenic germline variant in either
BRCA2 (n=8, 25.8%), PALB2 (n=2, 6.5%), or ATM/BRCA1/CDKN2A/MSH6/STK11 (n=1 each, 3.2%).
Interviewees were 80.6% women and 96.8% White with mean age 65.6 years. The following reasons for
PC surveillance cessation or deferral were reported: logistical barriers (n=9, 33.3%), other health
concerns (n=9, 33.3%), being advised by a different provider to defer or cease surveillance (n=8, 29.7%),
difficulty recalling surveillance recommendations (n=6, 22.2%), the COMANdemic (n = 6, 22.2%),

moving out of the service delivery area (n =5, 18.5%), cost (n = 5, 18.5%), praeaiecd concerns (n

=4, 14.8%), and nemedical life events (n = 2, 7.4%).

Conclusions / Requirements for Collaboratiohhis study demonstrates that the most frequently cited
reasons for PC surveillance cessation or deferral were logistical barriers, other health issues precluding
surveillance, different PC surveillance recommendations between providers, and patient

knowledge/recall of recommended PC surveillance. Providers, including genetic counselors, must be able
to address patient concerns about PC surveillance as part of risk assessment. Further research is
necessary to understand reasons for PC surveillance cessation or deferral in a broader population of
HRIs, as well as the best ways to overcome these challenges.

Keywords:Pancreatic cancer surveillance, Hereditary pancreatic cancer, interview, genetic counseling
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RT008 EXPANDING THE SPECTRUM: EXORANIC MALIGNANCIES IN
MUTYHASSOCIATED POLYPOSIS

General ResearchAdenomatous polyposis syndromes including FAP
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Background and AimStudies show extraolonic (EC) cancer risks associated with MUdsddciated
polyposis (MAP) include duodenal, gastric, ovarian, bladder, and skin cancer, although other
controversial EC cancer risks remain including breast, endometrial, and thyroid cancer. Our institution
noticed a trend in the diagnosis of cancers such as renal and thyroid cancer in MAP patients. We aimed
to evaluate the EC cancer incidence in an MAP patient population.

Methods / Clinical Presentation / Preliminary Dat& hereditary Gl cancer registry database was

gueried to identify patients with biallelic MUTYH pathogenic variants (PV) or patients with polyposis and

a family history of biallelic MUTYH PV. Patient demographics, cancer diagnosis, staging, and treatment
information were obtained via chart review. Cancer types were classified using the SEER Site Recode ICD
O-3/WHO 2008 classification and excluded basal and squamous cell skin cancers. SEER stat was used to
obtain standard incidence ratios (SIR) by cancer type and were adjusted for age and sex.

Results / Discussion / Project Plan and Timelidenong 86 patients with MAR60.5% were diagnosed

with a malignancy, 27.9% with an EC malignancy, and 11.6% with >1 EC malignancy. There were 7 cases
of thyroid cancer (SIR 37.2, Cl 3885), all of which were papillary type. There were 5 cases of

leukemia (SIR 25.6, Cl 22@.0), of which, 3 were chronic lymphocytic and 2 were chronic myeloid type.
There were 3 cases of renal cancer (SIR 9.1, OI®.,%ll of which were clear cell type. There were no
significant risk factors for the development of an EC malignancy, although increasing age was a risk factor
for the diagnosis of >1 EC malignancy (OR 1.14, CLB23

Conclusions / Requirements for CollaboratioktAP may be associated with an increased risk of

multiple extracolonic cancers including thyroid cancer, leukemia, and renal cancer. Future studies with a
larger cohort are needed to confirm these findings. This study was limited by its retrospective nature and
small sample size.

Keywords:ExtraColonic, mutyh, MUT ¥-associated polyposis
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Table 1: Patient Demographics

Characteristic

Number of Patients

(N=86)
Sex, n (%)
Male 48 (55.8%)
Female 38 (44.2%)
Race, n (%)
White 79 (91.9%)
Unknown 4 (4.6%)
Multi-racial 2 (2.3%)
Asian 1(1.2%)
Ethnicity, n (%)
Hispanic 2 (2.3%)
Non-Hispanic 82 (95.3%)
Unknown 2 (2.3%)
Age at MAP diagnosis, median (range) 47.5 (23-68)
Age at first cancer diagnosis, median (range) 53 (16-78)
Age at colorectal cancer diagnosis, median (range) 46 (26-62)
Current Age, median (range) 65 (26-92)
Developed malignancy, n (%) 52 (60.5%)
Colorectal malignancy, n (%) 37 (43.0%)
Extra-colonic malignancy, n (%) 24 (27.9%)
=1 extra-colonic malignancies, n (%) 10(11.6%)
Family history of cancer, n (%) 66 (76.7%)
First degree relative 22 (25.6%)
Second degree relative 12 (13.9%)
Both 31 (36.0%)
Pathogenic Variant (N=78), n (%)
Homozygous G396D 9(11.6%)
Homozygous G382D 8 (10.3%)
Homozygous Y165C 6 (7.7%)
Homozygous R231H 3 (3.8%)
Homozygous Y178C/Y179C 3(3.8%)
Y179C/G396D 8 (10.3%)
Y165C/G382D 7 (9.0%)
Y165C/other 13 (16.7%)
G396D/other 8 (10.2%)
G382D/other 3(3.8%)
Y179C/other 3 (3.8%)
Other 7 (9.0%)
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Table 2: Frequency of Extra-Colonic Malignancies in MAP Patient Population

Site of Cancer Gender n SIR (95% CI) Obs %-risk by 75y Age at diagnosis,
(95% Cl) median (range)

All extra-celonic Both 35 9.6(6.4-12.8) 59.3(37.9-73.3) 55.5(16-80)
malignancies
Skin 9

Basal Cell 6

Squamous Cell 2

Melanoma Female 1 8.5(2.8-14.2) 1.1(0.0-3.3) 32
Thyroid Both 7 37.2(36.8-37.5) 9.6(2.4-16.3) 45(42-59)

Synchronous lesion 5
Blood 6

Leukemia Male 5 25.6(25.2-26.0) 15.9(0.0-31.4) 58(24-72)

Chronic Lymphocytic Male 3 41.0(40.7-41.3) 5.7(0.0-12.2) 56 (24-63)
Chronic Myeloid Male 2 39.4(39.1-39.7) 4,6(0.0-10.8) 65(58-72)

Lymphoma Female 1 33.0(32.7-33.4) 1.1(0.0-3.2) 16
Breast Female 5 1.93(0.52-3.3) 6.0(0.0-12.4) 53(44-78)

Invasive Lobular 2

Invasive Ductal 1

DCIS 1

Unknown 1
Renal Male 3 9.1(8.5-9.8) 6.0(0.0-12.6) 53.5 (47 -60)
Prostate Male 3 0.7(-1.6-3.0) 6.1(0.0-14.8) 66 (54 -76)
Bladder Female 1 3.5(2.4-4.5) 5.0{0.0-14.1) 67
Duodenal Female 1 36.6(36.3-36.9) 1.5(0.0-4.3) 51
Esophageal Male 1 7.3(6.6-8.0) 1.8(0.0-5.3) 56
Liver Male 1 512.3(512.2-512.4) 1.1(0.0-3.4) 22
Lung Male 1 2.2(0.9-3.5) 1.7(0.0-4.8) 54
Parotid Male 1 21.3(20.9-21.8) 6.2(0.0-17.4) 69
Testicular Male 1 16.5(16.0-17.0) 1.3(0.0-3.9) 45
Tongue Male 1 4.9(4.1-5.8) 8.3(0.0-22.7) 73
Tonsillar Female 1 128 (127.9-128.2) 1.3(0.0-3.9) 46
Uterine Female 1 1.4(-0.3-3.0) 1.8(0.0-5.3) 56
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LYNCH SYNDROME AND POLYPOSIS SYNDROMES
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Background and AimThe two most common hereditary colon cancer syndromes are Lynch syndrome
(LS) and polyposis syndromes (PS) (e.g., Familial Adenomatous Polyposis, hamartomatous polyposis
syndromes). Both syndromes share increased lifetime risks for intestinal andreestnal cancers and
require frequent surveillance exams and surgical interventions, yet their life experiences are varied.

Methods / Clinical Presentation / Preliminary DatdNarrative data was collected from 44 semi

structured, indepth, qualitative interviews with individuals living with Lynch syndrome and polyposis
syndromes across the United States. Participants were recruited using maximum variation sampling
related to age, gender, sexual identities, geographic location, andegelfted race/ethnicity.

Recruitment occurred through cancer genetic clinics at three academic medical centers and community
based recruitment. Interview transcripts were analyzed with a deductive approach based on an adapted
framework for living well with chronic illness.

Results / Discussion / Project Plan and Timeli24: patients were included in the analysis (14 with LS, 7
with PS). A common theme across both groups was the need to educate themselves and members of
their healthcare teams about their diagnoses. Multiple contrasting themes were identified across both
groups (Figures-3). In general, PS patients identified more negative experiences with family, insurance,
and their healthcare team compared to LS patients. They also described more changes to daily life,
difficulty coping with current symptoms, and feelings of fear and sadness about their diagnosis, as
opposed to LS patients who described a better ability to cope and willingness to seize each day.

Conclusions / Requirements for CollaboratioRatients with LS and PS describe a common issue with

lack of knowledge of their healthcare teams about their diagnoses. Differences across the groups exist
pertaining to support networks, coping skills, and feelings towards lifegiaghosis with more negative
experiences in PS patients. This illustrates a need for different resource allocation across these two
groups such as ensuring access to health psychology and social work in Gl genetics clinics, particularly for
individuals with polyposis syndromes.

KeywordsbLynch syndrome, polyposis

59



Table 1. Sample characteristics

Characteristic

Female

Overall
N=21

12 (57%)

Lynch
syndrome (LS)
N=14

8 (57%)

Polyposis
syndromes
(PS) N=7

4 (57%)

<25 years

4 (20%)

3 (21%)

Non-Hispanic White 16 (76%) 12 (86%) 4 (57%)
Non-Hispanic Black 3 (14%) 1(7%) 2 (29%)
Two or more races 1(5%) 1(7%) --

Did not disclose 1(5%) -- 1(14%)

1(14%)

>25 years

17 (80%)

11

6

East 7 (33%) 7 (33%) 4 (29%)
Midwest 12 (57%) 12 (57%) 8 (57%)
West 2 (10%) 2 (10%) 2 (14%)
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Figure 1. Venn diagram illustrating overlap and differences between identified themes across LS and PS patients
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Figure 2. Dendrogram displaying trends in interview themes, clustered by similarity. The two major branches of the
tree show that patients with PS more often identified fear and sadness with respect to outlook on life post-diagnosis,
as well as difficulties managing their condition. Patients with LS more often identified themes of managing well and

acceptance of their diagnosis.
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Figure 3. Dendrogram displaying trends in interview themes, clustered by similarity. The two major branches of the
tree show patients with LS expressed more financial stability as compared to patients with PS who expressed

financial instability associated with negative effects on their employment.
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Background and AimAmpullary adenomas (AA) in patients with familial adenomatous polyposis (FAP)
are recognized precursors to carcinoma, yet progression to cancer remains rare. The largest longitudinal
study to date reported limited progression over a follow of up to 11 years (Singh et al. 2022). Current
guidelines recommend surgical resection for advanced adenomas or when endoscopic therapy is not
feasible; however, pancreaticoduodenectomy (PD) remains associated with significant morbidity. The
need for individualized, riskdapted decisiommaking is growing.

Methods / Clinical Presentation / Preliminary Dat&Ve present the longest documented follewpt 30
yearg of a large AA in an FAP patient with histologically confirmed cdreesstatus. A 63earold

woman with FAP, diagnosed three decades prior and treated with proctocolectomy, initially deferred
surgery for an ampullary lesion due to surgical risks and avoided surveillance due to seelatieh
concerns. Upon restablishing care, she underwent upper endoscopy revealing Spigelman Stage IV
polyposis and a >5 cm lobulated ampullary polyp. Despite PET avidity and polyp size, endoscopic
ultrasoundguided sampling of mesenteric lymph nodes showed no malignancy. Given multidisciplinary
team (MDT) input, she underwent PD. Final pathology confirmeddniagte dysplasia without

carcinoma in the ampullary polyp, and six regional lymph nodes were negative for malignancy. The
patient recovered well posbperatively.

Results / Discussion / Project Plan and Timelifidtis case illustrates an unusually indolent course of a
large ampullary adenoma in FAP, challenging conventional assumptions about progression risk. Notably,
the patient's only validated risk factor for clinically significant progression (per Singh et al. 2022) was
lesion size >1 cm. In light of this, and modern advances in imaging and surveillance, conservative
management may be reasonable in select cases absent clear malignant features.

Conclusions / Requirements for Collaboratiohhis case supports more nuanced surgical decision
making for AA in FAP and highlights the need for prospective studies to refine risk stratification and
potentially reduce overtreatment.

Keywords:polyp, FAP, surveillance, whipple, pancreaticoduodenectomy, organ preservation
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Background and AinmEtiology of postolonoscopy CRC (PCCRC) in LS is not well characterized. The
World Endoscopy Organization (WEQO) established definitions of PCCRC in the general population,

suggesting root cause analysis (RCA) as a quality measure. We aimed to adapt WEO definitions to
characterize PCCRC rates and RCA in LS within the LINEAGE consortium.

Methods / Clinical Presentation / Preliminary Dat&linical data from individuals with LS with at least

one CRC were entered into the LINEAGE database. Individuals with inflammatory bowel disease, and
non-adenocarcinoma/unavailable histology were excluded. Per WEO, PEyQRS defined as CRC

diagnosed 86 months postolonoscopy. L-8dapted definitions included PCCGRL(624 months) and

PCCRQy (612 months). Using the WEO framework, RCA classified PCCRCs as 1) missed/rapidly growing
lesion after adequate exam, 2) missed/rapidly growing lesion after inadequate exam, 3) detected lesion,
not resected, and 4) detected lesion, incompletely resected.

Results / Discussion / Project Plan and Timeli#:386 with LS, 46 were diagnosed with 60 discrete

/' wia 6mMm KFER H [/ w/ ad0d az2dld KIFIR t+a a[lwmka{l HKOt/
LS within 6 months of CRC diagnosis (61%). Participant and cancer characteristics are shown in Table 1.

Six of the cancers (10%) were PGB3R@Ehree of which were PCCRY, one PCCRLY), all diagnosed by
colonoscopy. Only one of the PCCRCs was an interval cancer (diagnosed before next recommended
surveillance). The PCCRLCwas missed due to an incomplete exam. 3 cases were missed/rapidly

growing lesions with adequate exams, and 2 were detected lesions with possible incomplete resection

(Table 2).

Conclusions / Requirements for Collaboratioh0% of CRCs in our cohort were PCCRCs per WEO
definition, with majority being missed or rapidly growing lesions in adequate exams diagnosed within 6
24 months postolonoscopy. The LINEAGE database ispssltioned to describe rates and RCA of

PCCRC in LS on a large scale. Joining the consortium and contributing data will inform why CRC occurs
despite colonoscopy.

Keywords:Lynch syndrome, Colorectal Cancer, colonoscopy, quality
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Table 1. (A) Patient and (B) Cancer Characteristics

(A) Patients N = 46" (%) (B) Cancers N = 60" (%)
Age at Cancer Diagnosis 46.0(37.0,51.0) Anatomic Location
Male 28(60.9) Right Colon? 28 (46.7)
Genotype Left Colon® 16 (26.7)
MLH1 15(32.6) Rectum? 10 (16.7)
MSH2 17 (37.0) Other/Not documented 6(10.0)
MSH6 6(13.0) Stage
PMS2 5(10.9) I 17 (28.3)
EPCAM 3(6.5) ] 14 (23.3)
Race ] 12 (20.0)
White 39 (84.8) v 5(8.3)
Black 2(4.3) Not documented 12 (20.0)
Native American 1(2.2) Grade
Asian 1(2.2) Well differentiated 8(13.3)
Other/Unknown 3(6.5) Moderately differentiated 25 (41.7)
Hispanic/Latino 6(13.0) Poorly differentiated 4(6.7)
BMI 27.4 (24.4, 30.6) Not specified 23(38.3)
Dyslipidemia 11(23.9) Size (cm) 2.7(1.9,6.2)
Diabetes 7(15.2) Microsatellite Testing
Former or currenttobacco use 23(50.0) High 12 (20.0)
Current alcohol use 26 (56.5) Stable 5(8.3)
Time from LS diagnosis to CRC Not available 43 (71.7)
+/- 6 months 28 (60.9) Immunohistochemistry*
LS >6 months before CRC 10(21.7) MLH1 absent 10 (38.5)
LS >6 months after CRC 8(17.4) MSH2 absent 6(23.1)
Multiple CRCs 11(23.9) MSH6 absent 8(29.6)
PMS2 absent 15 (57.7)

IMedian (IQR); n (%); 2Cecum, ascending, hepatic flexure, transverse; 3Splenic flexure, descending, sigmoid;

“Rectosigmoid, rectum;

BMI: Body Mass Index; CRC: colorectal cancer; MSI: Microsatellite Instability
*Of those where testing was completed/documented

Table 2. Characteristics of Post-Colonoscopy Colorectal Cancer Cases

Colonoscopy Rec follow- Colonoscopy
. How CRC Cancer A
Age/Sex/Gene g & up to CRC . R Stage PCCRC Root Cause Analysis
L diagnosed location
indication (months) (months)
Academic, Asymptomatic : PCCRC-1y
44/M/MLH1 . . <6 7.6 ; Descending L} . .
abnormal imaging surveillance missed inadequate
Academic, <10mm ascending TA, Asymptomatic ) PCCRC-2y
12 23.1 Ascendin ]
B5/M/MLAT surveillance removed en bloc CS surveillance g detected, incompletely resected
Academic, 5mm ascending TA, Asymptomatic ) PCCRC-3y
40/M/EPCAM . 12 30.6 ) Ascending .
surveillance removed en bloc CS surveillance detected, incompletely resected
Academic, Asymptomatic . . PCCRC-3y
PR S surveillance i = surveillance s Missed/rapid growth, adequate
mmunity, Asymptomati PCCRC-2
42/F/IPMS2 Ceo X Y 24 23.6 S p, omatie Transverse X _CC C-2y
surveillance surveillance Missed/rapid growth, adequate
Academic, Asymptomatic  Anastomosis PCCRC-2y
™, H. 13. . . 4 .
Gl surveillance 2 EE surveillance (lleocolonic) & Missed/rapid growth, adequate

PCCRC: Post-colonoscopy Colorectal Cancer; CS: Cold Snare; PCCRC-1y: 6-12 months post colonoscopy; PCCRC-2y 6-24 months post colonoscopy;
PCCRC-3y: 6-36 months post colonoscopy; TA: Tubular adenoma; HGD: High-grade dysplasia
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RT012 CANCER RISK IN INDIVIDUALS WITH HAMARTOMATOUS POLYPOSIS
SYNDROMES: A CALL FOR COLLABORATION

Collaborative

Authors:{ dzI  yyS al OCI NI I yRyuX YNRaAGAY %StfSeus wSaaaroll
L&l 6Stf w22l aBEsoskadmal a ! G0l NRb =

Institutions: 1Children's Hospital of Philadelphia, Philadelphia, PA, USA, 2University of Pennsylvania,
Philadelphia, PA, USA, :Ddbeek Children's Hospital, Tel Aviv Sourasky Medical Center, Tel Aviv, Israel,
w!' yYAGSNEAGE 2F ¢SElFa {2dzikgSadSNys s5Ffftlax ¢. 3 ! {

Background and AinPeutzJeghers syndrome (PJS) and Juvenile polyposis syndrome (JPS) are
hamartomatous polyposis syndromes associated with increased gastrointestinal cancer risk. However,
polyp and cancer risk estimates for PJS and JPS, especially those without a pathogenic germline variant
(PGV) in SMAD4/BMPR1A (mutatimegative JPS), remain limited as these estimates are based on small,
older data sets that are likely not reflective of cancer risks in present day practice where affected
individuals are followed with aggressive surveillance. Determining accurate cancer risks for
hamartomatous polyposis syndromes is crucial for determining appropriate surveillance regimens for
this atrisk population.

Methods / Clinical Presentation / Preliminary Datén our initial cohort of 64 individuals with mutatien
negative JPS, there was only one Gl cancer identified, indicating that Gl cancer risk may not be increased
in mutation-negative JPS. Additionally, this cohort demonstrated no upper Gl polyps, distinguishing
mutation-negative JPS from SMAD4/BMPRik&ociated JPS where upper Gl polyps are common.

Results / Discussion / Project Plan and Timelifigais will be a retrospective cohort study involving
collaboration between multiple pediatric and adult centers to collect cases of individuals with JPS and
PJS along with polyp burden and cancer incidence data. Specifically, we plan to work with other centers
to expand on this cohort of individuals with mutatioegative JPS, and collect data on SMAD4/BMPR1A
associated JPS and PJS patients including information on polyp and cancer development. We are aiming
to have DUAs completed and data collected by-20@6.

Conclusions / Requirements for Collaboratiovle are actively recruiting pediatric and adult institutions

to collaborate on this project who follow at least 10 JPS/PJS patients. Through this collaborative study we
aim to create the largest cohetb-date of individuals with hamartomatous polyposis syndromes. This
cohort will allow us to better understand polyp development and cancer risk, which will ultimately be
critical to inform surveillance practices in pediatric and adult patients with hamartomatous polyposis.

Keywords:JPS, PJS, Hamartomas
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RT013 PERCEPTIONS OF GASTRIC CANCER RISK AND ATTITUDES TOWARDS
ENDOSCOPIC SURVEILLANCE IN PATIENTS WITH CDH1 PATHOGENIC VARIANTS

Collaborative

Authors: Conner Lombaréli Ophir Gilad?, Michelle Springert, Emma Keel?, Christine Drogan?, Sonia
Kupferz, Swati Patelt

Institutions: :Department of Medicine, Division of Gastroenterology & Hepatology, University of
Colorado Anschutz Medical Campus, Aurora, Colorado, USA, 2Department of Medicine, Division of
Gastroenterology & Hepatology, University of Chicago, Chicago, lllinois

Background and AinRisk of gastric cancer in individuals with CDH1 pathogenic variants ranges from 10
38% depending on family history. Endoscopic surveillance is a viable approach in select patients, yet
limited data exist regarding patient perspectives. Our aims are to describe patient perceptions of gastric
cancer risk and attitudes toward endoscopic surveillance. This collaboration will establish factors that
influence patient decisiomaking and inform risk communication strategies.

Methods / Clinical Presentation / Preliminary DataAn electronic survey will assess perceived risk of
gastric cancer and attitudes, barriers & facilitators to endoscopic surveillance (Table). We will assess
factors in domains-# that are associated perceptions and attitudes. We will present preliminary
descriptive data from GASTRIC consortium sites at CGA 2025.

Results / Discussion / Project Plan and Timeliké¢e will include Englisteading adults with CDH1
pathogenic or likely pathogenic variant. We will recruit via: (1) GASTRIC consortium (12 centers); (2)
centers independent of consortium; (3) postcard marketing material (Figure) for direct patient
recruitment. The postcard will be shared with professional society (CGA, InSiGHT, IGCLC) members,
advocacy groups and posted on social media (LinkedIn, BlueSky, etc.).Timeline:July 31: Finalize survey
instrumentAugust 4Aug 22: First round survey distribution (GASTRIC sites with IRB approval & with
initial promotion via social media)October 8: Present descriptive results at CGA and solicit more
participationOctobeiDecember 2025: Additional site onboarding and data collection FebAaniy

2026: Data analysis, draft CGA 2026 abstract and manuscript

Conclusions / Requirements for Collaboratioffhere are two options to participate:1. Local submission
and regulatory approval (draft protocol provided by study team). This will require sites to gain approval
to collect minimum dddentified characteristics (age, sex, race, ethnicity, surgical status) from non
responders so that we can compare differences2. Promote study via postcard distribution to CDH1
patients Note: An investigator from sites that gain regulatory approval and share responder/non
responder demographics will be invited as-aathor on all future academic products

Keywords:CDH1, gastric cancer, gastrectomy, upper endoscopy, surveillance
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Table. CDH1 Survey Domains & Elements. The primary outcomes are to assess participant
perceptions of gastric cancer risk (domain 5) and attitudes towards surveillance (domain 6). Data
collected in domains 1-4 are intended to assess factors that may be associated with risk
perception and attitudes towards surveillance.

Domain 1: Demographics

Age, age at time of CDH1 dx, year of COH1 dx, sex, race, ethnicity, urbanicity, geographic region, access to hereditary
cancer center, CDH1 specialist, insurance, highest education, household income, smoking, alcohol, medical
comorbidities

Domain 2: Personal history & experience: gastric
Patient ever told they have gastric cancer
- If so, how dx (bx vs gastrectomy), whether told invasive vs indolent (T1A) vs unknown
If gastrectomy, age, indication, findings
- Short term adverse events (AEs)
- Long term AEs, quality of life
- Decisional affirmation/regret
If no gastrectomy
- Plans to get gastrectomy
- Undergoing surveillance?
- If so, short/long term AEs with EGD, quality of life, cost/coverage, travel required
- Decisional affirmation/regret

Domain 3: Personal history & experience: breast (if applicable)
Patient ever told they have breast cancer

- If so, how dx (bx vs mastectomy)

If mastectomy, type, age, indication, findings

- Short term adverse events (AEs)

- Long term AEs, quality of life

- Decisional affirmation/regret

If no mastectomy

- Plans to get mastectomy

- Undergoing surveillance?

- If so, quality of life, cost/coverage, travel required
- Decisional affirmation/regret

Domain 4: Family history and experience with breast and gastric cancer, surgery and surveillance
Family members die of invasive gastric or breast cancer

Family members have short term AEs with gastrectomy or mastectomy

Family members with persistent/prolonged AEs, QOL with gastrectomy or mastectomy

Family members under EGD surveillance?

Family members under breast surveillance?

Domain 5: Perceived lifetime risk of invasive gastric cancer

Sources of information

Trust in sources of information

Perceived lifetime risk of getting invasive cancer if no surgery done, compared to general population
Confidence in this estimation

Perceived factors that increase/decrease risk (endoscopy findings, family history, sex, smoking, age, diet, stress, etc.)

Domain 6: Attitudes, Barriers & Facilitators to Endoscopic surveillance

Factors that influence decision-making: risk of getting/dying from invasive cancer, medical risk of
surgery/surveillance (including risk of missing cancer on surveillance), impact on quality of life, family outcomes,
family advice, anxiety/psychological distress

Potential barriers/facilitators: cost, travel, coverage, access to expertise, frequency of testing, invasiveness of testing
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Figure. Post-card for Direct Patient Recruitment. This postcard will be (1) shared with professional societies to distribute to their members to
share with patients, (2) shared with patient advocacy organizations to share with their members, and (3) posted on social media.

Do you carry a pathogenic variant in

CDH1?

We want to hear from you!

The University of Colorado and The University of Chicago are conducting an online survey to understand
perceptions about gastric cancer risk and attitudes towards different management options.

Sharing your experience will help improve provider knowledge and communication. The goal of this study is to
develop best practices to support patients’ abilities to make well informed decisions.

Who Can Participate? What To Expect?

» Adults over 18 years of age
+ Pathogenic or likely pathogenic variant in CDH1
» Ability to complete an English-language online
survey

» 20-to-30-minute online survey: your specific
experience with CDH1/CTNNA1
+ Results will be de-identified

Get more information and complete the survey > 2

(23 THE UNIVERSITY OF

@]l University of Colorado CHICAGO

Anschutz Medical Campus MEDICINF
Contact us with Questions: gi-cancerpreventionprogram@cuanschutz.edu
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P-001 APC MUTATIGINNDUCED RETARDATION OF TISSUE RENEWAL IS
FUNDAMENTAL TO COLON TUMORIGENESIS

General ResearchAdenomatous polyposis syndromes including FAP
Authors: Bruce Bomah

Institutions: * Cawley Center for Translational Cancer Research, Helen F. Graham Cancer Center &
Research Institute, Newark DE

Background and AimEvery tissugype has a specific rate of renewal that maintains its structural
integrity throughout life. Our Aim is to understand how changes in the rate of tissue renewal underlie
colon cancer development.

Methods / Clinical Presentation / Preliminary Dat&or colon tumorigenesis, we measured kinetic
changes that occur in human and murine intestinal crypts having different APC genotypes.

Results / Discussion / Project Plan and Timeliqgantitative histologic mapping showed that

transitions between the different cell phenotypes are progressively delayed along the axis of APC mutant
crypts. The extent of this delay was greater in homozygous than in heterozygous A& crypts. In
ApcMin/+ mouse intestine, clearance of BrdU from-fadeeled crypts was significantly slower than in
wildtype-Apc mice. Kinetic modeling showed that retarded crypt renewal increases the number of cell
divisions required for differentiation which causes incomplete differentiation and progressive expansion
of the proliferative cell populations.

Conclusions / Requirements for Collaboratiohhus, our findings reveal that APC mutatioduced
retardation of tissue renewal is a key driver mechanism in tumor initiation and development.

Keywords:Colorectal Cancer
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P-002 ETIOLOGY OF EAGNSET CRC: THE ESSENTIAL QUESTIONS

General ResearchEarly Onset Colorectal Cancer
Authors: Bruce Bomah2, Anh Nguyent 2, Chi Zhangt 2

Institutions: 1Cawley Center for Translational Cancer Research, Newark, DE, U.S.A., 2Department of
Biological Sciences, University of Delaware, Newark, DE, U.S.A.

Backgroundand Aim:  3Sy SGA O SiGA2f 238 KI ayé CRCIEBOCRBNEO2 S NB
OdzZNNBy G &dzalLJSOG Aa 3IFdzi YAONROA2YS 69 O2fA FyR 02
explain the surge in other eartynset cancetypes occurring on a global scale.An essential question is

why do somatic APC mutations occur at a relatively young age in EOCRC patients? Indeed, APC mutations

are initiating events in both EOCRC and fateset CRC (LOCRC). Moreover, most other cancer types
FNBIjdSyidfte KFE@S AyFOGAGIGSR 't/ RdzS G2 LINRPY2(3GSN K
cancers (age <50) to have increased APC hypermethylation. So, we surmise that something is retarding

tissue renewal so that somatic mutations are retained instead of being extruded during tissue turnover.

We conjecture that EOCRC involves an essential nutrient required for tissue renewal.

Methods / Clinical Presentation / Preliminary Dat&ccordingly, we investigated the seven essential
vitamins that require adequate dietary intake. Indeed, these vitamins are essential for tissue
homeostasis because germline mutations in their receptors cause birth defects. Furthermore,
populationbased studies report vitamin A deficiency inshoolaged children. Also, vitamin B12
deficiency during pregnancy can cause developmental anomalies. Consequentlyagmahigdividuals
might be prone to any cancémitiating effects of vitamin A or vitamin B12 deficient diets.

Results / Discussion / Project Plan and Timelifr bioinformatics analysis shows a high frequency of

somatic mutations (2#old) in receptors for vitamin B12 (CUBN), vitamin A (retinol), (STRA6), and

retinoic acid (RARG, PPARG) in EOCRCs (<45) vs. LOCRCs. We also found RARG hypermethylation occurs
frequently in EOCRCs (p<0.05).

Conclusions / Requirements for Collaboratiomwo mechanisms may explain how decreased vitamin
based signaling leads to delayed tissue renewal that causes retention of somatic APC mutations in
colonic epithelium:1. Reduced retinoid signaling leads to incomplete differentiation.2. Vitamin B12
depletion amplifies WNT signaling. Thus, we hypothesize that aberrant vitamin A (retinol) or vitamin B12
metabolism and APC mutatienduced activation of WNT signaling arefaotors in promoting EOCRC.

Keywords:early-onset colorectal cancer
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P-003 SOURCES OF HOPE AMONG PATIENTS LIVING WITH FAP
General ResearchAdenomatous polyposis syndromes including FAP

Authors:Emma Churchjames Churéh

Institutions: tEmma Jane Church, 1. Holistic Mental Health Coach, Mental Health & Human Rights
Consultant, Abuse & Trauma Expert, Waco, Texas., 2James Church, 2. Global Center for Integrated
Colorectal Surgery & IBD Interventional Endoscopy, Columbia University Medical Center, Herbert Irving
Pavilion, 161 Ft. Washington Ave., 8th Floor, Roe88@ New York, New York 10032

Background and Aiminstillation of hope is the process of actively fostering a belief in the patient that
positive change is possible, that their suffering has meaning, and that healing can occur even in the
presence of chronic illness or adversity. In the context of chronic hereditary conditions like familial
adenomatous polyposis (FAP), instilling hope can mitigate feelings of helplessness and trauma, helping
patients reframe their identities, reclaim agency, and envision a meaningful life despite their diagnosis.
In this study we present patiemeported data that indicates where hope arises in a life affected by FAP.

Methods / Clinical Presentation / Preliminary Dat# survey of patients with FAP included the open

SYRSR ljdzSadAz2y GKIG FalSRY dal 26 KIFE@S @2dz F2dzy R K2
RAIFIdy2airaKé

Results / Discussion / Project Plan and Timelid&: patients answered the question. 17 gave a

philosophical answer, 9 identified God and prayer, 8 identified family, 6 identified caregivers and 3 said

GKIFIG a20KSNERE YR af2@0Sé¢ A1 FS GKSY K2LISd 2SS LISNF2
subcategories. The responses to be presented reflect a wide spectrum of coping styles and sources of

hope. Despite the chronic and traumatic nature of the disease, participants draw strength from

relational connections, spiritual faith, stoic endurance, medical reassurance, cognitive reframing, and
presentmoment living.

Conclusions / Requirements for Collaboratiohhis qualitative insight underscores the importance of

holistic, relational, and traumanformed care in supporting the mental and emotional Wading of FAP

LI ASydad aSRAOFIT LINRPGARSNE 6Kz O02YYdzyAOF(dS SYLN}: G
adapt are not offering empty reassuraricéhey are engaging one of the most powerful, evidethesed

healing tools in human medicine. You and your team, when you connect with your patients and engage

them in systems of hope, become part of the best most effective treatment.

Keywords:counseling
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P-004 RENAL TRACT ULTRASOUND SURVEILLANCE FORIBOTYAT ED
POLYPOSIS: INSIGHTS FROM 19 YEARS OF CLINICAL PRACTICE

General ResearchAdenomatous polyposis syndromes including FAP

Authors: Lisa Laguardi&, Jared R. Hendren! 2, Mary Kearney?, Margaret O'Malley! 2, Joshua Sommovillat
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Institutions: tSanford R. Weiss, MD Center for Hereditary Colorectal Neoplasia, Department of Colorectal
Surgery, Digestive Disease Institute, Cleveland Clinic, Cleveland, Ohio, United States , 2Department of
Colorectal Surgery, Digestive Disease Institute, Cleveland Clinic, Cleveland, Ohio, United States,

3Department of Gastroenterology, Hepatology, and Nutrition, Digestive Disease Institute, Cleveland

| TtAYAOS [/ tS@StlYyRET hKA2X ! YAGSR {GFrdSaz w5SLI NIYS
Cleveland Clinic, Cleveland, Ohio, United States

Background and AinPrior studies indicate extreolonic manifestations associated with MUTYH
associated polyposis (MAP) may include duodenal adenomas, duodenal cancer, gastric cancer, ovarian
cancer, bladder cancer, and skin cancer. Most guidelines recommend upper and lower endoscopy
surveillance but are silent on surveillance recommendations outside of the gastrointestinal tract. Our
institution identified a trend in the diagnosis of renal cancer in MAP patients and established an
ultrasound surveillance protocol for genitourinary tract cancers. This study aims to assess the results of
this surveillance protocol, and we hypothesize surveillance with renal tract ultrasound is a feasible
option for MAP patients.

Methods / Clinical Presentation / Preliminary Dat& hereditary gastrointestinal cancer registry

database was queried to identify patients with biallelic MUTYH pathogenic variants (PV) or patients with
L2fell2aira yR I FLYAf@ KA&OG2NR 2F O0ALfEtSEtAO0 al ¢, |
evaluation by a provider at our institution. Our institution recommended surveillance ultrasound of the
kidneys, ureters, and bladder for MAP patients starting at time of diagnosis and repeated every 5 years.
Ultrasound information including total number, mean number per patient, frequency, and results were
recorded.

Results / Discussion / Project Plan and Timelidenong 81 MAP patients, 56 (69.1%) had a renal tract
ultrasound, and a total of 125 ultrasounds were completelD4 (83.2%) surveillance and 21 (16.8%)
diagnostic. The median starting age was 53124 The mean number of ultrasounds per patient was
1.6 (SD 1.4) with a median observation time of -BT) years from the time of MAP diagnosis. The
median time between surveillance ultrasounds was 5842) months. 2 (1.9%) patients were diagnosed
with a malignancy on ultrasoungll bladder cancer and 1 renal cancer on ultrasound. Sensitivity and
specificity were 100%, respectively.

Conclusions / Requirements for CollaboratioBur data suggests renal tract ultrasound may be an
effective surveillance method that can be utilized to identify renal and bladder cancers in MAP patients.

Keywords:MUTY Hassociated polyposis, Renal Tract Ultrasound, ecdtanic manifestations
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Figure 1: Outcomes of Renal Tract Ultrasound in an MAP Patient Population

81

MUTYH-associated polyposis

25 (30.9%)

® No renal ultrasound

v

v

56 (69.1%)
Completed renal ultrasound

2 (8.0%)
Cancer diagnosed

y

125

Total renal ultrasounds

104 (83.2%)
Surveillance renal ultrasound

ol i

102 (98.1%) 2(1.9%)
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Renal Cysts: 37 (35.6%)
Renal Stones: 9 (8.6%)
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Hydronephrosis: 3 (2.9%)
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Diagnostic renal ultrasound

21 (100%)
No cancer

Renal Cysts: 11 (52.4%)
Renal Stones: 4 (19.0%)
Other finding: 4 (19.0%)
Hydronephrosis: 2 (9.5%)

Table 2: Performance Characteristics of Renal Tract Ultrasound Surveillance in an MAP

Patient Population

Cancer Present No Cancer Total
Ultrasound 2 0 2
Positive
Ultrasound 0 54 54
Negative
Total 2 54 56
Metric Value
Sensitivity 100%
Specificity 100%
Positive Predictive Value (PPV) 100%
Negative Predictive Value (NPV) 100%
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Table 1: Renal Tract Ultrasound Characteristics

Characteristic

MAP patients (N=81)

Completed renal tract ultrasound, n (%) 56 (69.1%)
Age at start of surveillance, median (range) 53 (24-79)
Number of renal tract ultrasounds per patient, mean 1.6(1.4)
(SD)
Observation time, years, median (range) 7 (0-37)
Months between renal tract ultrasounds, median (range) 44.5 (2-131)
Diagnosed with renal tract cancer, n (%) 4 (4.9%)
Patient completed ultrasound 2(2.5%)
Patient did not complete ultrasound 2 (2.5%)
Renal tract cancer type, n (%)
Bladder cancer 1(1.2%)
Renal cancer 3 (3.7%)
Age at renal tract cancer diagnosis, median (range) 60 (47-67)
Renal tract cancer stage, n (%)
Patient completed ultrasound
Stage 0 (Grade Ta) 1(1.2%)
Stage 4 1(1.2%)
Patient did not complete ultrasound
Stage 1 1(1.2%)
Stage 4 1(1.2%)
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P-005 AN UPDATE ON APC P.11307K HOMOZYGOSITY: OBSERVATIONS FROM 74
INDIVIDUALS FROM A LARGE MULTIGENE PANEL TESTING COHORT

General ResearchAdenomatous polyposis syndromes including FAP

Authors:Marcy E. Richardson?, Taylor Coleman?, Carrie Horton!, Magan Trottier?, Linda Polfus?, Leah
Zaretsky2Aimee Lucds

Institutions: tAmbry Genetics, Aliso Viejo, California, USA, 2lcahn School of Medicine at Mount Sinai,
New York, New York, USA

Background and AimAPC ¢.3902T>A (11307K) is a common pathogenic variant (PV) in the Ashkenazi

Jewish (AJ) population with frequency nearing 4% (gnomAD V4.1.0). Unlike typical PVs in APC, it is

associated with a small (:f@ld) increased odds of colorectal cancer (CRC) in Ashkenazim. The cancer

risk for homozygotes is unknown and published data is based on small samples. This work aims to

jdzt yGAGFGA @GSt e S@IFftdzd 4GS LmonTtyY K2Y2ie3a2Ga8aq OFyOS

Methods / Clinical Presentation / Preliminary Dat&Ve reviewed clinical/demographic data from a
multigene panel (MGPT) tested cohort from May 2@4gil 2024. This includes cohorts of

comprehensive 11307K homozygotes (n=74), select 11307K heterozygotes (n=344), anehtERd
individuals (WT, n=19,810). Individuals with another PV were excluded. Comparisons were made using
CAaKSNXQNa SEI-WDhitneyBtasi ' yR al yy

Results / Discussion / Project Plan and Timelifigte age at testing and age at first cancer in the
homozygotes was older relative to WT (61 vs. 52 years, p<.001 and 58.5 vs. 53 years, p=0.006). Although
there was no difference between homozygote and WT groups for overall cancer or colon polyps, there
was less overall cancer (OR=0.656, p<0.001) and a higher frequency of polyps (OR=1.74, p=0.019) in
heterozygotes versus WT. There were no differences in CRC or multiple primary CRC frequencies in
homozygotes or heterozygotes relative to WT.

Conclusions / Requirements for CollaboratioAbmozygotes did not have a higher odds of CRC versus
WT, however, the expected observation that heterozygotes have increased odds of CRC was also not
observed in this dataset. This could be due to the small effect size of the association in heterozygotes,
bias in recruitment and phenotype reporting in this clinical cohort, the small number of cases available
for this study, and/or other confounding factors including not accounting for ethnic genetic background.
More sophisticated statistical models, including logistic regressions and power calculations, are planned
and may further clarify the risk of CRC in these groups.

Keywords:Colorectal Cancer, 11307K, Homozygous, polyps, Risk
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P-006 EARLY EXPERIENCE WITH CLINICAL SOMATIC MOSAIC APC TESTING FOR
COLONIC POLYPOSIS OF UNKNOWN ETIOLOGY (CPUE)

General ResearchAdenomatous polyposis syndromes including FAP

Authors: Michelle McSweerty Corinne Zradal, Michael Hall*

Institutions: *Department of Clinical Genetics, Fox Chase Cancer Center, Philadelphia, PA, USA

Background and Aim+20% of de novo cases of FAP result from somatic mosaic mutations in APC (1, 2,
3). At FCCC, we offer APC somatic testing of adenomas for patients with > 18 cumulative adenomas
(CPUE) and negative germline testing. Currently, there are no established guidelines regarding which
patients should undergo this testing, or what type of polyps should be sequenced to assess for
mosaicism. Here we describe our early experience with this testing and propose guidance on patient and
specimen selection.

Methods / Clinical Presentation / Preliminary Dat&le started mosaicism testing in November 2023. To
date, five patients met our criteria for and consented to testing. We obtained colonoscopy and pathology
records and selected three adenomas from each patient for somatic NGS throughlmuse

molecular laboratory. Selection of polyps was guided by size and histology, with preference for larger
adenomas (preferred > 10 mm) and with higfade dysplasia (HGD), while also choosing samples from
different regions of the colon and from different colonoscopies over time to avoid the chance of
duplicate specimens.

Results / Discussion / Project Plan and Timelifgtient 1 demonstrated a recurring APC mutation in all

three adenomas, confirming a diagnosis of somatic mosaic FAP (Figure 1). Patient 2 had a sample failure

in two polyps due to insufficient DNA and small polyp size (Table 1). Patients 3 and 4 had no recurring

Lt/ Ydzil GA2yazs adza3a3sSadAiay3a | t2¢ fA1SEAK22R 2F Y24
will be included in the final poster presentation of this abstract.

Conclusions / Requirements for CollaboratioBur early and limited findings suggest that somatic

mosaic FAP may be more likely in patients with profuse polyposis that develops at younger ages. We
propose considering somatic APC testing for patients with >20 adenomas before age 50, or >30 after age
50. Advanced adenomas are preferred, though polyp8 mtim may yield sufficient DNA when larger

ones are not available.

Keywords:mosaicism, FAP, somatic, adenomas, APC, CPUE
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P-007 RESTORING THE FUNCTION OF THE TUMOR SURPRESSOR
ADENOMATOUS POLYPOSIS COLI (APC) IN FAMILIAL ADENOMATOUS POLYPOSI
(FAP) PATIENTS

General ResearchAdenomatous polyposis syndromes including FAP

Authors: Rina Rosif\rbesfeld, Amnon Wittensteint, Michal Caspit

Institutions: 1Gray Faculty of Medicine and Health Sciences, Tel Aviv University, Israel

Background and AimColorectal cancer (CRC) is one of the most common and deadly cancers, with early
screening significantly improving detection in individuals over 50. Approximat&826 of CRC cases are
hereditary, with hereditary polyposis colorectal cancer accountingd6f@ Familial adenomatous

polyposis (FAP), the most common form of HPCC, is primarily caused by germline mutations in the tumor
suppressor gene APC. FAP leads to the development of hundreds to thousands of precancerous
adenomas and carries a high risk for extracolonic tumors. Without intervention, these adenomas
inevitably progress to cancer. Most APC mutations in FAP patients are either nonsense or frameshift
mutations, resulting in loss of function. Nonsense mutations in general contribute to around 11% of all
pathogenic human mutations, spanning nearly 100 genes, and often cause severe syndromes with no
available treatment. This includes diseases such as Rett syndrome, cystic fibrosis, and Duchenne
muscular dystrophy. The aim of this study is to explore the therapeutic potential of nonsense mutation
suppression by promoting premature termination codon (PTC) readthmadgo known as nonsense
suppression with the ultimate goal of restoring functional protein expression in FAP

Methods / Clinical Presentation / Preliminary Dat®revious studies have employed translational
readthroughinducing drugs (TRIDs) such as aminoglycoside antibiotics, which bind to the ribosome and
partially restore fullength protein production.Here, we show that the nontoxic macrolid antibiotics can
resore APC expression and function of the APC protein in CRC cell lines, in FAP derived organoids and in
FAP patients.

Results / Discussion / Project Plan and Timelik#e provide evidence showing that combinations of
different TRIDs and protein translation modifiers can induce restoration of the APC protein, resulting in
reduced oncogenic phenotypes

Conclusions / Requirements for Collaboratiohhe development of safe, effective, and clinically
relevant nonsense suppression therapies remains a critical unmet need. The identification and
optimization of nontoxic TRIDs potentially as single agents or in combinatiois essential for treating
hereditary and sporadic diseases, such as FAP, caused by nonsense mutations.

Keywords:cancer, polyps, APC

78



P-008 EXPANSION OF A WENOWN AFAP KINDRED: GASTRIC POLYPOSIS AND
CANCER RISK

Case reports / Case series
Authors: Samantha BeékCarly Rost?, Jennie Vagher?t, Mehul Trivedit, Deb Neklason?

Institutions: tInherited Cancer Research Shared Resource, Family Cancer Assessment Clinic, Huntsman
Cancer Institute, Department of Internal Medicine, University of Utah, Salt Lake City, Utah, United States

Background and AimiVe present a case series through a fgeneration pedigree within Kindred 439

(K439) and Kindred 353 (K353), a large,-detiumented family with an APC pathogenic variant (PV)
{c.426_427delAT; p.Leuld3Alafs} and a shared common ancestor (Neklason et al, 2008). Familial
Adenomatous Polyposis (FAP), an autosomal dominant hereditary cancer syndrome caused by PV in the
APC gene, primarily predisposes to colorectal polyposis and cancer. However, extracolonic

manifestations particularly gastric polyposis and carcinamare increasingly recognized, with limited

data reported. This case series describes a branch of the large American FAP pedigree K353/K439, where
individuals exhibit segregation and presentation of severe gastric polyposis (>100 polyps) and/or gastric
cancer.

Methods / Clinical Presentation / Preliminary Datén this family branch of 49 members, 27 (55%) were

identified as APC PV carriers through genetic testing, clinical diagnosis, or family reports. Of these, 14

(52%) developed gastric polyposis, with 11 confirmed histologically as fundic gland polyps. The average

age at gastric polyposis detection was 34 (range58% Among those with gastric polyposis, 5 (36%)

developed gastric cancer, with the earliest diagnosis at age 42. Only one underwent gastrectomy post

cancer diagnosis. Six other APZ family members had prophylactic gastrectomies, averaging age 39.
Notably,al4ear2 f R AK2g¢6SR | aid2YlI OK aOFNLISGSRE gA0GK FdzyRA
colorectal polyposis, underscoring the severity of this gastric phenotype. Her father had a prophylactic
gastrectomy in his 30s. See Figure 1 for the full pedigree.

Results / Discussion / Project Plan and Timelifidtis case series highlights severe gastric manifestations
in a family with an APC PV (c.426_427delAT), raising questions about penetrance, modifier genes, and
environmental factors. Ongoing analysis of this branch underscores the need to consider upper
endoscopy screening in FAP patients; while prompts reconsideration of cancer mitigation strategies, as
six individuals underwent prophylactic gastrectomies outside current standard care.

Conclusions / Requirements for CollaboratioRurther research is needed to better evaluate this
familial branch's inheritance patterns, modifiers, surveillance and management strategies.

Keywords:gastric polyposis, FAP, gastrectomies, pedigree, prophylactic gastrectomy, gastric cancer,
penetrance
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Figure 1:
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P-009 MLHILYNCH SYNDROME PRESENTING AS MALE BREAST CANCER (MBC):
RARE CASE REPORT

Case reports / Case series

Authors: Luis Leonardo Flordsagunes Uri Tabori2, Carolina Moliraaray?, Marco Jimen&2livares?,
Karol CarillésSanchez?, Daniel Motekuba3, Carmen AlagZzersont

Institutions: tLaboratory of Genomic Diagnostics, National Institute of Genomic Medicine, Mexico City
14610, Mexico., 2Division of Haematology/Oncology, The Hospital for Sick Children, 555 University
Avenue, Toronto, ON, Canada, M5G 1X8, 3Private Consultation, Oncology Consultation, Mexico City,
Mexico.

Background and AimMale breast cancer (MBC) is rare, accounting for <1% of cancers in men. It is

primarily associated with pathogenic variants in the BRCA2, PALB2, CHEK2, or PTEN genes. Breast cancer
risk associated with Lynch syndrome (LS) remains a controversial topic. We report here a male patient

with breast cancer due to an MLHE that was successfully treated with immunotherapy.

Methods / Clinical Presentation / Preliminary Dat& 40yearold male patient presented with breast

cancer. Praesting genetic evaluation reveals a familial history of cancer suggestive of LS: pancreatic
cancer in the patient's father and colorectal cancer in his brother. Multigene panel genetic testing
identified the NM_000249.3(MLH1):c.555 556delAC(p.His186GInfsTer5) pathogenic variant. Since the
patients developed metastasis, tumor profiling was performed to search for therapeutic options. MSI

high, TMB>16, and the genomic signature of LS were identified in the tumor. Since the FDA approved the
use of pembrolizumab for patients with MBigh solid tumors that cannot be surgically removed or have
spread, treatment with pembrolizumab was initiated. The patient achieved a complete response to
pembrolizumab, with no evidence of disease recurrence at last fallow

Results / Discussion / Project Plan and Timelifidie NCCN guideline does not currently include breast
cancer screening as a standard recommendation for LS patients. However, a modestly increased risk of
breast cancer in LS patients, particularly those with MLH1 or MSH2 mutations, has been suggested.
Mismatch repair deficiency (MMRD) was confirmed in the MBC case reported here, leading to the
identification of a therapeutic option that resulted in a complete response and disease remission.

Conclusions / Requirements for Collaboratiohhe case reported here supports that breast cancer,
although rare, could be developed as part of the tumor spectrum caused by-kéla#dd LS. The
immunotherapy treatment could lead to disease remission in these patients if MMRD is confirmed by
tumor profiling.

Keywords:Male breast cancer, MLH1, Lynch syndrome,-M& solid tumor, Treatment
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P-010 GASTRIC ADENOCARCINOMA AND PROXIMAL POLYPOSIS OF THE
STOMACH (GAPPS): A CASE REPORT FOR A RARE SYNDROME

Case reports / Case series
Authors: Kiran Gangwahj Arelis Marti#Negron?

Institutions: *Clinical Genetics, Miami Cancer Institute, Baptist Health South Florida, Miami, Florida,
United States of America

Background and AimGastric Adenocarcinoma and Proximal Polyposis of the Stomach (GAPPS) is a rare,
autosomal dominant syndrome caused by pathogenic variants in promoter 1B of the APC gene. First
described in 2012, GAPPS is characterized by numerous polyps and dysplasia confined to the stomach
body and fundus. Its prevalence, penetrance, and expressivity remain unclear.

Methods / Clinical Presentation / Preliminary Dat& 63yearold white Hispanic woman of Cuban

ancestry sought evaluation after her-2@arold daughter was diagnosed with diffuse gastric polyposis

and tested positive for a likely pathogenic APC promoter 1B variab®{d.>G) and a pathogenic

MUTYH variant (c.1187G>A). The patient reported a family history of colon cancer (father at age 75 and
paternal uncle in his 50s), eatnset breast cancer (paternal cousin), and stomach cancer (maternal
grandmother at 88). Her own endoscopy in 2012 showed benign sessile polyps in the stomach body; by
2024, followup endoscopy showed diffuse polyposis in the body and fundus. The patient tested positive
for the same variants as her daughter and was referred to surgical oncology for consideration of
prophylactic gastrectomy.

Results / Discussion / Project Plan and Timelifiétis case emphasizes the potential for GAPPS

underdiagnosis even with routine endoscopies, as the patient wad\dsIf SNNB R RdzS (G2 KSNJ F
results in 2024 despite personally having stomach polyps in 2012. It also illustrates how different the
ageof-onset can be between family members. For those with GAPPS, current NCCN guidelines

recommend annual endoscopy from age 15 and consideration of prophylactic gastrectomy from age 20.
However, gastric polyposis is not explicitly included in their referral criteria for germline evaluation.

Conclusions / Requirements for CollaboratioAs access to germline testing expands and detection of
APC promoter 1B variants improves, increased diagnosis of GAPPS is likely. There is a need for
standardized referral and testing criteria, and for increased awareness of GAPPS amongst
gastroenterologists and other providers so that patients may be tested and managed in a timely manner.

Keywords:GAPPS, gastric polyposis, APC, APC promoter 1B, gastric cancer
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P-011 A PATIENT WITH AN IDENTICAL SOMATIC MLH1 MUTATION IN TWO
METACHRONOUS LYNEFSOCIATED TUMORS: A CASE OF SUSPECTED
CONSTITUTIONAL MOSAICISM

Case reports / Case series
Authors: Kiran Gangwahj Arelis Marti#Negron?

Institutions: 1Clinical Genetics, Miami Cancer Institute, Baptist Health South Florida, Miami, Florida,
United States of America

Background and AimLynch syndrome (LS) is a hereditary cancer syndrome caused by mutations in DNA
mismatch repair (MMR) genes. De novo MMR mutations and constitutional mosaicism in LS are rare.
Here we describe a patient with two4aSsociated tumors harboring the same somatic MLH1 mutation

and negative germline testing.

Methods / Clinical Presentation / Preliminary Dat& 63yearold woman of Venezuelan ancestry

presented with endometrial adenocarcinoma and a history of ovarian cancer at age 53.

Immunohistochemistry showed loss of MLH1/PMS2 in both tumors, with no MLH1 promoter

methylation. Tumor sequencing in 2024 identified the same pathogenic MLH1 variant (c.493delG) in

both tumors, with variant allele frequencies of 67% (ovarian) and 54% (endometrial). Despite the high

allele frequencies suggestive of germline origin, germline testing was negative for this MLH1 variant in

the patient, her unaffected daughter, and hergdar2 f R 42y @A GK O2f 2y OF yOSN® ¢
retained MMR protein expression. Tumor testing revealed three APC variants (p.I11307K, p.11307fs,

p.L954%), and germline testing confirmed the moderaittk APC p.11307K variant, inherited from his

unaffected Ashkenazi Jewish father.

Results / Discussion / Project Plan and Timelifiéte recurrence of the same MLH1 mutation across two

LS tumors in the patient, along with negative bldmked germline testing, raises suspicion for

constitutional mosaicism of LS confined to certain tissues arising from the mesoderm. Additional testing

on alternative mesoderAfRS NA SR (A adadzSa YIe KStLI O2yFANY (GKAAOD
p.11307K mutation combined with somatic APC variants explains hisozesdy colon cancer.

Conclusions / Requirements for Collaborationhis case highlights the importance of performing both
tumor and germline testing when evaluating suspected LS. It also illustrates the challenges that arise
when test results are inconsistent. In the absence of clear guidelines for managing mosaic LS, patients
and their relatives may face either insufficient or overly aggressive surveillance. Depending on the
tissues involved, standardized management recommendations may be necessary to guide care in these
complex situations.

Keywords:Lynch syndrome, constitutional mosaicism, mosaicism, tumor testing, germline testing
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P-012 GERMLINE MLH1 PROMOTER VARIANTS CAN CAUSE LYNCH SYNDROME
CANCERS DISPLAYING MLH1 HYPERMETHYLATION WITH OR WITHOUT
CONSTITUTIONAL MLH1 METHYLATION.

Case reports / Case series

Authors: Megan Hitchins2, Rocio Alvarez!, Gabriela Felix! 2, Francesca P. Aguirret, Lisa Zhou?, Stephanie
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Institutions: :Department of Biomedical Sciences, Cedimnai Medical Center, Los Angeles, California,

USA, 2Department of Cancer Epidemiology, H. Lee Moffitt Cancer Center, Tampa, Florida, U4sléHigh
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Genetics and Prevention, Dafrarber Cancer Institute, Harvard University, Boston, Massachusetts, USA,
sCancer Genetics Risk Assessment Program, St. Vincent Health, and Ascension, Indianapolis, Indiana,

I { ! Z -Risk Gadder Genetics Program, New England Cancer Specialists, Portsmouth, New Hampshire,
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Background and AimA significant proportion of patients with clinicopathologically suspected Lynch
syndrome (LS) remain genetically unexplained after germline 1gertte panel testing (MGPT).
Secondary testing for constitutional MLH1 methylation (epimutation) is performed in selected patients
with MLHZdeficient tumors. However, MGPTs do not fully interrogate the MLH1 promoter region (only
the epimutationassociated e27C>A). We continue to screen for constitutional MLH1 methylation and
promoter variants in patients presenting with MLUigdéficient cancer <60 years with negative MGPT
results and/or tumor MLH1 hypermethylation for alternative causes of LS.

Methods / Clinical Presentation / Preliminary DatdLH1 promoter was Sanger sequenced and
methylation status tested by pyrosequencing and methylatipecific dropledigital PCR in DNA from
blood leukocytes and/or saliva, buccal, tumor and adjacent normal tissues. Allelic expression was
measured in RNA by pyrosequencing at coding SNP c.655A>G.

Results / Discussion / Project Plan and Timelifeoband 1 had no cancer family history but developed
MLHZXdeficient endometrial cancer at 38 years. Her MGPT was negative, but promoter sequencing
revealed the previously reported-42C>T variant. Her tumor showed MLH1 hypermethylation and loss
of-heterozygosity of the wildtype allele. Constitutional MLH1 methylation was undetected in various
normal tissues. Allelic expression was reduced to 70% in saliva RNA from two unaffected carrier relatives
and the mother, who developed multiple adenomas at 56 years. Proband 2 developed colon cancer at 31
years and had a significant family history. Her cousin developed ovarian (endometrioid) cancer at 33
years. Both their MGPTs were negative. Both their tumors displayed {déftlency, hypermethylation,

and lossof-heterozygosity. We found a promoter microdeletion linked in cis to mosai8§%0)

constitutional MLH1 methylation and reduced (15%) allelic expression. Extended testing in relatives
showed the microdeletion cosegregated with constitutional methylation and cancer.
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Conclusions / Requirements for Collaboratiohhese cases indicate some MLH1 promoter variants

cause LS featuring MLHWYpermethylated tumors. They illustrate firstly, that tumor MLH1
hypermethylation does not necessarily rule out LS, and secondly, the need for comprehensive coverage
of the MLH1 promoter region in MGPTSs.

Keywords:Lynch syndrome, MLH1, Promoter, Constitutional methylation, Promoter variants
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P-013 CASE REPORTS OF THERAPY ASSOCIATED POLYPOSIS IN PEDIATRIC
CANCER SURVIVORS

Case reports / Case series
Authors: Sue JaspersénAndrea Stacy?, Kaylin Kyte2, David Rudnick3, David Wilson?, Katie Gettinger?

Institutions: *Department of Pediatrics, Division of Hematology and Oncology, Washington University
School of Medicine, St. Louis, MO 63110 USA, 2Department of Pediatrics, Division of Genetics and
Genomic Medicine, Washington University School of Medicine, St. Louis, MO 63110 USA, 3Department
of Pediatrics, Division of Gastroenterology and Nutrition, Washington University School of Medicine, St.
Louis, MO 63110 USA

Background and AimChildhood cancer survivors have treatmeelated risks that require lifelong
Y2YAG2NRAY TP t SRAFINRAO A dzZNDADB2NBKALI Of AyAOa- dzi At Al
up and National Comprehensive Cancer Network (NCCN) Survivorship Guidelines to direct surveillance,
including colonoscopy screening. Current recommendations from COG and NCCN suggest colonoscopy
every 5 years beginning 5 years after radiation or at age 30 (whichever occurs last) in patients who were
exposed to abdomen, pelvis, spine, or total body irradiation (TBI). NCCN recommends that all childhood
cancer survivors with a history of chemotherapy (without radiation) start colonoscopy 10 years after
chemotherapy or at age 35 (whichever occurs last). Our aim was to review our cancer survivors to

determine if there are patients who may require colonoscopies at a younger age.

Methods / Clinical Presentation / Preliminary Dat# this case series, we present three childhood and
young adult cancer survivors who developed colon polyps in their late teens or early twenties. All three
developed gastrointestinal symptoms including abdominal pain, diarrhea, and hematochezia within 10
years of completing their cancer treatment which prompted earlier than recommended colonoscopies
and the discovery of at least one tubular adenoma as well as sessile serrated and pedunculated polyps.
None of the three had a family history of colon cancer, and all three had negative germline genetic
testing.

Results / Discussion / Project Plan and Timelifigo of the 3 patients had astrocytoma, and one had
relapsed Tcell acute lymphoblastic leukemia. Each was treated with a cyclophosphamide equivalent
dose (CED) between 7,31P,817 mg/m2; one received TBI and spinal boost. Collectively, this suggests
that their polyp history can be attributed to therapy associated polyposis, likely associated with
alkylating agents.

Conclusions / Requirements for Collaboratiovle propose that patients treated with high CED and/or
radiation to abdomen/pelvic area may benefit from colonoscopy screening earlier than the published
guidelines recommend for detection of precancerous polyps associated with their childhood cancer
treatment.

Keywords:cancer, polyposis, therapy associated polyposis
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P-015 DISCORDANT GERMLINE RESULTS AND CLINICAL PRESENTATION
IMPACTING CLASSIFICATION OF AN STK11 VARIANT

Case reports / Case series
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Institutions: *Clinical Cancer Genetics Program, The University of Texas MD Anderson Cancer Center,
Houston, TX, United States, 2Department of Clinical Cancer Prevention, The University of Texas MD
Anderson Cancer Center, Houston, TX, United States, 3Department of Colorectal Surgery, The University
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Hepatology, and Nutrition, The University of Texas MD Anderson Cancer Center, Houston, TX, United
States

Background and AimPeutzJeghersyndrome (PJS) is a hereditary cancer syndrome caused by STK11
germline mutations, characterized by mucocutaneous pigmentation, hamartomatous polyps, and high
cancer risks. We describe a family with an STK11 likely pathogenic variant (LPV) yet no clinical features of
PJS, and how this impacted variant classification.

Methods / Clinical Presentation / Preliminary Dat& 36year old unaffected female underwent

germline panel testing due to family history of maternal aunt with ovarian cancer. She was identified to
have an STK11 LPV described as ¢.1042del. She had no mucocutaneous pigmentation nor
hamartomatous polyps identified via endoscopy or colonoscopy. Familial testing identified the variant in
her maternal haksister, confirming maternal inheritance and their mother as an obligate carrier. Neither
had reported PJS features, with absence of hamartomatous polyps confirmed via colonoscopy/pathology
reports. Given high penetrance of PJS and discordant familial presentation, variant classification was
explored with the performing laboratory, which did not previously have variant segregation or

phenotype data. Based on clinical presentation, the variant was downgraded to variant of uncertain
significance (VUS).

Results / Discussion / Project Plan and Timelifigee STK11 variant was initially classified as LPV due to
predicted nonsensenediated decay (NMD) based on a 1999 publication describing a downstream

B NAFYyG OFrdAaAy3d twW{ o00®dmHnNnc! e d | 26 SOHSNE ba5 KI &
orthe 1999NB L2 NIISR O NA I yis 6KAOK IINB 020K f20FGSR i
exons). PJS has high penetrance with no reported cases of unaffected STK11 carriers and therefore lack

of PJS features in this family contributed to downgrade to VUS, having significant implications on
management and cascade testing recommendations.

Conclusions / Requirements for Collaboratio@linical data, including phenotype and variant
segregation, should be used to inform variant classification and impact patient care. Clinicians can
partner with testing laboratories especially in cases of discordant germline results and clinical
presentation.

Keywords:variant classification, STK11, Pedéghers syndrome
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P-016 MICROSATELLITE INSTABILITY HIGH)MSLORECTAL CANCER (CRC)
ASSOCIATED WITH A GERMLINE PATHOGENIC VARIANT (GPV) IN BRCA1

Case reports / Case series

Authors: Devang NamjoshiMichael J Hallt, Eric Tetzlaff!

Institutions: tFox Chase Cancer Center, Philadelphia, PA, USA, 2Saint Vincent Hospital, Worcester MA,
USA

Background and AimMSIH CRC primarily occurs sporadically, w/~20% occurring in pts w/Lynch
syndrome/LS due to a gPV in a mismatch repair (MMR)/LS gend¢i IBC is highly responsive to
immunotherapy, but management of breakthrough disease remains uncertain.

Methods / Clinical Presentation / Preliminary Dat&Ve present a patient w/MSH rightsided CRC and
BRCA1 gPV.

Results / Discussion / Project Plan and Timelide52F without personal history presented

w/abdominal pain and 10 pound weight loss. CT revealed multiple bulky necrotic abdominal masses,
w/biopsy showing mucinous adenocarcinoma, likely colorectal. Colonoscopy confirmed a partially
circumferential norobstructive cecal mass. PET/CT revealed agoléh and peritoneal masses (SUV14

15). Initial locallyperformed universal LS screening showed equivocal loss of MLH1/absence af PMS2
both BRAF V600E and MLH hypermethylation were negative. Subsequent commercial NGS reported MSI
H w/TMB 36 mut/Mb, and PVs in BRAF V600E(VAF22%), RNF43 G659fs(VAF44%), MSH6
F1088fs(VAF10%) but low LOH (~5%). Pembrolizumab g3 weeks produced marked clinical improvement
@1 month and near complete response @9 months. However, @1lyear CT revealed a new 2 cm splenic
hilar node that was PET avid (SUV13), while the treated CRC primary and abdominal masses were not
avid. Surgical resection of the splenic node and the R colon was undertaken 1.5 years after diagnosis:
final path showed a metastatic splenic node deposit and a R colon with no tumor identified but a single
positive pericolonic lymph node (1/22). Germline testing was LS negative but revealed a BRCAL PV (del
exon2023) that was not identified by previous tumor NGS.

Conclusions / Requirements for Collaboratiohhis case highlights a rare MSICRC, w/BRAF V600E+
but somatic MLH1 hypermethylation( LS{), and an occult (tumor NGS negative) germline BRCAL PV.
Remarkably, surgery to remove a solitary sanctuary metastasis in the splenic hilum incidentally led to
removal of a PEdccult pericolonic node at the primary site, highlighting the potential value of
consolidative surgery after immunotherapy even in patients with complete radiographic response.

Keywords:MSHH, Colorectal Cancer, immunotherapy, brcal
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Results with Therapy Associations

BIOMARKER |METHOD| ANALYTE | RESU THERAPY ASSOCIATION Eg:&““"

dostarlimab

Mismatch Repair
Status

BRAF

MSI

TMB

ERBE2 (Her2/Neu)

Genes Tested with Pathogenic or Likely Pathogenic Alterations

IHC Protein
Seq DNA-Tumor
Seq DNA-Tumor
Seq DNA-Tumor
IHC Protein

Deficient (Loss)

BENEFIT
Pathogenic Variant

Exon 15 | p.V60OE

High
High, 36 mut/Mb

Negalive | 0

BENEFIT

nivolumab, nivolumab/ipilimumab
combination, pembrolizumab

cetuximab + encorafenib

vermnuralenibydabralenib monotherapy

9033y, nivolumab, nivolumab/ipilimumab
combination, pembrolizumab

IS G0 pembrolizumab

lapatinib, pertuzumab, trastusumab

Level 2

Level 2

Level 3

Level 2

Level 2

Level 2

DNA-Tumaor Pathogenic Variant pS14650s 4393 _439%4dupAG
Seq DNA-Tumor Pathogenic Variant pP224(s 1 c671delC 23
ARID1A
Seq DNA-Tumor Pathogenic Variant p.P1468s 18 c4403delC 22
ATM Seq DNA-Tumor Pathogenic Variant pk2811(s 58 cB432delA 24
AXINZ Seq DNA-Tumor Pathogenic Variant p.GEASIE & c.1994delG 22
ERAF Seq DNA-Tumor Pathogenic Variant pNMGOOE 15 C1799T>A 22
CASP Seq DNA-Tumor Likely Pathogenic Variant pP411L 9 c1232C-T 25
FANCM Seq DNA-Tumor Pathogenic Variant pM1336Ms 14 cA005delA 23
KMT2C Seq DNA-Tumor Pathogenic Variant pM2707(s 38 c.8119%delG 22
Seq DNA-Tumor Pathagenic Variant p.R29680 34 € 8903delC 1
KMT2D Seq DNA-Tumor Pathagenic Variant p.G12350s 1l c3704delG 21
Seq DNA-Tumor Pathogenic Variant pRB4ASMS 10 €.2533delC 22
MSHE Seq DNA-Tumor Pathagenic Variant pF1088(s 5 c3261dupC 10
NSO Seq DNA-Tumaor Pathagenic Variant pV1486(s 10 cA455deld 22
RMNF43 Seq DNA-Turmer Pathagenic Variant p.Ge59s 9 c.1976delG 44
SETD2 Seq DNA-Tumor Pathagenic Variant pR1407(s 3 cA421%delA 23
STKI Seq DNA-Tumor Pathagenic Variant p.E57ls 1 c.169delG 20

89



P-017 MEASURING PREFERENCES FOR DIETARY PREVENTION INTERVENTIONS
AMONG PATIENTS (PTS) WITH LYNCH SYNDROME (LS)

General ResearchLynch syndrome

Authors: Devang NamjoshiEmma Riggs?, Yana Chertock?, Michael J Hall*

Institutions: tFox Chase Cancer Center, Philadelphia, PA, USA, 2Saint Vincent Hospital, Worcester, MA,
USA

Background and AinLS is characterized by increased lifetime risk of multiple CA types. While intensive
screening can lower risk of LS CAs, additional preventive measures could further benefit motivated pts.
Our recent study (JCO Precision Oncology 2024) found that pts with LS only modestly uptake ASA/NSAIDs
for CA prevention. Here, we examine perceptions of dietary interventions for prevention of LS CAs.

Methods / Clinical Presentation / Preliminary Dat2REVENTLynch participants completed an online

survey about screening behaviors and CA prevention preferences. Pts were recruited through the Fox
Chase Risk Assessment Program Registry and through online announcements by LS advocacy groups. Pts
rated five dietary interventions: resistant starét, vitamin supplementgS, online nutritional feedback

NF, intermittent fastingF, and low inflammatory index dietD (610, lowto-high) for perceived

convenience, side effects concerns, reassurance to reduce CA risk, and research participation interest,
benchmarked to annual colonoscopy (CO). Score differences were evaluated by Wilcoxon rank sum.

Results / Discussion / Project Plan and Timeliferticipants (n=280) were diverse by age,

state/country (39 states; 15% nddS residents) but predominantly female (84%)/white (92%). VS(1.77),
NF(1.94) and RS(2.00) were more convenient than CO(3.40)(p<0.001). Perceived side effects of
ONF(1.81)(p<0.001) were lowest compared to CO(2.46), especially among US pts (1.78)$s non
(2.31)(p<0.05). CO reassurance (8.25) was significantly higher than all proposed interventions (VS 5.04,
RS 4.85, ONF 5.72, LID 5.04, all p<0.001). Notably, pts w/neoplasia history expressed lowest reassurance
from 1IF(4.73, p<0.001), while ndWS participants rated VS(3.49 vs 5.28), IF(4.08 vs 5.10) and LID(4.4 vs
5.24)(all p<0.001) significantly less favorably than US pts. Research interest was highest for RS(7.31) and
NF(7.06) and lowest for IF(6.31). Pts w/neoplasia history had higher interest in research of VS(7.21) than
those without (6.60)(p<0.05).

Conclusions / Requirements for CollaboratioDietary interventions show promise as loisk adjuncts

to CO surveillance w/favorable acceptability among LS pts. Our findings highlight the value of measuring
pt preferences when developing risiéducing interventions to maximize reabrld uptake and

downstream effectiveness.

Keywords:Lynch syndrome, dietary, cancer prevention
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P-018 CLINICAL AND MOLECULAR CHARACTERISTICS OF YOUNG ADULT
PANCREATIC CANCER: A SINRENERE REVIEW

General ResearchPancreatic cancerelated syndromes

Authors: Devang NamjoshiDeborah Grace?, Michael Hall2

Institutions: tSaint Vincent Hospital, 2Fox Chase Cancer Center

Background and AimPancreatic cancer (PC) incidence continues to rise globally-dbsgy PAC (eoPC),

defined as PC diagnosed <50 or <55, have distinct pathologic and clinical features which remain poorly
characterized. Young adult PC (yaPC) diagnosed under the age of 40 is exceeding rare, representing only
<5% of PC. Recent studies have documented a 4% increased incidence of yaPC since the year 2000. Here,
we review clinical characteristics of n=10 patients (pts) w/yaPC.

Methods / Clinical Presentation / Preliminary Dat&lYe conducted a retrospective ¥@ar EHPbased
review for pts diagnosed w/yaPAECFox Chase Cancer Center (22024). Demographics, medical
history, clinical presentation, treatment, germline/somatic genetic results, and outcomes were collected.

Results / Discussion / Project Plan and Timeliien pts met inclusion criteria. Median age at diagnosis

of PC was 35 years. 50% were female, and reported race/ethnicity included 40% African American(AA),
40% Caucasian and 20% Hispanic. Family history of malignancy was present 9/10 pts, and 6/10 reported
a 1stdegree(n=1), 2nddegree(n=2) or 3rddegree(n=3) relative w/PC. Four women (2 AA, 2 Hispanic) had
pseudopapillary neoplasm of the pancreas either in the pancreatic body(n=1) or taik@i43yere

cured surgically, 1 died of metastatic disease. 6 pts had pancreatic adenocarci@dénaere

inoperable at diagnosis, while 3 underwent Whipple resection after neoadjuvant chemotherapy;

however, 2/3 recurred in the liver. All pts having MMR testing were MSS (7/7). Germline testing was
performed in 7/10: one PV in ATM(c.8266A>T) and a VUS in NBN(c.935T>C) were identified. Somatic PVs
were identified in 4 pts (TSC1, CHD7, EWSIfusion, ATM and SMAD4). Patient with PV in
ATM(c.8266A>T) diagnosed 8/2023 has been on a clinical trial of an ATR kinase inhibitor for >1year
w/stable disease.

Conclusions / Requirements for CollaboratioyaPC represents a unique subset of PC w/rising incidence
and includes both lowand highgrade cancers. Prognosis for yaPC w/adenocarcinoma is poor even for
very young pts, though clinical trials of targeted inhibitors show promise.

KeywordsPancreatic, young adults, eaidyset
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P-019 MOSAICISM IN SMAPA CASE REPORT

Case reports / Case series
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Background and AimA clinical diagnosis of Juvenile Polyposis Syndrome (JPS) is defined by > 5 colonic
juvenile polyps, multiple juvenile polyps throughout the gastrointestinal tract, or >1 juvenile polyp with a
family history. Pathogenic Variants (PV) in BMPR1A or SMAD4 are found in 50% of individuals with a
clinical diagnosis of JPS. Limited case studies on SMAD4 mosaicism exist, and phenotypes vary. We
present a case of SMAD4 mosaicism.

Methods / Clinical Presentation / Preliminary Datdlale with Syear history of rectal bleeding was

scoped at age 33. No pertinent family history. Germline-gamcer panel was negative for PV. Paired
polyp-germline testing identified the same SMAD4 exeh25deletion in two polyps and at blood levels
consistent with constitutional mosaicism. Gastrointestinal Phenotype: Esophagus and duodenum
normal. 6 gastric polyps; 20 mm; pathology hamartomatous. Colon phenotype: 22 polyps found on 3
colonoscopies. Size42 mm; pathology inflammatory, juvenile, hamartomatous. Recurrent epistaxis and
an agitated shunt study that is positive, which is possible Hereditary Hemorrhagic Telangiectasia based
on Curacao criteria.

Results / Discussion / Project Plan and TimeliS&\AD4 constitutional mosaicism is almost always de
novo. Presentation is rare, and phenotype is variable which may lead to delayed diagnosis.

Conclusions / Requirements for Collaboratiolm cases with phenotypic JPS, patients may need paired
polyp-germline testing to find mosaic mutations that germline testing failed to detect. These results
impact clinical management and guide risk assessment for family members. Furthermore, surveillance
with specialists is essential in caring for these individuals.

Keywords:Hamartomatous, mosaicism, juvenile polyposis, genetic counseling, somatic testing
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P-020 SERRATED POLYPS SEGREGATING IN FAMILY MEMBERS WITH A CO
OCCURRING BRCA1 PATHOGENIC VARIANT AND RNF43 VARIANT OF UNKNOWN
SIGNIFICANCE (VUS)

Case reports / Case series
Authors: Julie Pfeffet, Kimberly Hilfrank2, Fay Kastrinos?, Elana Levinson?

Institutions: tProgram in Genetic Counseling, Vagelos College of Physicians and Surgeons, Columbia
University, New York, New York, USA, 2Department of Medicine, Division of Digestive and Liver Diseases,
Herbert Irving Comprehensive Cancer Center, Columbia University Irving Medical Center, New York, New
York, USA

Background and AimBRCA1 and RNF43 are both tumor suppressor genes located on chromosome 174.
Pathogenic variants in RNF43 have been identified as a rare cause of serrated polyposis syndrome (SPS);
however, its interactions with other tumesuppressor genes has been poorly characterized.

Methods / Clinical Presentation / Preliminary Dat&lVe present a case of a healthy-$éarold female

who presented to the highisk colorectal cancer clinic one week after a diagnosis of early onset

metastatic colorectal cancer in her identical twin sister. Our patient and her sister were found to have a
pathogenic BRCAL variant ¢.68_69delAG, (p.E23Vfs*17) and an RNF43 VUS ¢.575C>T (p.P192L). The
RNF43 VUS has conflicting classifications of pathogenicity, with some labs classifying it as benign or likely
benign. On colonoscopy, the patient was found to have 2 sessile serrated polyps. Family history was
unrevealing of other relatives with colorectal cancer. Further segregation testing revealed that the

.w/ M BENREYG gl a LI OGSNYyFrffte AYKSNAGSR yR GKS whb
mother has a history of 1 hyperplastic polyp on colonoscopy. Their other sister was found to be BRCA1+

and RNF43 with 1 hyperplastic polyp on colonoscopy.

Results / Discussion / Project Plan and Timelimeb Cno Qa y I 0dzNB A& adAatt o0SAy3
susceptibility gene for SPS. Further review of the literature yielded a study of a family with familial

colorectal cancer type X (FCCTX) in which 4 out of 7 individuals who inherited both a familial pathogenic
BRCAL variant and RNF43 variant developed colorectal cancer. The authors suggest a possible digenic
inheritance of BRCA1 and RNF43 resulting in higher risk for colorectal cancers.

Conclusions / Requirements for CollaboratioBegregation of BRCAL1 and RNF43 variants in individuals
with early-onset colorectal cancer and with sessile serrated polyps suggest a possible increased risk of
colorectal cancer when inherited together.

Keywords:serrated polyps, Colorectal Cancer, BRCA

93



BRCA1/RNF43 E orostate cancer E colorectal cancer |] melanoma

EEAJ EEAJ
d. 60s d. 80s d. 80s d. 80s
no cancer no cancer prostate ca dx 60 no cancer

melanoma dx 60
unknown primary dx 82

O O

&7 B9 63
BRCA1+ prostate ca dx 63 colonoscopy g5: 1 hyperplastic polyp
no cancer colonoscopy: 1 polyp RNF43 VUS
BRCA1+
N 36 36 32
colonoscopy at 36: 2 S5As  CRC dx 36 colonoscopy at 32: 1 hyperplastic polyp
BRCA1+ BRCA1+ BRCA1+
RNF43 VUS RNF43 VUS

unknown primary

94



P-022 LYNCH SYNDROME CAUSED BY¥AWERZCL GENE CONVERSION

Case reports / Case series

Authors: Rhianna Urbah Megan Bishopt, Darcy Huismann?, Carrie Lahner?, Laura Rust2, Myra Wickz2,
Sounak Guptat, Wei Shent

Institutions: 1Department of Laboratory Medicine and Pathology, Mayo Clinic, Rochester, MN ,
2Department of Obstetrics and Gynecology, Mayo Clinic, Rochester, MN

Background and AimLynch syndrome (LS) risks, surveillance, and testing methods differ considerably
based on the implicated gene. Most notably, the identification of Plsl&®ciated LS presents many
challenges. High sequence homology between PMS2 and one of its pseudogenes, PMS2CL, creates
technical difficulty distinguishing between-t&using PMS2 and nonfunctional PMS2CL variants.
Additionally, while individuals with MLH1 or MSH2 variants may have striking personal/family histories
that aid in variant interpretation, families with PMS2 variants often exhibit lower penetrance, later onset
of tumor development and an overall more subtle clinical presentation.

Methods / Clinical Presentation / Preliminary Dat&terein, we describe an individual referred for

testing in our laboratory for disambiguation of uncertain results obtained from an outside laboratory.
Previous testing identified a potential deletion of PMS2 exon 11 but was inconclusive regarding whether
this deletion occurred in PMS2 or PMS2CL. Additionally, while the patient had a personal history of
sebaceous adenoma, the remaining personal/family clinical history was not overtly suggestive of LS.

Results / Discussion / Project Plan and Timelihengrange PCR performed by our lab identified a

hybrid allele, in which exons 115 of the PMS2 gene were converted to PMS2CL sequence, resulting in a
frameshift in exon 11. This variant results in early termination and is expected to undergo nonsense
mediated decay, confirming a diagnosis of LS for this individual

Conclusions / Requirements for Collaboratiohhis case highlights the importance and complexities of
G§SaiAy3a 0Q SE2ya 2F ta{Hd ! OO0dzNI G§S RSGSNNAYI GAZY
important for patients and their families to receive correct diagnosis, appropriate faljptesting

and/or surveillance if warranted. Methodologies such as imamgge PCR may aid in disambiguation

between PMS2and PMS2Chssociated variants, though routine supplemental testing may increase

costs and turnaround time. Cases such as this one highlight the need for more sophisticated, scalable

and costeffective workflows to aid in PMS2 testing.

Keywords:Lynch syndrome, PMS2, PMS2CL, gene conversion
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P-023 PAIRED GERMUSEMATIC PROFILING TO DETERMINE DRIVERS OF
OVARIAN CANCER IN THE SETTING OF CONCURRENT PMS2 AND RAD51D
GERMLINE PATHOGENIC VARIANTS

Case reports / Case series

Authors: Cara Watersoh Christina Curtin2, Kelsey Breen?, Elise Fialal, Nikita Mehta3, Bree Martin3,
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Institutions: *Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY, USA,
2Department of Surgery, Memorial Sloan Kettering Cancer Center, New York, NY, USA , 3Department of
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Kettering Institute, Memorial Sloan Kettering Cancer Center, New York, NY, USA

Background and AimGermline pathogenic variants (gPV) in PMS2 and RAD51D increase the risk of
ovarian cancer (OC). Paired germigmmatic profiling may determine germline drivers in cases of
concurrent gPV to inform familial risk counseling.

Methods / Clinical Presentation / Preliminary Dat& 55yearold female was diagnosed with Stage IA
ovarian clear cell carcinoma that exhibited retained expression of mismatch repair (MMR) proteins on
immunohistochemistry (IHC). Family history was significant for maternal aunt with OC, maternal
grandmother with gastric cancer, and father and paternal grandfather with colon cancer. The patient
consented to paired germline/somatic sequencing (MARACT). The OC tumor was analyzed for 505
genes, including assessment of microsatellite instability (MSI). The patient underwent germline
evaluation of 90 genes, which found a PMS2 ¢.1123C>T (p.GIn375*) gPV, diagnostic of Lynch Syndrome
(LS), and a RAD51D ¢.574C>T (p.GIn192*) gPV. Loss of heterozygosity (LOH) was assessed by the FACETS
algorithm which found no LOH for either PMS2 or RAD51D in the OC tumor. Somatic profiling revealed a
microsatellite stable (MSS) tumor with 10 mutations. Inferred mutational signatures revealed a

dominant APOBEC signature rather than a homologous recombination deficiencyrétfRin)

signature. The patient underwent hysterectomy/bilateral salphag@horectomy and chemotherapy.

She was counseled to follow LS surveillance, and genetic testing was recommended faidhker at

relatives. She is alive and well seven years after her OC diagnosis.

Results / Discussion / Project Plan and TimeliRS2 and RAD51C gPV are associated with increased

risk for OC. In the setting of concurrent gPV with overlapping cancer risks, somatic profiling can clarify
Gdzy2NJ RNAGSNARA® ¢KAa LI GASYydQa Of SINJ OStf h/ | LIWLISIH
insight regarding OC risk for family members who may not share either germline mutation.

Conclusions / Requirements for Collaborationhereby confirm that the consent of the relevant patient
has been obtained to submit this case report.

Keywords:ovarian cancer, Lynch syndrome, germline, somatic
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P-024 CDHJASSOCIATED DIFFUSE GASTRIC CANCER BEING TREATED AS
GASTROPARESIS: IMPLICATIONS FOR CANCER GENETICS EDUCATION FOR
HEALTH CARE PROVIDERS

Case reports / Case series
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Institutions: tDepartment of Surgery, The University of Kansas Health System, Kansas City, Kansas, United
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States of America

Background and AimHereditary Diffuse Gastric Cancer (HDGC) is a rare genetic disorder associated
with pathogenic CDHL1 variants that increase the risk of gastric and lobular breast cancer. There is a lack
of awareness of this genetic syndrome among healthcare providers, which can lead to delayed diagnosis.

Methods / Clinical Presentation / Preliminary Dat&leven months prior to the diagnosis, aykarold

malet with a family history of gastric cancer and a known CDH1 PV among family members (father,
sister, and niece) presented to a local physician with intractable nausea, vomiting, and weight loss of
100 Ibs. Workup (CT scan, celiac serologies, and colonoscopy) was unrevealing. An EGD showed excessive
retained fluid in the stomach and erythematous gastric mucosa. Biopsies were normal. Gastric emptying
study showed 82% retention at 4 hours. Due to fiesponse to management of presumed

gastroparesis, the patient was evaluated by several physicians, but without improvement. At
presentation to our institution, CT imaging showed emphysematous gastritis and possible antral luminal
narrowing. A PET scan showed mild 1specific uptake. The patient was evaluated by the
gastroenterology service, who along with the surgical oncologist, suspected linitis plastica. Genetic
testing confirmed CDH1 PV. The patient underwent a total gastrectomy withdReYix
esophagojejunostomy, partial colectomy, and lymph node dissection. A diagnosis of poorly differentiated
gastric adenocarcinoma with 19 metastatic lymph nodes was made. Currently, the patient is undergoing
chemotherapy and is supported by total parenteral nutrition.

Results / Discussion / Project Plan and Timeli@r case highlights the lack of awareness about rare
genetic syndromes leading to a-yéar delay in diagnosis, and limitations of endoscopic biopsies. New
gastrointestinal symptoms in HDGC should raise suspicion for an infiltrative gastric cancer and lead to a
timely referral to a specialist in hereditary cancers.

Conclusions / Requirements for CollaboratioBancer genetics should become an integral part of the
education of physicians and physician extenders so that patients with potential egrezisposition
can receive appropriate diagnosis and care.
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P-025 DO DIGITAL TOOLS SUPPORT A DIVERSITY OF PATIENT VALUES? A
QUALITATIVE STUDY USING THE GENETICS ADVISER

General ResearchCounseling, Behavioral Health, Psychosocial, and Survivorship
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Toronto, Ontario, Canada, *Department of Molecular Genetics, University of Toronto, Toronto, Ontario,
Canada, *2British Columbia Cancer Agency, Vancouver, British Columbia, Canada, 3Department of
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in Genetic Medicine, University Health Network and Sinai Health, Toronto, Ontario, Canada

Background and AinDespite the welkestablished role of patient values in shared decisiwaking,

there are limited efforts to explore the range of values held by diverse populations and how they inform
decisionmaking for genomic testing. This gap is particularly concerning given the especialladaiue
nature of decisions for exome sequencing (ES) and learning incidental findings. We aim to explore the
range of values raised when selecting incidental findings from ES and how these are supported by the
Genetics Adviser digital health application.

Methods / Clinical Presentation / Preliminary Dat&Ve conducted servétructured qualitative
interviews with participants undergoing ES and receiving incidental findings as part of an RCT. Interviews
were analyzed using interpretive description.

Results / Discussion / Project Plan and Timelig#xteen participants were interviewed, who were

primarily women (11/16) and aged 59 on average (range/@9ears). Participants unanimously

expressed that their decision to receive all incidental findings available to them from ES preceded use of

the Genetics Adviser. Surprisingly, decisiagaking was not described as a deliberate process for

LI NGAOALI yGa yR 200d2NNBR 6AGKAY | woftl O] 02EQ 068§
describes @omplex system of hidden motivational factors involved in decisiaking. Three
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imperative to accumulate information, and the notion of restoring or maintaining personal agency.
Participants valued having Genetics Adviser to confirm their predetermined decision by clarifying,
contextualizing, and instilling confidence in their decision.

Conclusions / Requirements for CollaboratioRarticipants enter decisiemaking for ES with a
LINBERSGSNYAYSR RSOAaAA2Y 3TFdzZARSR o0& GKNBES O2NB gt dzS
findings: family stewardship, an information imperative, and preserving agency. Interestingly, these
values predetermined decisiemaking for ES, but were clarified, contextualized and reinforced by the
Genetics Adviser. These findings challenge the dogma surrounding decision support and genetic

counselling in clinical genetics and can inform how digital tools can better support patient values.

Keywords:incidental findings, digital tools, patient values, exome sequencing, degisading
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Background and AimPrevivors, individuals living with an inherited mutation who have never been
diagnosed with cancer, experience a unique set of challenges related to their personal risk and family
history of cancer. Research on the experience of previvors has largely focused on BRCA mutation carriers,
rather than the growing population of patients who have mutations in genes associated with moderate
cancer risk or rare hereditary cancer syndromes. Existing research demonstrates that previvors have
supportive care needs (SCNs) that are not being met through standard genetic counseling sessions,
psychotherapy, and support groups. For previvors with mutations in genes beyond BRCA, SCNs are even
less well understood. Therefore, this study sought to assess genetic counselor (GC) perceptions of
previvor SCNs as well as barriers and facilitators to meeting needs.

Methods / Clinical Presentation / Preliminary Dat&Ve performed semstructured interviews with
cancer GCs across the U.S (N=14). Interviews were recorded, transcribed, and interview data were
thematically analyzed using interpretive description.

Results / Discussion / Project Plan and Timeli®Cs indicated that outstanding previvor SCNs include
concerns over finances, sexual and reproductive health, and psychosocial distress. Participants reported
barriers to providing supportive care including limited time to assess needs and lack of access to formal
support services for previvors. GCs shared that implementation of dedicated faiahnics for

previvors have been helpful in addressing the longitudinal SCNs of their patients and that expanded
access to social work and psychosocial oncology services would be helpful. GCs described the role that
cancer screening guidelines play in enabling patient access to supportive care needs and suggested that
developing guidelines for managing the SCNs of previvors may help them advocate for better access to
services for their patients.

Conclusions / Requirements for Collaboratiohhese findings deepen our understanding of the unique
SCNs needs of previvors and build on prior work suggesting the need to integrate psychosocial oncology
services into the care of previvors.

Keywords:previvor, supportive care, genetic counselor
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P-027 PRELIMINARY EVALUATION OF A CANCER GENETIC RISK ASSESSMENT
TOOL IN PRIMARY CARE

General ResearchDelivery of Care and Alternative Models
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Institutions: :Center for Clinical Genetics and Genomics, University of Chicago, Chicago, IL, USA, 2Section
of General Internal Medicine, University of Chicago, Chicago, IL, USA

Background and AimOne in five adults has a family history suggestive of a familial or hereditary cancer
predisposition syndrome but most remain undiagnosed. Cancer risk assessment is challenging especially
in primary care due to competing priorities and limited time. As a quality improvement initiative, we
developed a short survey tool based on NCCN genetic testing guidelines to easily asseswvdmiaast

prostate and Gl cancer syndromes. Our aim was to evaluate initial outcomes from implementation of the
tool in primary care.

Methods / Clinical Presentation / Preliminary Dat& 10item seltadministered paper survey tool was

developed to assess family history of multiple cancer types based on clinical criteria from guidelines.
Participants were also asked their preferences about the tool. A pilot phase was implemented in a

Gender. SR /I NB /fAYAO FTNRY dkHAHN (G2 NKHAHPD ! yasgs
genetics services.

Results / Discussion / Project Plan and Timelifidgte tool was completed by 36 participants (92%

female; 55% Black; median age 47) (Table 1). Of these, 12 (33.3%) participants screened positive (Table
HOD® {AE OmMcoT:0 FYas6SNBR aeSa¢ (2 Y2NB (KIy 2yS |
family history of earhonset cancer (n=7) and multiple relatives on the same side of the family with

breast cancer (n=6). Two (16.7%) have completed a genetic counseling visit to date. The majority (94%)
reported they would complete the tool in MyChart before a primary care visit.

Conclusions / Requirements for CollaboratioA:third of patients who completed a short risk

assessment tool in primary care screened positive. Participants reported positive experiences with the
tool. These preliminary results suggest that a short survey tool could facilitate identification efdkigh
individuals in primary care. Future directions include inclusion of more male patients, survey automation
through MyChart and benchmarking of the survey tool with extensive clinical criteria and genttic tes
results.

Keywords:Genetics, cancer, risk assessment, primary care
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Table 1.

Demographics N (%)
Gender

Cisgender Male 0(0.0)

Cisgender Female 33 (91.7)

Non-binary 1(2.8)

Transgender Male 1(2.8)

Transgender Female 1(2.8)
Age at risk assessment

Median (IQR) 47.6 (34.6-59.4)
Self-Reported Race/Ethnicity

Asian/Southeast Asian 3(8.3)

Ashkenazi Jewish 0(0.0)

Black/African American 20 (55.6)

Hispanic/Latinx 2 (5.5)

Native American 0(0.0)

Native Hawaiian/Pacific Islander 1(2.8)

White 12 (33.3)

Other/Unknown 0(0.0)
Preferred Language

English 36 (100)
MyChart status

Active 36 (100)
Insurance type

Public 7(19.4)

Private 29 (80.6)
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Table 2. Risk Assessment Tool

Part 1 - Risk Assessment Tool (n=36) N (%) “Yes”
Has anyone in your family had ovarian cancer? 4(11.1)
Have any men in your family had breast cancer? 2(5.6)

Has anyone in your family been diagnosed with breast, colorectal, endometrial 7(19.4)
(uterine) or prostate cancer before age 50?

Have 2 or more relatives on the same side of your family been diagnosed with 6(16.7)
breast cancer?

Have 2 or more relatives on the same side of your family been diaghosed with 0(0.0)
colorectal cancer?

Have any of your first-degree relatives (siblings, children, or parents) been 0(0.0)
diagnosed with pancreatic cancer?
Have any men in your family had metastatic (stage 4) prostate cancer? 3(8.3)
Have you ever tested positive for a gene related to cancer risk before? 0(0.0)
Has anyone in your family tested positive for a gene related to cancer risk 0(0.0)
before?

Part 2 — Participant experience (n=35) N (%)

Do you feel like you know enough about your family history to answer the
questions accurately?

Yes 27 (77.1)

No 8(22.9)
Did you feel comfortable answering the questions?

Yes 35 (100)

No 0(0.0)

Would you answer these questions if we sent them to you in MyChart before
your appointment?

Yes 33 (94.3)
No 2(5.7)
When is the best time for us to ask you these questions about your family
history?
Before my visit in MyChart 12 (34.3)
In the waiting room 2(5.7)
In the exam room 4(11.4)
No preference 17 (48.6)
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P-028 GERMLINE GENETIC TESTING TRENDS FOR PANCREATIC CANCER CARE
THE COMMUNITY

General ResearchDelivery of Care and Alternative Models

Authors: Heather Hannoh

Institutions: 1Bon Secours Cancer Institute

Background and Aintiterature exploring genetic testing rates for pancreatic ductal adenocarcinoma
(PDAC) suggests that uptake remains low despite national guidelines recommending universal germline
testing. We aimed to explore germline testing rates andtest education trends for PDAC at our
community cancer center.

Methods / Clinical Presentation / Preliminary Dat& chart review was performed evaluating patients
diagnosed with PDAC who had at least one visit with an oncologist at our community cancer center
between January 1, 2024, and December 31, 2024. Variables analyzed included the frequency of
germline testing ordered, the frequency of giest education and who provided education, and type of
germline test ordered.

Results / Discussion / Project Plan and TimeliR@ty-two patients met criteria, and 50% had germline
testing ordered. Most germline testing (85%) was ordered poirtare by medical oncologists. Among
patients for whom testing was ordered by medical oncologists, only 32% had documentationtestpre
education in the chart. Fifteen percent of patients had testing ordered by genetics professionals, and all
of these patients had documentation of ptest education in the chart. The majority of patients

received multigene panels, while 27% had pancreas cafmeused panels ordered by the medical
oncologist, and 8% had breast canfmrused panels (which lacked certain PDAC genes) ordered by the
medical oncologist. Notably, two patients who received a pancfeassed panel were later

recommended additional testing due to family and personal history.

Conclusions / Requirements for CollaboratioRointof-care models can enhance genetic testing for

PDAC patients in community settings. An assessment of genetic testing trends at our community center
indicated that relying on community oncologists to make germline testing decisions may result in PDAC
patients failing to receive guidelimecommended genetic care. While not every PDAC patient requires
formal pretest counseling, implementing a systemi&le approach that includes input from genetics
professionals can help standardize migiéine panels and priest educational materials, ensuring that

the appropriate tests are ordered and patients receive crucial information about the testing process.

Keywords:Pancreatic adenocarcionma,, germline genetic testing, EducatiofestrdPretest
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Background and AimThough healthcare providers utilize criteria from society guidelines to identify
patients at risk for hereditary cancer, patients are underreferred. Populdiased genetic screening

may improve referrals, though its effectiveness is unknown. We aim to evaluate the interest in, uptake,
and outcomes of genetic services in a general patient population presenting for endoscopy.

Methods / Clinical Presentation / Preliminary Dat& screening questionnaire developed to highlight

personal and/or family history indicative of a hereditary cancer syndrome based on current NCCN

guidelines for several cancers was distributed between-FRspt 2024 to all patients presenting for

endoscopy. Highlh a1 FSIF (i dzZNBa LISNI b/ /b ONARIGSNARI 6SNBE 3INEP dzLJ
was classified as higisk. All participants were offered genetics evaluation regardless of their responses.
Two-proportion Ztest was used for data analysis.

Results / Discussion / Project Plan and Timelid®10 questionnaires were completed: 135 (13.3%)
participants expressed interest in a genetics evaluation; 105 (77.8%) wereidkgind 30 (22.2%) were

not. Highrisk participants were more likely to request further evaluation compared to those who were

y2i 6LINruHdMT P Mnéuxo® !-riskparcpands whd deSiredigenetic polinsalimg ® 037z 0
had not been previously tested. Ultimately, 25/135 (18.5%) participants saw a genetic counselor, 12/25
(48.0%) had germline genetic testing, of which 3 (25%) had clinically significant findings. Two met NCCN
criteria with actionable results in ATM and NTHL1.

Conclusions / Requirements for CollaboratioRatients presenting for endoscopic procedures are
interested in genetic counseling, particularly amongst those considered to beikigher NCCN, and
population genetic screening through a questionnaire greatly enabled their identification. Interestingly,
less than a fifth of highisk participants who indicated interest in genetic counseling presented for an
appointment, highlighting a gap between interest and engagement. Overall, population screening in
endoscopy centers may improve identification ofigk individuals.

Keywords:genetic testing guidelines, genetic counseling, germline genetic testing
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Background and AinThe Gl Genetic Cancer Prevention Clinic (GCPC) provides specialized management

and followdzLd OF NB GFAf2NBR G2 Yy AYRAOGARdZ £ Qa NR&] o0l &8

predisposition gene. As part of this care, patients are referred for endoscopies based on current NCCN
guidelines. We aim to analyze endoscopic surveillance outcomes for individuals with an identified PV.

Methods / Clinical Presentation / Preliminary Dat®ata, including demographics,
genetic/medical/management compliance history, was collected through retrospective chart review and
stored in a REDCap database (2UR40553) for GCPC patients from January 2023 to April 2025- High
risk lesions are characterized by the number of adenomas, polyp size, and advanced histology in
accordance with NCCN guidelines. Descriptive statistics were calculated.

Results / Discussion / Project Plan and Timelilmairing the study, 122 patients established care in

GCPC. Patients were mostly female (n=77, 63.1%), White (n=98, 80.3%), and spoke English (n=119,
97.5%). Of these patients, 69 (56.5%) were referred for screening colonoscopy and 63 (51.6%) referred

for EGD. Most referred patients completed imaging including 65 with >1 colonoscopy and 58 with >1

EGD; additional surveillance included EUS/ERCP (5) and capsule endoscopy (1). Of those who underwent
surveillance, 21 patients had at least one higk lesion detected (Figure 1). Many of these patients

were previvors (n= 14, 66.7%) of which half have an APC PV (n=7, 50.0%). Twelve patients were classified
as highrisk based on the number of adenomas, including three previvors with >100. Twelve patients

were highrisk based on polyp size. Nine patients were hiigk based on advanced histology including
high-grade dysplasia, ampullary adenomas, or tubulovillous adenomas.

Conclusions / Requirements for CollaboratioBCPC allows focused prevention efforts for hereditary
cancer conditions. Previvors accounted for the majority of patients with-higghendoscopy findings,

and GCPC allows ease of access to follow up care to maximize cancer prevention. Future directions
include longterm outcomes for patients in GCPC with higgk lesions compared to those outside of a
clinical home.

Keywords:highrisk endoscopic findings, genetic risk, higgk endoscopic findings, genetic risk
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Gene

Age at

Personal

Summary of High-Risk Lesions

. Cancer High-Risk Category
with PV GCPC History Colonoscopy EGD ERCP
Thyroid, | Adenema number, >100 TAs & TVAs 30 duodenal
APC 22 polyp size, advanced 3 -
Colon ) Max size 50 mm adenomas
histology
Ad ber, 1 lla
APC 24 Previvor =nama numoen 50 TAs amputary Same EGD finding
advanced histology adenoma
Adenoma number, >100 TAs Saod:ﬁooc:::l
APC 27 Previvor polyp size, advanced Max size 30 mm -
histol High grade dysplasi 1ampullary
istology igh grade dysplasia adenoma
Desmoid | Adenoma number, 1T ampullary
APC 27 Tumor advanced histology 25TAs adenoma )
Adenoma number,
APC 32 Previvor polyp size, advanced >100 TAS & TVAs - -
) Max size 20 mm
histology
APC 39 Previvor Adenoma number 3TAs - -
APC 40 Previvor Adenoma number 3TAs - -
APC a2 Pancreas Adenoma number, :-1_00 TAs ) )
polyp size Max size 25 mm
APC 48 Previvar Adenoma number 3TA= - -
APC 55 Previvar Adenoma number =100 TAs - -
Kidney,
Pancreas, | Polyp size, advanced 1TVA
APC 67 Desmoid | histology Max size 10 mm ) )
Tumaor
Biallelic 56 Previ Ad b 187TA
MUTYH revivor enoma number S - -
Colon, Polyp size, advanced 3TAs & TVAsS
MSH2 56 Ovary histology Max size 20 mm ) )
MSHZ 65 Uterus Adenoma number 3TAs - -
PIS* 32 Previvor Polyp size Max size 50 mm - -
PMS2 31 Previvor Polyp size Max size 12 mm - -
PTEN 43 Previvor Advanced histology - 1ampullary -
adenoma
SMAD4 21 Previvor Polyp size Max size 30 mm - -
. 1 ampullary
SMAD4 40 Previvor F‘Qlyp size, advanced - adenoma Same EGD finding
histology N
Max size 20 mm
STK11 40 Breast Polyp size - Max size 30 mm** -
STK11 46 Previvor Polyp size Max size 10 mm - -

Figure 1: Summary of high-risk lesions detected on endoscaopy screenings for patients following their initial GCPC visit. One patient (*)

has a clinic diagnosis of Peutz-Jeghers Syndrome (PJS). Another patient (**) had polyps removed using double balloon enteroscopy which
were initially detected on capsule endoscopy. Previvors do not have a personal history of cancer. TA: tubular adenoma, TVA: tubulovillous
adenoma, EGD: Esophagogastroduodenoscopy, ERCP: endoscopic retrograde cholangiopancreatography.
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Background and AimTechnological advancements have expanded genetic offerings in polyposis from

targeted APC and MUTYH analysis to comprehensive-gaulé panels. The National Comprehensive

Cancer Network (NCCN) now recommends evaluation of 12 polyg&sisiated genes in individuals

gAGK xmn OdzydzZ | G§GADPS | RSy 2G6hedmtibn SedUBn2ilginR@16, M@vithials y S dza
with uninformative genetic testing were not assessed for all currently recommended genes. The benefit

of re-evaluating individuals with idiopathic adenomatous polyposis (IAP) is unknown, and it is unclear if

this approach would be widely acceptable. In this study, we aimed to evaluate the feasibility and uptake

of re-contacting and reeferrals for individuals with 1AP.

Methods / Clinical Presentation / Preliminary Dat&ifty-seven individuals with IAP and uninformative
genetic testing were identified (initial testing from 132915). Of these, 16 had already been re
referred to genetics by clinicians after 2016. Thote individuals were eligible for+4@ntacting and
were notified via mailed letters and folleup phone calls. The remaining 10 individuals, who were
deceased or residing outside of Ohio, were excluded frowordact efforts.

Results / Discussion / Project Plan and Timelidenong the 31 recontacted individuals, seven (23%)
completed updated genetic counseling and testing, eight (26%) declined, and 16 (52%) could not be
reached (Figure 1). Undeliverable letters, disconnected phone numbers, and lack of response to calls and
voicemails hindered recontacting efforts. In contrast, 14/16 (88%)-odfierred individuals underwent

updated testing. Notably, 90% (18/20) of aliredferrals were due to a personal history of adenomas, and
gastroenterologists initiated 70% (14/20) ofneferrals (Figure 2). All individualsneferred had

developed additional adenomas between their initial and updated testing.

Conclusions / Requirements for CollaboratioRereferrals had a higher uptake than-centacting
initiatives in promoting updated genetic testing. Barriers tecomtact included outdated patient
information and low response rates. Institutions should enhaneeeferral systems and educate
providers on the benefits of repeat testing to improve access to updated genetic testing for individuals
with 1AP.

109



Keywords:idiopathic adenomatous polyposis, Recontactingraterrals, colonic polyposis of unknown
etiology, APC

110



