Agenda

= Overview of Cancer Risk and Prevention
Multidisciplinary Clinic
= Case Discussions
» Updated Genetic Testing

» I[mportance of Risk/Benefit Discussion for
Screenings
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Cancer Risk and Prevention
Multidisciplinary Clinic

Multidisciplinary Conference
Team

Medical Oncology

Cancer Genetics

Radiology

Breast Surgical Oncology

Gynecologic Oncology

Gastroenterology

Endocrinology

Urology

Dermatology




New Referral to Cancer Risk Clinic

*  Newly identified germline alteration,
suspicious family history

«  Known germline mutation, genetic
counseling 2 3 years ago or never

Multi-Disciplinary
Conference
Monthly

+ Case discussions:
history/risk factors,
family history, germline
testing + preferences

« Identify subspecialty
needs (now vs. later)

« Identify eligible patients
for research

« Formulate
individualized
surveillance plan + risk
reducing interventions

Subspecialty MD’s
(Breast, GYN/ONC, CRS, etc.)

« Discuss risk reduction
interventions (surgical, other)

« Nuanced/complicated
discussions about
screening/surveillance

Genetic Counselor
Usual Care

CA Risk Clinic APP
Longitudinal Fol/ow-gp

Review patient/ family
history

Review previous testing
& implications

Provide genetic
counseling

Offer updated testing &
disclose results/
recommendations

Introduce role of clinic, APP

Review patient history, cancer risk factors,
patient interest/eligibility for risk-reducing
interventions

Review, implement surveillance plan
Focused H&P; update family history
Coordinate screenings, manage results
Encourage lifestyle measures

Refer to subspecialist MDs

Communicate surveillance plan to PCP

PCP

Longitudinal follow-up based on
individualized surveillance plan

Case 1
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Test Result 2015
Single Site BRCA1

Test Results and Interpretation

POSITIVE FOR A DELETERIOUS MUTATION

Tual Pedomed
I347delAG BRCAT IUThAG Delatarious

This test 1s designed to detect the specific mutatan(s) or variant(s) ind cated above. The dassification and interpretation of all vanants
wenhfied in this assay reflects the current stete of scentfic undersarding 8t tha tme this report was issuad. In some nstances, the

classification and interpretalion of such vanania may change as new scienbfic information bacomes available.

The results of this analysis are consistent with the germline BRGA1 mutation 3347delAG, resulting in premature truncation of the BRCA1
protein at amino acd position 1084, Although the exact risk of breast and ovarian cancer conferred by this specific mutation has nol been
determined, studies in high-nek famifies indicate that deleterious mutations in BRCA1 may confer as much as an 87% risk of breast cancer
and a 44% risk of ovarlan cancer by age 70 in women (Lancet 343 692-895, 1994). Mutabons n BRCA1 have been reported o confer 8
20% risk of a sscond breast cancer within five years of the first (Lancat 351:318-321, 1988), as well as a ten-fold increasa in the risk of
subsequent ovaran eancer (J Chn Onesl 16:2417-2425, 1998). This mutation may also confer an increased (albert low) nsk of male breast
cancar (Am J Hum Genet 62 676-689, 1998), as well 88 5oma ather cancers. Each first degrea relative of this individual has a one-in-two

chance of having this mutation. Famidy members can be tested for this specific mutation with a single site analysis.

Updated Result 2022

Panel Test Result
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Case 1

Discussion
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Case 2
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Test Result 2018
CHEK2 VUS
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Reclassified Test Result
CHEK2 Likely Pathogenic

13

Case 2
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Discussion
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Case 3

16

2/24/2023



Test Result
MITF Pathogenic
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Breast Cancer Risk Factors:

- Maternal FH of
breast cancer
(mother, maternal
aunt, maternal
cousin, maternal
grandmother)

- First birth after age
30 (32)

- Menarche before
age 12 (11)

- Heterogeneously
dense breasts
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Discussion

19

Pancreas Case 1
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Test Result
CDC73 and FLCN VUS
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Radiology and Pathology

+ Incidental finding on CT: 3.5 cm cystic lesion in the tail of the pancreas which is
indeterminate

» Referred to CRPC and presented at Pancreas Review Board, recommended
EUS.

+ EUS with biopsy- CEA on FNA was high, diagnostic of mucinous lesion. Fluid
signal doesn't indicate any solid components, but can tell it is not simple fluid,
likely mucinous.

Presented at Pancreas Review Board again and panel discussion recommend
resection due to family hx, large cyst, pt is young and has a long future of
surveillance.

* Proceeded with distal pancreatectomy with splenectomy, pathology showed
benign simple cyst (3.7cm)

23

Discussion

24
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Pancreas Case 2

ATM Pathogenic
RESULT: POSITIVE - CLINICALLY SIGNIFICANT MUTATION IDENTIFIED

TEST PERFORMED RESULY INTERPRETATION

ATM Mutation Detected High Cancer Risk

€.5623C>T (p.Arg18757) Heterozygous This patient has ATM-asscciated Cancer Risk

DETAILS ABOUT: ATM c.5623C>T (p.Arg1875%): NM_000081.3

F Deleterious - Protein andior

The 5 germine ATM mutation ¢ 8523C>T is predicted to result in the premature truncation of the A TM protain al aming acid position

1875 (p.Arg1875")

‘Chnical Significance: High Cancer Risk

This mutation is associaled with increased cancer risk and should be regarded as cinically significant
ADDITIONAL FINDINGS: NO VARIANT(S) OF UNCERTAIN SIGNIFICANCE (VUS) IDENTIFIED

Details About Non-Clinically Significant Variants: All ndividuals carry DNA changes (1., varants), and most variants do not increase an
individual's risk of cancar cr other diseases. When identifiad. variants of uncartan significance (VUS) are reported. Likedy benign variants (Favor
Polymorphisms} and bergn vanants (Polymorphisma) are not repored and svailable data indicate that these varants most likgly do not causa
ncreased cancar rsk Present evidence does not sugpest that non-clinically signiicant variant findings be used to modify patient medical
R beyond what is by the personal and family history and any other cinically significant findings
vmarll“ Myriad's myVision'¥ Variant Ci Program parforms ongoing evaluations of varant In certain
ders may be for mare CiNiCal NIoAMBLIon of 10 arrange family testing to aid in vadant dassficaton When new

w-den:z about a varant & identifod and determined to result in clinical significance and management change, that information wil sutomatically be
mace avalladlo to the heathcare provicer tMough an amended report

2/24/2023
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Management Guidelines
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Pancreas Case 2
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Discussion
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Risk/Benefit Discussion

Provide information about:
- The disease
- The screening service

e EEms

- Overtreatment - Downstaging

- Anxiety - Improved mortality
- False positives (cysts)

- Cost

30

2/24/2023

15



Common Diagnoses

BRCA1/2

Lynch
(MLH1/MSH2/
MSH6/PMS2/
EPCAM)

Fam Hx Breast High Risk
Cancer Breast —
>20% TC ADH/ALH/

Fam
Hx Pancreas

score LCIS Cancer

31

Resources

Li-Fraumeni Syndrome Association www./fsassociation.org
Living Li-Fraumeni Syndrome www.livinglfs.org or 1-844-537-2255
Hereditary Cancer Foundation www.hereditarycancer.org/

FORCE ;Fa.cing Our Risk of Cancer Empowered), 866-288-7475
or www.tacingourrisk.org

Bright Pink, www.brightpink.org

Alive and Kickin' www.aliveandkickin.org

Lynch Syndrome International https://lynchcancers.com/
No Stomach for Cancer www.nostomachforcancer.org/
Pheo Para Alliance www.pheopara.org

VHL Alliance www.vhl.org

Aim at Melanoma Foundation - www.aimatmelanoma.org
Melanoma Genetics Consortium - www.genomel.org

Information about GINA (Genetic Information Non-Discrimination Act)
Il:_)aw: https:t//www.qenome.qov/about-qenomlcs/pol|cv—|ssues/Genet|c—
iscriminafion

*  The National Pancreas Foundation - hitps:/pancreasfoundation.org/
* National Society of Genetic Counselor - www.nsgc.org
*  Find a genetic counselor - www.findageneticcouselor.com
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