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With increased utilization of hereditary cancer multigene panel testing (MGPT), |
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Few systematic approaches have used this data to further our understanding of cancer site

risk associations and support modifications to current testing and management guidelines.
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The availability of cancer-specific risk estimates, management guidelines, and testing (0.0)  (100.0) (66.8) (13.7) (4.8) (1.3) (2.7) (10.7)
guidelines was assessed in the five most frequently mutated genes for each cancer type.
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Cancer Risks, Management Recommendations, and Testing Guidelines For Frequently
Mutated Genes by Cancer Type

Mutation Distribution by Cancer Type

Ovarian

Sone Published Guidelines Other, 2.6% Other, 4.1% Gene Published

CHEK?2 2.3-fold? YES?® NO BRCA1 409%2 YES?® YES?®
BRCA2 45-849%2.3 YES? YES? BRCA2 11-189%2:6 YES? YES?
BRCA1 57-87%32.4 YES® YES® CHEK2 Not increased’ NO NO

ATM 2.8-fold? YES® NO ATM 2.3-fold”’ NO NO
PALB2 7.5-fold? YES® NO BRIP1 5.0-fold” YES® NO

Colorectal Endometrial
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CHEK2 2.1-fold? YES® NO MSHG6 16-26%° YES® YES®
MLH1 52-82%2 YES® YES® MSH?2 25-60%"? YES® YES®
MSH?2 52-82%2 YES® YES® CHEKZ2 Not well defined NO NO
MSHG6 10-22%° YES® YES® PMS2 15%? YES® YES®
PMS2 15-20%° YES® YES® MLH1 25-60%"2 YES® YES®

Pancreatic Prostate

Published Guidelines Published Guidelines
SEne Cancer Risk 0 Cancer Risk
Management| Testing Other, 4.1% Management| Testing

BRCA2 Not well defined YES?!? YES>12 BRCAZ2 15%13 YES® YES®

ATM Not well defined YES12 YES12 -——-

CHEK2 Not well defined NO NO CHEK2 2.2-fold14 NO NO

PALB2 Not well defined YES12 YES?? -——

CDKNZ2A 17-25%10.11 YES?!? YES?!? BRCA1 Not well defined YES® YES®
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