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Introduction

Selection for genetic testing

HBOC - NCCN criteria

https://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
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AFirsl-degree relatives: parents, siblings, and children;
second-degree relatives: grandparents, aunts, uncles, nieces, nephews, grandchildren, and half-siblings;
third-degree relalives: great-grandparents, greal-aunts, greal-uncles, great-grandchildren, and first cousins.
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is In a clinical trial. Participation in clinical trials is especlally encouraged.
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BUIIU mutauon
« Personal history of breast cancer® + one or more of the following:

» Diagnosed S50 y with:
© An additional breast cancer primary®

o 21 close blood relative® with breast cancer at any age

0 21 close relative with pancreatic cancer
¢ 21 relative with prostate cancer (Gleason score 27)
¢ An unknown or limited family history®

» Diagnosed $60 y with:

__0 Triple negative breast cancer

» Diagnosed at any age with:
{ 22 close blood relatives with breast cancer, pancreatic cancer,
or prostate cancer (Gleason score 27) at any age

close blood relative” w reast cancer diagnose Y
& 21 close blood relative® with ovarian® carcinoma
o A close male blood relative? with breast cancer

¢ For an individual of ethnicity associated with higher mutation
frequency (eg, Ashkenazi Jewish) no additional family history

may be required'

« Personal history of ovarian® carcinoma
» Personal history of male breast cancer

SLUIY /] @l any age wiln <1 CIUsSY Uivou
relatived with ovarian carcinoma at any age or
breast cancer <50 y or two relatives with breast,
pancreatic, or prostate cancer (Gleason score 27)
at any age
» Personal history of pancreatic cancer at any
age with 21 close blood relative® with ovarian
carcinoma at any age or breast cancer <50 y or
two relatives with breast, pancreatic cancer, or
prostate cancer (Gleason score 27) at any age
* Personal history of pancreatic cancer and
Ashkenazi Jewish ancestry
* BRCA 1/2 mutation detected by tumor profiling in
the absence of germline mutation analysis
* Family history only (significant limitations
of interpreting test results for an unaffected
individual should be discussed):
» First- or second-degree blood? relative meeting
any of the above criteria
» Third-degree blood? relative who has breast
cancer® and/or ovarian® carcinoma and who
has 22 close blood relatives® with breast cancer
(at least one with breast cancer <50 y) and/or
ovarian® carcinoma
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Objectives

ldentify genetic mutations in BRCA1 and BRCAZ2 genes in wol
NCCN testing criteria
ldentifying

the relevant criteria,

the frequency and type of found mutations

the relative importance of each NCCN criteria



Methonology

Database - 171 tested patients
NCCN criteria identification
Correlation
Meeting criteria vs Tested cases vs Found mutations
NCCN agreed: NCCN+/Mut+ ou NCCN-/Mut-
NCCN negatives: Mut+ but NCCN-
NCCN positives Mut- but NCCN+
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Pathogenic mutations detected
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Results

171 patients - 38 deleterious mutations (22%)
Significant criteria

total numbers of relatives with cancer (p = 0.02)

ashkenazi ascendence (p=0.001)

Age of the younger relative with cancer below 45 (p=0.1)

Correlation between mutated patients and NCCN criteria (p=0.0001)
Correlation between the presence of NCCN testing criteria and the prese
Median age of mutated patients (41,1) vs Median age of non mutated pa
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Results

NCCN criteria to find BRCA mutations

sensitivity was 0.947
specificity was 0.068
PPV was 0.225
NPP was 0.818

Accuracy was 0.263



Conclusion

The incidence of BRCA1 and BRCAZ2 deleterious
mutations in our study was similar to found in other
population.

NCCN criteria was a poor predictor of deleterious mutation

In BRCA1 and BRCAZ in general, although most mutant

patients had at least one NCCN testing criteria, specially

Increasing number of affected relatives and ashkenazi

ascendence




