Clin. Lab. 2022;68:1-7
©Copyright

ORIGINAL ARTICLE

Mutations of BRCA1/2 Genes in the West of Turkey and
Genotype-Phenotype Correlations
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SUMMARY

Background: Mutations of the BRCA1/2 genes are associated with increased breast and ovarian cancer. The aim
of this study was to investigate the founder mutations of the BRCAL and BRCA2 genes in the Turkish population
in the Aegean region as well as their genotype-phenotype correlations.

Methods: All the patients were provided with BRCA1/2 testing criteria according to the National Comprehensive
Cancer Network. QlIAseq Targeted DNA Panels were used for the BRCAL/2 coding regions.

Results: Of the 181 studied patients, 38 (21%) were found to carry pathogenic or likely pathogenic mutations,
while 20 (11%) patients were found to carry variants of unknown significance. The most common pathogenic mu-
tations were NM_000059.4:¢.2765dup in the BRCA2 gene and NM_007300.4:¢.981_982del and NM_007294.3:c.
5266dup in the BRCAL gene. p.Lys3326* was the most frequently detected variant of unknown significance
(6/181). Regarding genotype-phenotype correlations, the NM_007300.4:¢.981_982del mutation in BRCA1 gene
was found to be milder in terms of breast cancer. The most frequent cancers other than those related to BRCA
genes, observed in the relatives of the patients who had pathogenic variants and variants of unknown significance,
were endometrium cancer and leukemia, respectively.

Conclusions: NM_007294.3:¢.5266dup was found to be a candidate founder mutation in the Turkish population.
NM_007300.4:¢.981 982del mutation seems to have a milder course in terms of breast cancer. A significantly in-
creased frequency of p.Lys3326* variant in breast cancer and ovarian cancer patients compared with that in the
1,000 Genomes Project suggesting that this variant has a slight effect on BRCA2 function.

(Clin. Lab. 2022;68:xx-xx. DOI: 10.7754/Clin.Lab.2021.210425)
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Supplementary Tables and Figures

Supplemental Table 1. Patients who carry a pathogenic/likely pathogenic mutation and clinicopathologic properties in the

study.

«82€0d
LV19p d VN VN VN VN = = = - 20 65 65 0T
286 1869
0
ET«SIET6Md ) ) ) ‘08) O
1dnpgg/za w oK * " * 0704 == N
(8y) 09
ET«SIgZ6Md ) ) ) ) ) ) ) ) (WN) ) ) 5 g
1dnpg9/z-o ol “
ETxS)EZ6M'd d ) i ) ) ) (09)
ldnpegiza H + S od A7 ray L
: (Te 2o
ETxSIEC6Md _
an 5 - = = = = = = (zq) o9 LS) = - oy | 4918IS
1dnpsg9/z e 9
ETxSIEC6Md ) ) ) i (VN ¥N)
Ldnpga;z:0 VN | WN VN VN VN e od | ¥ g
S d
s w | H : - |+ - - - : o8 |z | s | v
ETxSIEC6Md ) ) (VN ¥N (0)
Ldnpgg; 70 VN | WN VN VN VN o) od - od 8¢ 8¢ €
ETxSIEZ63 d d H : s + s s (¢9) 09 (us) ols 7€ g€ z
1dnpg9szo od
. (¥€) 09 _
ET«S6263 d i d i i i i (VN V¥N) (0 ‘08)
Ldnpeg)z H g (WNVN) | g o8 99 | .9 1
20
\'20) SaAle|ad 9a469p
Zvoud TvOud 9 | 291 | zdg48D | ¥d E| T || g
daLpo plg puc LT apjo | -Bep | by | NO
adA L 1e aby
suoneInw dlusboyred SJ130ued J3Yy10 pue
SJl1Ssiu|1deaeyd Jown | -
A19y1] pue a1usboyred SJaJued palejad -yOHg yum A10isiy AjiweH

Apnis ayy ui senuadoad a16ojoyredooiuld pue uoneinw dluaboyyed Ajaxij/otusboyred e A1red oym sjusied

Clin. Lab. 1/2022



Mutations of BRCA1/2 Genes in the West of Turkey

Supplemental Table 1. Patients who carry a pathogenic/likely pathogenic mutation and clinicopathologic properties in the

study (continued).
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Supplemental Table 1. Patients who carry a pathogenic/likely pathogenic mutation and clinicopathologic properties in the
study (continued).
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CN - case number, CA - cancer, BC - breast cancer, OC - ovarian cancer, BC&OC - both breast and ovarian cancer in the same patient, EC -
endometrium cancer, PC - pancreatic cancer, PrC - prostate cancer, CC - colon cancer, ER - estrogen receptor, PR - progesterone receptor, G
- grade, w - well differentiated, m - moderately differentiated, p - poorly differentiated, NA - not available, (-) - negative, * - both ductal and
lobular carcinoma, ** - medullary cancer, bl - bilateral, ca - cancer, m - male).
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Supplemental Table 2. Patients who carry a variant of unknown significance and clinicopathologic properties in the study.
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Supplemental Table 2. Patients who carry a variant of unknown significance and clinicopathologic properties in the study

(continued).
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Mutations of BRCA1/2 Genes in the West of Turkey

Supplemental Table 2. Patients who carry a variant of unknown significance and clinicopathologic properties in the study
(continued).
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CN - case number, BC - breast cancer, OC - ovarian cancer, EC - endometrium cancer, ER - estrogen receptor, PR - progesterone receptor, G
- grade, w - well differentiated, m - moderately differentiated, p - poorly differentiated, NA - not available, (-) - negative, m - male).
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