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A CASE REPORT: A RARE CASR
MUTATION ASSOCIATED WITH
HER2-POSITIVE BREAST CANCER

Although highly penetrant genes such as BRCAI, BRCA2, TP53, PALB2, CHEK2, and ATM are well known in hereditary
breast cancer, genes with low penetrance may also contribute to the disease risk. The CASR (Calcium-Sensing Receptor)
gene, located on chromosome 3q13.3-q21, encodes a G-protein-coupled receptor that regulates calcium homeostasis
and parathyroid hormone secretion. Here we describe the clinical course and genetic findings in a breast cancer patient
diagnosed with HER2-positive (HER2/neu +++) and ER/PR-negative infiltrating ductal carcinoma with a rare CASR
mutation and explore its potential role in the hereditary breast cancer predisposition. Next-generation sequencing re-
vealed a heterozygous CASR variant, ¢.2265G>T (p.Glu755Asp), classified as a variant of uncertain significance (VUS).
No pathogenic mutations were found in BRCA1/2, CHEK?2, or PALB2. The patient underwent neoadjuvant chemothera-
py, right-sided mastectomy, and trastuzumab therapy, achieving complete pathological regression (pCR) with no recur-
rence after ten months of follow-up. Although the CASR p.Glu755Asp variant’s pathogenic role is unproven, emerging
evidence links CASR overexpression with HER2-positive breast cancers, promoting tumor progression via calcium-
dependent signaling pathways (PI3K/AKT, MAPK). This case highlights the potential role of CASR as a low-penetrance
susceptibility gene in breast cancer and supports further functional and genomic studies to clarify its clinical impact.
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Breast cancer (BC) remains one of the most com-
monly diagnosed cancers in women worldwide.
The familial and hereditary components account
for approximately 5—10% of all BC cases. Muta-
tions in various genes can lead to the development
of BC by disrupting the regulation of cell growth,
division, and apoptosis. The most well-known of
these include BRCA1, BRCA2, TP53, PALB2,
CHEK?2, and ATM, which are associated with he-

reditary forms of the disease [1, 2]. Additionally,
other genes with low or moderate penetrance may
also contribute to the BC risk, especially when
combined with the environmental factors [3].

The CASR (Calcium-Sensing Receptor) gene is
currently considered a low-penetrance gene and is
not classified among the major high-risk BC sus-
ceptibility genes [4, 5]. The CASR gene is located
on chromosome 3q13.3-q21. It encodes a G-pro-
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tein-coupled receptor that plays a pivotal role in
maintaining calcium homeostasis by regulating
parathyroid hormone (PTH) secretion and renal
calcium reabsorption [6]. The pathogenic muta-
tions in CASR are associated with such conditions
as familial hypocalciuric hypercalcemia (FHH), fa-
milial isolated hyperparathyroidism, chronic pan-
creatitis, and idiopathic generalized epilepsy [7].

This report aims to describe the clinical course
and genetic findings in a BC patient with a rare
CASR gene mutation and to explore the potential
role of CASR in hereditary BC predisposition.

Case presentation

Patient C., a 50-year-old woman from a small town
in Ukraine, presented with symptoms in May 2022
and was diagnosed with BC in June 2022. On May
31,2022, a core needle biopsy of the breast was per-
formed. The histology report (No. 26305), dated
June 1, 2022, confirmed the infiltrating Grade 2
(G2) ductal carcinoma. The immunohistochemis-
try results, dated June 09, 2022, showed that the
estrogen receptor (ER) and progesterone receptor
(PR) were negative, c-erbB2 (Her2/neu) was
strongly positive (+++), and the Ki-67 proliferation
index was 20%. The chest X-ray, dated May 30,
2022, and the hepatobiliary ultrasound, dated June
01, 2022, revealed no malignant lesions. The heart
ultrasound performed on June 13, 2022, showed
the heart chambers to be within normal limits. The
global segmental contractility was preserved. No
pathological abnormalities were detected. The
function of the atrioventricular valves was intact.
The patient’s medical history revealed no previous
history of chickenpox, tuberculosis, or sexually
transmitted diseases. The woman had no known al-
lergies to medications or vaccines. Written informed
consent was obtained from the patient for the pub-
lication of the depersonalized case report and any
accompanying data. The patient was fully informed
about the purpose of the study, the use of her ano-
nymized medical information, and her right to with-
draw consent at any time without affecting her med-
ical care. All procedures were conducted in accor-
dance with the Declaration of Helsinki and the
relevant institutional ethical standards.
Menstruation started at the age of 13 and lasted
up to five days. It was regular until the age of 49,
with a cycle of approximately 28 days. Reproduc-
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tive history: 1*t and 2" pregnancies — medical
abortion, 3™ pregnancy (at the age of 42) — a
healthy girl, who was five years old at the time of
the mother’s diagnosis. Her family history revealed
two maternal aunts affected by BC: one who died
at the age of 50 and the other who survived up to
the age of 80 following surgical treatment per-
formed two decades earlier (Fig. 1). In the patient’s
family, both parents died of stroke at the ages of 80
and 82, and her maternal aunt died at the age of 70.
Her paternal uncle died at the age of 64 from
thrombosis.

The woman worked for over 25 years as a time-
keeper in an office at a mine, where she was ex-
posed to harmful environmental factors, including
poor ventilation and lighting, background indus-
trial noise, vibrations, and dust in the office area.
Although the work was office-based, it was not en-
tirely free from environmental hazards. The main
harmful factors for the patient included visual
strain, immobility, stress, and potentially adverse
microclimate conditions.

The physical examination revealed a satisfactory
general condition, normal body habitus, and ade-
quate nutritional status (weight 70 kg, height 168
cm, BMI 24.8). Skin and visible mucous mem-
branes were unremarkable. The vesicular breath
sounds were auscultated bilaterally in the lungs.
The heart sounds were clear and rhythmic. Blood
pressure was 120/90 mmHg, pulse 69 bpm, and
body temperature 36.6 °C. The patient’s ECOG
performance status was 1. The abdomen was soft
and non-tender on palpation; the liver and spleen
were not palpable. The bowel movements were
physiological and normal. The indicators of com-
plete blood count, blood biochemical analysis, and
urinalysis were within normal limits.

Molecular genetic testing by NGS, performed at
the Invitae Clinical Laboratory (USA) in July 2022,
revealed the heterozygous carrier status for a variant
in the CASR gene within a multiple-gene panel of 93
analyzed genes (including ATM, BRCA1/2, CDH1,
CHEK2, NBN, NF1, PALB2, RAD51C, STK11, TP53,
etc.). The panel content was defined by the labora-
tory according to current clinical knowledge and es-
tablished gene-disease associations. While expanded
panels may detect additional variants, their clinical
relevance and interpretability may be limited. The
selected panel was therefore deemed suitable for the
study objectives. The specific mutation identified
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Fig. 1. Family tree of a female BC patient carrying a CASR gene mutation

was ¢.2265G>T in the CASR gene, resulting in a mis-
sense substitution: p.Glu755Asp. No pathogenic
variants were detected in the BRCAI, BRCA2,
CHEK?2, and PALB2 genes. The CASR variant (Ta-
ble) identified has not been conclusively associated
with BC and is currently classified as a Variant of
Uncertain Significance (VUS).

Between June 16 and August 18, 2022, four cycles
of neoadjuvant chemotherapy (NACHT) were per-
formed, consisting of endoxan 600 mg/m? IV and
epirubicin 75 mg/m? IV every three weeks. From
September 8 to September 29, 2022, the patient re-
ceived two cycles of paclitaxel at a dose of 175 mg/
m? IV every three weeks. One month later, from Oc-
tober 20 to November 10, 2022, two cycles of
docetaxel at a dose of 80 mg/m? IV every three
weeks were administered. The side effects of chemo-
therapy included nausea (Grade 1) and hair loss
(Grade 3).

After NACHT, the patient underwent a comput-
ed tomography (CT) scan of the chest at the end of
October 2022 (Fig. 2). On preoperative CT in axial
(a), coronal (b), and sagittal (c) reconstructions on
the border of the upper quadrants of the right
breast, approximately at 11—12 oclock on the con-
ventional dial, a small focus of 11 x 8 x 10 mm of
irregular shape, low-intensity accumulation of con-
trast with fuzzy contours and a homogeneous
structure was visualized. The low degree of contrast
enhancement of the formation was a result of the
therapy (arrow). In the right axillary region, sever-
al lymph nodes measuring 6 x 5 x 6 mm were visib-
le (in dynamics, compared with mammography,
they decreased) (thick arrow).
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A simple unilateral right-sided mastectomy and
radical axillary lymph node dissection were per-
formed on December 9, 2022. Histological exam-
ination on December 20, 2022, revealed nipple tis-
sue without pathological features and breast tissue
with fibrosis. Ten lymph nodes demonstrated sinus
histiocytosis, consistent with complete pathological
regression (pCR). Diagnosis: right BC, clinical
stage cT3cN1MO (stage IIIA), pathological stage af-
ter NACHT — ypTOypNOMO.

A bone scan on November 03, 2023, revealed no
metastasis in the bones.

From November 2022 to December 2023, the pa-
tient received 17 intravenous injections of trastu-
zumab 6 mg/kg every three weeks (the first dose
was 8 mg/kg). Trastuzumab, a targeted therapy, was
prescribed for the treatment of HER2+++ BC to
specifically block tumor growth, enhance treat-
ment effectiveness, reduce the risk of recurrence
after surgery, and improve overall survival.

CT scan performed on April 5, 2024: Findings
indicated a condition after combined treatment
(NACHT and right-sided mastectomy with radical
removal of lymph nodes in the axillary cavity) for
right breast cancer, stage pT3NOMO. No signs of
local recurrence were detected at the time of exam-
ination. Additionally noted were a cyst in the upper
posterior mediastinum (possibly enterogenic),
functional gallbladder disorders, dolichosigma, and
degenerative changes in the spine consistent with
spondylosis. A focus of enostosis was observed in
the body of L3 and in the left lateral masses.

After ten months, the patient’s condition was sa-
tisfactory, with laboratory results showing normal
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values. A CT scan was performed on February 21,
2025: Findings indicated a condition after combined
treatment (NACHT and right-sided mastectomy,
radical removal of lymph nodes in the axillary cavi-
ty) for right breast cancer, pT3NOMO. Fig. 3 shows
the results of a postoperative CT scan of the chest in
axial (a), coronal (b), and sagittal (c) projections,
where no pathological formations were detected
along the postoperative scar. CT findings: Status af-
ter NACT, right-sided mastectomy, and radical re-
moval of lymph nodes in the right axillary fossa. The
postoperative scar changes in the right axillary area.
No enlarged cervical, supraclavicular, infraclavicular,
or axillary lymph nodes were visible. No signs of lo-
cal recurrence were detected at the time of examina-
tion. Additional findings included functional disor-
ders of the gallbladder, a small liver cyst, a dolicho-
sigmoid, and degenerative changes in the spine
consistent with spondylosis. The focus of enostosis
was observed in the body of L3 and in the left later-
al masses. Compared to the previous CT scan, no
negative dynamics were observed. At the time of the
examination in October 2025, the patient was in re-
mission, her weight was 67 kg, BMI was 23.7.

Discussion

This case report, although demonstrating a poten-
tial association between a rare CASR mutation and
BC, has several important limitations. First, the
identified CASR variant (c.2265G>T, p.lu755Asp)
is classified as a VUS, and to date, there is no direct
evidence of its pathogenicity or functional impact
on the receptor. Second, we were unable to perform

family sequencing to determine whether the muta-
tion was inherited and whether other family mem-
bers, especially the patient’s daughter (due to the
cost of the analysis) or similarly diagnosed relatives
(who were deceased at the time of the proband’s
diagnosis), limited our ability to define the role of
CASR in the familial oncogenetic context.

The identification of a heterozygous CASR
¢.2265G>T (p.Glu755Asp) variant in this patient,
currently classified as a VUS, raises intriguing
questions regarding its potential oncological rele-
vance. Although no direct association between this
specific mutation and BC has been previously re-
ported, emerging evidence underscores the patho-
physiological role of CASR in tumor progression
and metastasis, particularly in breast malignancies.

While pathogenic CASR mutations are primari-
ly associated with disorders such as FHH and au-
tosomal dominant hypocalcemia, emerging data
indicate that CASR signaling may play a role in the
development and progression of several cancers,
including BC [11—13]. CASR activation may be a
potent therapeutic target to reduce chemothera-
py-associated diarrhea [14].

In BC models, the overexpression of CASR en-
hances osteolytic metastasis and tumor migration
through the activation of the PTH-related protein
(PTHrP)-Ca**-CaSR axis, forming a positive feed-
back cycle that promotes bone invasion via PTHrP
secretion [15, 16]. This mechanism aligns with
clinical observations showing higher CASR expres-
sion in HER2+++ carcinomas, similar to the strong
(+++) HER2/neu status in our patient, and associ-
ates with higher Ki-67 and nodal involvement. At

Key molecular annotation of CASR ¢.2265G>T (p.Glu755Asp)

Population Frequency Rare variant

ClinVar Classification

ClinGen Interpretation
ACMG/AMP Classification

Clinical Significance

Parameter Description Source
Gene CASR (Calcium-Sensing Receptor) https://www.genenames.org
Variant (cDNA) c.2265G>T NGS assay (Invitae)
Protein Change p.Glu755Asp https://www.uniprot.org
Variant Type Missense Sequence analysis

Variant of Uncertain Significance (VUS)

No validated association with breast cancer
Variant of Uncertain Significance

Uncertain; no direct clinical implication

Karczewski et al. [8]
https://gnomad.broadinstitute.org

Landrum et al. [9]
https://www.ncbi.nlm.nih.gov/clinvar

https://clinicalgenome.org
Richards et al. [10]

Consensus interpretation
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Fig. 2. Computed tomography scan of the chest in axial (a), coronal (), and sagittal (c) reconstructions at the level of
the upper quadrants of the right breast in a woman with breast cancer after neoadjuvant chemotherapy. A small lesion
measuring 11 x 8 x 10 mm with an irregular shape, low-intensity contrast enhancement, indistinct margins, and a ho-
mogeneous internal structure is visualized

Fig. 3. Postoperative computed tomography scan of the chest in axial (a), coronal (b), and sagittal (c) views along the
course of the postoperative scar. No pathological formations were detected. Condition after NACT, right-sided mastec-

tomy, and radical excision of the lymph nodes in the right armpit

the cellular signaling level, CASR stimulates the
GPy-PI3K-AKT-mTORC2-Rac pathway, enhanc-
ing cancer cell migration and survival [17]. This
oncogenic signaling may synergize with HER2
pathways in HER2+++ tumors, further amplifying
invasive and metastatic behavior. Furthermore,
CASR activation can stimulate the PI3K/AKT and
MAPK signaling pathways, which are critical for
breast cancer cell survival and invasion [13].

In breast tumors, CASR appears to promote
proliferation and inhibit apoptosis via intracrine
PTHrP mechanisms, thereby enhancing survival
in calcium-rich microenvironments, such as bone
[13]. Given the patient’s HER2+++ status, the
presence of a CASR variant might hypothetically
contribute to tumor aggressiveness or influence
the therapeutic response, particularly in calci-
um-rich environments or in the context of bone
microenvironments.

Importantly, this patient had a positive family
history of BC on the maternal side, with two aunts
affected, although no BRCA1/2 mutations were de-
tected. This observation is compatible with a mul-
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tifactorial model of disease, in which genetic pre-
disposition may involve variants outside the classi-
cal high-penetrance genes. Within this framework,
the CASR ¢.2265G>T (p.Glu755Asp) variant may
be interpreted cautiously as a component of back-
ground genetic variability with potential low-pe-
netrance effects rather than an independent patho-
genic alteration. Rare variants of uncertain signifi-
cance could hypothetically influence disease
susceptibility or clinical heterogeneity through in-
teractions with other genetic and environmental
factors. The aggregation of complex disorders ob-
served in the family is consistent with this polyge-
nic and multifactorial paradigm.

A mutation in the CASR gene does not protect,
but rather contributes to the development of stroke
damage [18]. Therefore, in the proband’s pedigree,
the mother and her sister died of stroke. It is possi-
ble that they were also carriers of the mutation in
this gene.

Importantly, while studies to date have focused
on CASR expression and signaling, the functional
consequences of rare CASR missense mutations —
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like p.Glu755Asp — remain unclear. The p.Glu-
755Asp substitution, located in the intracellular
C-terminal region, could plausibly alter \the recep-
tor conformation or downstream coupling, similar
to other clinically significant CASR mutants [19].
Finally, while BRCA 1/2 were negative, the identifi-
cation of this novel CASR variant expands the ge-
netic inquiry beyond classical susceptibility genes. It
exemplifies the value of comprehensive sequencing
approaches in uncovering rare variants with un-
clear but potentially actionable implications.

This case highlights the potential role of rare
CASR mutations in BC, particularly among
HER2+++ patients with a familial history but no
mutations in genes with high penetrance, BRCA1/2,
CHEK2, and PALB2. Although the p.Glu755Asp
variant remains a VUS, the biological plausibility
of CASR involvement in BC pathogenesis, through
calcium signaling and metastatic progression, re-
quires further investigation. Functional studies
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and the inclusion of CASR in broader BC gene
panels may provide new insights into risk assess-
ment and the development of targeted treat-
ment trategies.

To establish a definitive causal relationship bet-
ween CASR mutations and the development of
HER2+++ BC, future multicenter studies with
large patient cohorts, detailed bioinformatic ana-
lyses of CASR variants, and investigations of CASR
expression in HER2+++ tumors are necessary.
These efforts will enhance our understanding of
the calcium receptor’s potential role in breast car-
cinogenesis and its value as a biomarker or thera-
peutic target.

Conflict of interest

The authors declare no potential conflicts of inte-
rest concerning the research, authorship, and/or
publication of this article.

L.

2.

10.

11.

12.

13.

Pintican R, Duma MM, Szep M, et al. The role of US in depicting axillary metastasis in high-risk breast cancer
patients. ] Pers Med. 2021;11(12):1379. https://doi.org/10.3390/jpm11121379

Kitsera N, Shparyk Ya, Bilynsky B, et al. BRCA1 4153delA mutation (“Baltic/Black Sea”) in breast cancer patients
in Ukraine. ] Nowotwory. 2014;64:246-250. https://doi.org/10.5603/NJ0O.2014.0039

Dmytruk I, Makukh H, Thyrkus M, Kitsera N. The polymorphisms of genes involved in DNA methylation process
among patients with malignancy from West Ukraine. Biopolym Cell. 2016;32(4):279-288. https://doi.org/10.7124/
bc.00092A-

Tuffour A, Kosiba AA, Zhang Y, et al. Role of the calcium-sensing receptor (CaSR) in cancer metastasis to bone:
Identifying a potential therapeutic target. Biochim Biophys Acta Rev Cancer. 2021;1875(2):188528. https://doi.
org/10.1016/j.bbcan.2021.188528

Zavala-Barrera C, Del-Rio-Robles JE, Garcia-Jiménez I, et al. The calcium sensing receptor (CaSR) promotes
Rab27B expression and activity to control secretion in breast cancer cells. Biochim Biophys Acta Mol Cell Res.
2021;1868(7):119026. https://doi.org/10.1016/j.bbamcr.2021.119026

Zeng ], Cheng Y, Xie W, et al. Calcium-sensing receptor and NF-kB pathways in TN breast cancer contribute to
cancer-induced cardiomyocyte damage via activating neutrophil extracellular traps formation. Cell Mol Life Sci.
2024;81(1):19. https://doi.org/10.1007/s00018-023-05051-9

Vahe C, Benomar K, Espiard S, et al. Diseases associated with calcium-sensing receptor. Orphanet ] Rare Dis.
2017;12(19):1-9. https://doi.org/10.1186/s13023-017-0570-z

Karczewski K], Francioli LC, Tiao G, et al. The mutational constraint spectrum quantified from variation in 141,456
humans. Nature. 2020;581(7809):434-443. https://doi.org/10.1038/s41586-020-2308-7

Landrum M]J, Chitipiralla S, Kaur K, et al. ClinVar: Updates to support classifications of both germline and somatic
variants. Nucleic Acids Res. 2025;53(D1):D1313-D1321. https://doi.org/10.1093/nar/gkae1090

Richards S, Aziz N, Bale S, et al. Standards and guidelines for the interpretation of sequence variants: A joint
consensus recommendation of the American College of Medical Genetics and Genomics and the Association for
Molecular Pathology. Genet Med. 2015;17(5):405-424. https://doi.org/10.1038/gim.2015.30

Busic-Pavlek I, Dumic-Cule I, Kovacevic L, et al. Calcium-sensing receptor expression in breast cancer. Int | Mol
Sci. 2023;24(14):11678. https://doi.org/10.3390/ijms241411678

Khan SU, Cervantes-Villagrana RD, Eduardo Del Rio-Robles J, et al. Calcium sensing receptor stimulates breast can-
cer cell migration and invasion via protein kinase C (. Exp Cell Res. 2025;447(2):114523. https://doi.org/10.1016/j.
yexcr.2025.114523

Tennakoon S, Aggarwal A, Kallay E. The calcium-sensing receptor and the hallmarks of cancer. Biochim Biophys
Acta. 2016;1863(6):1398-1407. https://doi.org/10.1016/j.bbamcr.2015.11.017

ISSN 1812-9269. Experimental Oncology 48 (1). 2026 71



N. Kitsera , Ya. Shparyk, I. Duda, Yu. Mylyan, N. Kunta

14. Lysyy T, Lalani AS, Olek EA, et al. The calcium-sensing receptor: A novel target for treatment and prophylaxis of
neratinib-induced diarrhea. Pharmacol Res Perspect. 2019;7(5):e00521. https://doi.org/10.1002/prp2.521

15. Boudot C, Hénaut L, Thiem U, et al. Overexpression of a functional calcium-sensing receptor dramatically increa-
ses osteolytic potential of MDA-MB-231 cells in a mouse model of bone metastasis through epiregulin-mediated
osteoprotegerin downregulation. Oncotarget. 2017;8:56460-56472. https://doi.org/10.18632/oncotarget.16999

16. Kim W, Takyar FM, Swan K, et al. Calcium-sensing receptor promotes breast cancer by stimulating intracrine ac-
tions of parathyroid hormone-related protein. Cancer Res. 2016;76(18):5348-5360. https://doi.org/10.1158/0008-
5472.CAN-15-2614

17. Orduna-Castillo LB, Del-Rio-Robles JE, Garcia-Jiménez I, et al. Calcium sensing receptor stimulates breast cancer
cell migration via the GBy-AKT-mTORC?2 signaling pathway. J Cell Commun Signal. 2022;16(2):239-252. https://
doi.org/10.1007/s12079-021-00662-y

18. Zhai ZH, Huang ZY, Huang KX, et al. The role of Casr inhibition-mediated M2 microglial transformation in ische-
mic preconditioning against stroke. Curr Med Sci. 2025;45(1):82-92. https://doi.org/10.1007/s11596-025-00003-9

19. Das S, Clézardin P, Kamel S, et al. The CaSR in pathogenesis of breast cancer: A new target for early stage bone
metastases. Front Oncol. 2020;10:69. https://doi.org/10.3389/fonc.2020.00069

Submitted: October 09, 2025

H. Kiyepa !, 4. HInapux 1, I Jlyoa !,

0. Munsin !, H. Kynma 3

! JIbBiBCHKMIT OHKOIOTIYHMI PeriOHaTbHMIT
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2 IBaHO-PpaHKiBCHKMIT HALIOHATLHUIT MEAVYHUI
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3 JIbBiBCHKMIT HALIOHAIbHMIT MeIMIHMI YHiBepcuTeT
iMm. Janmna lanunpkoro, JIbBiB, YKpaiHa

BUIAJIOK PIIKICHOI MYTALIIT CASR, TIOB’I3AHOT
3 HER2-TIO3UTUBHMM PAKOM I'PYJHOI 3ATTO31

TeHn 3 BUCOKOIO TTeHETPaHTHICTIO, Taki sk BRCAI, BRCA2, TP53, PALB2, CHEK2 ta ATM, no6pe Bigomi pu cragko-
BOMY paKy I'Py[HOI 321031, Ha BiIMiHY Bi/i T€HiB 3 HU3bKOIO IICHETPAHTHICTIO, KOTPi T€XX MOXXYTb BifjirpaBaTyi Ba>K/Iu-
BY pO7b y HmifgBuIeHHI pusnky 3axsoproBanHs. [en CASR (Calcium-Sensing Receptor), po3raiioBannit Ha XpoMOCoMi
3q13.3-q21, xopye peuentop, nos’si3auuit i3 G-617IKOM, AKMIT PETYII0e TOMEOCTa3 Ka/lbLil0 Ta CEKpeLio mapaTupeo-
igHOrO TOpMOHY. B 11bOMY HOBifOMIeH] omycaHo KIiHidHMIT IepeObir i reHeTHYHI 0COO6MMBOCTI B MALIiEHTKNU 3 paKOM
TPYZIHOI 3271031, y SIKOI BUAB/IEHO pifiKicHy MyTanjifo reHa CASR Ta npoaHasi3oBaHO MOTEHIi/IHY pOb 1IbOTO TeHa Y
CIIJIKOBIll CXUJIBHOCTI 1O PO3BUTKY paKy IpynHoi 3ao3n. CekBeHyBaHHA HOBOro IOoKoiHHA (NGS) BUABMIIO TeTepo-
suroTHu BapianT CASR ¢.2265G>T (p.Glu755Asp), xnacudikoBaHuii Ak BapiaHT HeBu3HadeHoI 3Havymocti (VUS).
ITarorennux myrauiit y BRCAI/2, CHEK2 a6o PALB2 He BusByeHo. ITallieHTKa oTpuMasa HeoaJ; I0BaHTHY XimioTe-
partito, il mpoBefieHO IPaBOOIYHY MAaCTEKTOMIIO Ta Tepalil TpacTy3ymaboM. BoHa [ocsarHyna moBHOI MaToIOriyHOL
perpecii (pCR) 6e3 peruauBy BIpomosx 10 MicsuiB crioctepesxeHHs. HesBaykaroun Ha BiICYTHICTb JOBEEHOIO IaTO-
reHHOro 3HaueHH: Bapianta CASR p.Glu755Asp, HasBHi faHi cBigyaTh, 10 HagMipHa excpecis CASR Moxe cripus-
Ty nporpecyBanHio HER2-1103UTHBHOTO paky IpyAHOI 3a/1031 Yepes Kajbliili-3anexHi curnanbhi nuaxu (PI3K/AKT,
MAPK). IIpencTaBiennii BUIAJOK IiAKpeCTOe MOTeHLiiHy ponb CASR SIK TeHa CXMIBHOCTI 3 HU3bKOKO IIEHETPAHT-
HICTIO Ta o6rpyHTOBye HeoOXigHicTh mopanpInx (QyHKI[iOHaIbHUX 1 T€HOMHUX JOCIIPKEHD [y BU3HAYEHHS JIOTO
K/IiHiYHOTO 3HAUYEHHS.

KmrouoBi cnoBa: pak rpyaHoi 3a103u, ciMertHuit aHamHes, MyTanisa rena CASR, HER2+++, TpacTysyma6, YkpaiHa.
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