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ABSTRACT

Introduction: High-grade serous ovarian cancer (HGSOC) is characterized by pronounced genomic instability, frequent mutations
in BRCAI/2 genes, and high clinical and molecular heterogeneity. In some patients, the disease is accompanied by a homologous
recombination deficiency (HRD), which causes sensitivity to poly (ADP-ribose) polymerase (PARP) inhibitors. However, the efficacy of
these drugs remains limited in BRCA wild-type patients.

This study aimed to analyze and describe a clinical case of BRCA-negative serous ovarian cancer complicated by multiple
progressions and the formation of drug resistance.

Methods: This study presents a clinical case of a patient with a common form of HGSOC, without mutations in BRCA1/2 genes but
with a moderately positive HRD status. Molecular genetic analysis was performed by next-generation sequencing using the Foundation
Medicine platform. The effectiveness of the treatment was assessed through positron emission tomography combined with computed
tomography, magnetic resonance imaging, and computed tomography, alongside serial measurements of the CA-125 tumor marker.

Results: The patient underwent cytoreductive surgery followed by five successive lines of chemotherapy, including platinum-based
regimens, bevacizumab, liposomal doxorubicin, gemcitabine, and olaparib as a PARP inhibitor. Although transient partial responses
were achieved, the disease subsequently progressed. Molecular genetic analysis confirmed the absence of BRCA1/2 mutations and
revealed an HRD score of 20.1%, indicative of limited sensitivity to PARP inhibition. As the patient’s general condition declined, a
transition to palliative care was initiated in February 2025. The patient passed away in March 2025.

Conclusions: The presented case highlights the limited therapeutic possibilities in BRCA-negative HGSOC with moderate HRD
status and demonstrates the need to develop new personalized treatment strategies in patients with an unfavorable molecular profile.

Keywords: high-grade serous ovarian cancer (HGSOC), BRCA-negative status, homologous recombination deficiency (HRD),
PARP inhibitors, clinical case, chemotherapy, molecular profiling.

Introduction: High-grade serous ovarian carcinoma
(HGSOCQ) is the most common and aggressive histological
subtype of epithelial ovarian cancer. This disease is charac-
terized by pronounced genomic instability, a high frequen-
cy of somatic and germinal mutations, impaired DNA re-
pair mechanisms, and activation of cellular stress signaling
pathways. In most cases, the tumor develops against the
background of molecular disorders in the TP53, BRCA1/2
genes, or other elements of the homologous recombina-
tion system. HGSOC is clinically characterized by an ag-
gressive course, early intraperitoneal dissemination, and
pronounced histological and molecular heterogeneity,
complicating treatment response prediction and necessi-
tating a personalized therapeutic approach [1, 2]. Accord-
ing to the international cancer registries, the median 5-year
survival rate in patients with advanced HGSOC does not ex-
ceed 27%. This is significantly lower than in low-grade or
early-stage tumors, where the survival rate can reach 70-
90%. The main reasons for such unfavorable outcomes are
late diagnosis, pronounced heterogeneity of the tumor, a
tendency to rapid intraperitoneal spread, and the devel-
opment of chemoresistance after the first courses of thera-
py [3,4]. According to molecular genetic studies, about 30-

35% of HGSOCS are associated with disorders in the BRCA1
or BRCA2 genes, including germinal and somatic muta-
tions and epigenetic inactivation, such as hypermethyl-
ation of promoter regions. These molecular defects lead
to homologous recombination deficiency (HRD), forming
the so-called HRD phenotype [5]. HRD is a central mech-
anism underlying genomic instability in epithelial ovari-
an cancer. It is associated with impaired high-precision re-
pair of double-stranded DNA breaks. According to current
molecular studies, signs of HRD are detected in approxi-
mately 50% of patients with HGSOC. This phenotype forms
the therapeutic vulnerability of the tumor to poly (ADP-ri-
bose) polymerase (PARP) inhibitors, whose action is based
on the principle of synthetic lethality. In this regard, deter-
mining the HRD status is of key importance for choosing
personalized therapy and evaluating the potential effec-
tiveness of PARP inhibitors in this category of patients [6-8].
Poly inhibitors (ADP-ribose) polymerases (PARP) were ini-
tially developed as a maintenance therapy for patients with
recurrent ovarian cancer who have achieved a complete
or partial response to repeated chemotherapy with plati-
num preparations. Their clinical efficacy was convincingly
demonstrated in three large, randomized phase I trials —
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NOVA (ENGOT-OV16), SOLO-2 (ENGOT-OV21), and ARIEL3
— where there was a significant improvement in progres-
sion-free survival (PFS) compared to placebo. The results
of these studies led to the approval of niraparib, olaparib,
and rukaparib as maintenance therapy for recurrent plat-
inum-sensitive ovarian cancer, regardless of the presence
of mutations in BRCAT/2 or other biomarkers. This expand-
ed the indications for using PARP inhibitors and confirmed
their role as one of the key components of a personalized
approach to treating recurrent tumors [9, 10].

This study aimed to analyze and describe a clinical case
of BRCA-negative serous ovarian cancer complicated by
multiple progressions and the formation of drug resistance.

Materials and methods: This paper presents a clinical
case of a patient with a common form of HGSOC under ob-
servation at the Almaty Cancer Center. An integrated ap-
proach was used to assess the molecular and immunohis-
tochemical profile of the tumor.

A next-generation molecular genetic sequencing
(NGS) study was performed in Foundation Medicine Inc.’s
(USA) laboratory to assess the mutation status. The test
evaluated mutations in the BRCA1/2 genes and the level of
genomic instability (HRD), which revealed the absence of
BRCA mutations and the HRD status of 20.1%.

An immunohistochemical study of the tumor tissue
was performed using antibodies to the WT1, PAX8, p53,
p16, Ki-67 markers, estrogen and progesterone recep-
tors (ER/PR), and the folate a receptor. The study was per-
formed on the VENTANA BenchMark ULTRA (Roche) plat-
form using the BN3.2 monoclonal antibody (Novocastra/
Leica). Mutation-specific overexpression of p53 and Ki-67
at 30% and moderate and strong expression of folate re-
ceptor a in 35% of tumor cells were found. Expression of
ER and PR was absent.

In contrast to the clinical case described in our pre-
vious article [11], which documented a rare BRCAT muta-

tion (p.181T>G; p.Cys61Gly) associated with prolonged tu-
mor stabilization exceeding three years, this patient had
no BRCA1/2 mutations and an HRD score of 20.1%, indicat-
ing limited expected benefit from PARP inhibitor therapy.
Variations in the molecular profile proved to be critical de-
terminants in selecting therapeutic strategies, prognos-
tication of treatment response, and prediction of disease
trajectory. Disease progression and therapeutic response
were dynamically monitored through serial imaging stud-
ies, including magnetic resonance imaging (MRI), comput-
ed tomography (CT), and positron emission tomography/
computed tomography (PET/CT), complemented by se-
quential measurements of serum CA-125 levels.

Clinical case:

Patient Information: Patient A. was 42 years old at the di-
agnosis. She presented in February 2022 with clinical signs
necessitating immediate surgical intervention. Primary cy-
toreductive surgery was performed with an extensive sur-
gical approach, including total abdominal hysterectomy
with bilateral salpingo-oophorectomy, resection of the
round ligament of the liver, excision of a tumor mass from
the left paracolic gutter, total omentectomy, and pelvic
and para-aortic lymph node dissection. Histological analy-
sis confirmed HGSOC, FIGO stage IIIC (pT3C pN1c MO).

Between March and June 2022, the patient received six
cycles of chemotherapy consisting of carboplatin (AUC 5)
and paclitaxel (175 mg/m?), administered intravenously ev-
ery 21 days. A favorable treatment response was observed,
as evidenced by a decline in the CA-125 tumor marker level
to 32 U/mL by July 2022.

In June 2022, the tumor molecular genetic profiling
was done by NGS using Foundation Medicine Inc. USA). No
pathogenic variants were identified in the BRCA1/2 genes,
indicating a BRCA wild-type status. The HRD score of 20.1%
evidenced moderate genomic instability and suggested
limited sensitivity to PARP inhibitor therapy (Figure 1).
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Figure 1 — Molecular genetic and immunohistochemical analysis was performed using next-generation sequencing
(FoundationOne® CDx, Foundation Medicine, Cambridge, USA)
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An immunohistochemical study of the tumor was also
performed at the Charité University Hospital (Berlin, Ger-
many). Mutational type of p53 expression, Ki-67 prolifera-
tive activity index at the level of 30%, expression of folate
receptor a in 35% of tumor cells, and negative expression
of hormone receptors ER and PR were found.

To evaluate the disease extent, a PET/CT scan per-
formed in February 2022 revealed increased metabolic ac-
tivity in the mesenteric lymph nodes (SUVmax 3.8-6.1). Fol-
low-up imaging in November 2022 showed no evidence of
disease recurrence (Figure 2).

In December 2022, the clinical case was reviewed
during a multidisciplinary consultation at the Kazakh In-
stitute of Oncology and Radiology, with the participation
of specialists from Charité University Hospital. Considering
the absence of disease recurrence on the PET/CT scan from
November 2022 and a platinum-free interval exceeding
six months, the patient was classified as platinum-sensi-
tive. Based on the results of the discussion, repeated plati-
num-containing chemotherapy in combination with bev-
acizumab is recommended, followed by the appointment
of a PARP inhibitor when the disease stabilizes.

_—
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Figure 2 - PET/CT scan: A - an increased metabolic activity in
the abdominal lymph nodes (arrows), consistent with active
disease (February 2022); B - a marked reduction in metabolic
activity of previously hypermetabolic lymph nodes
(November 2022)

From April to September 2023, the patient underwent
six cycles of second-line chemotherapy consisting of car-
boplatin (AUC 5), paclitaxel (175 mg/m?), and bevacizum-
ab (15 mg/kg), administered intravenously every 21 days.
The treatment was well tolerated. A positive treatment re-

sponse was observed, reducing the CA-125 tumor mark-
er level from 115 to 48 U/mL. Follow-up PET/CT imaging in
August 2023 demonstrated decreased metabolic activity
in the previously affected lymph nodes, consistent with a
partial metabolic response (Figure 3).

Figure 3 — A PET/CT scan from August 2023: reduced metabolic activity in the affected lymph
nodes (arrows) indicates a favorable response to second-line chemotherapy

From October 2023 to February 2024, the patient re-
ceived maintenance therapy with olaparib at a dose of
300 mg twice daily. This regimen was initiated following
a favorable response to second-line treatment and was
in alignment with international guidelines for the use of
PARP inhibitors in patients with platinum-sensitive disease

despite the absence of BRCA mutations. However, in March
2024, both biochemical and radiological evidence of dis-
ease progression was observed: CA-125 levels increased to
151 U/mL, and PET/CT imaging revealed new metabolically
active lesions in the cervical, mediastinal, para-aortic, mes-
enteric, and paracaval lymph nodes, as well as radiophar-
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maceutical uptake in the skin of the neck and the anterior
abdominal wall (Figure 4).

From April to June 2024, the patient received chemo-
therapy consisting of paclitaxel at a dose of 160 mg admin-
istered intravenously on days 1, 8, and 15 of each 21-day cy-
cle, in combination with bevacizumab 15 mg/kg every 21

days. A total of three cycles were completed. During treat-
ment, the patient developed grade 2 leukopenia. A PET/CT
scan performed in July 2024 revealed signs of peritoneal
carcinomatosis, ascites, and enlargement of the mesenter-
ic and para-aortic lymph nodes, along with cystic lesions
in the liver suspected to be of metastatic origin.

Figure 4 - PET/CT image: New metabolically active lesions
in the lymph nodes, the skin of the neck,
and the abdominal wall

From July to October 2024, the patient received se-
quential chemotherapy with continued use of bevacizum-
ab. Two cycles of liposomal doxorubicin (40 mg/m2 in-
travenously) with bevacizumab (15 mg/kg) were initially
administered. Due to the absence of clinical or biochemi-
cal improvement, the treatment regimen was modified to
include three cycles of gemcitabine (1000 mg/m? on days
1 and 8 of each 21-day cycle), again combined with beva-
cizumab at the same dosage. Despite these interventions,
no objective treatment response was achieved. PET/CT
and MRI scans performed in October 2024 revealed multi-
ple metastatic lesions in the liver and peritoneum (Figure
5), as well as bilateral pleural effusions.

A CT scan performed in February 2025 confirmed in-
testinal obstruction, multiple hepatic metastases, and bi-
lateral pleural effusions. Due to progressive clinical dete-
rioration, the patient underwent laparotomy, followed by
a relaparotomy with gastrostomy and cecostomy. At that
time, the CA-125 level exceeded 1100 U/mL, and the pa-
tient’s performance status was assessed as ECOG 3. In
light of the lack of therapeutic response, the extensive
progression of the disease, and the overall decline in clin-
ical condition, a decision was made in February 2025 to
transition the patient to palliative care. Despite support-
ive measures, the patient succumbed to disease progres-
sion in March 2025.

Figure 5 — Axial pelvic MRI: Signs of peritoneal carcinomatosis. The T2-weighted image (left) and
diffusion-weighted image (right) reveal irregular thickening and nodularity along the peritoneal
surfaces (arrows), consistent with metastatic peritoneal involvement
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Results: The patient underwent complex treatment,
including cytoreductive surgery, five lines of chemo-
therapy, targeted therapy, and maintenance treatment
with a PARP inhibitor. After the first line of chemother-
apy, partial remission was achieved with a biochemical
decrease in CA-125 levels to 32 U/ml. PET/CT from No-
vember 2022 showed no signs of relapse. Considering
the platinum sensitivity (over more than 6 months), re-
peated platinum-containing chemotherapy in combi-
nation with bevacizumab was started in April 2023. At
the end of six cycles, partial metabolic remission was
achieved, and the CA-125 level decreased to 48 U/ml.
Since October 2023, maintenance therapy with olaparib
was performed, but by March 2024, biochemical and vi-
sual progression was recorded: an increase in CA-125 to
151 U/ml and the detection of active metastatic lymph
nodes. Due to documented disease progression, treat-
ment with weekly paclitaxel in combination with bev-

acizumab was initiated between April and June 2024.
However, follow-up PET/CT imaging revealed continued
disease spread. Subsequent chemotherapy regimens
incorporating liposomal doxorubicin and gemcitabine
likewise failed to elicit an objective response. Trends in
CA-125 levels throughout treatment, showing initial re-
sponse followed by progressive elevation during later
lines of therapy and transition to palliative care (Figure
6), and PET/CT imaging from October 2024 demonstrat-
ed multiple metastatic lesions. NGS revealed no patho-
genic mutations in BRCA1/2 and HRD score of 20.1%, in-
dicative of moderate genomic instability and limited
expected benefit from PARP inhibitor therapy. Due to
disease progression and functional decline (ECOG per-
formance status 3), the patient was transitioned to palli-
ative care in February 2025. A fatal outcome was record-
ed in March 2025 (Table 1).
The timeline of this clinical case is provided in Table 1.
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Figure 6 — Changes in CA-125 levels during treatment

Table 1 - Timeline of the clinical case of BRCA-negative serous ovarian cancer with multiple progressions and drug

resistance
Date Event
February 2022 Initial presentation and primary cytoreductive surgery. Diagnosis: HGSOC, FIGO IlIC.
March - June 2022 First-line chemotherapy (carboplatin + paclitaxel), favorable response (CA-125 decrease to 32 U/mL).
June 2022 NGS: BRCA-negative, HRD 20.1% confirmed.
November 2022 PET/CT: No signs of recurrence.

April - September 2023
decreased to 48 U/mL.

Second-line chemotherapy (carboplatin + paclitaxel + bevacizumab): partial metabolic response, CA-125

October 2023 - February 2024

Maintenance therapy with olaparib.

March 2024

A progression was detected: CA-125 increased to 151 U/mL; new metastatic lesions on PET/CT.

April - June 2024

Third-line chemotherapy (weekly paclitaxel + bevacizumab): the progression continued.

July - October 2024
no response.

Fourth-line chemotherapy: liposomal doxorubicin + bevacizumab; switch to gemcitabine + bevacizumab;

October 2024 MRI and PET/CT: Liver metastases, peritoneal carcinomatosis, pleural effusion.
February 2025 Intestinal obstruction: palliative surgeries (gastrostomy, cecostomy); ECOG 3; transition to palliative care.
March 2025 Patient deceased.

Discussion: The presented clinical case illustrates the
course of FIGO IlIC HGSOC in a BRCA-negative patient
with moderate genomic instability. Despite complete

cytoreductive surgery, two consecutive platinum reg-
imens, targeted therapy with bevacizumab, and main-
tenance treatment with olaparib, the disease was char-
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acterized by a progressive and resistant course [12]. In
contrast to the clinical case presented in a previous-
ly published paper [11], where the detection of a rare
BRCAT gene mutation (p.181T>G; p. Cys61Gly) allowed us
to achieve long-term stabilization of the tumor process
for more than three years on the background of PARP-in-
hibitor therapy; in our case, the molecular profile was
different [13].

The patient had no mutations in the BRCA1/2 genes,
and the HRD level was 20.1%, indicating a limited sensitiv-
ity to PARP inhibitors. Despite similar maintenance ther-
apy with olaparib, the effect was short-lived, and disease
progression was recorded [14]. This highlights the impor-
tance of molecular profiling in the early management of
patients with epithelial ovarian tumors. In addition, high
p53 expression, absence of ER/PR receptors, and moder-
ate folate a receptor expression (35%) reflect the aggres-
sive molecular phenotype of the tumor.

Repeated changes in chemotherapy regimens, in-
cluding liposomal doxorubicin, gemcitabine, and weekly
paclitaxel, did not provide a stable response. These lines’
lack of clinical efficacy highlights the limitations of avail-
able treatment strategies in patients with an unfavorable
molecular profile. In conditions of aggressive course and
cumulative toxicity, timely transition to palliative care
plays a key role.

Conclusions: The presented clinical case of HGDOC,
FIGO stage IlIC, in a BRCA-negative patient with moder-
ate genomic instability (an HRD score of 20.1%) illustrates
an aggressive disease course with limited response to
multi-line therapy. Despite optimal primary cytoreduc-
tion, sequential platinum-based chemotherapy, and tar-
geted antiangiogenic therapy, the patient experienced
recurrent relapses and multiple episodes of disease pro-
gression. The absence of BRCA1/2 mutations and a bor-
derline HRD score likely contributed to reduced sensitiv-
ity to PARP inhibition and the lack of durable treatment
response. This case highlights the urgent need to devel-
op novel individualized treatment strategies and identi-
fy additional therapeutic targets in patients with unfa-
vorable molecular profiles. Emphasis should be placed
on early detection of resistance predictors and the im-
plementation of truly personalized oncologic care tai-
lored to the genetic and phenotypic characteristics of
the tumor.
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AHJIATIIA

X

BRCA-TEPIC AHAJIBIK BE3/1H JKOFAPBI JIOPEJKEJI CEPO3/Ibl KATEPJII ICIT1,
KAHUTAJIAHATBIH YJEVI:
KJIUHUKAJIBIK JKAFIAWIBI

A.E. Aiioapoe'?, C.2K. Xaiidapoé®, /I.P. Kaiioaposa®, H.A. H36azambemos®, P.0. Bonaméexosd’®,
JLE. Aiwoapoé', A.M. Aiidaposa®, JK.M. Amankynoe*

I«KasakcTaH-Peceit meguumHanblk yausepcuteTi» MEBBM, Anmatsl, KasakctaH Pecny6nmkach;
2«AnmaTbl oHkonoruanblk optansifbly LLXKK KMK, Anmartsl, Kasakcran Pecnybnukacsl;
3MleHcaynblk cakTay FbinbiMi OpTanbifbl, LLIsHbWKaHE yHBEpCUTETI, LLIsHb4YKaHb, KbiTalt Xanklk Pecnybnmkacs!;
“«C.XK. ActheHamsipos aTbliigarbl Kasak ynTTblk MeauumHa yHusepeuteTin KEAK, Anmathl, KasakctaH Pecnybnukacsl;
SAO «Kasak OHKONOrMs xaHe paanonorus FeinbiMu-3epTTey MHCTUTYTbI» AK, Anmatel, KasakctaH Pecnybnukach

Oszexkminizi: Ananvik 6e30iy dcozapvl 0opediceni cepozovl Kamepii iciei (HGSOC) aiikbin eenomovis mypaxcoizoviknen, BRCAI/2
2enoepinoe2i JHcui Mymayusiapmen JHCoOHe HCO2apbl KIUHUKALBLK JHCOHE MONEKVIANbLK 2enmepo2eHoiiiknen cunammanaost. Keiibip nayxacmapoa
aypy comonozusinvik pekomounayusinely (HRD) scemicneywinicimen dipee owcypedi, oyn PARP uneubumopaapvina ce3immanoblkmsl myobipaobsl.
Anaiioa, byn npenapammapowiy BRCA-acabativt mypi icikmepoezi muimoiniei wiekmeyii 601vin Kaaiaobl.

3epmmey maxcamol — Oiprewe yoeymen scone dopice me3iMoinikmiy Kaivinmacyvimen ackvinean BRCA-mepic ananvlk 6e30in cepo30bi
Kamepii iciei 6ap Haykacmol emMOeyOiy KIUHUKATBIK HCA20AUbIH MANOAY HCOHE CUNAMMAY.

AQoicmep: Byn sepmmey BRCAI/2 zendepinde mymayusicul d1cok, oipax opmawa oy HRD mopmebeci 6ap HGSOC scannvt ghopmacwr bap
HAYKACMblY KIUHUKATLIK dicaz0aubii ycbinaovl. Moaexynanvik-ecenemukanvik manoay Foundation Medicine nnameopmacevinda xeneci ypnar
CeKBEHYUACHL APKbLIbL HCYp2ei3indi. Emoeyoiy muimoiniei CA-125 icik mapkepin cepusiivlk onueymMen Kamap KOMnblomepik momozpagpusmen
6ipikmipineen NO3UMPOHObI-IMUCCUATBIK MOMOSPADUA, MAZHUMMT PE3OHAHCHIbL MOMOPAPUSA HCOHE KOMNBIOMEPTIK MOMOZPAPUsL APKbIIbL
bazananovi.

Homuocenepi: Haykac yumopedykmuemi onepayusoan emmi, COOAH KeliH NAamuHa He2izinoeei pedcumoepoi, besayuzymabmol,
MUNOCOMANBIK, OOKCOPYOUYUHOi, 2emyumabunoi sxcone noau(AL4D-pubosa) nonumepasa (I1APII) uneubumopnapel onanapubmi Koca aieanod,
XUMUOMEPANUSIHbIY KAMAapblHaH bec bazvlmul Hcypeisindi. Omneni iwinapa peakyusiapaa Kol HCemKisiieeHiMeH, KeUiHHeH aypy ACKbIHbIN
kemmi. Monexynanvik-eenemuranvis manoay BRCA1/2 mymayusnapeinsiy scoxmolebin pacmaosl sxcone HRD 20,1% kepcemkiwin anvikmaovl,
byn ITAPIl mescenyine wexkmeyni ce3immanovikmel kepcemeodi. Haykacmuiy swcannvt dcazoavivl Hawaprazanovikmat, 2025 swcvlidviy
AKNAHbLIHOA NALIUAMUBMIK KOMeKKe Kowy 6acmanosl. Haykac 2025 scoindviy Haypels atiblhoa Katimolc 6010bl.

Kopvimutnowt: ¥Ycoinoinean owcazoau opmawia HRD mopmebeci 6ap BRCA-mepic HGSOC npenapammapuitbiy wexmeyni emoix
MYMKIHOIKmMepiH Kepcemeoi HcoHe KOAachl3 MOIeKYAAIbIK Npodui 6ap HayKacmapowvl emMoeyoiy H#ana rHeekeaeHoipiieen Cmpamezusiapbit
a3ipaey Kaxcemminiein kepcemeo.

Tyitin ce30ep: ananvix 6e30iy dcozapwi dopedrceni ceposzovl Kamepii iciei (HGSOC), BRCA-mepic cmamycel, 20MOL02USNBIK pEKOMOUHAYUS
manwwliavievl (HRD), ITAPII uneubumopnapotl, KIUHUKALLIK JCA20AtbL, XUMUOMEPANUSsL, MOLEKVAAIbIK NPOPUILOEY.

AHHOTANUS

BRCA-HEIT'ATUBHBIN CEPO3HBINA PAK SMYHUKOB BHICOKOM CTEINEHU
3JJOKAYECTBEHHOCTH C PEIIUJIUBUPYIOIIUM ITPOT'PECCUPOBAHUEM:
KJIUHUYECKHUM CJOYUYAN

A.E. Aiioapoe'?, C.2K. Xaiioapoé®, /I.P. Kaiioaposa®, H.A. H36azamoemos’, P.0O. Bonamoéexosa’,
JILE. Aiidapos', A.M. Aiidaposa®, JK.M. Amanxynos®

'HYO «Ka3saxcraHckuit-Poccuiicknit MeauumMHCKuin yHuBepeuTeTy, Anmatel, Pecnybnuka Kasaxcrah,
*KI'TI Ha MXB «AnmaTuHCKIi OHKOMOTMYeCKUH LieHTp», Anmatel, Pecrybnuka KasaxctaH,
SHayuHbIit LieHTp 3npaBooxpaHeHis, LLaHswkaHbCKii yHBepeuTeT, LWaHbwkaHb, KuTaiickas HapoaHas Pecnybnuka;
*HAO «Kasaxckuii HaLMoHanbHbI MeauumMHckuin yHueepeuTeT umenm C.1. Acdenansiposay, Anmatsl, Pecnybnka Kasaxcra,
SAO «Kasaxckuit Hay4HO-MCCTIe[0BATENbCKUIA UHCTUTYT OHKONOTMW U paguonoriny, Anmarsl, Pecnybnuka Kasaxcrau

Axmyanvnocmy: Ceposnvill pak AUYHUKOE 6bICOKOU cmenenu 310Kkauecmeennocmu (high-grade serous ovarian cancer, HGSOC)
XApaxkmepuzyemcsi 8blPaANCEHHOL HeCMAOUIbLHOCMbIO 2eHOMA, yacmbimu mymayusimu 6 2enax BRCA1/2 u 6blcokotl KIUHUYECKOU U MOJIeKYIAPHOU
2emepoceHHOCmbl0. Y HeKOmopvlX NayueHmos 3ab0ie6anue conposoHcoaemcs O0euyumom 2omon0cuyHol pexomodounayuu (homologous
recombination deficiency, HRD), ymo obyciasnusaem uyscmeumenvHocnmos K uneubumopam nonu(AJ@-puboso)norumepaser (I1API). Oonaxo
aghpexmusrocmo smux npenapamos npu BRCA ouxozo muna ocmaemcsi 02paHuyeHHOL.

Henv uccnedosanus — npoananuzuposams u onucamy KauHudeckuil caydai nevenus nayuenmcu ¢ BRCA-necamugnviym cepo3nblm pakom
SAUYHUKOB, OCLOACHEHHBIM MHOICECIMBEHHBIMU NPO2PECCUSIMU U POPMUPOBAHUEM JEKAPCMEEHHOU YCMOUYUBOCMU.

Memoowr: B dannoii nybaukayuu npedcmasiien KiuHU4eckull ciyyai nayuenma ¢ pacnpocmparernoti ¢opmoti HGSOC, b6es mymayui
6 eenax BRCAI/2, no ¢ ymepenno nonoscumenvuvim cmamycom HRD. Monexynsaprno-eenemuueckuti anaius npoeoouics ¢ UCnOIb308aHUEM
CceKgeHUpoBans 08020 nokonenus na niamgpopme Foundation Medicine. Dghpexmusnocmo newenus oyenusaiacs ¢ nNOMOWbIO NO3UMPOHHO-
IMUCCUOHHOU MOMOSPAPUU 8 COUeMAHUU C KOMNbIOMEPHOU momozpaguerl, MAeHUMHO-PE3OHAHCHOU MOMOZPAdul, KOMNbIOMeEPHOU
momozpaguu, a maxaice nOC1e008amenbHblX Usmeperull onyxoneeozo mapkepa CA-125.

Pesynomamur: [layuenmre Ovina npogedena yumopeoykmueHas onepayus, 3a Komopou nocied08au niams nocied08amenbHblx Kypcog
XUMUoOmepanuy, GKIOYAs cXeMbl HA OCHOBE NAAMUHNbL, Oesayu3ymad, 1UnocomManbHulil 00Kcopyouyun, cemyumabun u uneubumop I1APII
onanapub. Xoms Ovinu 00CMUSHYMbl BPEeMEHHble YACMUYHbIE OMEembl, GnOcIe0Cmeuu 3aboneeanue npozpeccuposano. MonexynsapHo-
eenemuueckull ananus noomsepoun omcymemeue mymayuii BRCAI1/2 u sviasun degpuyum eomonoeuunoii pexombunayuu (HRD), komopuiil
cocmasun 20,1%, umo yxkazvieaem Ha 02panuieHnyIo wyecmeumensHocms K uneuouposanuio IIAPII. Ilockoneky obwee cocmosanue nayuenma
yxyowunocs, 6 gpeepane 2025 2o0a 6vin Hawam nepexoo Ha NALIUAMUBHYIO nomows. Tlayuenm ckonyancs 6 mapme 2025 zooa.
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3akniouenue: Ilpedcmasnennviii ciyuail noduepkusaem o02paHuyeHHvle mepanegmuyeckue 6osmoxcnocmu npu BRCA-neecamusnom
HGSOC ¢ ymepennvim HRD cmamycom u 0emorHcmpupyem HeoOXo0umocnms pa3pabomki HO8bIX NepCOHANUUPOSAHHBIX CINPAMe2utl 1e4eHus
nayuenmog ¢ HeO1a2onpUsmMHbIM MONEKYAAPHLIM NPOPUNEM.

Kniouegvle cnosa: ceposnviii pak suuHukos vicokoti cmenenu 3noxauecmeennocmu (HGSOC), BRCA-nezamuenbiti cmamyc, depuyum
comonozuyno  pexombunayuu (HRD), uneubumoper nonu(AJ®-puboso)norumepasor (IIAPII), rkiunuueckuil cayyai, Xumuomepanus,
MONeKyIspHoe npoduiuposanue.
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