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KAWHUYECKUA CAYHAN NEPBUMHO-MHOXECTBEHHOIO
METAXPOHHOIO BRCA-ACCOUUUPOBAHHOTO PAKA
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The article offers a clinical case presentation involving the treatment of a patient featuring symptoms of primary multiple
metachronous cancer affecting the patient’s breast, and ovaries, associated with the BRCA1c5382insC mutation. From
2007 to 2023, the patient underwent comprehensive treatment, which included surgical, antitumor, and radiotherapy of
various modes and targeted therapy with PARP inhibitors. The obtained data reveal the importance of identifying the genetic

reason behind tumor growth when dealing with oncological cases.
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NOTES FROM PRACTICE 3AMETKHU U3 MPAKTUKHU

MpencTtaBneH KNMHUYECKUIA CRyvyald nevyeHns NaumeHTkM ¢ NepPBUYHO-MHOXECTBEHHLIM METAXPOHHbIM PakOM MOJIOY-
HOW Xenesbl U SINYHMKOB, acCOUMMPOBaHHbIM C myTaumein BRCA1c5382insC. B nepuog ¢ 2007 no 2023 rop 6onbHas
npoxoauna KOMMIEKCHOE nedvyeHne, BKAKYaloLlee XMPypruyeckoe, nNpOTMBOOMYXONEBYID U PagnonyyeBylo Tepanuio B
pasHbIX pexmnmMax, a Takxke TapretHytlo tepanuio PARP-uHrnéutopamu. Takum obpas3om, npeacraBneHHoe HabnioaeHue
OEeMOHCTPUPYET BaXKHOCTb MAEHTUOUKALUN FEHETUHECKOMW OCHOBbI OMyXONEeBOro pocTa B BBEOEHUW OHKOJSIOrM4EeCKOWN

NauneHTKn.

KntoyeBsbie c/ioBa: nepBMYHO-MHOXECTBEHHbIV pak, pak MOJIOYHOU Xenesdbl, pak sndHnkoB, BRCA1, MosiekyisspHO-reHe-

Tn4deckas anarHoctuka, PARP-uHrnbutopsbl
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BC - breast cancer

CT - computed tomography
DNA - deoxyribonucleic acid
MNP - malignant neoplasms
OC - ovarian cancer

PARP - poly(adp-ribose) polymerase

PCT - polychemotherapy

PCR - polymerase chain reaction

PMMN - primary multiple malignant neoplasms
ROMA - risk of ovarian malignancy algorithm

dynamics, which points to the growing rele-

vance of primary multiple malignant neoplasms
(PMMN). In2022, for instance, the number of identi-
fied PMMN cases was unprecedented — 68 thousand,
which accounted for 10.9 % within the structure of all
the malignant neoplasms detected (2021 — 10.0 %;
2020 - 9.5 %; 2019 - 9.3 %). By the end of the re-
porting year, the total number of patients diagnosed
with PMMN exceeded 258 thousand people (6.4 % of
the entire number) [1].

One of the most typical combined MNPs is a
combination of tumor lesions affecting the female
reproductive system, namely, breasts (breast cancer /
BC) and ovaries (ovarian cancer / OC), which is to be
explained by standard molecular & genetic, hormonal
and metabolic processes involved in the pathogenesis of
the said tumors [2].

Most hereditary BC and OC cases are associated
with highly penetrant mutations in the BRCA1 and
BRCA2 double-stranded DNA break repair system
genes. The detection of mutations in the mentioned
genes are of significant diagnostic and prognostic
value and is taken into account when selecting a
treatment strategy for MNPs. In treating cases of BRCA-
associated tumors, for instance, drugs belonging to
the PARP inhibitors group have proven to be effective
[3-5].

Speaking about this category of patients, it should be
noted that molecular genetic tests aimed at identifying
mutations associated with BC and OC carcinogenesis
should become a mandatory diagnostic step.

Clinical case presentation. Patient M., 1960; con-
tact a local GP in July 2023, reporting issues like some
pain in the left iliac area, persistent constipation, and
bowel movement possible after taking laxatives only.
The clinical test results showed reduced hemoglo-
bin levels (down to 95 g/I) and thrombocytosis
(410x10%/1), with no specific change registered other-
wise.

To complete the outpatient examination, the patient
was given a referral for a video colonoscopy test, which
showed a sigmoid diverticulum with diverticulitis and
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abscess. A biopsy sample of the sigmoid colon mucous
membrane was used for a histological examination, and
the following conclusion was issued: carcinoma of the
sigmoid colon.

The CT scans of the chest, abdominal cavity, and
pelvis with intravenous enhancement done in August
2023 concluded the following: altered sigmoid colon
wall typical of malignant neoplasms, with no other focal
changes detected in the examined parts.

The medical history stated that the patient had
been registered with an oncologist since 2007, the
diagnosis being that of breast cancer pT2N1MO0, Stage Il,
condition following left-sided mastectomy, six courses
of PCT (doxorubicin + cyclophosphamide), radiothe-
rapy.

In October 2021, the patient’s complaints went on
to include growing significant weakness, increased
abdominal size, and pain in the right iliac area.
A comprehensive examination revealed an increase in
the concentration of biochemical markers of CA125-
76.1 U/I; Ned4 — 165.5 pmol/l; there was a calculation
performed for the individual risk of developing breast
cancer relying on the ROMA index: 59.3%, which is
indicative of high risk of epithelial ovarian cancer for
postmenopausal women.

In January 2022, the patient underwent surgery:
extirpation of the uterus with appendages, omentectomy,
appendectomy, and peritoneum multifocal biopsy.
The conclusion offered for the intravital histological
study of the surgical samples stated the following: high
malignancy serous cancer, left and right ovaries, High
Grade (G3), with vascular invasion and implantation
metastases affecting the right fallopian tube, appendix,
and pelvis peritoneum.

Given the medical history, a recommendation of
undergoing a molecular genetic study was offered;
the patient had a DNA sample taken from her blood
as well as mutations detected through real-time PCR
and a set of HRR screening agents. The test revealed
a BRCA1c5382insC  mutation; the diagnosis set
waspT3aN1MO0 OC, Stage IlIA with verification of breast
and ovary primary multiple metachronous malignant
neoplasms associated with a BRCA1 mutation.



MEDICAL NEWS OF NORTH CAUCASUS
2024. Vol. 19. Iss. 2

MEAULUHCKUA BECTHUK CEBEPHOTO KABKA3A
2024.T.19. Ne 2

Subject to the respective clinical recommendations,
from January through May 2022, the patient received
six courses of drug antitumor therapy according
to the following scheme: Paclitaxel, 175 mg/m? on
1 days + Carboplatin AUC 5 on 1 days; Cycle — 21 days.

The therapy mentioned above came along with
positive dynamics of the patient’s overall status.
The complications entailed by the treatment were

targeted therapy was administered with a drug
belonging to the group of PARP inhibitors (Olapa-
rib).

In September 2023, the patient had sigmoid
colon resection with an extended lymphadenectomy.
The intravital histological conclusion based on the
surgical material examination was poorly differentiated
carcinoma, High Grade (G3). An immunohistochemical

anemia, neutropenia, and polyneuropathy. In May study has been recommended to clarify the tumor
2022, considering the BRCA1 mutation, supportive immune phenotype (Table).
Table
Protocol of immunohistochemical examination
Marker and clone Reaction description
CK7 Positive reaction in tumor cells
CK20 Negative reaction in tumor cells
ER Positive nuclear reaction in tumor cells. Allred Score 5+3=8
CDX2 Negative reaction in tumor cells
GATA3 Negative reaction in tumor cells
PAX8 Positive nuclear reaction in tumor cells
WT1 Positive reaction
p53 Nuclear uneven expression, Wild type
Conclusion Immune phenotype of tumor tissue matches High Grade serous ovarian adenocarcinoma

The table above shows that the first recurrent
platinum-sensitive ovarian cancer has beenidentified. The
platinum-free interval, in the meantime, was 18 months.
Second-line PCT courses have been administered:
Gemcitabine, 750-1000 mg/m?2 on 1 days, 8 days +
Carboplatin AUC 3-6 on 1 or 2 days; Cycle — 21 days.
The treatment was accompanied by lowering hemoglobin
concentrations (down to 85 g/l), severe leukopenia,
and neutropenia to 0.7 x10%/1). The complications were
stopped by administering iron-based medications and
colony-stimulating factors (Filgrastim).

The patient’s closest family was recommended
molecular genetic tests to identify the BRCA1c5382insC

mutation carrier. If detected, more intense dynamic
monitoring should be carried out along with preventive
measures.

Conclusion. Nowadays, the value of molecular
genetic research in diagnosing and treating MNP can
hardly be overestimated. The timely detection of the
BRCA1 gene mutation in the case mentioned above might
have explained the need for a set of preventive measures
to be taken to prevent the development of metachronous
ovarian issues. The administered targeted therapy with
PARP inhibitors helped maintain remission for 18 months,
which is another proof of the importance of identifying
the genetics-bound reason behind tumor growth.
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COCTOAHUE KOCTHOTO METABOAU3MA Y AETEN
C XPOHU4HECKUMU 3ABOAEBAHUAMU OPTAHOB AbIXAHUA
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o6pa3oBaHusa, Mocksa, Poccumckasa Peaepauus

This review focuses on the specific issues of bone metabolism in children with chronic respiratory diseases, namely,
cystic fibrosis and bronchial asthma. The results of numerous studies show that patients with chronic bronchial and lung
issues tend to develop a premature imbalance of bone remodeling, the clinical manifestations of which include osteope-
nia, osteoporosis and low-impact fractures. There is also a discussion offered around factors that have a certain effect
on the bone metabolism status at the physiological level, as well as around the role of various pathogenetic mechanisms
and medication therapy in affecting bone mineral density in pediatric patients suffering from cystic fibrosis and bronchial
asthma.

Keywords: cystic fibrosis, bronchial asthma, osteopenia, osteoporosis, bone metabolism

0630p nocBAlEeH OCOGEHHOCTAM KOCTHOro MeTabGonmaMa y [OeTeil C XpPOHWYeckumu 3abosieBaHUSIMU OpraHoB
ObIXaHUsl, @ UMEHHO MYKOBMCUMOO030M U OGpoHXManbHOM acTmoii. CornacHo pesynbTaTaM MHOMOYMCIIEHHbIX UCCe-
OOBaHWI, NaumMeHTbl C XPOHUYECKUMM 3abosieBaHUAMM OPOHXOB W JIETKMX MOOBEPXEHbl MNPEeXAeBpeMeHHOMY pas-
BUTUIO AucbanaHca KOCTHOMO PEMOAENMPOBaHUS, YTO KIUHMYECKU NposiBNseTcs B ¢dopme OCTeorneHuu, oCTeornopo-
32 U HU3KO3HEepretTuyecknx nepenomoB. O6cyxaalTca (akTopbl, OKa3biBAKLIME BIAUSHUE HA COCTOSHME KOCTHOIO
o6GMeHa Ha GU3MONOrMYECcKOM YPOBHE, a TakXe POJib PasfinyHbIX NaToreHeTUYeCcKNX MexaHn3mMoB 1 JIeKapCTBEHHOW Te-
panuu B CHUXEHUN MUHepasibHOM NIOTHOCTM KOCTU Y NauMeHTOB AETCKOro BO3pacTa ¢ MyKOBUCLIMA030M Y GPOHXUANLHOW
acTMOl.

KnoyeBbie cioBa: MyKOBUCLUMNAO3, 6pOHXI/I3}7bHaﬂ acTtmMma, ocTteorieHusl, ocTeoriopos, KOCTHbIi METab0/1IM3M
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