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AKTyaJbHOCTb. Bosee MOTOBHHBI KAPHHWHOM MOJIOYHOH :Keje3bl IKCIPECCHPYIOT penenTopbl
sctporesoB (ER) u nporecrepona (PR) u coxpaHsilOT 3aBUCMMOCTb OT 3CTPOreHOB. JDHAOKPHUHHAS
Tepanusi HHTHOUTOPAMHU ICTPOTeHOBOI0 KACKaJAa MO3BOJIAET JUINTeIbHO N 3()PeKTHBHO KOHTPOJIHU-
poBaTh 3a00JieBaHie Y 3HAYUTEIBLHOI0 YUCJIA MANMEHTOK, OTHAKO Y YacTH 00JIbHBIX Ha0JI01aeTcs
NepBUYHASL, H Y OOJBIIMHCTBA — BTOPHYHAsl PEe3NCTEHTHOCTh K NMOJ00HOMY JIEYEHHUIO.

Lenabo padoThl ABAATOCH HM3yYeHHE (GAKTOPOB, ACCOHMHPOBAHHBIX C Pe3MCTEHTHOCTHIO K JH-
JOKPUHHOI Tepamum paka MoJi04HO# :xejie3bl (PMJIK). KoHkpeTHbIMU 3agayamMu cTajl aHAJIM3
NpeIMKTHBHONH 3HaYnMocTH amiungukanuii renoB CCNDI, FGFRI n mytauuii B reHe PIK3CA.

Marepuajsl 1 Metonbl. B uccienopanue Bouuwid 133 sxeHmuubl ¢ ER-NO3MTHBHBIM NEePBUYHO-
Metactatndeckum PMIK, xoTopsle mosay4aju 3HIOKPMHHYI0 Tepanui0 MHTHOWTOPAMH apoMaTrasbl
(MA) (n=69) nau tamokcudenoMm (n=64) B kauecTBe NnepBoii JuHnu. AMInpuranuu resoB CCND1
u FGFRI 0 nporecTHpOBaHbI NpH nomomy mupposoi kaneabHoil IIIP. Myrauun B 7, 9 n 20
3k30Hax reHa PIK3CA onpenejsuiuch NpU MOMOIM BbICOKOTOYHOI0 AHAJIM3Aa KPHUBBIX IJIABJIEHUS
HIIP-npoaykTa ¢ mocjeayloUuM CeKBEeHUPOBAHUEM, a Tak:Ke ajuiejab-cneuupuuyeckoii IIIP. Bouio
NMPOAHAJIN3MPOBAHO BJIMSIHME M3y4YaeMbIX IeHeTHYeCKNX (paKkTOpoOB Ha NMOKa3aTesIM BBIKHBAEMOCTH
0e3 mporpeccupoBanusi (BBII) n kinHuYecKuil 0TBET HA TepamuIo.

Pesyabrarel. AMminukanun CCNDI n FGFRI Ob11un o6Hapy:xeHbl B 24 (18,6%) n 28 (21,7%)
u3 129 ycnemHo NMpoaHAJM3UPOBAHHBIX CIy4YaeB COOTBETCTBEHHO; B 9 kapumHoMax HaOjaroganach
KOAMILTM(UKAIUA ABYX IeHOB. AMIUVIM(UKALUM 10 KpaliHell Mepe B OJHOM M3 JBYX JIOKYCOB 4alle
JeTeKTHPOBAJINCh B MeHee aH(depeHunpoBaHHbIX omyxoasx (p=0,030). Ammimpukanus reHa
CCNDI accouMupoBajach ¢ MeHbIIIeii BbIKHBAEMOCTHIO 0€e3 MpOrpeccUpoBaHUsl Y MANIMEHTOB, TMO-
Jy4aBIINX WHruOuTopnl apomarasel (16,0 mec mporuB 32,4 mec, oTHomenwe puckos=3,16 [95%
JI0OBepUTeIbHBII naTepBad: 1,26-7,93], p=0,014). Ctaryc rena FGFRI He oka3pIBaJ 3HAYUTEIHHOTO
piausinng Ha BBII y xenmun, noaydasmux HA, ognako B PMI/K ¢ ammimnpuxanuein FGFRI wuc-
M0JIb30BaAHHE MHTMOMTOPOB apoMAaTa3bl peske MPUBOAMIO K YACTHYHOMY perpeccy omyxouu (13,3%),
yeM B omyxouasx 0e3 ammunpuxamuu (47,8%, p=0,031).

Yacrora myraumii B rene PIK3CA cocraBuia 39,3% (46/117). Oun 4yame HaOII01aJUCHh B OIMyXOJISIX
MeHbIIUX pazmepoB (p=0,029), B PR-no3utuBHbIx kapuuHomax (p=0,013), u B ciay4yasix ¢ GoJiee o0mmp-
HbIM MeTacTaTndeckuM mnopaxenueM (p=0,039). Hanmumne myranmii PIK3CA He BIMSUIO HA Pe3yJIbTATHI
Jgedyenns MA wim tamoxcudgeHnom.

3akirouenue. IlpucyrcrBue ammngukanuiit CCNDI u, BepositHo, FGFR1 conpsizeHo ¢ XyIIIUMHU
pe3yibTaTaMM JieyeHHsl HHTHOUTOpaMH apoMara3bl NpH MeTacTatnyeckom PMIK.
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Background. More than half of breast carcinomas express estrogen and progesterone receptors (ER and PR) and remain estrogen-
dependent. Endocrine therapy with inhibitors of the estrogen cascade allows long-term and effective control of the disease in a significant
number of patients, however, some patients demonstrate primary, and the majority — secondary resistance to such treatment.

The aim of the study was to evaluate the predictive significance of the CCNDI and FGFRI gene amplifications and PIK3CA
mutations for endocrine therapy.

Materials and methods. The study included 133 women with ER-positive primary metastatic breast cancer (BC) who
received hormone therapy with aromatase inhibitors (Als) (n=69) or tamoxifen (n=64) as the first line treatment. CCNDI
and FGFRI gene amplifications were tested by digital droplet PCR, while mutations in exons 7, 9, and 20 of the PIK3CA4
gene were determined using high-resolution melting analysis and allele-specific PCR. We analyzed the associations between
the presence of the mentioned genetic lesions, progression-free-survival (PFS) and response to treatment.

Results. Amplifications of CCNDI and FGFRI genes were identified in 24 (18.6%) and 28 (21.7%) of 129 successfully
tested cases, respectively; 9 tumors were positive for both alterations. Amplifications were more prevalent in less differentiated
tumors (p=0.030). CCNDI amplification was associated with shorter PFS in patients receiving aromatase inhibitors (16.0 months
vs. 32.4 months, HR=3.16 [95% CI: 1.26-7.93], p=0.014). FGFRI status did not significantly affect PFS of Al-treated women,
however, partial regress as a result of Al implementation was less frequent in FGFRI-amplified BC as compared to cases with
normal FGFRI copy number (p=0.031).

The frequency of PIK3CA mutations was 39.3% (46/117). They were more often observed in smaller tumors (p=0.029), in
PR-positive carcinomas (p=0.013), and in cases with more extensive metastatic involvement (p=0.039). The presence of PIK3CA
mutations did not affect the results of treatment with Al or tamoxifen.

Conclusion The presence of CCNDI and/or FGFRI amplification is associated with worse results of Al therapy of metastatic
breast cancer.
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