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Pedepar:

1. MeTo10 JocifKeHHs € NifBuIlleHHs €(DEKTUBHOCTI JIIKyBaHHSI XBOPUX Ha CapKOMY MaTKU LIJISIXOM
inauBinyanisauii a1 toBaHTHOTrO JIiKYBaHHS 3 ypaxyBaHHIM (QaKkTopiB IporHosy. PeaynpraTtu. JuceprauiitHa po6oTa
IIPOIOHY€E HOBUI MifXi/ 4O ONTHMMI3alil a7 I0BaHTHOTO JiKyBaHHs capkomu matku (CM) I-1I cragii 3 ypaxyBaHHAM
IIPOTHOCTUYHUX PakTopiB. JlociimkeHHs 6a3yeTbCsl HA pETPOCIIEKTUBHOMY aHaslizi faHux 107 naiieHToK, sKi
JikyBanucs y «[IpukaprnaTcbKOMy KIiHIYHOMY OHKOJIOTIYHOMY LieHTpi» Ta HanjioHasbHOMY iHCTUTYTI paky MO3
Yxpainu y 2010-2023 pokax. Yci nanieHTka Maau Mop¢oJIoriyHo NifTeepakeHnit niarnos CM I-11 cragii.
EdexTrBHICTb JiKyBaHHS OL[iHIOBAaJM 3a I0Ka3HUKamu 6e3penunusHoi (DFS) Ta 3aranbHOi BuokuBaHOCTi (OS),
4YacTOTOIO peluauBiB i MeTacTasiB. [lepios ciocTepeskeHHs cTaHOBUB Bif, 1 1o 156 micsiiis. [1arjieHTOK po3noaininam

Ha 4oTupHu rpynu 3a cragieto (I-1I) Ta HasiBHICTIO a1'T0BaHTHOI Teparii. BuB4anncs mporHocTuyHi GakTopu:



TriCTOJIOTIYHMI TUII IYXJIMHY, CTYMiHb AU epeHLjialii, HAsIBHICTb HEKPO3Y, JiM(POBACKYJIIPHOI iHBa3ii, MiTOTHYHA
aktuBHicTb (0-5, 6-10, =11 miTo3iB Ha 10 HPF), spepHa arunis (1+, 2+, 3+, 4+), ekcripecis peuentopis ectporeny (RE),
nporectepony (RP) Ta Ki-67. Y rpymi I (I cTanis, 6e3 af'toBaHTHOI Tepallii) nepesaxasa spepHa atuiis 2+ (91,1%), y
rpymi II (I cTazis, 3 af’loBaHTHOIO Tepamnielo) — 3+ (55,3%). JlimpoBacKyssipHa iHBa3is yacriue BusiBisiacs y rpymi 1
(44,8%) nopiBHsHO 3 rpynowo I (6,7%). ITosg HeKpo3y Takox Oysn yactimmmu y rpymi I (73,7%). MitoTuuHa
aKTUBHICTb y rpy1i I yacrime cranoBusna 0-5 miTo3iB (55,6%), y rpymi II - 211 mito3is (50%). ImyHoricToxiMiuyHK
aHasli3 noKasas, o y rpymi [ nepesaxana Bucoka excrpecist RE /RP (50-100%) ta nusbka Ki-67 (o 30%), Tozi sk y
rpymi I - Husbka excnpecist RE /RP (go 50%) Ta Bucoka Ki-67 (30-100%). Y rpynax III-1V (II cTazis) ssgepHa atumis
3+ nominyBana y rpymi IV (44,5%), nimdoackyssipHa iHBazig (72,2%) Ta Hekpo3 (83,3%) TakoX OyJIM YaCTIIUMU y
rpymi IV nopisusiHo 3 rpynoto 111 (50% i 66,7% BinnosigHo). MiTOTMYHA aKTUBHICTb y rpymi IV yacrime ctaHoBUA =11
MiTO3iB (55,6%). 3arasibHa 5-piuHa BI>KMBAHICTb OyJia BUILOIO Y NMalieHTIB 3: nudepenuiatieto G, BiiCcyTHiCTIO
Hekpo3y Ta JimMdoBacKysIpHOi iHBa3ii, HU3PKOIO MITOTUYHOIO aKTHBHICTIO (0—5 MITO3iB), SiEPHOIO aTuITielo 2+,
no3uTuBHOIO ekcrpecieto RE /RP Ta Husbkomw Ki-67. be3penuinBHa BIDKUBAHICTb TAaKOX OyJla Kpalloo 3a LUX YMOB.
CratucTuyHa 3HauywicTs nigreepaxxena (p<0,05). [TauienTtku I crapii 6e3 ap'toBaHTHOI Teparii (rpyna I) manu Bumi
nokasHukuU 3- ta 5-piunoi OS i DFS. V rpymi IV (II cTazis, 3 an'loBaHTHOIO Tepariielo) 3- Ta S-piuyHa BUXKUBaHICTb Oysia
3HAYHO BUILOIO MOPIiBHSHO 3 rpynoo 111, He3Bakaroum Ha HECTIPUSITIUBI XapaKTEPUCTUKU MTyXJIMH. PO3po6ieHo
aJIrOpUTM af1'toBaHTHOI Tepanii ajst CM I-1I crazii 3anesxxHo Bif nporHocTuyHux gakropis. HaykoBa HOBU3HA.
BcraHoBJeHoO, mo 3i 36inpmeHHsaM ctagii CM 3pocTtae yacTtora sgepHoi arurmii (63,8% 2+ nipu [ ctagii mpotu 54,2% 3+
npu II cragii), miToT4HOI akTUBHOCTI (36,1% <5 MmiTo3iB npu I cranii mpotu 36,1% =11 mitosis npu II crazii), Hekpo3y
(45,8% npotu 79,2%) Ta nimdoBacKyspHoi iHBazii (24,1% npoTu 66,7%). BusiieHo 06epHeHO NPOIOPLiHY
3aJIeXKHIiCTb MiX cTagieto CM Ta ekcripecieio RE /RP (3 30,1% mo 8,3% nyia RE, 3 42,2% no 12,5% nna RP) Ta npsimMo
nponopuiiHy - 3 piBHeM Ki-67 (22,9% npu I crazii npotu 50% npu II crazii). BusHadeHo $pakTopu, 110 NOTipIyIOTh
5-piuny BukuBaHicTh: gudepenuianis G3 (y 2,682 pasza), Hekpo3 (3,556), mimdoBackysspHa iHBaszis (5,375),
MITOTUYHA aKTUBHICTb 211 MiTO3iB (5,808), ssmepHa aTumnis 4+ (14,4), BincytHicTh RE (3,125), RP (4,808), Bucoka Ki-67
(23,809). ITpaktryHe 3HaYeHHS. Po3po6sieHO anropuT™ BUOOPY af t0BaHTHOI Tepamnii ayss CM I-1I crazii. An'toBaHTHY
Teparnilo peKOMEH/I0BAHO TP HASIBHOCTI 22 ¢akTopiB: gudepeHnuianis G3, HEKpo3, TiMPOBACKYJIsIPHA iHBa3is,
MITOTUYHA aKTUBHICTb =11 MiTO3iB, siiepHa aTuis 4+, BincytHicTh RE /RP, Ki-67 >30%. Knto4oBi cyoBa: capkoma
MaTKH, af'I0BaHTHA Tepallisl, IPOrHOCTUYHI paKTopH, JiM(POBACKYIISIPHA iHBA3is, MITOTUYHA aKTUBHICTb, SIIE€pHA

aturtis, RE, RP, Ki-67, Bubk1BaHiCTb.

2. Study Objective. The objective of the study is to enhance the effectiveness of treatment for patients with uterine
sarcoma by individualizing adjuvant therapy based on prognostic factors. Results. This dissertation presents a
novel approach to optimizing adjuvant therapy for uterine sarcoma (US) stages I-1I, considering prognostic factors.
The study is based on a retrospective analysis of data from 107 patients treated at the Prykarpattia Clinical
Oncology Center and the National Cancer Institute of the Ministry of Health of Ukraine between 2010 and 2023. All
patients had a morphologically confirmed diagnosis of US stages I-1I. Treatment efficacy was evaluated using
disease-free survival (DFS) and overall survival (OS) rates, as well as the frequency of recurrences and metastases.
The observation period ranged from 1 to 156 months. Patients were divided into four groups based on stage (I-II)
and the presence of adjuvant therapy. Prognostic factors studied included tumor histological type, degree of
differentiation, presence of necrosis, lymphovascular invasion, mitotic activity (0-5, 6-10, =11 mitoses per 10 HPF),
nuclear atypia (1+, 2+, 3+, 4+), and expression of estrogen receptors (ER), progesterone receptors (PR), and Ki-67. In
Group I (stage I, no adjuvant therapy), nuclear atypia 2+ predominated (91.1%), while in Group II (stage I, with
adjuvant therapy), nuclear atypia 3+ was more common (55.3%). Lymphovascular invasion was observed in 6.7% of
Group I patients compared to 44.8% in Group II. Tumor necrosis was also more frequent in Group II (73.7%).
Mitotic activity in Group I was predominantly 0-5 mitoses (55.6%), while in Group II, it was >11 mitoses (50%).
Immunohistochemical analysis showed that Group I had higher ER /PR expression (50-100%) and lower Ki-67
expression (up to 30%), whereas Group II had lower ER /PR expression (up to 50%) and higher Ki-67 expression
(30-100%). In Groups III-1V (stage II), nuclear atypia 3+ was prevalent in Group IV (44.5%), with lymphovascular
invasion (72.2%) and necrosis (83.3%) more common in Group IV compared to Group III (50% and 66.7%,



respectively). Mitotic activity in Group IV was predominantly >11 mitoses (55.6%). Five-year overall survival was
higher in patients with: G1 differentiation, absence of necrosis and lymphovascular invasion, low mitotic activity
(0-5 mitoses), nuclear atypia 2+, positive ER /PR expression, and low Ki-67. Disease-free survival was also better
under these conditions. Statistical significance was confirmed (p<0.05). Patients with stage I disease without
adjuvant therapy (Group I) had higher 3- and 5-year OS and DFS rates. In Group IV (stage II, with adjuvant
therapy), 3- and 5-year survival rates were significantly higher compared to Group I1I, despite unfavorable tumor
characteristics. An algorithm for adjuvant therapy for US stages I-1I was developed based on prognostic factors.
Scientific Novelty. The study confirmed that with increasing US stage, there is a significant rise in nuclear atypia
(63.8% 2+ in stage I vs. 54.2% 3+ in stage II), mitotic activity (36.1% <5 mitoses in stage I vs. 36.1% =11 mitoses in
stage II), necrosis (45.8% to 79.2%), and lymphovascular invasion (24.1% to 66.7%). An inverse correlation was found
between US stage and ER /PR expression (from 30.1% to 8.3% for ER, from 42.2% to 12.5% for PR), and a direct
correlation with Ki-67 levels (22.9% in stage I vs. 50% in stage II). Factors negatively impacting 5-year survival were
identified: G3 differentiation (2.682 times), necrosis (3.556), lymphovascular invasion (5.375), mitotic activity =11
mitoses (5.808), nuclear atypia 4+ (14.4), absence of ER (3.125), absence of PR (4.808), and high Ki-67 expression
(23.809). Practical Significance. An algorithm for selecting optimal adjuvant therapy for US stages I-1I was
developed and implemented. Adjuvant therapy is recommended when >2 of the following factors are present: G3
differentiation, necrosis, lymphovascular invasion, mitotic activity =11 mitoses, nuclear atypia 4+, absence of
ER/PR, and Ki-67 >30%. Keywords: uterine sarcoma, adjuvant therapy, prognostic factors, lymphovascular
invasion, mitotic activity, nuclear atypia, ER, PR, Ki-67, survival.
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