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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHHX PYOPHK: 34.23

Tema guceprauii:
1. XapakTepucTuka MyTaliliHOTO cTaTycy reHa Her-2 /neu B KiliTHHaX paKy MOJIOYHO] 3aJ103U.

2. Characterization of the mutational status of the Her-2 /neu gene in breast cancer cells.

Pedepar:

1. Incepranis NpUCBsAY€Ha NiIBULLIEHHIO e(EeKTUBHOCTI BU3HAUYEHHSI CTaTyCy reHa Her-2 /neu y nanieHTOK, XBOPUX
Ha paK MOJIOYHO] 3aJ103H, MIJIIXOM BUKOpPUCTaHHS QiyopecLieHTHOi riopyuau3aii in situ (FISH) B noenHanHi 3
imyHorictoxiMiunumu (II'X) Ta MosieKyJIspHO-TeHeTUYHUMU faHuMu. [1pu oniHoBaHHi meTonom FISH 3pa3kis
TKaHUH XiHOK XBopux Ha PM3, BignoBinHo no pekomeHaniit kepiBHuuTB ASCO /CAP Big 2007, 2013 ta 2018 pokis,
BiZICOTOK BUIAJIKiB 6€3 amIutidikauii rena Her-2 /neu 6yB HallHMXYMM 32 BUKOPUCTAaHHS peKOMeHaauii Big 2007
poky. ITokasaHo, 10 HaibinblIe BUNAAKiB 3 IO3UTUBHUM MYTalLiliHUM CTaTycoM reHa Her-2 /neu BUsBIIsIM IpU
3acrocyBaHHi pekomeHpauit ASCO/CAP 2013 poky. 3HauHa KiJIbKiCTb BUNQ/IKIB i3 CyMHIBHUM pe3yJIbTaTOM LIOZI0
MyTaljiifHOro crarycy reHa Her-2 /neu cniocrepiranacs 3a Bukopucranis ASCO /CAP 2018 poky.
[IpogemoHCcTpOBaHO BaxkauBicTh fofaTtkoBux FISH Ta II'X TecTyBaHb 3pa3sKiB B IUX BUIANKAX [JIs1 OTPMMAaHHS

OCTaTOYHOTr'O MyTalliiiHoro craTtycy reHa Her-2 /neu. BusHaueHa 4yTiuBicTs Ta criequdivnicTs nociimkens FISH ta



IT'X nns BcTaHOBJIEHHS cTaTycy Her-2 /neu Ha 3pa3kax TKaHMH PM3 BifinoOBiAHO 10 peKOMEH1al1lill KEPiBHUIITB
ASCO/CAP 2007, 2013 Ta 2018 pokis. Bcranosneno nosimopdHuit Bapiant rexa rs 3803662 TOX3, HasiBHICTb SIKOTO
IIOTEHLIiIIHO [1OB’513aHO i3 MyTalliHUM cTaTycoMm reHa Her-2 /neu npu PM3. Bunagku i3 cniBeigHomenHsam (Her-
2/neu)/CEP17 meH1e 2 IpM KiJILKOCTI Komii reHa Her-2 /neu Ha kjliTUHY 6inblie a60 piBHUM 6 B YyMOBax
HEIOCTYITHOCTI ricrosioriynoro marepiany PM3 nis noparkosoro II'X gociigKeHHs, K i€ BUMaraioTb
pexkomenpanii kepiBHuLTB ASCO /CAP 2018 poKy, 3allpOIIOHOBAHO PO3LiHIOBATH SIK IIO3UTHBHI 32 aMILTidiKaliitHUM
CTaTyCOM JOCJIiIKYBaHOTO TeHa.

2. The dissertation was devoted for increasing the efficiency of determining the status of the Her-2 /neu for
patients with breast cancer by using fluorescent hybridization in situ (FISH), in combination with
immunohistochemical (IHC) and molecular genetic data. When FISH evaluated tissue samples from women with
breast cancer, according to the recommendations of the ASCO /CAP guidelines from 2007, 2013 and 2018, the
percentage of cases without amplification of the Her-2 /neu was the lowest using the recommendations from
2007. It has been shown that most cases with a positive mutation status of the Her-2 /neu were detected using the
2013 ASCO/CAP recommendations. A significant number of cases with questionable results regarding the
mutational status of the Her-2 /neu were observed with the use of ASCO/CAP in 2018. The importance of
additional work on case samples with questionable results to obtain a definitive determination of the mutational
status of the Her-2 /neu has been demonstrated. Sensitivity and specificity of FISH and IHC studies on breast
tissue samples were determined in accordance with the recommendations of the ASCO /CAP guidelines 2007, 2013
and 2018. Polymorphic variants of the LSP1, TOX3 and FGFR2 have been identified, the presence of which
potentially affects the mutation status of the Her-2 /neu in breast cancer. Cases with the ratio (Her-2 /neu)/CEP17
< 2 at the number of copies of the Her-2 /neu per cell = 6 in the conditions of unavailability of histological material
of breast cancer for additional IHC study, as required by the guidelines of ASCO /CAP 2018 regarded as positive for
the amplification status of the studied gene.
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