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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHUX PYOPHK: 34.15.33, 34.15.51

Tema guceprauii:
1. TToBepxHeBi peLenTopy Ta UUTOKIHU SIK IPEIUKTUBHI pakTOpH, acolifioBaHi i3 4yTnuBicTio B-niMmdouuTiB xBopux

Ha XpOHIYHU JIiMPOIeNKo3 A0 IUTOCTATUKIB

2. Cell surface receptors and cytokines as predictive factors associated with sensitivity of chronic lymphocytic
leukemia B lymphocytes to cytostatics

Pedepar:

1. Bnepize 6ys10 inenTudikoBaHO 3B’130K MiX piBHeM eKcIipecii iMyHodeHoTUunosux mapkepis B-simdouuntis npu
XJIJI Ta 4yTJUBICTIO KJIITHUH [0 KJIOYOBUX LIUTOCTATHUKIB - 6eHnamyctuny (BH), nuknodocdaminy (D) Ta
dnynapabiny (OJI), mo BXOAATh N0 CKIaAy Pi3HUX cXeM JIiKyBaHHS XBopux Ha XJIJI. BCTaHOBJIEHO, 110 BUCOKUN
piBeHb uyTnnBocTi B-nim@ouuTis xBopux Ha XJIJI o BH aconioetscst 3 CD5SM>, CD37M<, CD38- ta CD40M<
denorunom (p<0,05). Kpamuii nurotrokcuynuil epexr LIP no BinHomenH:o no B-nimdouutis npu XJIJI ex vivo
CIIoCTepiraeTbes 32 yMOB BUCOKOTO piBHS ekcnpecii CD5 ta CD20 (>M, p=0,01). Yytnusicts B-nimdouutis no GJIy
MOHOpeXHUMi He acouiiioBaHa i3 ctatycom ekcrpecii CD5, CD20, CD37, CD38 a6o CD40, ogHak € JOCTOBIpHO
BUIIOIO Y BUNAAKY OflHOYacHO] ekcrpecii Ha B-nmim¢onurax CD150 i CD180 (p=0,04). Cxuig, BigMiTHTH, 110 32



HasiBHOCTI CD150+ ¢peHOTHIY Ta HE3a/IeXKHO Bif cTarycy ekcnpecii CD180 crioctepiraetbcs MifCUIeHHs
LIUTOTOKCUYHOrO edeKTy 3a ymMoB ogHovacHoi 1ii ®JI ta LI® Ha B-nimdoiuTy NOpiBHSHO i3 aHAJIOTIYHUMU
IIOKa3HMKaMU 3a YMOB Jii Ha3BaHuX Ximionpenaparis y MoHOpexxuMi (p<0,05). BusiBsieHa MOXKJIMBICTh ITO3UTHBHOI
perymsaii piBas ekcnpecii CD20 Ha nia3MaTUyHil MeM6paHi 3/108KiCHO TpaHCPOPMOBAHUX B-y1iMpoLUTIB XBOpUX
Ha XJIJI migxom aktuBauii CD150 Ta CD180-onocepeiKOBaHNUX CUTHAJIbHUX LLJISIXiB MOXKE CTATU MiJIPYHTSIM [1JIs1
ontumizatii aHTu-CD20 TapreTHoi Tepamnii. B pe3yabTari BUBYEHHS 3B'13Ky MiX UyTauBicTIO B-s1imdouuTis xBopux
Ha XJIJI go uurocraTtukis Ta piBHEM ekcnpecii MPHK IL-6, IL-10, CCL3 ta CCL4 BigMiu€HO psif, OCTOBIPHUX
3aKOHOMipHOCTe. Binbma ayTausicTs B-mim¢ountis xBopux Ha XJLJI, gkux 6yJI0 BKIIOYEHO Y JOCIIIKYBaHy
BUOipKy, 1o nutotokcuyHoi niii ®JI Ta BH acouiitoBaHa i3 Bucokum piBHeM excrpecii MPHK CCL3 (M>1,47 ym.o1.),
CCL4 (M>2,81 yMm.01.) Ta HU3bKUM piBHeM ekcnpecii MPHK IL-10 (M<1,08 ym.oz.). HaTomicTb HU3bKMI1 piBeHb
excnpecii MPHK IL-6 (M<0,22 ym.oz.) Ta IL-10 (M<1,08 ym.01.) acoLiiioBaHU i3 BUCOKOIO Yy TJIMBICTb 3JI0KiCHO
tTpancdopmoBanux B-nimpouuTi go aii ®JI i LD ex vivo.

2. We identified for the first time a relationship between the expression level of immunophenotypic markers of
malignant B lymphocytes and their sensitivity to key cytostatics, which are the components of different
chemotherapy schemes for CLL treatment - bendamustine (BEN), cyclophosphamide (CP) and fludarabine (FL).
The cytotoxic effect of chemotherapeutics on CLL B lymphocytes was determined using a resazurin test, where
the percentage of resazurin reduction is directly proportional to the percentage of viable cells. In particular, we
found that a high level of sensitivity of CLL B lymphocytes to BEN is associated with the CD5M>, CD37M<, CD38-
and CD40M< phenotype (p < 0.05). The better cytotoxic effect of CP on CLL B-lymphocytes ex vivo is observed in
cases of high expression of CD5 and CD20 (M>, p = 0.01). The sensitivity of CLL B-lymphocytes to FL is not
associated with the expression status of CD5, CD20, CD37, CD38 or CD40, but is significantly higher in the case of
simultaneous expression of CD150 and CD180 on B-lymphocytes (p = 0.04). It should be noted that CD150+
phenotype of CLL B lymphocytes regardless of the expression status of CD180 is associated with an increase in
cytotoxic effect under the simultaneous action of FL and CP as compared to FL and CP used as single agents (p <
0.05). The possibility of positive regulation of CD20 expression on the plasma membrane of CLL B lymphocytes by
activating CD150 and CD180-mediated signaling pathways could be advantageous for optimizing anti-CD20
targeted therapy. Our study of the relationship between the sensitivity of CLL B lymphocytes to cytostatics and
mRNA expression levels of IL-6, IL-10, CCL3 and CCL4, demonstrated several reliable patterns. Within the studied
group of patients, the higher sensitivity of CLL B lymphocytes to FL and BEN is associated with high mRNA
expression levels of CCL3 (M>1.47 r.u.), CCL4 (M> 2.81 r.u.) and low mRNA expression level of IL-10 (M <1.08 r.u.). In
contrast, low mRNA expression levels of IL-6 (M <0.22 r.u.) and IL-10 (M <1.08 r.u.) are associated with a high
sensitivity of CLL B lymphocytes to FL and CP ex vivo.
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