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JIM®OMMU HA ®OHI XPOHIYHOI MIEJOITHOI TEMKEMII Y
IMALIIEHTKU, IKA IIOCTPAXKJIAJIA BHACJIIIOK ABAPII HA YAEC

Y paHiit po6oTi npeAcTaBNEHWIA KNiHIYHUIA BUNAJOK NOEAHAHHA XPOHiIYHOT MieNnoigHoi neiikemii Ta T-nimdpobnacTHoi
nimdomu, Wo Hapasi € 4OBONI PiAKICHOW 3HAXiAKoW ANA KniHiymcTa. fiiarHo3 T-nimdobnacTHoi nimdpomu BCTaHOBNE-
HO yepes 2 poku Bif Bepudikalii xpoHiyHoi MienoigHoi neiikemii. OnucaHo nepebir 3axBopoBaHb i NiAX0AN 00 NiKy-
BaHHSA.
MaToreHeTUYHU 3B'A30K MiX 3aXBOPIOBAHHAMMU Mi€ENoigHoi Ta NiMGOIAHOT NPUPOAN 3aNUWAETLCS HE3'ACOBAHUM Ta,
HaMBiporigHiwe, € pe3ynbTaToM Aii AeKinbKox hakTopiB — pagiauinHoro, XiMiyHOro i BHaC/NiAoOK LbOr0 — reHeTUYHUX
nopylueHb.
Knio4oBi cnoBa: xpoHiuHa MmienoigHa neikemis, T-nimdobnactHa nimdoma, YopHobunbcbka KatacTpoda, Mani Ao3u
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CASE OF DEVELOPMENT OF NON-HODGKIN'S MALIGNANT
LYMPHOMA ON THE BACKGROUND OF CHRONIC MYELOID
LEUKEMIA IN A PATIENT WHO SUFFERED OF THE CHORNOBYL
ACCIDENT

In this paper, a clinical case of combination of chronic myeloid leukemia and T-lymphoblastic lymphoma is present-
ed, which is currently a rather rare finding for a clinician. The diagnosis of T-lymphoblastic lymphoma is established
after 2 years from the verification of chronic myeloid leukemia. The course of diseases and approaches to treatment
are described.
The pathogenetic relationship between myeloid and lymphoid diseases remains unclear and is likely to be the result
of several factors - radiation, chemical and, consequently, genetic disorders.
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BCTYII

XpoHiuHa MienoigHa naeiikemiss (XMJI) — e 3axBopro-
BaHHSI Mi€JIOITHOT IPUPOAU, SIKE XapaKTePU3YEThCS MO-
CWJICHUM Ta HEeperyJibOBaHMM 3POCTaHHSIM IepPeBakHO
MI€OIMHUX KIIITUH y KiCTKOBOMY MO3KY i HAaKOIMUYEH-
HSIM 1X B mepudepuyHiil KpoBi. OCHOBHOIO IiarHOCTUY-
HOIO oO3Hakow XMJI € peuunpokHa TpaHCIOKallis
t(9;22)(q34;ql1) 3 yrBopeHHsIM (inaneabdilicbkoi Xpo-
mocoMu (Ph-xpomocomu), sky BusBIsOTh Y 90—95 %
XBopuXx. B pesynbraTi TpaHcioKalil YTBOPIOETHCS XU-
MmepHuii TeH BCR/ABL 1, mpomyKToM SIKOTO € IIaTo-
JIOTIYHUM OiNOK, SIKUH AEMOHCTPYE BUpPA3Hy THUPO-
3WHKiHa3HY akTuBHicTb. Came Oimok BCR/ABL1 Mae
KJII0OYOBE 3HaUeHHsI B matoreHesi XMJI.

JIikyBaHHSI XpOHIYHOI Mi€JIOIAHOI JIeliKeMil BIIPOJOBK
TPUBAJIOTO Yacy 3IiMCHIOBAIOCS i3 3aCTOCYBAHHSIM IIU-
TOCTaTUYHUX MpernapariB, iHTep(hepoHiB, a TaKOX aylo-
TEHHOI TpaHCIUIaHTallii CTOBOYpOBUX KJIITUH. OgHAaK i3
2000 p. migxomn mo gikyBaHHS XMJI pagukanbHO 3Mi-
HUJIMCS 3aBASKU MOSABI cieli(iyHUX TapreTHUX Mperia-
parTiB, SIKi € KOHKYPEHTHUMM iHTiOiTOpamMu 3B’ I3yBaHHS
afeHO3UHTpUdOCHaTy 3 OHKOTEHHOIO TUPO3UHKIHA3010
BCR/ABLI.

3acTocyBaHHS MperapaTiB TapreTHoi rpynu mpu XMJI
TMPUBEJIO 0 BpaXkalourX YCITiXiB Y JIiKyBaHHI i JOBrOTpH-
BaJla BYDKMBaAHICTh NaLieHTiB nocaria 85 % i 6iablue [1].
VY 3B’43Ky 3 TUM, W10 Tepalrisg iHTibiTOpaMu THUPO-
3MHKIHA3M TMOXUTTEBA, B OCTAHHI POKU 3’SIBUIKCS
nyoJtiKalii om0 po3BUTKY Ha ¢oHi XMJI BTopuHHMX
nyxJvH [2—4].

BonHouac, Ha npeBelMKU Xalb, HE BCi KpalHU Ma-
IOTh CTOBiJICOTKOBY 3a0€e3MeuYeHiCcTh iHTi0iTopaMUu TUPO-
3WHKiHAa3M, Yepe3 110 XBOPi MOXYTh OyTH MO30aBJIeHU-
MU MOXKJIMBOCTI TPUBAIMI Yac IIPUITMATH IUTOCTATUYHI
npenapaty (Micsili, iHKOJIM POKHW), 110 BIUTMBAE Ha
e(eKTUBHICTb JIiKyBaHHS, BUXKMBAHICTh MALIiEHTIB, PO3-
BUTOK BTOPMHHMX HOBOYTBOPEHb i T. II.

OaHUM 3 HAOLUTBII TOLLIMPEHMX MpernapartiB, sIKi 3aCTO-
COBYIOThCSl sl JlikyBaHHs1T XMJI, € rigpokcucedoBUHA.
Sk mpaBuiIO 1ielt Tipenapar y OiJIbIIOCTI BUTAAKiB BUKO-
PUCTOBYIOTh 11 LIMTOPEAYKIIil BOPOJOBX KOPOTKOTO
nepioay 4acy, He Oinblie 6 MicALiB, a MOTIM MALIIEHTU
MPOJIOBXYIOTh JIIKyBaHHS iHriOiTOpaMy TUPO3UHKIHA3U Y
CTAHJAPTHUX J03YBaHHAX. 3TigHO 3 myoaikauisMu [5—§]
Ha PO3BUTOK BTOPMHHMX HEOIJIa3iii BIUIMBAE TPUBATICTh
OpPUIMOMY TiIPOKCHUCEUYOBUHU. [iIpOKCHCEUOBMHA € HE-
AJIKUJTYIOUUM TiIPOKCUJIbBHUM aHAJIOTOM CEYOBOI KUCIOTHU
Ta iHAKTMBYE pPUOOHYKJIeo3unaudocharpeaykrasy, B
npolieci iHakTuBalii 6;10kye cuHTe3 [IHK Ta ii pemna-
pattito. T'impokcucedoBrMHA [i€ LUTOTOKCUYHO i MPOTU-
MyXJIMHHO Y ¢a3i S, 110 TPUBOANTE IO MPUTHIYECHHS CUTH-
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INTRODUCTION

Chronic myelogenous leukemia (CML) is a disease
of the myeloid nature, characterized by increased
and unregulated growth of mainly myeloid cells in
the bone marrow and their accumulation in
peripheral blood. The main diagnostic feature of
CML is reciprocal translocation t (9; 22) (q34; ql1)
with the formation of the Philadelphia chromo-
some (Ph-chromosome), which is detected in
90—-95 % of patients. As a result of translocation, a
chimeric gene BCR/ABL 1, a product of which is a
pathological protein that exhibits a distinct thyro-
sine kinase activity, is formed. BCR/ABLI protein
plays a key role in the pathogenesis of CML.

Treatment of chronic myeloid leukemia for a
long time was carried out with the use of cytostat-
ic drugs, interferon, as well as allogeneic stem cell
transplantation. However, since 2000, the
approaches to the treatment of CML have radical-
ly changed due to the emergence of specific target
drugs, which are competitive inhibitors of adeno-
sine triphosphate binding to oncogenic tyrosine
kinase BCR/ABLI.

The use of target group drugs in CML has led to
impressive success in the treatment and long-term
survival of patients has reached 85 % or more [1].
In deal with the fact that therapy with inhibitors of
tyrosine kinase for life, in recent years appeared
publications on the development of secondary
tumors [2—4].

At the same time, unfortunately, not all coun-
tries have one hundred percent availability of
tyrosine kinase inhibitors and many patients can
take cytostatics for a long time (months, some-
times years), which affects the efficacy of treat-
ment, patients survivals, development of second-
ary neoplasms, etc.

One of the most common drugs used to treat
CML is hydroxyurea. As a rule, this drug is used in
most cases for cytoreduction for a short period of
time, no more than 6 months, and then patients
continue treatment by TKI in standard dosages.
According to publications [5—8], the development
of secondary neoplasia is influenced by the dura-
tion of hydroxyurea administration. Hydroxyurea
is a nonalkylating hydroxyl analog of uric acid and
inactivates ribonucleoside diphosphate reductase,
in the process of inactivation, blocks the synthesis
of DNA and its repair. Hydroxyurea acts cytotoxic
and anti-tumor in the S phase cell cycle, which
leads to inhibition of DNA synthesis without
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te3y JJHK, ne BmiuBaroun Ha PHK i cuHTe3 npoteiHiB.
Binomo, 1110 y mali€HTiB, sSIKi TpUAMAaIIU TiAPOKCHUCEUOBU -
HY TPUBAJIMIA Yac, MiABUIIYETHCS PU3UK PO3BUTKY FEHHUX
MyTallilf, 1110 MOXe IMPU3BECTU 10 TT0SIBY BTOPUHHUX He-
OI1a3iii, TaKuX K BTOPUHHI JefikeMil, pak 1Kipu [9].

ITpuunHU po3BUTKY T-KITITUHHUX JiMPOM ayKe pi3Hi
i, IK IpaBUJIO, JIi€ KOMITIEKC (pakTopiB. Bimomo, 1110 10
MaJlirdizamii 1iM@GOUMUTIB MNPU3BOAITH IOPYIIEHHS
AHK, gKi BUHUKAIOTh B pe3yabTaTi Aii 0araTbox ¢ak-
TOpiB, Takux gK Bipyc EmreitH-bapp, T-nimdoTpor-
it Bipyc miommam (human T-lymphotropic virus,
HTLV-1, HTLV-2), Bipyc mpocToro repriecy JIOIUHH,
XiMiYHi peYOBMHU, B TOMY YMCJIi i JTiKapChKi Mpernaparu,
ioHi3yIoua pagiauist B Majaux go3ax [10, 11].

Mu HaBOAMMO OMUC KJIiHIYHOIO BUITIAAKY PO3BUTKY T-
nimM@ob6aacTHOI TiMpoMu Ha (DOHI XPOHIYHOI Mi€TOITHOL
JIeiikeMii y MallieHTKM, SKa MPOXWBAE B HACEJIECHOMY
MYHKTi, 110 3HAXOAWUThCS Ha 3a0pydHEHili BHACIiIOK
apapii Ha YAEC TepuTtopii.

OIINC KIITHIYHOI'O CITOCTEPE2KEHHS
IMauientui B., 1968 p. H., sIKa IpoXuBae Ha 3a0pya-
HeHiil BHacigok aBapii Ha YopHoOunbchKiit AEC Te-
putopii ZKutomupcbkoi obnacti, B mioromy 2015 p.
BCTAHOBJIEHO OiarHO3 XPOHiIYHOI Mi€I0igHOI JeiikeMmil
Ph-nio3utuBHOI B XpoHiuHiii ¢a3zi. [liarHo3 y TpyaHi
2015 p. 6yno Bepudikosano B HHIIPM 3a momomororo
LIUTOT€HETUYHOIO Ta MOJIEKYJISIPHO-T€HETUYHOIO J10-
caimkenHs: y 100 % Mertacdas BUSIBIEHO TPaHCIOKALIIIO
t(9;22); BusasneHo xuMepHuit reH BCR/ABL, Tpan-
ckpunt b3a2.

Broponos:x mBox pokiB (3 motoro 2015 p. mo ciyeHb
2017 p.) malieHTKa 32 MiclIeM MPOXMBAHHS OTpUMYyBajia
JIIKyBaHHSI TiIpOKCUCEYOBMHOIO B 1000Biit mo3i 1000—
1500 mT, 110 TO3BONMIIO HOPMAJIi3yBaTH KiJIbKICHI ITO-
Ka3HUKHU MepudepudHoi KpoBi Ta JeMKOLUTapHY (Pop-
MYJTY.

V ciynHi 2017 p. nauieHTKa BiAMiTWJIA TOSBY i 30i/1b-
IIEHHS B po3Mipax TepudepnaHux JiMdoBy3iB (ITim-
HIEJEHUX, IMTUHHUX, HAAKTIOUUUYHUX, aKCUJISIPHUX, Ma-
XOBUX). 3rOIOM ii Movyaau TypOyBaTH BUpakeHa 3arajib-
Ha Ta M’S30Ba CJAOKiCTh, IIBMUAKA BTOMJIIOBAHICTb,
3’IBUJIACH 3aWIIKa B CTaHi CIIOKOIO, BiIUyTTsI HecTadi
KHUCHIO (BHACTiZOK 00Typalii AUXadbHUX IUISIXiB KOHT-
JljoMepaToM JiMGOBY3JIiB), MiABUILIEHHS TeMIepaTypu
tijta 10 39 °C, niTauBicTs. Lleit ctaH O6y10 po3LiHEHO K
ekcTpamMenysipHe ypaxkeHHs mpu XMJI (mienoimHa cap-
koMa). XBopiit 3a Micuem npoxkuBaHHsa 09.02.2017 p.
MPOBEIEHO eKCIM3iliHY OioTCito IMITHOTO JiM(pOBY3/1a —
nartoricroioriyde 3akiaodeHHS (24.02.17): mopdo-
JIOTiYHi 3MiHM Ta iIMyHO(PEHOTUTT Ha KOPUCTh Mi€TOITHOL

affecting RNA and protein synthesis. It is known
that in patients taking hydroxyurea for a long time,
there is an increased risk of developing gene muta-
tions that can lead to secondary neoplasia such as
secondary leukemia, skin cancer [9].

The reasons for the development of T-cell lym-
phomas are very different and, as a rule, acts a fac-
tors complex. It is known that lymphocyte malig-
nancy results in DNA damage that occurs due to
of many factors such as the Epstein Barr virus,
human T-lymphotropic virus, HTLV-1, HTLV-2,
the human herpes simplex virus , chemicals,
including medicines, ionizing radiation in small
doses [10, 11].

We present the clinical case description of devel-
opment of T-lymphoblastic lymphoma base on
chronic myeloid leukemia in a patient who lives in
a settlement located on the territory of the
Chornobyl accident contaminated by the accident.

CASE DESCRIPTION

Patient V., born in 1968, who lives on the territory
of the Zhytomyr region contaminated as a result of
the Chornobyl accident, in February 2015, diag-
nosis of chronic myelogenous leukemia Ph-posi-
tive in the chronic phase was established.In
December 2015 diagnosis was verified in NRCRM
using of cytogenetic and molecular genetic meth-
ods. 100 % of metaphases detected translocation t
(9; 22) and the chimeric gene BCR/ABLI, the
transcript b3a2 has been identified.

For two years (from February 2015 to January
2017), the patient at the place of residence
received treatment with hydroxyurea in a daily
dose of 1000—1500 mg, which allowed to normal-
ize the quantitative parameters of peripheral blood
and leukocyte formula.

In January 2017 the patient noted the appear-
ance and increase in the size of peripheral lymph
nodes (submandibular, cervical, supraclavicular,
axillary, inguinal). Subsequently, she began to dis-
turb the expressed general and muscle weakness,
rapid fatigue, dyspnea in a state of rest, a lack of
oxygen (due to obstruction of the respiratory tract
conglomerate of the lymph nodes), increase in
body temperature to 39C0, sweating. This condi-
tion was considered as an extramedular lesion in
CML (myeloid sarcoma). Patient at the place of
residence 02.09.2017 an excisional biopsy of the
cervical lymph nodes was performed (24.02.17):
morphological changes and immunophenotype in
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capkomu (CD4°, CD3", CDI0", CD45*, CDI15,
CD43%, Ki-67 90%).

biornciitHuit MaTepiaa OyJ10 MeperassHyTO B iHILIN y1a-
oopatopii (M. KuiB) — maToricTosoriyHe 3aKIIOUYeHHS
(15.03.17): y nmpemnapari TKaHUHU JiM(paTUIHOTO BY3Ja 3
TMOBHICTIO CTEPTOIO CTPYKTYPOIO 32 PaXyHOK TyXKe IiJb-
HOI iH(}IiabTpalil KITHHAMU THUITY JTiM(OIIUTIB cepeli-
HBOT'O PO3Mipy, siipa MyXJIMHHUX KJIITUH MiCTSITh BeJIu-
KOTpaHyJIpHUI XpoMaTUH. B Myx/vHI € myXe BellnKa
KifbKicTh MiTO3iB. MopdosaoriuHa OymoBa MNyXJIWHU
HaitOubLIe Bignosigae giMpoMi. 1J1s BCTAaHOBJIECHHS THU-
ny JiM@pOMU BUKOHAHE iMYHOTiICTOJIOTiYHE HOCTiIKEeH-
Hs1. 3a oro pe3yiabTaTaMy KIITUHU MYXJIUHU BUSIBUIIV-
cs no3utTuBHUMU Ha CD3, CD4, CD5 i TepMmiHaibHY Je-
30KCHHYKJIeOTUaMITpaHcdepasy (tdt), HeraTUBHUMHU Ha
CD8, CD30, CD56. Mapkep npouideparii Ki-67 no3u-
TUBHUI TTpuOan3HO y 90 % KkinituH. TakuM 9YuHOM, iMy-
HOMEHOTUN KIITUH MNyxJMHM Binmosimae T-mimdo-
OonacTHiit diMmdomi 3 (GEeHOTUIIOM KOPTUKAIbHMX T-
KJIITHH.

YV 6epesni 2017 p. nauieHTKY OyJ10 HaIpaBiIeHO IJIsI
JIIKyBaHHSI A0 BiAAiJIEHHS paaiallifiHOI TreMaToJoril
kiiHiku HHIIPM. Ilpu HagxoIxXeHHi 10 cTallioHapy
ctaH xBopoi BKpaii Tskkuit. ECOG 3. Ilkipa ta cau3oBi
000JIOHKM O7igi. TemMopariuHoro CHHAPOMY HEMaE.
ITanbnyoThCcsI MHOXKXMHHI IMTOOAMHOKI i KOHIJIoMepaTa-
MU niepudepiiiai aiMpoBy3an: migmenenHi 10 3,0 cM B
JiameTpi, mwuiHi — g0 5,0 cM, maxBuHHI — A0 3,0 cMm,
1LIiIbHI, ane 6e300J1icHi. B JereHsx Be3aukyasipHe IUxaH-
Hsl, XpuniB HeMae. ToHu ceplisl 3By4Hi, putmiuHi, YCC
110 yo/xB, AT 140/90 mMm pt. c1. 2KUBIT mpu manpnaiii
M'sIKuii, 0e30omicHuii. Ileuinka, cene3iHKa — He Iajib-
nytotbes. [lepudepnyHnx HaOpSIKiB HEMa€E. YTpUMyBa-
Jlach (peOpuiibHA TEMIIepaTypa.

Iemorpama: neiikouutu — 16,8 I'/a, epurpouuTu —
3,74 T/n, remorno6id — 126 r/a, rpoMbounT — 362 I'/7,
LIOE — 29 mMm/ron, mienonutn — 3 %, NaTMIKOSIACPHI
HeiTpodinu — 5 %, cermenTosiaepHi — 47 %, 6a3obian —
0 %, eosunodinu — 3 %, monouutu — 22 %, aiMmboLu-
™ — 17 %.

bioxiMiuHuMIi aHasi3 KpOBi: 3araapHuit 0iT0K — 73 1/7,
Oimipy0OiH 3aranpHUil — 17,7 MKMOJIB/M, TipsiMuii — 5,7,
AnT — 70 O/n, AcT — 56 O/xn, rmoko3a — 4,7 MMOJIb/1,
ceyoBuHa — 4,2 MMOJIb/J, KpeaTuHiH — 93 MKMOJIb/JI,
ayxHa docdataza — 934 O/, JAT — 786 O/n.

ITin yac iMyHO(EHOTUITIOBOIO NOCTiIXKEHHS Mepude-
PUYHOI KPOBi Ta KiCTKOBOTO MO3KY (TIpOTOYHA ITUTO-
METpisl) BiIXWIEHb B €KCIIPeCii aHTUTEHIB He BUSBJICHO.

ITix vac KT-gocaimxenns (02.03.17) BusiBieHo 30i71b-
IIEHHS B pO3Mipax IMMINHNX, HATKIIIOUYMIHUX, aKCUJISIP-
HUWX, BHYTPIITHBOTPYIHNX JTiIM(MATUIHUX BY3JiB, JTiM(pO-

favor of myeloid sarcoma (CD4", CD3", CDI0",
CD45*, CD157, CD43", Ki-67 90%).

Biopsy material was reviewed at another labora-
tory (Kyiv) — pathologist conclusion (15.03.17): in
the preparation, the tissue of the lymph node in a
completely eroded structure due to very dense
infiltration of medium-sized lymphocyte cells,
tumor cell nuclei contain large-grained chro-
matin. There is a very large number of mitoses in
the tumor. The morphological structure of the
tumor most closely corresponds to lymphoma. An
immunohistological study was performed to deter-
mine the type of lymphoma. According to its
results, the tumor cells were positive for CD3,
CD4, CD5 and terminal deoxynucleotide trans-
ferase (tdt), negative for CD8, CD30, CD56. The
marker for proliferation Ki-67 is positive in about
90% of cells. Thus, the immunophenotype of
tumor cells corresponds to T-lymphoblastic lym-
phoma with the phenotype of cortical T-cells.

In March 2017 the patient was referred for treat-
ment to the Department of Radiation Hematology
at the NRCRM Clinic. When entering the hospital,
the patient’s condition is extremely severe. ECOG 3.
Skin and mucous membranes are pale. There is no
hemorrhagic syndrome. Palpable multiple isolated
and conglomerate peripheral lymph nodes: sub-
mandibular to 3.0 cm in diameter, cervix to 5.0 cm,
scabs — up to 3.0 cm, dense but painless. In the lungs
vesicular breathing, no wheezing. Tones of the heart
sound, rhythmic, heart rate 110 beats/min, ABP
140/90 mm Hg. Abdomen palpation is soft, painless.
The liver, the spleen — are not palpable. No periph-
eral edema. Fever temperature was maintained.

Hemogram: leukocytes — 16.8 G/1, red blood
cells — 3.74 T/1, hemoglobin — 126 g/1, platelets —
362 G/1, ESR — 29 mm/hr, myelocytes — 3 %, band
neutrophils — 5 %, segment neutrophils — 47 %,
basophils — 0 %, eosinophils — 3 %, monocytes —
22 %, lymphocytes — 17 %.

Biochemical blood count: total protein — 73 g/I,
bilirubin total — 17.7 umol/l, direct — 5.7, ALT —
70 O/1, AST — 56 O/1, glucose — 4.7 mmol/I, urea —
4.2 mmol/l, creatinine — 93 umol/I, alkaline phos-
phatase — 934 O/1, LDH — 786 O/I.

Immunophenotypic examinations of peripheral
blood and bone marrow (flow cytometry), devia-
tions in the expression of antigens were not detected.

CT-scan (02.03.17), an increase in the size of the
cervical, supraclavicular, axillary, intracranial
lymph nodes, lymph nodes of the retroperi-
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BY3JIiB 3a04Y€PEBUHHOI, Ta30BOi, TaX0OBOI1 AiJSTHOK, rerna-
TOCIUIEHOMETAJIIO.

XBopilif po3moyaro crietndigyHe JiKyBaHHS XpOHIYHOT
MiesoinHoi1 JerikeMii — iMmaTHHIO y mo3i 400 Mr/mo0y, 3a
pe3ybTaTaMy SIKOTO Ha 6-My Micsilli Tepartii 0yJ10 1ocsir-
HYTO BEJIMKY LIMTOTeHETUYHY Binnosinb (6,2 % Mmetadas
3 TpaHchokauiew t(9;22)). BpaxoByioum HasBHICTh
kombOiHawii XMJI i T-xmitmHHOI JiMpOMM TaLi€eHTII
napaJjieJIbHO TIPOBOAMIIN KYypCH MOJTiXiMioTepaltii 3a cxe-
moro «CHOP» (mpeaHi3oyloH, €HIOKCaH, BiHKPUCTHUH,
anpiabJacTUH y CTAHIAPTHUX 103aX) 3 TIO3UTUBHUM, ajie
He TpuBaiuM e(deKTOM Ta TOCSITHEHHSIM YacTKOBOI
Bimmosizi micysg 3 KypciB Teparrii. [1ix yac pectanitoBaH-
Hs mimdomu (KT-gocmimkenns 12.06.17) BusiBieHo pe-
IYKIIifo MyxJIMHHOI Macu Ha 41,3 %.

BpaxoByioun HegoCTaTHIO BilMOBiIb BUPILLIEHO IIe-
peiTu Ha JiKyBaHHS 2-1 JIiHii Tepallii 3 BAKOPUCTaHHSIM
cxeMu «GVC» (reMuuTabiH, BUHOPEJIbOiH, COTyMeapOo.)
B craHgapTHux go3ax. KoHtpoabHe KT-pocmimkeHHs
micis 3 KypciB BKa3aHOi XiMioTeparlii mpoaeMOHCTpyBa-
JIO PeayKLiIo NyXJIMHHOI Macu Jviie Ha 18,2 %. XBopiit
IJI TIOCUJIEHHSI e(eKTy JIiKyBaHHSI MpOBEICHO Iie 2
aHaJIOTiuHi KypcHu, OAHaK MiJ 4yac KOHTpoJibHOoro KT-
JocnigkeHHs: (27.11.17) BUsIBIeHO MPUPICT MyXJIMHHOL
Macu Ha 53,2 %, 1o Oyno po3LiHeHO SIK pedpakrep-
HICTb JiM(pOMU 10 JTiKyBaHHS.

IMamientni y rpyadi 2017 p. mpoBeaeHO MMOBTOPHY
Oiomncio muiiHOro JniMdosysna. IlaToricronoriuHe
3akimodeHHs (06.12.17): MopdosoriyHa OymoBa myx-
JIMHU Haibinblie Binmosigae jgiMdomi. ImyHoricTo-
XiMiuHe JOCJiIXEHHS: KJIITUHU MYXJIUHU BUSBUIUCS
no3utuBHuMu Ha CD3, CD5, CD4, CD7, CD34 i
TepMiHaJbHY 1e30KCUHYKJeoTUauATpaHchepasy (tdt),
HeratuBHuMu Ha CDS8, CD30, CD56. Mapkep mpo-
nidepanii Ki67 mosutuBHUil npubiausHo y 90 %
KIiTUH. Mienornepokcuaa3a TMO3UTHBHA B JEeSIKUX
KJIITUHAX, SKi MepeBa>KHO PO3TallOBYIOThCS ITiA Karl-
cyjo1o diM@oBy3Jia i B CMHYcaX, Y MIiCLSIX CKYMYEHHS
tdt-TIO3UTUBHUX KJIITUH 3yCTPiYaroThbCd AyKe TTOOIM-
HOKIi TTO3UTUBHI KJIiTUHU. 3abapBieHHs Ha CD13, no-
3UTUBHA pPEaKilisi BUSBISATBCI B OyXKe ITOOIMHOKUX
nyXAuHHUX KiaituHax. -3: T-niMmdobiactHa niMmpoma
3 (eHOTUITOM KOPTUKaIbHUX T-KIIITUH, eKCTpaMemy-
JnsipHa nipoaidepattis T-aimgo0baacTiB Ipu XpOHIUHO-
MY Mi€JToJIeKO3i.

BpaxoBytoum gaHi Oiorcii, mami€eHTUi MpoBeAcHO 2
Kypcu BMCOKOJ030BOI XiMmioTeparii 3a CXEMOIO
«DHAP» (umcrnnatuH, uuTtapabiH, JeKcamMeTas3oH),
Micasg SKUX Y XBOPOI PO3BUBAJIMCH TPUBAIi remMaro-
JIOTiUHi Ta HereMaToJioriyHi ycknagHeHHs. Ilapanenb-
HO XBOpa MpoJ0BXYyBaja OTpUMYBaTH JiikyBaHHsI XMJI

toneum, pelvic region, inguinal area, hepato-
splenomegaly was found.

The patient initiated a specific treatment for
CML — imatinib 400 mg/day, which resulted in a
large cytogenetic response at the 6th month of ther-
apy (6.2 % of metaphases with translocation t (9;
22)). Taking into account the presence of a combi-
nation of CML and T-cell lymphomas, the patient
underwent courses of polychemotherapy with the
CHOP scheme (prednisolone, endoxan, vin-
cristine, adriablastin in standard doses) with a posi-
tive, but not long lasting effect, and achieving a par-
tial response after 3 courses of treatment.
Restoration of lymphoma (CT-exam 12.06.17),
reduction of tumor mass by 41.3 % was found.

Taking into account the insufficient response it is
decided to switch to the treatment of the 2nd line of
therapy using the scheme «GVC» (gemcitabine,
vinorelbine, solumedrol) in standard doses.
Control CT examination after 3 courses of the
indicated chemotherapy showed reduction of
tumor mass by only 18.2 %. The patient has 2 more
similar courses to enhance the treatment effect, but
during the control CT examination (November 27,
17) tumor mass increase on 53.2 % which was con-
sidered as refractory lymphoma to treatment.

The patient in December 2017 conducted a neck
Ilymphonode re-biopsy. Histological conclusion is
(06.12.17): the morphological structure of the
tumor most closely corresponds to lymphoma.
Immunohistochemical exam: tumor cells were
found to be positive for CD3, CD5, CD4, CD7,
CD34, and terminal deoxynucleotide transferases
(tdt), negative for CD8, CD30, CD56. The mark-
er for proliferation of Ki67 is positive in about 90
% of cells. Myeloperoxidase is positive in some
cells, which are mainly located under the capsule
of the lymph nodes and sinuses, very few positive
cells are present in the places of accumulation of
tdt-positive cells. Coloring to CDI13, a positive
reaction will occur in very isolated tumor cells.
Diagnosis: T-lymphoblastic lymphoma with a
phenotype of cortical T-cells, extramedular prolif-
eration of T-lymphoblasts in chronic myelogenous
leukemia.

Taking into account the biopsy data, the patient
received 2 courses of high-dose «DHAP» chemo-
therapy (cisplatin, cytarabin, dexamethasone), after
which the patient developed prolonged hematological
and non-hematological complications. In parallel,
the patient continued to receive CML treatment with
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iMmaTuHiOoM. ITanieHTKa BUIIMCaHa 1010MY B 3a40Bijlb-
HOMY CTaHi miJ Harjs reMaToJiora 3a MicLieM IIPOKU-
BaHHA.

OBI'OBOPEHHA I BUCHOBKHA

B nipeacrasieHiii poOOTIi HABOAUTHLCS BUIIAIOK PO3BUTKY
HOBOYTBOPEHHSI JIiM(OITHOI MPUPOIU Ha TJIi BXKE AiarHOC-
TOBAHOIO  3aXBOPIOBAaHHS  MI€JOIAHOI  TPUPOIM.
ITamieHTKa TpUBaIWii Yac MpoXuBajaa Ha KOHTaMiHOBaHil
pamioHyKJIimaMy BHaACIiIOK aBapii Ha YOpHOOMIbCHKIil
AEC TtepuTopii i mepimmM 3aXBOpPIOBaHHSIM OYJI0 diarHOC-
TOBAHO XPOHIYHY MI€JIOINHY JIEHKeMilo, 3 TTPUBOIY YOTO
BIIPOAOBX IIBOX POKIB BOHA OTpUMYyBajia JiKyBaHHS
rizpokcucedyoBrHoO0. OaHaK AOCTIIKEHHSI TPYyNU 4YeCh-
KUX aBTOPiB [5] B JOCIIIKEHHSIX HA KOrOpTi NaLiEHTIB 3
Ph-HeraTuBHUMM 3axXBOPIOBAaHHSIMU, SIKi JIIKYBaJUCS
TiIPOKCUCEYOBMHOIO, BUSBUIN ITIIBUILICHHS PU3UKY PO3-
BUTKY BTOPMHHMX HeoIUlasiii. BoHM Takox BCTaHOBWIM
CYTTEBY 3aJIEXKHICTb Bill PIYHOI 103U TiAPOKCUCEYOBUHMU,
sIKa TIPU3BOAMTD 10 TiABUILIEHHS PU3MKIB BUHUKHEHHS
BTOPMHHUX IMyXJIUH. K BiTomo 3 iitepaTypu [9], 1ieit mpe-
napaTt MOXKe BUKJIMKATHA PO3BUTOK BTOPMHHMX HEOITIa3iii,
nepeBaxkHoO 1IKipu. B Hamomy BMIIaaKy OJHOYACHUIA
BIUIMB JBOX KOMITPOMETYIOUUX (DAKTOPIiB — TTOCTIHOTO
pamialiifHOro HaBaHTaXKeHHS B MaJIMX [103aX Ta IPUIAOMY
BITPOJIOBX JIBOX POKiB XiMiYHOro areHTa (TigpoKCUCe40-
BWHM) — MIT IPU3BECTH IO iHAYKIIii TeHOMHOI HeCTa0iIb-
HOCTI 3 YHIKaJTbHUM CIIEKTPOM aKTHBOBAHUX I'eHiB-CyIIpe-
COPIB i MPOTOOHKOTEHIB Ta 3aITyCTUTH PO3BUTOK 1€ OTHI€ET
nyxiauHu — T-niMgob6aacTHOI JiMbOoMMU.

Mg nmikysanHs XMJI nmaunieHTHi Oyno mpu3HAYEHO
iMaTUHIO — iHTIOITOp TUPO3MHKIHA3K i HA 6-My Micsili
JIIKyBaHHSI OYyJIO OTPMMAaHO BEJIUKY LIMTOTCHETUYHY
BiAIOBiAb, 110 CBiIYMIO MPO €MEKTUBHICTh MpU3HAYE-
Hoi Tepamii. OgHaK npu JikyBaHHi T-mimM@o0baacTHOL
JnimM@omu, nepeoir IKoi anpiopi MPOrHOCTUYHO HECTIPU-
SITJIMBUIA, OyJIO BCTAaHOBJEHO PE3UCTEHTHICTh MO BCiX
JIiHiK ximioTepamii. Bce e cBiguuTh mpo Te, WIO
KOMOiHallisl IBOX CEpHO3HUX 3aXBOPIOBAHb € MPOTHOC-
TUYHO HECHPUITIMBOIO i 3aBXAMU BUMAara€ OiJbll
MPUCKITIJIMBOTO BUOOPY TEpaNeBTUUHUX ITiIXOMIiB 10
JIIKyBaHHSI, @ TAKOX IIPOBEACHHS MyTaLliliHOTO aHaJIi3y 3
METOIO0 BUSBJICHHS T€HETUYHUX IOPYIIEeHb, SIKi MOXYTh
AKTUBYBATU HOBi «pe3epBHi» CUTHAJIbHI LIJISIXU BMXKM-
BaHHS ITyXJIMHH.

Kpim Toro, citig 30upatu BCi BUMaaKy NOEAHAHUX He-
oI1a3iii B OKpeMUi peecTp, aHali3yBaTH iX, MPOBOAUTHU
MOJIEKYJISIPHO-TEHETUYHI JOCTIIXKeHHS Y TaKuX Tialli-
€HTiB. Lle JacTb MOXIMUBICTb B MAOYTHHOMY YIOCKOHA-
JINTU TaKTUKY JIIKyBaHHSI, TUM CAMUM MOKPAIIUTH 10TO
e(PeKTUBHICTb i AKICTh XXUTTS TaKWUX TAIli€HTIB.

imatinib. The patient is discharged home in satisfac-
tory condition under the supervision of the hematol-
ogist at the place of residence.

DISCUSSION AND CONCLUSIONS

In the presented work the case of development of
tumors of a lymphoid nature on the background of
an already diagnosed disease of myeloid nature is
presented. The patient for a long time lived on
contaminated by radio nuclides as a result of the
Chornobyl accident and the first disease was diag-
nosed with chronic myeloid leukemia, which for
two years received treatment with hydroxyurea.
However, a study by a group of Czech authors [5]
in studies on a cohort of patients with Ph-negative
diseases treated with hydroxyurea showed an
increased risk of development of the secondary
neoplasia. They also found a significant depend-
ence on the annual dose of hydroxyurea, which
leads to an increased risk of secondary tumors. As
is known from literature [9], this drug can cause
secondary neoplasia, mainly on skin. In our case,
the simultaneous influence of two compromising
factors — a constant radiation load in low doses
and for 2 years receiving a chemical agent —
hydroxyurea, could lead to induction of genomic
instability with a unique spectrum of activated
suppressor genes and protooncogenes and trigger
the development of another tumor — T-lym-
phoblast lymphoma.

For the treatment of CML, the patient was pre-
scribed imatinib, an inhibitor of tyrosine kinase,
and a large cytogenetic response was received at
the 6th month of treatment, indicating the effica-
cy of the prescribed therapy. However, in the treat-
ment of T-lymphoblastic lymphoma, the course of
which was a priori prognostic unfavorable, resist-
ance to all lines of chemotherapy was established.
All this suggests that the combination of two seri-
ous illnesses is prognostic unfavorable and always
requires a more careful selection of therapeutic
approaches to treatment, as well as mutational
analysis to identify genetic disorders that can acti-
vate the new <«backup» signaling pathways for
tumor survival.

In addition, it is necessary to collect all cases of
combined neoplasia into a separate registry, to ana-
lyze them, to conduct molecular genetic studies in
such patients. This will enable in the future to
improve the treatment tactics, thereby improving
its efficiency and quality of life for such patients.
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