KnuH. onkoremaron. 2016;9(3):336-68

€urasion Federation of Oncology

CbE3/[]bl, KOH®EPEHLINU,
CUMIO3NYMbI

Marepuans! IV EBpa3uiickoro
remarosiornyeckoro gopyma
(mapt 2016 r., CankT-letepbypr)

Cumno3nym namatn npogheccopa AHgpes Hosnka

Peghepatsi

Klin. Onkogematol. 2016;9(3):336-68

Uniting Continents
in Fighting Cancer

CONGRESSES, CONFERENCES,
SYMPOSIA

Materials of the IV Eurasian
Hematology Forum
(March, 2016; Saint Petershurg)

Professor Andrey Novik Memorial Symposium

Abstracts

CPABHUTEJIbHAAl XAPAKTEPUCTWUKA ME3EHXWMHbIX CTBOJIOBbIX KNIETOK KOCTHOIO0 MO3I'A Y b0JIbHbIX
XPOHUYECKUM MUENOUAHBLIM NEWKO30M B KYJIbTYPE 10 HAYAJIA 1 BO BPEMS TEPAMUN

0.A. Abpamosa, l1.A. byTtbiinH, A.fO. 3apuLkuii

®IBY «Ceepo-3anaaHblii heaepanbHblii MEAULUHCKIIA UCCNea0BaTeNbCKNiA LeHTp uM. B.A. Anmaszosa» Munagpasa Poccun, CaHkT-TeTepbypr,

Poccuitickas ®epepauus

Beenenue. Xponuueckuii Muesogneiikos (XMJT) — kaonanbHoe
3aboJsieBaHKe C BOBJIEUEHHEM MYJIBTHIIOTEHTHBIX F€MOIMO3THYE-
CKHX CTBOJIOBBIX KjeToK. XMJI Xapakrepuayercst ycKOpeHHOR
¥ HEKOHTPOJIMpPYeMOH mposiudepanneil MHEJOUIHBIX KJIETOK
KOCTHOTO MO3Ta C MOC/EAyIOUINM HX HAKOMJIEHHEM B KPOBH.
BoJbIUIMHCTBO KJIETOK MHEJIOWHOTO psijia, 33 HCKJI0UEHHEM
HOpPMaJIbHBIX, colepKUT oHKoreH BCR-ABL. B 1o e Bpewms
Me3eHxHMHble cTpomalgbhble kKiaetku (MCK) kocrHoro mosra
He HecyT oHKoreHnyio myrauuio. MCK crioco6Hbl K popMHpo-
BaHHIO CTPOMAJILHOIO MHKPOOKPY?KEHHs, OHM YHaCTBYIOT B MOp-
(horeHese M reMOCTaTHUECKHX peaklusix oprannama. Ocraercs
HesicHbIM, Kak uaMmenstioress MCK npu XMJI 1 HacKosibKo 3TO
CBSI3aHO C NPOrpeccpoBaHneM 3a60JeBaHHUsL.

Leanb. [Tosyuntb 1 cpaBHATH OCHOBHBIE XapakTepucTukn MCK
KocTHOro mMoara nauuentos ¢ XMJI o navasna tepanun (nep-
BUUHBIX ), Ha (poHe JieueHus! (Pe3UCTEHTHBIX) U Y 3A0POBBIX J10-
HOPOB.

Mertoppl. [Ins nomydennst Kyastypel MCK 13 KocTHOro mosara
BBIIEJISIM MOHOHYKJI€APbl METOJOM pasfiesieHusl Ha (hHKoJLIE.
MoHoHyKJIeapbl TOMeIIAMNCh BO (uIakoHbl co cpefoil a-MEM,
conepxkameit 10 % theTanbHoil Gbubeil CHIBOPOTKH, 5 % aHTH-
GHOTHKA/aHTHMHKOTHKA, 5 % L-rayramuna, 0,1 % rentamuLy-
Ha. Yepes 24 4 HenpuKpenuBILIMecs KNETKH CMbIBaJH (hocdaTHO-

COJIEBBIM PACTBOPOM, a MPUKPEHUBIINECST — KyJLTHBHPOBAJH B
MIPUTOTOBJICHHON cpefie 10 3-To maccaxka. Ha kaxkiom maccaxke
OLIEHUBAJIH BPEMs1 YIBOCHHS KJIETOK B KYJIBTYpPe, PerIHKaTHBHOE
crapeHue (KOJMYECTBO KJIETOK f-gal+), KoJIHIecTBO KOJIOHHeE-
006pasylolIixX eAUHHLL, COCOGHOCTD KJIETOK K A depeHIpoBKe
B a/IMMOLIUTAPHOM M OCTEOTeHHOM HaMpaBJIeHHSIX.

Pe3syabratsi. [Tokazano, uto Bpems ynsoenuss MCK ot 310poBbIX
JIOHOPOB HE3HAYUTENIBHO YBeJMUMBaeTcs ¢ 1-ro mo 3-# maccax.
Y GOJIbHBIX C PE3UCTEHTHOCTBIO BPEMsl YABOCHHS YBEIMUUBAETCS
Ha 1-M maccaxe, nasnee ctaGUIN3UPYeTCS M OCTAaeTCsl HEU3MEH-
HBIM CO 2-TO MO 3-i1 maccaxK. Y MmepBUUHBIX natpeHToB ¢ XMJI
BpeMsl YABOGHHs Pe3Ko BO3pacTaeT K 3-My maccaxy. [1pu stom
koJioHneo6pazoBanne MCK y naiueHToB ¢ pe3uCTEeHTHBIM Te-
yenneM XMJI Ha 2-M naccaxke He3HAUNTEIBHO CHHXKAETCS, TOT-
Jla KaK B HOpPMe M y TIePBHYHBIX OOJILHBIX OHO Bo3pactaeT. [Ipu
cpaBHeHMH KoJionueo6pazoBanuss MCK mexny maccaxamu oT-
MEUEHO, UTO Yy MalMeHTOB C PE3UCTEHTHOCTBIO STOT TOKAa3aTe/b
Hike B cpaBHeHnH ¢ MCK 3710poBbIX IOHOPOB H TMEPBUUHBIX
60JIbHBIX. YPOBeHb amunouutapHoi muddepentnposkn MCK ot
PE3UCTEHTHBIX MALMEHTOB U B HOpMeE ¢ |-To 1Mo 3-i maccaxk CHU-
JKaeTcs, a OT MePBUYHBIX 60MBHBIX — yBenunBaetcs. [1pn sTom
Ha |-M 1 2-M naccaxkax MakcuMasbHasi aaunonuTapHas audde-
penimpoBka Habmmonanack B MCK oT 310poBbIX 10HOPOB, a Ha
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3-M — OT NnepBHYHbIX O0JbHBIX. OcTeorenHas auphepeHInpoB-
Ka B HOpMe MOCTeNneHHo Bo3pacraert ¢ 1-ro no 3-if naccax. ¥ na-
LUHEeHTOB ¢ pesucTeHTHbIM XMJI MpoucxomuT cHuKeHue cnocoo-
noct MCK k midepeHinpoBKe B 0CTEOreHHOM HarpaBJieHHH C
1-ro no 3-ii naccax. Y nepBUUHbIX MALMEHTOB MUK AU PepeHIn-
poBku MCK npuxonurest Ha 2-11 naccax. Ha 1-m u 2-m naccakax
ocreorennasi quddepenurposka MCK nauGosiee BbipaxkeHa y
MePBUUHBIX OOJILHBIX H MEHEee BCEro — y 310poBbIX JiHLL. OjiHaKOo
Ha 3-M naccaxxe MCK 3710poBbIX JOHOPOB XapaKTepU3yIOTCst Hau-
6oJiee BbIPAXKEHHON OCTEOreHHON uddepeHLpoBKoil. MeHee
BCEro B OCTEOreHHOM HarpaBJieHun audpepenuupyores MCK
oT nauueHToB ¢ peaucteHTHbIM XMJ1. CylilecTBeHHbIE pas/inyus

BBISIBJICHBI TIPH CPABHEHHH KOJIMYECTBA KJETOK, MOJOMKUTELHO
OKpallMBaeMbIx Ha B-rasnakrosunasy. Tak, B Kysabtype MCK Bcex
naureHToB ¢ XMJI (Kak nepBHYHbIX, TaK U PE3UCTEHTHbIX ) HA 2-M
1 3-M naccaxax 6oJibliiee YHCJI0 K1eToK 6bl1o B-gal+. Bosmoxk-
HO, 9TO CBSI3aHO CO CTPECCOPHBIMU (PAKTOPAMH, BO3/IEHCTBYIOLIHN-
MH Ha KJI€TKHU i1 0ivo.

3akarouenne. MCK nauuenros ¢ XMJI 1 310poBbIX 10HOPOB
pasJyiMya/IuCh 10 CBOUM KyJILTYPaJIbHbIM XapaKTe PUCTHKAM.
KoHaukrbl uHTEpecoB. ABTOpbI 3asiBASIOT 06 OTCYTCTBHH
KOH(JIHKTOB HHTEPECOB.

HUcrounnku mHaHcupoBaHus. VcesieoBanne He HMeJIO CIIOH-
COPCKOH MOJIe PAKKH.

COMPARATIVE CHARACTERISTICS OF MESENCHYMAL BONE MARROW STEM CELLS OF CHRONIC MYELOID

LEUKEMIA IN PATIENTS BEFORE AND DURING THERAPY

OA Abramova, PA Butylin, AYu Zaritskii

V.A. Almazov Federal North-West Medical Research Center, Saint Petersburg, Russian Federation

Background. Chronic myeloid leukemia (CML) is a clonal dis-
ease with involvement of multipotent hematopoietic stem cells.
CML is characterized by rapid and uncontrolled proliferation
of bone marrow myeloid cells with subsequent accumulation
in blood. Most myeloid blood cells (except normal cells) carry
the mutated BCR-ABL oncogene, while mesenchymal stromal
cells (MSC) in bone marrow carry no mutations. MSCs can
form stromal microenviroment; they participate in the morpho-
genesis and hemostatic reactions. However, it is unclear how
MSCs change due to CML and how it is related to the disease
progression.

Aim. To obtain and compare major characteristics of bone mar-
row MSC of CML patients before therapy (primary), during
therapy (resistant), and in healthy donors.

Methods. In order to obtain MSC cultures, mononuclear cells
were separated from bone marrow using ficoll separation tech-
nique. Mononuclear cells were put into vials with a-MEM me-
dium containing 10 % of fetal bovine serum, 5 % of an antibi-
otic/antimycotic, 5 % of L-glutamine, 0.1 % of gentamycin.
24 hours later, unattached cells were washed with a phosphate-
buffered saline, whereas the attached ones were cultivated in
the prepared medium up to the third passage. During each pas-
sage, the population doubling (PD) time was assessed, as well
as replicative aging (B-gal+ cell count), the number of colony-
forming units, and the differentiation to adipocytes and osteo-
cytes.

Results. The study demonstrated that the healthy donors” MSC
doubling increased insignificantly from the 15'to the 3" passage.
In patients with resistance, the doubling time increased during
the 1 passage, and then it stabilized and remained unchanged
from the 2" to the 3 passage. The PD time precipitously in-

creased in primary CML patients by the 3" passage. At that,
MSC colony forming in patients with resistant CML insigni-
ficantly decreased during the 2" passage, whereas it normally
increased in primary patients. Comparison of MSC colony for-
mation between passages demonstrated that this parameter is
lower in patients with the resistant disease than that in healthy
donors and primary patients. Normally and in resistant patients,
the level of differentiation to adipocytes decreased from the 1+
to the 3" passage, whereas in primary patients it increased. At
that, the peak adipocyte differentiation was observed in healthy
donors” MSC during the 1% and 2™ passages and during the
3" passage in primary patients’ MSC. Normally, osteogenic dif-
ferentiation gradually increased from the 1% to the 3™ passage.
In primary patients, the peak MSC differentiation is observed
during the 2" passage. During the 1% and the 2" passages, the
osteogenic MSC differentiation is more pronounced in primary
patients and less pronounced in healthy persons. However, dur-
ing the 3" passage the healthy donors” MSCs are characterized
by the highest osteogenic differentiation. The osteogenic differ-
entiation of MSCs from patients with resistant CML was the
lowest. A significant difference was found in comparison of the
number of cells stained for beta galactosidase. For example, in
the MSC culture of all CML patients (both primary and resis-
tant) the number of B-gal+ cells was higher during the 2" and
the 3" passages. It may be related to stress factors affecting the
cells in vivo.

Conclusion. There were significant differences in MSC from
bone marrow of healthy volunteers and CML patients.

Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.
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Beenenne. Ocrpbie JI€fKO3bl CO CMELIAHHBIM (EHOTHIIOM
(OJICD) — penkue BapuaHTbl OCTPbIX JeiKo30B (OJI). Onu
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BKJIIOYAIOT GUKJIOHAMbHBIE W 6udenotunnyeckue OJI, KoTopble

6oJiee He BBIAESIOTCS CaMOCTOSITEILHO.
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Heab. M3yunth KIHHUKO-a60paTOpHbIE OCOOEHHOCTH U OlLie-
HuTh nporxos npu OJICO.

Metoppi. Cpenu 161 nepsuunoro 6ogbHoro OJI, o6enenoban-
Horo B ®I'BY «POHL um. H.H. Baoxuna» Munsnpasa Poccuu
¢ 2000 o 2014 r., nnaruos OJIC® 6bii ycranosseny 5 (3,1 %).
B uesom rpynny OJIC® cocraBuio 13 60JbHBIX, BKJIIOUCHHBIX B
Hacrosiiee neeseoBanne. M3 HUX TOJIbKO 5 MalHEHTOB HaX011 -
auch nog Habumogenuem B PI'BY «POHLL um. H.H. Bioxuna»
MunsnpaBa Pocenn, a 8 — B 4eTblpex Apyrux remMartosioruye-
CKMX cTauuoHapax . Mocksbl. JInarHos yctaHoBJ/IeH B COOTBET-
CTBUM ¢ KpuTepusimu kaaccudpukauun BO3 2008 r. Cpeanuit
BO3pAcT MalueHToB coctaBui 48 jiet (uanazon 20—75 Jiet).
Pesyabrarbl. CrielnduuecKnx KJAHHUYECKHX CHUMIITOMOB MPH
OJICD He o6HapyxeHO. OKCTpaMelys/sipHble IposiBJIe-
HUst ObLIM peKUMH. Y OOJIBLIMHCTBA MALHUEHTOB YCTAHOBJEH
MHeJOUIHDIE/ B - KJIeTOUHbI MMMYHOIO/iBAPHaHT 3a60J1eBaHHUs
(n=11)utonbkoy 2 — M/T-noxBapuant. DKCIPeCcCUst aHTH-
reda CD34 ormeuanach npakTuuecku y Bcex GosibHbIX (12 u3
13) u cocraBuia B cpeatem 75,2 %. Ilpu LuToreneTHueCKOM
U/MIM  MOJIEKYJISIPHO-TEHETHUeCKOM  MccefoBanuu  1(9;22)
(q34;q11)/BCR-ABL 6blu BbisiBJeHbl y 8 U3 9 00c/e10BaH-
HbIX Ha 3TH Mapkepbl 6oJsbHbIX. Takum o6pazom, auarno3 Ph+
OJIC®D 6bin ycranoBseH y 9 6ogbHbIX. Tpanckpuntbl p190 u
p210 o6HapyKUBalUCh B paBHOM COOTHOLIEHHH. BbiGop Jseve-
HUST OMPEJIEJISIVICS MOJIEKYJISIPHO-LIUTOT€HETHUECKUM MTPOhHIEM
3abosieBanusi. B rpymnne Ph+ OJIC® GosbHble moJydasu uma-
THHUO B KOMOMHALMH CO CXeMaMH IMOJMXMMHOTEpAIuH, pas-
paGoTaHHBIMHU /15 ocTporo JumdoobaactHoro Jeiikosa (OJLJT)
(n = 8). B rpynne Ph— OJIC® ¢ 1e/iblo MHAYKIIUE PEMHCCUHH

MCII0/Ib30BAIMCh  CXEMBI, paspaboTaHHble JUIsi OCTPbIX MHe-
JIOUIHBIX J1eiK030B (OMJI), uiu cxeMmbl, BKJIOYAIOLIKE [UTO-
CTaTHYeCKHe areHThl, Ha3HauaeMble Kak npy OMJI, tax u npu
OJUJI (n = 4). YacToTa noJiHoil peMucchy coctapuia 66,7 %,
panusis getanibHocTh — 8,3 %. Bmecte ¢ Tem omanenubie pe-
3yJIbTaThl TepanuM paclleHeHbl Kak HeyJIO0BJIEeTBOPUTE/bHbIE.
O6uas 3-s1eTHss BobkuBaeMocTh coctasuna 20,4 % (Meauana
28 Mec.), 3-JeTHsIs Ge3pelluauBHas BbKUBaeMocTh — 15 %
(memmnana 16 mec.). B rpynne Ph+ OJIC® nosuble pemuccuu
JIOCTHIHYTBI y BCeX 8 GOJIbHBIX.

3akmouenue. [Ipu Ph+ OJICD ob6sizaTesbHBIH KOMIOHEHT
Tepanuu — MHru6uTOphl THpo3uHKuHa3 (MTK) 1-ro wim 2-ro
nokoJsienusi. [1peacrapisiercst 6oJiee MeperneKTHBHBIM HCMOJb-
3oBaThb couetanue MTK ¢ pexkumamu seuenuss OJLJI. Baxkubim
KOMIOHEHTOM MPOrpaMMHOT0 JIEUEHHs! SIBJISIETCS MOHHTOPHHI
MOJIEKYJISIPHOTO W LIUTOT€HETHYECKOr0 OTBETOB Ha Teparuio
HTK, a raxxke ucnosabsosanue amioTI'CK Ha noctkoHcomia-
uronnoM srarte. Jleuenue naumentos ¢ Ph— OJIC®D ocraercs
HepelleHHOH npobJemMoil. TpebGyloTes nanbHelne neeaeaoBa-
HHUSI 110 M3YYEHHIO MOJIEKYJISIPHO-LIUTOr€HETHIECKOTO MPOdHJIsT
sTolt Kareropuu OJ] ¢ 1esblo pazpaboTaTh ONTHMAJBHbIE PEKH-
MBI Teparivu.

KoHukTbl MHTEpecoB. ABTOpPBI 3asiBJISIOT 06 OTCYTCTBHH
koH(MKTa uHTepeco. M.A. @penkesb, uleH PeIAKIHOHHON
KoJIJIerun KypHasa «Kyunuueckasi onkoremaroJsiorusi. ®ynna-
MeHTaJIbHbIE HCC/IEIOBAHNS U KIMHHYeCKast TPaKTHKa», He yda-
CTBOBaJIa B PelLleH3NPOBAHUH PYKOTTHCH.

WUcrounuku uHaHcupoBanus. PaGora He MMeJ1a CIOHCOPCKOI
TMOJIE PAKKH.

MIXED PHENOTYPE ACUTE LEUKEMIA: CLINICAL AND LABORATORY FEATURES AND PROGNOSIS

AS Antipova, OYu Baranova, MA Frenkel’, AD Shirin

NN Blokhin Russian Cancer Research Center, Moscow, Russian Federation

Background. Mixed phenotype acute leukemia (MPAL) is a
rare type of acute leukemia. It includes biclonal and bipheno-
typic AL which are not considered separate entities.

Aim. To determine the clinical and laboratory features and prog-
nosis in MPAL patients.

Methods. Among 161 primary AL patients treated in the
N.N. Blokhin Russian Cancer Research Center over the period
from 2000 to 2014, MPAL was diagnosed in 5 cases (3.1 %). In
total, the MPAL group consisted of 13 patients enrolled in this
study. Only 5 of them were treated in the N.N. Blokhin Rus-
sian Cancer Research Center, whereas the remaining 8 patients
were in four other hematology departments in Moscow. The dis-
ease was diagnosed according to 2008 WHO criteria. The me-
dian age was 48 years (ranged from 20 to 75).

Results. MPAL-specific clinical features were not found. Ex-
tramedullary lesions were very rare. Myeloid/B-phenotype was
found in most patients (n=11), and M/T was found only in 2
patients. The CD34 antigen expression was observed almost in
all patients (12 of 13) and was about 75.2 %. 1(9;22)(q34;q11)/
BCR-ABL were detected by cytogenetic/molecular genetic
PCR in 8 of 9 patients. Therefore, Ph+ MPAL was diagnosed
in 9 patients. p190 and p210 transcripts were found in equal
proportions. Treatment strategy was determined by molecular-
cytogenetic profile of the disease. In the Ph+ MPAL group, pa-
tients received imatinib in combination with polychemotherapy

regimens for acute lymphocytic leukemia (ALL) (n = 8). In
the Ph— MPAL group, regimens for AML and regimens with
cytostatic agents prescribed for both AML and ALL were used
to induce remission (n = 4). The rate of complete remissions
was 66.7 %, and the early mortality rate was 8.3 %. However,
long-term results of therapy were unsatisfactory: 3-year overall
survival was 20.4 % (median 28 months), 3-year relapse-free
survival was 15 % (median 16 months). Complete remission
was induced in all eight Ph+ MPAL patients.

Conclusion. In Ph+ MPAL, the use of the 1t or 2" generation
tyrokinase inhibitors (TKI) is the obligatory part of the therapy.
A combination of TKI and ALL-regimens seems more promis-
ing. The monitoring of the molecular and cytogenetic responses
to TKI therapy, as well as the allo-HSCT in post consolida-
tion phase also plays an important role in the treatment. The
problem of the treatment of Ph— MPAL patients remains un-
resolved. Further studies of the molecular cytogenetic profile of
this AL category are required for elaboration of optimal treat-
ment regimens.

Contflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper. MA Frenkel’,
a member of the editorial board of the Clinical Oncohematol-
ogy. Basic Research and Clinical Practice Journal, was not in-
volved in the peer-reviewing.

Funding. The study had no financial support.
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PE3YNbTATbI MPUMEHEHNA PA3INYHBIX PEXXUMOB MOBUNTU3ALIUWA AYTONOIMMYHbIX TEMOMNO3TUYECKUX
CTBOJIOBbIX KNETOK Y 50JIbHbIX MHOXECTBEHHOI MUEJIOMOW

/1.B. babeHeykas

OIBY «CeBepo-3anafHbin efepanbHbli MeLULMHCKNIA ncCnesoBatenbckuil LeHTp umM. B.A. Anmasosa» Munaapasa Poccun, CaHkT-letep6ypr,

Poccuiickas ®egepauns

Lenab. OueHuTsb 3¢hheKTHBHOCTD H 6€30MaCHOCTb Pa3HbIX PEXKH -
MOB MOOHJI3ALIMH ayTOJIOTHUHBIX FeMOMOITHIECKHUX CTBOJIOBBIX
KJIETOK.

Metoapl. Anajindy nojBepruyThl ueropuu Godiednn 141 60sib-
HOTO MHOKECTBEHHOH MuesioMOol. MoOuiausauust KoJloHHe-
CTUMYJIUpYIOLIUMH (haKTOpamMu TpoBejieHa 88 malueHTam B
MOHOpEXHMe  (IpaHy/oLUTAPHBIH  KOJOHUECTUMYJIHPYIOLIHI
takrop — GCSF). Mo6unusaiys ¢ npuMeHeHHeM 1HKI0¢oc-
damuna B n03e 4 r/m? u GCSF (Cy-GCSF) npeanpuusita 26 na-
ureHtam. Mobuauzauys ¢ npuMeHeHueM LuTapabuHa B j103€
1,6 r/M2u GCSF (AraC-GCSF) BbinosiHena 27 60/bHBIM.
Pesyabtathl. Y 91 % (130 us 141) naumenTos nojyden Tpanc-
MJIAHTAT I0CTATOYHOMN KJIETOUHOCTH. He BbIsIBJIEHO BJIMSIHHUST BO3-
pacTa manueHToB Ha 3(ppeKTHBHOCTb Mobunu3auuu (p > 0,1).
Y MauyeHToB B MOJHOH PEMHUCCHH KOJHYeCTBO KaeTok CD34+,
coOpaHHbIX 3a | ceanc adepesa H 3a BClo MOOHJIU3AIHMIO, ObIIO
6osibllle, YeM y TAMEHTOB C YAaCTHYHOH peMHccHel (MemuaHa
CD34+ 3,96 u 1,52 x 106/kr maccoi Tesia 3a | ceanc; 4,84 u
3,3 x 105/xr 3a Bcio MOGHN3aLHIO COOTBETCTBEHHO; p < 0,05).
BrisiBnena koppensuus Mexkay KomuuectBom CD34+ B KpoBu
B JIeHb MPOBeeHHs ahepe3a U KJAETOUHOCTBIO TpaHCIIaHTaTa
(p < 0,05). O611ee KoMMUECTBO MOJYUeHHBIX KaeTok CD34+
Bblllle B Tpyrre MOOH/IH3ALUN C MCIOJIb30BAHHEM XHMMOIpe-
naparos (Memmana 3,3 x 105/krnipu GCSF; 7,6 x 105/kr npu
Cy-GCSF 18,2 x 105/xr nipu AraC-GCSF; p < 0,05). B rpynne
MOOHJIM3ALMH C TPUMEHEHHEM XUMHOIPenapaToB 10CTaToOuHOe
KosmuecTBo Kaetok CD34+ (memmana 7 x 109/kr) nosyue-
HO yxKe mocsie | ceanca acdepesa. B rpynne GCSF noxasare-
u xyke (Memmana 1,7 x 10°/kr 3a 1 ceanc), uto norpe6oBaiio
yBeJNUUTB uncyio adepesos (p < 0,05). CpaBHeHHe IBYX Tpymnm

MOOMJI3ALIMH C XHMHOTIpernapaTaMi 1oKasaJso, 4To KoJHuecTBO
kietok CD34+ B kpoBH B JieHb adepesa Bbiiie B rpyrne AraC-
GCSF (p < 0,05). BoisiBnena menbliiasi TOKCHYHOCTh B TpyTIne
AraC-GCSFE Meunana juiutesibHOCTH arpaHyJiolkTo3a B rpyi-
ne Cy-GCSF cocrasuia 3 anst, y 38 % (10 u3 26) naupenton
HabJo/IaIMCh HH(EKIMOHHbIE ocsoxkHeHusi. B rpynne AraC-
GCSF ne ormeuasocs sHauuMoi HefiTporieHnu. Hacrora TpoM-
6oumronenun 1V crenenn B rpynne Cy-GCSF 6buia B 2 pasa
Godibliie. [1o TaHHBIM pa3IMuHbIX HEPAHIOMH3UPOBAHHBIX MEXK-
JIyHAPOJHBIX UCCIIEN0BAHUI, TOKa3aHa BbICOKasi 5QeKTHBHOCTD
MOOMJIM3ALMOHHOTO PeXKUMa ¢ ncrosibdoBaniem AraC B cpeiHux
J103aX B CPAaBHEHHMH CO CTAHAAPTHBIMH PeXKHUMaMH MOGUJIU3ALIHH
C NMpUMeHeHHeM XHMHOMPENapaToB B J103€, yKa3aHHOI Bblllle, y
MalHeHTOB CO 3JI0KaYeCTBEHHBbIMH JIMMOTPOoJIHepaTHBHBIMHU
3aboneBanusamu. B Poccuiickoit ®eaepaiyin mogo6HbIX Hcese-
JIOBaHHI He MPOBOAMJIOCH. B HccsieloBaHK 1OKazaHa BbICO-
Kasi 9(h(eKTUBHOCTb W MpUeMJIeMasi TOKCHUHOCTb PUMEHEHHSI
mMoOun3aiki AraC y 60JibHBIX MHO?KECTBEHHON MUEJIOMOH —
KaHauaaToB Ha rnposeneHne ayto T CK.

BoiBoapbi:

1. [Tpumenenrie MOGHJIH3ALIMH C HCITOJIL30BAHKEM XMMHOIIpera-
PAaTOB MPH CPABHUTEJILHO YI0BJIETBOPUTELHOM T1€PEHOCUMOCTH
M03BOJISIET YMEHbBIINUTL KOJIMUECTBO ahepe3oB 1 3aroTaB/anBaTh
Gosibliiee KOJTMYeCTBO KaeTok CD34+ /K.

2. Pexxum AraC-GCSF Gosiee ahhektrBer B CpaBHEHHH C pe-
KumoM Cy-GCSF 1 cBs3aH ¢ MeHbIlIeH TOKCHYHOCTbIO.
Kondaukrbl untepecos. AsTop 3asiBiisieT 06 OTCYTCTBHH KOH-
(hJIMKTOB MHTEPECOB.

Ucrounuku dhunancupoBanusd. Vicesenosanne He HmMesio CrioH-
COPCKOH MOJIe PAHKKH.

RESULTS OF USING DIFFERENT MOBILIZATION REGIMENS OF AUTOLOGOUS HEMATOPOIETIC STEM CELLS IN

PATIENTS WITH MULTIPLE MYELOMA
DB Babenetskaya

V.A. Almazov Federal North-West Medical Research Center, Saint Petersburg, Russian Federation

Aim. To evaluate the efficiency and safety of different regimens of
mobilization autologous hematopoietic stem cells (autoHSC).
Methods. Case records of 141 patients with multiple myeloma
(MM) were analyzed. Mobilization with colony-stimulating
factors monotherapy (granulocyte colony-stimulating factor,
GCSF) was performed in 88 patients. Mobilization with cyclo-
phosphamide at a dose of 4 g/m? and GCSF (Cy-GCSF) was
performed in 26 patients. Mobilization with cytarabine at a dose
of 1.6 g/m? and GCSF (AraC-GCSF) was performed in 27 pa-
tients.

Results. Grafts with satisfactory cellularity were obtained
in 91 % (130/141) of patients. No influence of patients’ age
on the efficiency of mobilization was found (p > 0.1). The to-
tal number of CD34+ cells obtained during the first apheresis
and during the whole mobilization period in patients with com-
plete remission were higher than that in patients with partial
remission (median CD34+ 3.96 and 1.52 x 105/kg bw per
session; 4.84 and 3.3 x 105/kg per mobilization, respectively;
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p < 0.05). There was a correlation between the total CD34+
cell count yielded from apheresis and the graft cellularity
(p < 0.05). The total number of CD34+ cells was higher in the
chemomobilization group (median 3.3 x 108/kg with GCSF;
7.6 x 10%/kg with Cy-GCSF and 8.2 x 10%/kg with AraC-GC-
SF; p < 0.05). The sufficient number of CD34+ cells (median
7 x 105/kg) was obtained right after the first apheresis in the
chemomobilization group. In the GCSF group, the yield was
lower (median 1.7 x 10/kg per session) requiring more apher-
esis sessions. Comparison of two chemomobilization groups
demonstrated that the number of CD34+ in peripheral blood
on the day of apheresis was higher in the AraC-GCSF group
(p < 0.05). A lower toxicity was observed in the AraC-GCSF
group. Median duration of agranulocytosis in the Cy-GCSF
group was 3 days; 38 % (10 of 26) of patients presented infec-
tion complications. No significant neutropenia was detected in
the AraC-GCSF group. In the Cy-GCSF group, the incidence
of the 4 degree thrombocytopenia was twice as much as in other
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groups. Different non-randomized international trials demon-
strated the high effectiveness of the mobilization regimen using
AraC at medium doses as compared to standard mobilization
regimens using chemotherapeutic agents at a dose mentioned
above in patients with lymphoproliferative malignancies. No
similar studies were conducted in the Russian Federation. The
study demonstrates a high effectiveness and an acceptable tox-
icity level of the AraC mobilization regimen in the MM patients
who are candidates for autoHSCT.

Conclusions:

1. Chemomobilization is relatively well tolerated and permits
to reduce the number of apheresis sessions and to obtain more
CD34+ cells/kg.

2. The AraC-GCSF regimen is more effective than the Cy-GC-
SF regimen and is associated with a lower toxicity.

Contflict of interest. The author declares that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

MNOTHOCTb COCYA0B JIMM®ATUYECKUX Y3J10B Y NALNEHTOB C PA3JIN4HBIMW MOP®0OMMYECKUMUA

BAPWAHTAMW BOJNE3HN KACJIMAHA

C.C. beccmennbues, B.B. bavikos, A.M. Muxainos, A.F0. 3apuuknii, H.B. Unbun, K0.A. Kpusonanos, I A. PackuH, B.W. Pyrans,

H.10. CemeHoBa

OIBY «Poccuinckui Hay4HO-1CCNeA0BATENIbCKIA UHCTUTYT remMatonorun u TpaHcdysuonorun ®efiepansHoro Meaynko-61010ru4eckoro

areHTcTBa», CaHkT-MeTepbypr, Poccuiickas deaepauns

Beenenue. bosesnn Kacimana (BK) — penkoe, mano ugyden-
Hoe 3a0oJ/1eBaHKe, MpoTeKatollee B IByX MOP(OJOrHIeCKHX Ba-
pHAHTaxX: MJIa3MOKJIETOUHOM M THAJHHOBO-BacKynasipHoM. Op-
HUM U3 Mopdosiornueckux npusHakos bK sBasiercst o6umnbHoe
pa3BUTHE HOBBIX COCYIIOB B TKaHU JiMaTHueckoro yaiua (JIY).
B nurepatype HeT cBeACHHUIH O KOJIHYECTBEHHOH OlleHKe HeoaH-
ruoreHesa rnpu paajauuHbiX Bapuantax bK.

Leab. ConocraButh Mopdosorndyecknii Bapuant BK ¢ noseit
MUIOLLAN, 3aHUMaeMOH cocy1aMu B TKaHH JTV.

Mertoapi. O6cnenoBano 28 Gosbhbix BK (14 myxxunn, 14 xen-
1MH) B Bodpacre 24—65 Jser. Jluarnos BK ycranossen npu
TUCTOJIOTHYECKOM W HMMYHOTHCTOXHMHUYECKOM HCCJIEI0BAHUSIX
TKaHeH, noxBepruyThix 6uorncun JIY. Koanuecerso n pacnpene-
JIeHHe T1/1a3MaTHYECKUX KJIETOK OIMpeJIeJIsiin C MOMOLIbIO aHTH-
tes1 kK CD138. JHporenuil cocy10B MapKUPOBAJIHU aHTHTEIAMH K
CD34. I'lnowaas cocyaos onpeessiiu no nporpamme Panoramic
Viewer B npenapatax nocje CIJIOIIHOTO CKaHUpoBaHusi. Jljs
CTATHCTHYECKOrO aHaJ/iu3a JIaHHBIX MCI0Jb30BAJICS [-KPUTEPHIL
CrbroeHTa. KoHTposIbHYIO Ipynny coCTaBUIN 3 ONepaLHOHHbBIX
JIY 6e3 npu3HakoB MeTacTa3upoBaHUs.

Pesyabratbl. [lnasmoxsierounsiit Bapuant BK 6b1 nna-
FHOCTHPOBAH Y 8 GOJIbHBIX, @ FMaJHHOBO-BACKYJ/ISIPHBIH — Y
20. B tkanu JIY KOHTpOJILHOH TpymMmbl COCYAbl 3aHHUMAJH
10,6 + 1,0 % nuowiamu. Y 60/bHbIX € [1J1a3MOKJIETOUHbBIM Ba-

puantom BK nyiomians cocynos 6buia Boie — 15,1 + 1,4 %
(p £0,05). bosibHbIE ¢ THATMHOBO-BACKYJISIPHBIM BApHAHTOM
BK B 3aBHCHMOCTH OT BeJIHUMHBI H3YUEHHOTO MOKAa3aTe/Isi Co-
CTaBUJIM T'eTEPOTeHHYI0 TPyMNy M OblIM pasjiesieHbl Ha JiBe
noarpynnbl. ¥ 15 (75 %) naumeHToB Mmoaab cocyioB He
npeBbllla/a NoKazaTesb B KOHTPOJbHbIX JIY — 6,8 + 2,3 %.
I10 ObIIO HUXKE, UeM y GOJIbHBIX C MJIa3MOKJIETOUHBIM BapH-
antom BK (p <0,05). ¥ 5 (25 %) nauuentos nioiajn cocy-
108 (12,3 + 1,5 %) He otaMuanach oT ypoBHst B KOHTPOJILHOI
rpyIrie u rpyrre ¢ r1a3mMokJeTouHbiM BapuanTom bK, onnako
Obly1a BbllIe M0 CPABHEHHUIO ¢ OOJbHBIMU TE€PBOH MOArPYNIbI
(p<0,05).

3akatouenue. Y Bcex MNALUEHTOB C MJ1a3MOKIETOYHbIM BapHaH-
tom BK nabGsonaercsi yBesiMuenne miolaad CocyaoB B TKaHHU
JIY. Tlpu ruannHoBo-BacKyJISIPpHOM BapuaHTe TOT MOKa3aTelb
3HAYUTEJILHO BAPbUPYET, UTO OTParKaeT GHOJIOTHUECKYIO reTepo-
reHHOCTb 3TOro Bapuanra bK.

KoHaukrbl uHTEpecoB. ABTOpbI 3asiBASIOT 06 OTCYTCTBHM
KoH(MKTOB MHTepecoB. H.B. MiibuH, uneH penakimoHHo# KoJi-
Jlernu KypHana «Kynndeckast onkorematosiorusi. Oynnamen-
TaJIbHble HCCIIEN0BAHMS H KIIMHUUECKAst TPAKTHKA», He y4acTBO-
BaJl B PELIEH3HPOBAHUH PYKOITHCH.

WUcrounuku mHaHcupoBanusi. PaGora He nMesa ClIOHCOPCKO#H
TOJUIE PAKKH.

LYMPH NODES VESSEL DENSITY IN PATIENTS WITH DIFFERENT MORPHOLOGICAL VARIANTS OF CASTLEMAN’S

DISEASE

SS Bessmeltsev, VV Baykov, AM Mikhailov, AYu Zaritskii, NV IFin, YuA Krivolapov, GA Raskin, VI Rugal’, NYu Semenova

Russian Scientific Research Institute of Hematology and Transfusiology, Saint Petersburg, Russian Federation

Background. Castleman’s disease (CD) is a rare, insufficiently
explored disease having two morphological subtypes: plasma
cell and hyaline-vascular CD. Excessive growth of new vessels
in the lymph node (LN) tissue is considered one of morphologi-
cal signs of the disease. No data on the quantitative assessment
of neoangiogenesis in different CD subtypes were found in the
literature.

Aim. To compare the areas occupied by vessels in the LN tissue
in different CD subtypes.
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Methods. 28 CD patients (14 men and 14 women) aged
24—65 years were examined. The CD was confirmed by his-
tological and immunohistochemical examinations of tissues
obtained from LN biopsies. The number and distribution of
plasma cells were assessed using anti-CD138 antibodies.
The vascular endothelium was labeled by anti-CD34 anti-
bodies. The vessel area was determined using the Panoramic
Viewer software after continuous scanning. Statistical analy-
sis was performed using Student’s ¢-test. Three LN without
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metastasis removed during surgery were included in the ref-
erence group.

Results. The plasma cell CD was diagnosed in 8 patients, and
the hyaline-vascular variant in 20 patients. In the reference LN
tissue, the vessels occupied 10.6 + 1.0 % of the area. In pa-
tients with the plasma cell CD, the vascular density was higher:
15.1 + 1.4 % (p <0.05). The vascular density in the LN of hya-
line-vascular CD patients demonstrated heterogeneity depend-
ing on the parameters studied and the patients were divided into
2 subgroups. In 15 (75 %) patients, the vascular density was
not lower than that in the reference LN (6.8 + 2.3 %). It was
lower than that in patients with the plasma cell CD (p < 0.05).
In 5 (25 %) patients, the area of vessels (12.3 + 1.5 %) did

not differ from the reference group and of the plasma cell CD,
however, it was higher than that in patients of the first subgroup
(p<0.05).

Conclusion. The increase of the area occupied by vessels in the
LN tissue is observed in all patients with the plasma cell CD.
However, in the hyaline-vascular CD, this parameter varies,
thus reflecting the biological heterogeneity of this subtype.
Contlict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper. NV II'in, a
member of the editorial board of the Clinical Oncohematology.
Basic Research and Clinical Practice Journal, was not involved
in the peer-reviewing.

Funding. The study had no financial support.

CTATYC FEHA TP53 Y NALUWEHTOB C AUd®Y3HON B-KPYMHOKJIETOYHON IMMA®OMOiA
E.H. Boponaesa', T./. locnenosa?, M./. Boesoga', B.H. Makcumos'

T ®OTEHY «HayyHo-nccnenoBatenbCKuil MUHCTUTYT Tepaniu U NpognnakTUHecKoi MeanumHbl», HoBocmbupck, Poccniickas ®eaepauns
2 ®re0Y BO HIMY Munsapasa Poccuu, HoBocnbupcek, Poccuiickas ®enepaliys

Beenenue. [lokazano, uto B sMMdoMoreHes3 BoBJieUeHbl pa3-
JIMUHblE MEXaHU3Mbl NOBpeK/IeHUs (yHKIMK reHa TPH3: neJe-
115, THIIEPMETHINPOBAHHE POMOTOPA M MyTaLHH.

Leab. Mayunts uacrory mortepu reteposurotHoctu (LOH),
TUMepPMETHINPOBAHUS TIPOMOTOPA, a TaKXKe YacToTy, CIEKTP H
(byHKILMOHAJBbHYIO 3HAYUMOCTb MyTalui rena TP53 y naileHToB
¢ mucpysHoit B-kpynHokierounoit immdomoit (IABKJT).
MeTtonpl. Dbl BbITIOJHEH aHAJU3 MOC/EI0BATENBHOCTH reHa
TP53 y 74 naunentos ¢ JIBKJI MeTon0M npsiMoro ceKBeHHpO-
Banusi. LOH rena TP53 nsyuanacs metonom [TLIP no mukpoca-
TesIUTHOMY Jlokycy D 175796 B omyXoJsieBo# 1 3710pOBO# TKaHSIX
nauuenToB. CTaTyc METHINPOBaHUS IpoMoTopa rena TP53 ana-
JIM3UPOBAJICS METOIOM MeTHJI-crietuuunoit [TLIP
Pesyabratel. B komupyiolieit nocnenoparesnbHocty rena TPH3
y 74 oG6ciiefoBaHHBIX MalMEHTOB ObLIO BbIsIBJIEHO 28 MyTa-
umit: 18 (64,29 %) — muccenc, 6 (21,43 %) — caiinenr, 2
(7,28 %) — nomncenc, 1 (3,5 %) — O CABUIOM paMKH CUH-
toiBanus U 1 (3,5 %) — MyTauusi, IpHBOAAILAs K Hapylle-
HHUIO crtaiicnura. MHoxecTBeHHble MyTalud Obuii y 4 maum-
entoB. Myrauun p.Cys275Ser, p.Val272Glu, p.Thrl55lle u
p.Arg212Term BcTpedasuch B aHaIH3MPyeMOl BbIOOPKE Tallu-

€HTOB HeOJHOKpaTHO. MyTallyH, MoTeHIHaNbHO Hapyllalolie
dynkumio TP53, umean 17 (22,9 %) nauuentos. Cpean Ha-
pYIIECHHH B MHTPOHAX CJIElyeT OTMETHTb CJIe/ylollie 3HaUuMble
szamennl: [VS4—30T > C, IVS6—36G > C u IVS9+12T > C.
LOH TP53 6bina sadukcuposana B 11,8 % ciyuaes, MMeIOlHX
MyTallli, KOTOpble HapymiaoT (GyHKIMIO reHa. YacTora rumnep-
MeTHJUPOBaHUs MpoMoTopa TP53 B HallleM HCCJ/IeIOBAaHHU CO-
crasuna 5,4 %.

3akJouenue. B nacrosiieM uccsegoBanul KogoHnl 275, 155,
272 u 212 6bu «ropsuMMH TouKaMu» MyTaiui. [Ipeo6mana-
e (95 % ) myrauuii TP53 B yuacTkax rena, komupytomux JTHK-
CBSI3BIBAIOIINH PETHOH, OTPaKaeT UX (DYyHKIMOHAJBHYIO CesleK-
nuto. Yacrora runepmetusinpoBanus npomoropa 1 LOH rena
TP53 B Haueli paborte okazasach HeGoJblION. B nanbHeliem
TUIAHUpYyeTCs OlleHKa 3(P(EKTUBHOCTH HMMYHOXHMHOTEPATIHH B
uccsenoBantoi rpynne 6ogbHbx JIABKJI B 3aBucumocTH ot cra-
Tyca rena TP53.

Kondaukrsl unTepecoB. ABTOpbI 3asiBJISIIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

Uctounuku huHaHcupoBanusi. FcenenoBanne He MMeJIO CMIOH-
COPCKOH TIOMIE P2KKH.

TP53 GENE STATUS IN PATIENTS WITH DIFFUSE LARGE B-CELL LYMPHOMA

EN Voropaeva', Tl Pospelova?, Ml Voevoda', VN Maximov’

' Scientific Research Institute of Internal and Preventive Medicine, Novosibirsk, Russian Federation

2 Novosibirsk State Medical University, Novosibirsk, Russian Federation

Background. Different mechanisms of 7P53 gene impairment
are involved in lymphomogenesis, such as deletions, promoter
hypermethylation and mutations.

Aim. To study the frequency of loss of heterozygosity (LOH),
promoter hypermethylation and frequency, spectrum and func-
tional significance of TP53 gene mutations in patients with dif-
fuse large B-cell lymphomas (DLBCL).

Methods. Direct sequence analysis of 7P53 gene in 74 DLBCL
patients was performed. LOH in the TP53 gene was determined
by PCR using D17S796 microsatellite locus in tumoral and
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normal tissue. The methylation status of TP53 promoter was
studied using the methylation-specific PCR.

Results. 28 mutations were found in the coding sequence
of the TP53 gene in 74 patients: 18 (64.29 %) missense, 6
(21.43 %) silent, 2 (7.28 %) nonsense, 1 (3.5 %) frame-
shift, and 1 (3.5 %) splice. Four patients had a multiple
mutations. p.Cys275Ser, p.Val272Glu, p.Thr155lle and
p.Arg212Term mutations were found several times in the
analyzed patient cohort. Mutations that may potentially im-
pair the TP53 functions were found in 17 (22.9 %) patients.
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The following significant replacements should be noted
among intron impairments: [IVS4—30T > C, IVS6—36G > C
and [IVS9+ 12T > C. LOH in the TP53 gene was detected in
11.8 % cases with mutations potentially affecting the gene
function. The frequency of TP53 promoter hypermethylation
was 5.4 % in this study.

Conclusion. In this trial, codons 275, 155, 272 and 212 were mu-
tation “hot spots”. The prevalence (95 %) of the TP53 mutations

in gene regions encoding the DNA-binding region reflects their
functional selection. The frequencies of TP53 promoter hyper-
methylation and LOH in the TP53 gene were very low in this study.
The assessment of immune-chemotherapy effect in the studied co-
hort of DLBCL patients depending on the TP53 status is planned.
Contflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

YACTOTA OGHAPY)XEHWUA TEHETUMECKMX AHOMAJUIA Y BOJIbHBIX C PA3NIUYHLIM UMMYHOMEHOTUMOM
KNOHANbHbIX NNA3SMATUYECKUX KNETOK NPY MHOXECTBEHHOI MUEJIOME

AL Fapngpynnun, N.C. Maptbitkesund, C.B. BonouwmH, A.HO. KyBiunHos, J1.C. MapteiHeHko, E.B. KnenHa, K.M. A6ynkaabipos

®IBY «Poccuitcknii Hay4HO-UCCNEA0BATENIbCKNIA WHCTUTYT reMatosiorun u TpaHcdysunonorny ®egepanbHoro Meanko-61Moornyeckoro areHT-

ctBa», CaHkT-leTepbypr, Poccuiickas ®eaepauus

Beenenue. ®umoopecuenthas rubpuausanus in situ (FISH) un
MPOTOUHAsT IHTOMETPHST 0OBIYHO HCIOJBL3YIOTCS VISl OTIpejiesie-
HHUsT KJIOHAJBbHOCTH T1adMaThueckux Kiaetok (I1nK). Teneruue-
CKHe aHOMaJIMK PUBOJIAT K 1105IBJIEHHIO 3/10KauecTBeHHbIX [ 1K,
06J1a/1a101LKX OTpejiesieHHbIM (DEHOTHUIIOM.

Leab. Onpee/iutb noteHHabHble B3AHMOOTHOLLEHHS] MEXILy
reHeTuueckuMu aHomasusiMu (I'A) u uMMyHO(EHOTUTTHUECKUME
oco6enHocTsmu [1nK.

Metoapi. O6cnenoBano 27 60JbHBIX MHOXKE€CTBEHHOH MHEJIO-
Moil (MeiaHa Bozpacra 57,5 roxa, muanazon 38 —80 Jiet; coot-
HOlLIEHHE My)K'—ll/IHbI/)KeHLLLl/lel 1,17:1,0). LlutoreHetudyeckoe
Mce/leloBaHke KOCTHOTO MO3ra MpOBOJAMJIOCH MO CTaHAapTHO-
My GTD-meromy. Meradasublit FISH-anamua ucnosnbzosai-
st ¢ npobamu JIHK: LSI 13(RB1)13q14, IGH/CCNDI1, IGH/
FGFR3, LSI TP53 (17q13.1). I1porounast 8-uperHasi uuTome-
TPUS MPUMeHsIach ¢ aHTHTeNaMu K aHTurenam CD45, CD38,
CD138, CD56, CD19, CD20, CD27 u CD117.

Pesyabrarbl. Tpanciokauus t(11;14)(q13;q32) BeisiBaeHa y 3
(17,6 %) us 16 nauuentos, del(13q) — y 3 (17,6 %) usz 17,
t(4;14) — y 1 (5,9 %) uz 17, runopumonms — y 1 (4,5 %)
us 26, del(17 p) — y 3 (17,6 %) us 17, runepaurnionaus He
BeTpeyasack. PeHoTun, XapakTepHblil A/ KiaoHa bHbIX [1nK
(CD38*CD138*CD457), ycraHoB/ieH y Bcex 27 MalHeHTOB.

Akenpeceuss CDH6 o6Hapyxenay 13 (50 %) u3 26 natmenTos,
CDI19* —y 13(50 %) u3 26, CD117" — y 6(23,1 %) us 26,
CD27+ — y 6 (23,1 %) usz 26, CD20* — y 6 (11,5 %) us 26.
TA cocrasuiu 38,4 % (5/13) npu denorune CD56*, 33,3 %
(1/3) — npu CD20%, 30,8 % (4/13) — npu CD19-, 30 %
(6/20) — npu CD27-, 30 % (6/20) — npu CD117-, 26,1 %
(6/23) — npu CD20~, 23,1 % (3/13) — npu CD19*, 20 %
(1/5) — npu CD117+%, 16,7 % (1/6) — npu CD27*, 15,9 %
(2/13) — npu CD56. B rpynre cTaHaapTHOrO M [POMErKyTOU -
Horo pucka (mkajsa mSMART 2.0) naunentst ¢ I'A vatie umesin
CDb56-neratusublil penotun [1aK nporus CD56-nosutnBHOrO
B IpyIire BHICOKOr0 prcKa. BbiknBaemocThb 6e3 rnporpeccupona-
HHsl 32 D JieT B rpyIine craniapTHoro pucka ¢ CD56-HeraTHBHbIM
denorunom cocrasuna 79 %, ¢ CD56-nosutusubM — 66 %.
3akaoueHre. BbisiBjieHHe MNPOrHOCTHUECKH HeOJAronpusT-
Hbix A koppesupyer ¢ CD56-nosuruBHbiM tenoturom [TaK.
KomnuiekcHoe onpejiesienre MMMyHO(EHOTHITHYECKHX 0COOEH-
Hocteil [1nK u ['A no3BosUT y/ydIinTh CTpaTH(UKALUIO PHCKOB
MPH MHOKECTBEHHOI MHUEJIOME.

KoHaukrbl MHTEpecoB. ABTOpbI 3asiBASIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

WUcrounuku mnancupoBanusi. ccienoBatue He UMesIo CrIOH-
COPCKOM MOJIe PAKKH.

FREQUENCY OF GENETIC ABNORMALITIES IN PATIENTS WITH DIFFERENT IMMUNE PHENOTYPE OF CLONAL

PLASMA CELLS IN MULTIPLE MYELOMA

AD Garifullin, IS Martynkevich, SV Voloshin, AYu Kuvshinov, LS Martynenko, EV Kleina, KM Abdulkadyrov

Russian Scientific Research Institute of Hematology and Transfusiology, Saint Petersburg, Russian Federation

Background. Fluorescence in situ hybridization (FISH) and
flow cytometry are usually used for establishing the plasma cell
clonality. Genetic abnormalities lead to formation of clonal plas-
ma cells with a certain phenotype.

Aim. To investigate potential relationship between genetic ab-
normalities (GA) and different immunophenotypic features of
the plasma cell clonality.

Methods. We analyzed 27 patients with multiple myeloma
(median age 57.5 years, range 38—80 years; male/female ra-
tio: 1.17:1.0). A cytogenetic analysis was performed on bone
marrow samples using a standard GTD-method. Meta-
phase FISH analysis was performed using DNA samples:
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LSI 13(RB1)13q14, IGH/CCNDI, IGH/FGFR3, LSI TP53
(17q13.1). 8-color flow cytometry was performed using anti-
bodies against CD45, CD38, CD138, CD56, CD19, CD20,
CD27,and CD117.

Results. Translocation t(11;14)(q13;q32) was detected in 3/16
(17.6 %) patients, del(13q)in 3/17 (17.6 %) patients, t(4;14) in
1/17 (5.9 %) patients, hypodyploidy in 1/26 (4.5 %) patients,
del(17 p) in 3/17 (17.6 %) patients, and hyperdyploidy was
not detected. The phenotype typical for clonal plasma cells
(CD38*CD138"CD457) was detected in all 27 patients. The
CD56" expression was found in 13/26 (50 %) patients, CD19*
in 13/26 (50 %), CD117* in 6/26 (23.1 %), CD27* in 6/26
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(23.1 %), and CD20* in 6/26 (11.5 %) patients. The frequency
of GA was 38.4 % (5/13) in CD56* phenotype, 33.3 % (1/3) in
CD20*, 30.8 % (4/13) in CD19-, 30.0 % (6/20) in CD27-,
30.0 % (6/20) in CD117-, 26.1 % (6/23) in CD20~, 23.1 %
(3/13)in CD19%,20 % (1/5)inCD117*, 16,7 % (1/6)in CD27+
and 15.9 % (2/13) in CD56~ phenotype. Patients in standard and
intermediate risk groups (according to mSMART 2.0 scale) with
GA had CD56-negative plasma cells phenotype vs. the CD56-pos-
itive phenotype in patients of high-risk group. The 5-year progres-

sion-free survival in the standard risk group was 79 % for the CD56-
negative phenotype and 66 % for the CD56-positive phenotype.
Conclusion. Identification of adverse GA correlates with CD56*
plasma cells phenotype. The combined definition of plasma cells
phenotype and GA can improve the system of risk stratification
in multiple myeloma.

Coniflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

ANODY3IHAA B-KPYMHOKNETO4YHASA JIMM®DOMA C ®AKTOPAMW HEBJIATOMPUATHOIO NPOrHO3A:
NPEABAPUTENbHbIE PE3YNIbTATbI POCCUIACKOr0 MHOrOLIEHTPOBOIO NUIOTHOIO UCCIEJOBAHUSA

N0 NPUMEHEHWHO CXEMbI R-DA-EPOCH/R-HMA

0.A. laBpununa, E.E. 3BoHKoB, E.H. [lapoBn4HukoBa, B.B. Tponykas, H.I'. [abeeBa,
WN.10. Toponiosa, B.A. JlanuH, B.B. Kauun, A.B. [y6kuH, C.M. Kynukos, B.I'. CaB4eHKo

OIBY «lemaronornyecknit Hay4Hblin LeHTp>» Munaapasa Poccun, Mocksa, Poccuiickas ®efepauus

Beenenue. [lndpysnas B-kpynnoknerounas mumdoma (JIBKJT)
¢ dakropamy HeGJIaroONPUSITHOrO TPOrHO3a XapaKTepHUayeTcst
arpeccHBHBIM TeUeHHEM M HEYJIOBJIETBOPUTENLHBIMH Pe3yJibTa-
TaMu cTaHaaptHoil Tepanuu no cxeme R-CHOP: o6uast 5-set-
Hsist BBKHBAEMOCTb He TipeBbitaet 42 %. Jljist nanHoil rpynne
60JIbHBIX HauboJee 3(hheKTHBHAS CXeMa Teparuu JI0 HacTosilie-
ro BpeMeHH He orlpe/ie/ieHa.

Heab. Ouenutb 3PQeKTHBHOCTL W TOKCHYHOCTb IPOTOKOJIA
R-DA-EPOCH/R-HMA vy Gosbhbix JIBKJI ¢ dakTopamu He-
6J1aroIPUSATHOrO [IPOTHO3A.

Meroapl. C asrycra 2013 r. no auBaps 2016 r. Ha JeueHue 1o
NPOTOKOMy ObLIO BKJIOUeHO 34 mauueHTa B 4 LEHTpax ¢ Bep-
Bble ycTaHOBJeHHbIM auarHodoM JIBKJI. Xapaxrepucruka
BKJIIOUEHHBIX B HCC/eloBaHHe GOJIbHBIX: MelMaHa Bo3pacra —
55 siet (mmuanazon 27 —76 JieT); COOTHOLIEHHE )KGHUJ,I/IHbI/My)K-
unHbl — 15 (44 %)/19 (56 %); Bospact > 55/< 55 ner — 17
(50 %)/17 (50 % ); cramms saGosesanust [I—1V; cratyc no wika-
jge ECOG 0—3 6anna; MexkIyHapoAHbIH POrHOCTHYECKHUI HH-
nexe I/T/TV — 9 (26 %)/12 (35 %)/13 (39 %); nopaxenue
KoctHoro mosra — 7 (20 %) cayuaes. Beem naipeHtam Bbi-
noJiIHeHO 4—8 KypcoB MPOTHBOOMYXOJIE€BOH Tepanuu. BosbHbIM
craplie 55 Jsiet 103bl B cxeMe R-HMA penyunposasu. ¥ 5 60/1b-
Hbix JIBKJI ¢ BoBsieyeHneM KOCTHOTO MO3ra BbIMOJHEHbI KOHIH -
unonuposanue B pexxume BEAM u ayroTI'CK.

Pesyabrarel. Menuana nHabjionenusi cocrapunia 16 mec. (aua-
nasoH 2—29 mec. ). JIeTasbHbIX HCXO/I0B B Mpoliecce Tepanuu He
6bwi0. Ilonnas pemuccust gocturuyta y 30 (88 %) nauuenTos.
B 4 (12 %) cayyasx na6Jio1a/10ch IPOrpeccupoBalye mnocje
2—4 KypcoB XMUMHOTeparuu. ¥ Mal{eHTOB B Bo3pacte 55 JieT
v crapule Habuoaanu 2 cobbitust: 1 — peunaus uepes 13 mec.
(npu nepecmotpe — hoJuTHKYyIIsipHas Jumpoma), | — setasb-
HbII MCXOJl Yepe3 3 Mec. Mocjie OKOHYaHUs Teparnuu (pak Uiu-
TOBUIHON »KeJiesbl). [1pu Mennane nabJgionenust 16 mec. obuias
(OB) u 6eccobbiTuiinas BbikuBaemocTb (BCB) cocraBuau 78,8
u 79,4 % cootsercTBeHHO. AHasn3 3hEKTUBHOCTH B Tpymnax
110 Bo3pacty > 55 u < 55 jieT: 2-setnsia OB — 91,7 vs 68,3 %
(p = 0,08), 2-netusis BCB — 81,7 vs 76 % (p = 0,3) coot-
BETCTBEHHO.

3akatouenne. Cxema Tepanuu no npotokoay R-DA-EPOCH/
R-HMA wMoxeT ObIThb ONTHMaJbHBIM BbICOKOI((EKTHBHBIM
noaxonoM B Jeuennu JIBKJI ¢ cdakropamu HebGaronpusiTHOro
MPOrHO3a B CTaplieil BO3pacTHOH Tpyrire.

KoHdaukrbl uHTEpecoB. ABTOpbI 3asiBisIOT 06 OTCYTCTBHH
KOH(JIHKTOB HHTEPECOB.

WUcrounuku unancupoBanmsi. MccienoBatme He UMeNo CIIOH-
COPCKOH MO PIKKH.

DIFFUSE LARGE B-CELL LYMPHOMA WITH UNFAVORABLE PROGNOSIS FACTORS: FIRST RESULTS OF RUSSIAN
MULTICENTER PILOT STUDY OF R-DA-EPOCH/R-HMA PROTOCOL

OA Gavrilina, EE Zvonkov, EN Parovichnikova, VV Troitskaya, NG Gabeeva, IYu Toropova,

VA Lapin, VV Kanin, AV Gubkin, SM Kulikov, VG Savchenko
Hematology Research Center, Moscow, Russian Federation

Background. Diffuse large B-cell lymphoma (DLBCL) with unfa-
vorable prognosis factors is characterized by an aggressive course
and poor response to the standard R-CHOP chemotherapy: the
5-year overall survival rate of less than 42 %. For this group of pa-
tients, the most effective regimen has not been determined yet.
Aim. To evaluate the efficacy and toxicity of R-DA-EPOCH/R-
HMA protocol in patients with untreated DLBCL with unfavor-
able prognosis factors.

www.medprint.ru

Methods. 34 patients with newly diagnosed DLBCL in 4 centers
were enrolled for the per protocol treatment study from August,
2013, till January, 2016; the median age was 55 years (range
27—76); the female/male ratio was 15 (44 %)/19 (56 %); the
age > 55/< 55 ratio was 17 (50 %)/17 (50 %); the stage was
[I-1V; ECOG status was 0—3; the International Prognostic In-
dex (IPI) I1/111/1V was 9 (26 %)/12(35 %)/13 (39 %), respec-
tively; and bone marrow involvement was observed in 7 (20 %)
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cases. All patients underwent 4—8 courses of the antitumor
chemotherapy. For patients older than 55 years, the dose of R-
HMA was reduced. In 5 DLBCL patients with bone marrow
involvement, BEAM conditioning and autoHSCT were applied.
Results. The median follow-up is 16 months (range 2—29
months). No lethal outcomes were registered during the
therapy. A complete remission was achieved in 30 (88 %)
patients. In 4 (12 %) cases, progression of the disease after
2—4 courses of the chemotherapy. Two events were regis-
tered in patients older than 55 years: one relapse 13 month
later (follicular lymphoma was diagnosed after relapse), and
1 lethal outcome was observed 3 months after the end of the
treatment (thyroid cancer). With a 16-month median follow-

up, the overall survival (OS) and event-iree survival (EFS)
were 78.8 % and 79.4 %, respectively. The analysis of the
effectiveness in groups of patients of > 55 and < 55 years old
demonstrated that the 2-year OS was 91.7 % vs. 68.3 %
(p = 0.08), and the 2-year EFS was 81.7 % vs. 76 %
(p = 0.3), respectively.

Conclusion. The R-DA-EPOCH/R-HMA treatment protocol
may be considered an optimal highly effective approach in the
treatment of elderly DLBCL patients with unfavorable progno-
sis factors.

Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

PE3YNIbTATbI M NEPCNEKTUBbI NEYEHUS AHAMJIACTUYECKOI KPYNHOKNETOYHON NIUMdOMbI Y B3POCJIbIX

NALMEHTOB

J1.I. lopeHkosa, C.K. KpaB4eHko

OIBY «[ematonornyeckuin Hay4Hblin LeHTp» MuHsgpasa Poccun, Mocksa, Poccuiickas ®@enepaums

Beenenue. Anansactuueckasi KpyrnHOK/JeTouHast JuMdoma
(AKKJT) orHocutest K neprdeprueckuM T-KieTouHbIM 0ITyXo-
aam, coctapasietr 10—12 % cpeau Beex 3a60/eBaHuil B JaHHON
rpynre. [To knaccudukamuun BO3 2008 r., AKKJI paspessi-
0T Ha JiBa TMOJATHIA B 3aBUCHMOCTH OT repecTtpoek rexa ALK:
ALK-nosutuBHble (AKKJT ALK+) u ALK-neratushbie (AKKJI
ALK—). AKKJI ALK+ umeer Gaaronpusthbiii nportos. [1pu
ucnoab3oBanun kypco CHOP B rpynne nauumentoB 6e3 dax-
TOPOB HeOJIaroNPUATHOTO MPOrHO3a D-JIeTHsIs GeccoObITUIHAS
BbikHBaeMocTh (BCB) nocturaer 70—75 %. Ipu AKKJT ALK—
pe3yJbTaThl JiedeHHs: Xyxe: H-jetnue obuas (OB) BbikuBae-
mocTb 1 BCB npu ncnosiszoBanun cxembl CHOP cocrasasiior
ne 6osiee 50 %. [IpeumylIeCcTBO HMEET BLICOKOA03HAs XHMHO-
Tepanusi ¢ ayToJOTMYHON TPaHCMJIAHTALHEeH TeMOMO3THUECKHX
cTBOJIOBBLIX KeToK (ayToTI'CK) y nauieHToB B nepBoi MoJHOH
PEMHUCCHH.

Leab. Ouenka pesysbTaToB BBICOKOIO3HBIX TIPOTPAMM JIeUEeHHSI
npu AKKJT ALK+ n AKKJT ALK—.

Merogpi. B ncenenosanne pritouero 64 6osbHbix AKKJT (38 —
AKKJT ALK+, 26 — AKKJI ALK—). Yuuduunponantoe Jjeue-
nue no nporokody NHL BFM-90 noayunnu 36 naumeHtos ¢
AKKJT ALK+: 5-setire OB u BCB cocrasuin 90 u 83 % coot-
BeTcTBeHHO, Megrana OB — 67 mec. ¥V 16 naunentos ¢ AKKJI

ALK— npumensiicst nporokos NHL BFM-90; o6umit otBet co-
craBust 50 % (8 ua 16). Onnako y 6 nalueHToB 0TMEYEHO Mpo-
rpeccupoBaHue 60ME3HH, ay 3 — PeLMIUBLI.

Pesyabrarel. Takum o6pasom, 5-netnue OB u BCB cocrasu-
s 37,51 31,0 % coorsercrsento. ITo nporokosy TL-REZ-09
nedende noayuuad 8 mauuentos. Ilosnas (ITP)/uactuunas
(YP) pemuccun noCTUTHYTHI y 4 GOJIbHBIX, TIPOrpecCHpoOBaHUe
KoHcTaTtupoBaHo y 3. Hautosbinas sddekruBHOCTL 0TMeueHa
B rpynre naunentoB (7 = 5) ¢ ayroTT'CK B nepsoii [1P. ¥V 4 u3
5 nauueHToB coxpansiercst [1P,y 1 — nuarHocTupoBaH peLmims.
3akaouenne. [Tauuentor ¢ AKKJT ALK+ umetor Gaaromnpu-
SITHBIH MIPOTHO3 M YJIOBJIETBOPHUTEJIbHbIE PE3YJIbTaThl JieUeHHs!
npu ucnojbzoBanuu nporokoa NHL BFM-90. Hepetenubim
0CTaeTcst BOIPOC 0 BbIGOPe ONTHUMa/bHOIO HHIYKLIHOHHOTO pe-
»KuMa xumuoTepannu y naurentos ¢ AKKJT ALK— ¢ nesnbio j1o-
cruup [TP/YP ¢ nocJieyiolled BbICOKOI03HOH XUMHUOTepanuen
c aytoTI'CK. ¥ GoJibHBIX, HE TOCTHTILIUX [1P/UP, B KauectBe Te-
parui BTOPOH JIMHUH MOXKHO HCIoJb30BaTh cxemy DexaBEAM
¢ nocaenytouteit ayroTTCK.

KoHaukrbl MHTEpecoB. ABTOpbI 3asiBASIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

WUcrounuku mHancupoBanusi. MccienoBatue He UMesIo CrIOH-
COPCKOM MOJIe PAKKH.

RESULTS AND PERSPECTIVES OF TREATMENT OF ADULT PATIENTS WITH ANAPLASTIC LARGE CELL LYMPHOMA

LG Gorenkova, SK Kravchenko
Hematology Research Center, Moscow, Russian Federation

Background. Anaplastic large cell lymphoma (ALCL) repre-
sents a subgroup of peripheral T-cell lymphomas and consti-
tutes 10—12 % of all diseases of this group. According to the
2008 WHO classification, ALCL is subdivided into two types
depending on the ALK gene rearrangement: ALK-positive
(ALCL ALK+) and ALK-negative (ALCL ALK-). ALCL
ALK+ has a favorable prognosis. With the use of the CHOP
regimen in patients without adverse prognostic factors, the
5-year event-free survival (EFS) reaches 70—75 %. ALCL
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ALK~— has worse treatment results: the 5-year overall survival
(OS) and EFS do not exceed 50 % with the use of CHOP. The
high-dose chemotherapy with autologous hematopoietic stem
cell transplantation (autoHSCT) in first complete remission
should be preferred.

Aim. To estimate results of high-dose chemotherapy in treat-
ment of ALCL ALK+ and ALCL ALK—.

Methods. The study included 64 ALCL patients (38 with ALCL
ALK+, and 26 with ALCL ALK—). 36 patients with ALCL
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ALK+ were treated according to the NHL BFM-90 protocol:
the 5-year OS and EFS were 90 % and 83 %, respectively,
median OS was 67 months. In 16 patients with ALCL ALK—,
the NHL BFM-90 protocol was used; the overall response was
achieved in 50 % (8/16) of patients. However, 6 patients had
disease progression and 3 patients had relapses.

Results. Therefore, the 5-year OS and EFS were 37.5 % and
31.0 %, respectively. 8 patients were treated according to the
TL-REZ-09 protocol. Complete (CR)/partial (PR) remissions
were achieved in 4 patients, 3 patients presented disease pro-
gression. The highest efficacy was observed in the autoHSCT
group (n = 5) in the first CR. PR retained in 4 of 5 patients, and
relapse was diagnosed in | patient.

Conclusion. Patients with ALCL ALK+ have a favorable
prognosis and satisfactory treatment results using the NHL
BFM-90 protocol. However, the problem of selection of an
optimal induction chemotherapy regimen for patients with
ALCL ALK— to achieve the CR/PR with subsequent high-
dose chemotherapy with autoHSCT remains unsolved. In pa-
tients who did not achieve the CR/PR the DexaBEAM pro-
tocol with subsequent autoHSCT may be used as a second
line therapy.

Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

3HAYEHVE UCCJIEAOBAHNA CBOBOAHbBIX JIETKWUX LIENEN B CMUHHOMO3I0BOM XWAKOCTH
MPWU MHOXXECTBEHHON MUENOME, 0CNIO)XHEHHON MUENOPALUKYNONATMEN

A.K. lonenkoB!, E.B. Tpugporosa', T.A. Mutuna', 0.B. Mockaney’, K.A. benoycos’,
E.B. Karaesa', A.B. Kegpos', I.H. Korapko?, b.C. Korapko?, B.B. S3n08ckuii’, A.B. Kapaynos®
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Lenab. CchopMynpoBaTh KOHLEMIHUIO OMyX0JIEBOH T/1a3MOKJIe-
touHoil nposndepaunn B LIHC npu MHOXKecTBEHHOH MHesoMe
(MM), oc/o:KHEHHOH MHeJNopauKyJ/IonaTiel, Ha OCHOBAHHH
MOJIE/IM TPAJIMEHTOB KOHLEHTPALMH CBOOOAHBIX JIETKUX Lenei
coiBopotkH KpoBH (CJILL CK) 1 cBOGOIHBIX JIETKHX 11eMel CrnH-
Homo3roBo# xkuakocth (CJILL CMOK).

Meroapl. O6cienoBano 12 GosbHbIx MM, 0C/I0KHEHHOH MHeE-
Jopaaukysonarueid. IMMyHoXMMHUECKHe BapHaHThl: MOHOKJIO-
HaJIbHBIH UMMyHOTJI00ysHH (naparnporeun, Plg) Gk — 3, Plg
GL — 3, Plg M/x — 1, muesioma Benc-Jlxonca A — 5. Brep-
Bble BbisiBeHHast MM nmesia Mecto y 5 60JIbHBIX, C PE3HUCTEHT-
HbIM TeueHneM — Y 4, Mojyiep:KuBalollee JedeHne mnoJyvasn
3 6oJibHBIX. BeeM nateHTam npoBoiusIoch MPOTHBOOITYX0JIEBOE
Jleyenue, BKJIouaBliee 60pTe3oMus, mesdanan/unkaodocda-
MHJL M NPEHU30JI0H/ leKcaMeTasoH. JIeHauIoMuL HasHayasm
npu KoHcratauun pesucrentnoct. Onpenenenne CJILL CK n
CJILL CMJK K- 1 A-THITOB NTPOBOJNIE HMMyHO(EPMEHTHBIM Me -
TonoM Ha criektpocotometpe (Kenstar, CILIA).

Pe3syabrathl. [ 1pu anammze konuentpauun k- CJILL CK cpennue mo-
KasaTes coctaBuu 15,9 + 4,0 Mr/a, uto npesblllano sHadenHs y
310pOBbIX JHLL (7,3 Mr/1). Jlanazon KOHUEHTPaLKii OTHOCHTE/ILHO
CpeiHei BeJIMuMHBI cocTaBuI o1 6,7 + 2,01028,9 + 7,0 mr/ . [pu

sToM cpenHee 3HaueHne k-CJILL CMOK 6bio 0,03 + 0,01 Mr/n
(mmanason ot 0,02 + 0,05 10 0,05 + 0,02 mr/). Cpennsisi KoH-
nenrpaiwsi A-CJILL CK cocraBunia 54,3 + 16,4 Mr/i (y 3I0POBBIX
i — 12,7 mr/n), mmanason — ot 12,6 1o 98,7 wmr/J1. Konien-
tpatust A-CJILL CMJK pasnsinaces 0,5 + 0,18 MI/J1 ¢ IManasoHoM
0,17—0,83 wmr/n. Jlns onpeniesiennst rpajpieHTa KOHLEHTpALMil
CJILL CK u CM)X BHauase k- u A-CJILL anasmmsupoBamu pas-
JIeJIbHO. 3aTeM BBIMUCIISUIH OTHOLLeHHe rokasateseii CK/CMYK,
koTopoe coctaBuio 1,7 mist k-CJILL u 1,6 nyist A-CJILL. Comnocras-
JieHHe JaHHOH (PUJIBTPALIOHHON MOJIEJH C MOKa3aTesIIMH KaxKI0ro
60JTBHOTO TIPOJIEMOHCTPUPOBAJIO, UTO Y 6 13 12 GOsIbHBIX pesyJibTa-
ThI ObLIM HU2Ke 3HadeHu# 1,7 uian 1,6, 4To CBHAETENLCTBOBAJIO 00
oryxosieBoM MytaaMok/eTouHoM nopaxkennu LIHC. Crienyer otme-
THTb, 4TO oMnyXoJieBbli 11iT03 B CMJK Obl1 BbIsiBJIEH TOJIBKO Y 1 H3
12 naupeHToB, BK/IIOUEHHBIX B MCCJIIOBAHKE.

3akatouenue. [TosyueHnble pe3yibTaTbl MOTYT CJYXKHTb OCHOBA-
HHEM JUIsl TIPENOJIOMKEHHST 0 HEOOXOMMOCTH HEHHTPATEKAIbHOH
XUMHOTEpannu Mpu MM, 0cJI0)KHEHHON MHEJIOpauKyJIoNaTHe.

KoH(uinkTbl MHTEpecoB. ABTOpPBI 3asiBJASIIOT 00 OTCYTCTBHH
KOH(JIHKTOB HHTEPECOB.

Ucrounuku mnancupoBanus. McceeioBanue He UMeJIO CIIOH-
COPCKOH MOJIEPIKKH.

SIGNIFICANCE OF STUDIES OF FREE LIGHT CHAIN CONCENTRATIONS IN CEREBROSPINAL FLUID FOR PATIENTS
WITH MULTIPLE MYELOMA COMPLICATED BY MYELORADICULOPATHY

AK Golenkov', EV Trifonova’, TA Mitina’, OV Moskalets', KA Belousov', EV Kataeva', AV Kedrov', IN Kogarko?, BS Kogarko?,

WV Yazdovskii', AV Karaulov®

"M.F. Vladimirskii Moscow Regional Research and Clinical Institute, Moscow, Russian Federation

2N.N. Semenov Institute of Chemical Physics, Moscow, Russian Federation

3].M. Sechenov First Medical State Medical University, Moscow, Russian Federation

Aim. To formulate the concept of the tumor plasma cell pro-
liferation into the CNS in patients with multiple myeloma

www.medprint.ru

(MM) complicated with myeloradiculopathy, based on the
model of concentration gradients of free light chains in se-
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rum (sFLC) and the free light chain in cerebrospinal fluid
(FLC CSF).

Methods. 12 patients with MM complicated with myeloradiculop-
athy were enrolled in this study. There were the following immuno-
chemical variants: monoclonal immunoglobulin (paraprotein, Plg)
G in 3 patients, Plg G\ in 3 patients, Plg M/x in 1 patient, and
Bence-Jones myeloma A in 5 patients. A newly diagnosed MM was
found in 5 patients, a resistant MM was diagnosed in 4 patients; 3
patients received the maintenance treatment. All patients received
chemotherapy treatment, including bortezomib, melphalan/cyclo-
phosphamide and prednisone/dexamethasone. Lenalidomide was
prescribed in case of tumor resistance. Concentrations of sFL.C
and FLC CSF (k- and A-types) were measured by ELISA using a
spectrophotometer (Kenstar, USA).

Results. The average concentrations of k-sFLC were
15.9 + 4.0 mg/L, which was greater than that for healthy in-
dividuals (7.3 mg/L). Distribution of values for concentrations
reached 6.7 + 2.0 and 28.9 + 7.0 mg/L. At that, the average
value of k-FLC CSF was 0.03 + 0.01 mg/L (range 0.02 + 0.05

to 0.05 + 0.02 mg/L). The average concentration of A-sFLC
was 54.3 + 16.4 mg/L (12.7 mg/L in healthy individuals)
(range 12.6 to 98.7 mg/L). The concentration of A-FLC CSF
was 0.5 + 0.18 mg/L (range 0.17 to 0.83 mg/L). To deter-
mine the concentration gradient for sFLC and FLC CSF the
concentrations of k- and A-FLC were determined separately.
Then the sSFLC/FLC CSF ratios were calculated for k-FLC and
for A-FLC, which were equal to 1.7 and 1.6, respectively. The
comparison of this model with the performance of each patient
showed that 6 of 12 results were less than 1.7 or 1.6, thus indi-
cating the tumor plasma cell involvement of CNS. Tumor cyto-
sis in cerebrospinal fluid was determined in one of 12 patients
enrolled in the study.

Conclusion. The results of this study could serve indicators for
non-intrathecal chemotherapy for MM complicated by myelo-
radiculopathy.

Conilict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.
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BBenenue. CBoeBpeMeHHast MATHOCTHKA MH(EKIMOHHBIX OC-
JIOXKHEHUH ayTOJIOTHYHON TpPaHCIUIAHTALIUH TEMOIMOSTHIECKHX
cTBOJIOBLIX KjeToK (ayToTI'CK) crnocoGeTByeT CHHMKEHHIO Jie-
TaJILHOCTHU U TI03BOJISIET OLEHUTD 3(h(hEKTUBHOCTD KOMIIEKCHOH
aHTUOAKTEPHAJILHOI Teparnuy y OHKOreMaToJIOTHYeCKUX 60Jib-
HBIX.

Lleab. OleHKa MPOrHOCTHUECKOH 3HAYMMOCTH TpeX MapKepoB
Bocnasenus: npecercuna ([1CIT), npokanbuntonuna (ITKT) u
C-peakruBHoro 6esika (CPB).

Metoppi. TICII, TIKT u CPB omnpenensin B JeHb ToCTUTa-
guzauuu (1), B I+1, 1+3, I+7 u B neHb Bbinucku (/1B).
B uccnenoBanne BkioueHo 52 nauuenta (24 — c smumdomorit
XomkkuHa, 10 — ¢ HEXOPKKUHCKUMH JiuMpoMamu, 18 — co
MHO>KEeCTBEHHO!H MHeJIoMoit). B 3aBucHMOCTH OT HaJWuMsl WH-
(beKIMOHHBIX OCJIOXKHEHHUH TalUeHTbl ObLIM pas3ieseHbl Ha
JIBe IPyMbl: -5 — naineHThl 6e3 HHPEKIIHOHHbIX 0CT0XKHEHUH
(n = 22), 2-9 — TauMeHTbl C Pa3BUTHEM HH(EKIIMOHHBIX OC-
qnoxHeHui (n = 30; 28 60/bHBIX C HEHTPOMIEHNYECKOH JIMXOPal-
KOH W 2 — C Cercucom).

Pesynbratel. B JII' mequana T1CIT B 1-# rpynme cocraBusia
191,5 nr/ma, a B IB — 228,5 nr/ma (p = 0,13). Menuanbl
[1CIT Bo 2-11 rpynme B /I, a Takke B JIB cyuiecTBeHHO He OT-
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amdaguck (p = 0,06). B cpaBuuresnsnom anamuze [1CIT B 1-ii
H 2-ii rpynmnax He GbLIO cyllecTBeHHOH pasuuibl B A u JI+1.
Paznuua B [1CIT mexny rpynnamu 6bi1a B [1+3 u J1+7. Belio
BoisiBaeHO noBbilienne [TKT Ha done nposenenus TTCK B obe-
ux rpynnax. Menmana [1KT B AI' u JIB B 1-if rpynmne cocraBuna
0,031 10,16 1r/mi coorserctBento (p = 0,0003), Bo 2-ii rpym-
ne — 0,051 0,13 nur/ma cootBetersento (p = 0,00003). B or-
arane ot [1CIT ITKT 3naunmo He oTamvasncs B 1-ii u 2-# rpyn-
nax nocise npoeneHus: aytoIT'CK. O6napyxeHO MoBbIlLIEHHE
CPBb B o6eux rpynnax. Mennana CPB B II' u /1B B 1-ii rpynne
cocraBuna 2,2 u 17,9 mr/a coorserctBenno (p = 0,00005),
Torja Kak Bo 2-# rpynne — 2,8 u 16,7 MT/J1 COOTBETCTBEHHO
(p = 0,00003). Onnaxo npu nceaenoannu CPD cyiectBenHo-
O Pa3/IMUKs MEXKJIy TPYNIaMHu He BbISBJIEHO.

3akntouenue. [TosyueHHbIe TIpeBAPUTEIIbHBIE TAHHBIE CBHIETEb-
CTBYIOT O TOM, UTO TPECErCHH sIBJsieTCs HanbGosiee BazKHBIM Map-
KepoM HHeKIMoHHbIX ocsozkHenuil ayroTT'CK y naimeHTtoB co
3J10Ka4€eCTBEHHBIMH JIUM(OTPOJH(EPATHBHBIMU 3a00JIEBAHUSIMH.
KoHduinkTbl MHTEpeCcOB. ABTOpBI 3asiBJSIOT 00 OTCYTCTBHH
KOH(JIUKTOB HHTEPECOB.

Ucrounuku puHaHcupoBaHus. ccienoBane He HMEJO CIIOH-
COPCKOH MOJIEPIKKH.

KAMHUYECKAS OHKOTEMATOAOT TS
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BIOCHEMICAL INFLAMMATION MARKERS IN EARLY DIAGNOSIS OF INFECTIOUS COMPLICATIONS IN PATIENTS
WITH LYMPHOPROLIFERATIVE MALIGNANCIES UNDERGOING AUTOLOGOUS HSCT

YulN Dubinina, VO Sarzhevskii, NE Mochkin, EG Smirnova, VYa Mel'nichenko, AE Bannikova, MN Zamyatin, VG Gusarov,

ES Prokhorova

N.I. Pirogov National Medical and Surgical Center, Moscow, Russian Federation

Background. Timely diagnosing of infectious complications of the
autologous hematopoietic stem cell transplantation (autoHSCT)
can reduce the mortality rate and help to access the efficacy of a
complex antimicrobial therapy in oncohematological patients.
Aim. To evaluate the prognostic relevance of three inflammation
markers: presepsin (PSP), procalcitonin (PCT) and C-reactive
protein (CRP).

Methods. PSP, PCT and CRP were evaluated on the day of ad-
mission (DA), D+1, D+3, D+7 and on the day of discharge
(DD). 52 patients were enrolled in the study (24 with Hodgkin’s
lymphoma, 10 with non-Hodgkin’s lymphoma, and 18 with
multiple myeloma). Depending on the presence of infectious
complications, the patients were divided into 2 groups: Group
1 — patients without complications (n = 22), Group 2 — pa-
tients with complications (n = 30; 28 with febrile neutropenia
and 2 — with sepsis).

Results. On the DA, the median PSP in Group 1 was 191.5
pg/mL, on the DD 228.5 pg/mL (p = 0.13). Median PSP in
Group 2 on the DA and on the DD did not differ significantly
(p = 0.06). The comparative analysis of PSP in Groups | and

2 demonstrated no significant difference on the DA and on
the D+1. Significant difference in PSP between the analyzed
groups was on the D+3 and on the D+7. A significant increase
in the PCT in both groups was found after HSCT. Median PCT
on the DA and the DD in Group 1 were 0.031 ng/mL and 0.16
ng/mL, respectively (p = 0.0003); and in Group 2 the values
were 0.05 ng/mL and 0.13 ng/mL, respectively (p = 0.00003).
Unlike the PSP, the PCT did not significantly differ between
Groups 1 and 2 aiter autoHSCT. A significant increase in the
CRP level was found in both groups. Median CRP on the DA
and the DD in Group 1 were 2.2 mg/L and 17.9 mg/L., respec-
tively (p = 0.00005), while in Group 2 they were 2.8 mg/L and
16.7 mg/L, respectively(p = 0.00003). But CRP did not signifi-
cantly differ between groups during the study.

Conclusion. The preliminary data show that PSP is the most
appropriate early predictor of infections in patients with lym-
phoproliferative malignancies undergoing autoHSCT.

Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

BJIMAHWNE TMMNOMETUNNPYHOLLMX ATEHTOB HA KAYECTBO XWU3HU MOXWIbIX NALIUEHTOB
C MUENOANCNNACTUYECKUM CUHIPOMOM BbICOKOI0 U NPOMEXYTO4HOI0-2 PUCKA

lA. yanna, C.B. Cemo4knH

MoCKOBCKNIl KNMHNYECKNIA HAay4HO-NpaKTU4ecknit LeHTp, Mocksa, Poccuiickas ®efepauus
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Llenb. M3yuenue BIHSIHHS a3aliUTHIMHA HA KAY€CTBO YKU3HH Ma-
[UEHTOB ¢ MUeJoUcIIacTHueckum cunipomom (MJIC) crapiie
60 Jer.

Mertonpl. [Tog Habuonennem Haxoauoch 18 nanuentos ¢ MJ1C
BBICOKOTO H TIPOMEXKYTOYHOT0-2 pHCKa MPOrpeccHpoBaHHUs
B OCTpbIil Jieiiko3 (10 MyxunH u 8 »eHuinH) B Bo3pacre 60—
78 net. CpenHuti Bogpact cocTaBus 67 Jet. BosbHble mogyuanu
JleueHHe a3alUTHIRHOM B 103e 75 Mr/M? 11/K e3Ke/IHeBHO B Teue-
Hue 7 nHeil. CymMMapHas 103a npernapara 3a | 1HKJ Teparnuu co-
crasasia 525 mr/m2. Orenka pe3yJIbTaToB MPOBOJUIACH MOCIIE
4-r0 LHKJIA JIeUeHHsI.

Pesynbratsl. /1o Havyasa jieueHust CpeiHUi yPOBEHb reMOrIo0u-
Ha cocrasua 67,8 + 3,1 r/a, nocse NpoBeleHNs 4 HUKIOB —
96,5 + 4,8 r/n (p = 0,05). Kosmuectso TpoMGOLMTOB B re-
Morpamme yBeJsnuugock ¢ 84,6 + 5,0 no 152,2 + 4,3 x 10/
(p < 0,01). Or™meueHo cHUXKeHHE Yncsa GJACTHBIX KJIETOK B
KocTHOM Moare ¢ 14,2 + 2.1 10 4,4 + 0,8 % (p < 0,01) no-
cre mpoBeneHus 4-ro uuknaa. KosudecTBo TpaHcdysu# 3pu-

www.medprint.ru

TPOLMTHON Macchl yMEHbBLIMIOCH B CPEIHEM C O JI0 3 J103, UTO
C110co6CTBOBA/IO 3HAYUTEJIBLHOMY YJIYULICHHIO KayeCcTBa yKU3HH
MO>KUJIBIX MALIMEHTOB, YMEHBLICHHIO CUMITTOMOB Cep/IeuHON He-
JIOCTaTOYHOCTH MPH aHeMHueckoM cunapome. CpemHuil HHAEKC
KOMOPOHIHOCTH YMEHbLINJICS ¢ 8 6a/VIoB B HavaJse JeueHus J10
6 6aJ110B MocJie 4-ro IMK/IA TeparnH.

3akiouenre. A3alUUTHIMH BbI3bIBAET MMOJOKHUTEJNbHbIN KJIH-
HHKO-remarosiornieckuii sdexr npu MJIC Bbicokoro u mpo-
MEXKYTOUHOTr0-2 pHcKa MPOrpeccHpoBaHHUst B OCTPBIH JIEHKO3 Y
6osibHbIX cTapiie 60 siet. [TaiuenTsl, OTBETHBIINE HA TepParHio
A3aUMTHIMHOM, HE HYXKAAlOTC B TPAHCIIAHTALMM KOCTHOTO
MO3ra WJIM Kypcax HHTEHCHBHON XHMHOTEPANUHU. YMEHbIIAeTCs
MX MOTPEOHOCTb B reMOTpaHCc(ysHsiX, 4TO, B CBOIO OUepe/ib, Cy-
LIECTBEHHO YJ/IyylllaeT Ka4eCTBO XKHU3HH.

KoHdauKkTbl MHTepecoB. ABTOpbI 3asBJISIOT 00 OTCYTCTBHH
KOH(MJIMKTOB HHTEPECOB.

WUcrounuku unancuposanmsi. MccienoBatme He UMeJO CIIOH-
COPCKOH MOJIC PKKH.
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EFFECT OF HYPOMETHYLATING THERAPY ON QUALITY OF LIFE IN ELDERLY PATIENTS WITH MYELODYSPLASTIC

SYNDROME WITH HIGH AND INTERMEDIATE-2 RISK
GA Dudina, SV Semochkin

Moscow Clinical Scientific and Practical Center, Moscow, Russian Federation
The N.I. Pirogov Russian Research Medical University, Moscow, Russian Federation

Aim. To assess the effect of azacitidine on the quality of life of elder-
ly patients over 60 years with myelodysplastic syndrome (MDS).

Methods. We evaluated data on 18 patients (10 men and 8 women)
at the age of 60—78 years with MDS of high and intermediate-2
risk of progression to acute leukemia. The median age was 67 years.
Azacitidine was administered subcutaneously at a dose of 75 mg/
m? every day for 7 days. Total azacitidine dosage per therapy cycle
was 525 mg/m2. Results were evaluated after the 41" treatment cycle.
Results. The mean hemoglobin level before treatment
was 6.78 + 0.31 g/dL, and after 4 treatment cycles it was
9.65 + 0.48 g/dL (p = 0.05). The platelet count increased from
84.6 + 5.0 x 10°/L before treatment to 152.2 + 4.3 x 10°/L
(p < 0.01). Blast cell count in the bone marrow decreased
from 14.2 + 2.1 % to 4.4 + 0.8 % after 4 cycles of therapy
(p < 0.01). The number of RBC transfusions decreased from

5 to 3 doses, which has contributed to a better quality life and
decreased cardiovascular insufficiency due to anemia in elderly
patients. Median comorbidity index decreased from 8 before
treatment to 6 after 4 cycles of azacitidine treatment.
Conclusion. Azacitidine therefore is effective in treatment of
elderly patients over 60 years old with MDS of high and inter-
mediate-2 risk of progression to acute leukemia, resulting in
positive clinical and hematological response. There is no need
in bone marrow transplantation or intensive chemotherapy
regimens in patients with positive response to azacitidine treat-
ment. The need in blood transfusions also decreases, thus im-
proving the quality of life.

Contlict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.
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Beenenue n ueau. Ha ocHoBaHHMM JaHHBIX MHOTOLEHTPOBLIX
MPOCMEKTUBHBIX HAO/I0AaTe/IbHBIX HCCIEI0BAHUI H3YYeHbl MO-
Ka3aTeJii KauecTBa »KH3HU U CUMIITOMbI y G0JIbHBIX XPOHHUECKUM
MHeJ10J1eiiKo30M B XxpoHndeckoil daze (XD XMJI) npu repanuu
JIa3aTHHUOOM 1epBOH W BTOPOH JIMHUH B YCJIOBHUSX pealibHOM
KJIHHUYECKOH TPAKTHKH.

Mertoppl. B ananus Bximoveno 102 GoJibHbIX: MeIMaHa Bo3pac-
Ta — 49 JIeT; COOTHOLIeHHe My>KUMHbI/*KeHIIMHb — 55:47.
BoJibHble 3aM0/1HSIM ONPOCHUK OLIeHKH KauecTBa »Ku3Hu SF-36
1 onpocHuK otleHku cumntomoB CSP Leuk-CML no nauasa re-
panuu, yepes 1, 3, 6 u 12 mec. neuenust.

Pesyabratbl. Uepes 12 mec. Tepanuu nepBofi JJHHUU BbISIBICHO
yJydlleHne couuanbHoro (63 vs 85) 1 posieBOro SMOLHOHAIb-
Horo ¢yHkuronnpoBanus (50 vs 89), NCUXHUECKOTO 3/10pOBbSI
(57 vs 74) n 2xusnecnoco6HocTH (53 vs 71). MinTerpaJsbhelii no-
KaszaTe/ib KaueCTBa KU3HH Obl Bbille, yeM 10 Jedenus (0,53 vs
0,36; Besmunna sppexra [ES] = 1,8). Uepes 12 mec. Tepanuu
BTOPOH JINHUHU 3aPETUCTPUPOBAHO YJIyUllIEHHE KU3HECTOCOOHO-
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ctu (54 vs 60), conmanbHoro GyHKIHOHUpOBaHUS (66 vs 75),
MCUXHUUYECKOTO 310poBbst (59 us 65) u ymepennasi 6oJib (66 vs
73). nterpanbHblii mokasare b KauecTBa »KU3HU BbILLIE, UM JI0
seuennsi (0,42 vs 0,34; p < 0,05). B npouecce sneuenns nasa-
TMHHOOM B 06€HX TPyMax MoKasaHo yMeHbIIeHHEe MHACKCA Bbl-
PaXKeHHOCTH aKTyasbHbIX cumntomoB: 2,83 us 1,83 (ES = 0,9)
1pu nepBoi JuHuu repanuu 1 2,568 vs 1,94 (ES = 0,26) na done
BTOPOH JIMHUH.

3akatouenue. [TosyueHHble B yCJ0BUSX peasbHOH KIMHUYECKOH
MPAKTHKU JJAHHBIE O MOJIOKUTENBHOI IMHAMUKE Ka4eCTBa XKU3HH
1 cUMNToMOB Y 60JbHbIX XD XMJI npu Tepanuu nazatuHuoom
CBUIIETEJILCTBYIOT 06 9(h(heKTUBHOCTH JIeUEHHS C O3ULIUH TALH -
€HTA U SIBJISIIOTCS BaXKHBIM JIOTIOJIHEHHEM KJIMHUUECKOH HH(OP-
Mal{H [IPY OLLEHKE MCXOJIOB JICUEHHUSI.

KoHdaukTbl nHTEpecoB. ABTOpBI 3asiBJSIOT 00 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

Uctounuku uHancupoBanus. VccienoBanue He HMeJIO CIIOH-
COPCKOH TTOMIEPAKKH.

KAMHUYECKAS OHKOTEMATOAOT TS
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FIRST AND SECOND LINE THERAPY WITH DASATINIB IN CLINICAL PRACTICE: QUALITY OF LIFE PARAMETERS AND
SYMPTOMS IN PATIENTS WITH CHRONIC MYELOID LEUKEMIA IN CHRONIC PHASE
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Background & Aims. Multicenter prospective observational
studies assessed the quality of life (QoL) and symptoms in pa-
tients with chronic myeloid leukemia in the chronic phase (CP
CML) undergoing 1% and 2" line therapy with dasatinib in ev-
eryday clinical practice.

Methods. 102 patients were enrolled in the study: median
age was 49 years; the male/female ratio was 55:47. All the pa-
tients filled the QoLL SF-36 questionnaire and CSP Leuk-CML
questionnaire for symptom assessment before and 1, 3, 6 and
12 months after the treatment.

Results. 12 months after the 1+ line treatment, the improve-
ment of social (63 vs. 85) and role emotional functioning (50
vs. 89), mental health (57 vs. 74) and vitality (53 vs. 71) was
registered. The Integral QoL Index increased (0.53 vs. 0.36;
effect size [ES] = 1.8). 12 months after the 2" line treatment,

improvement of vitality (54 vs. 60), social functioning (66 vs.
75), mental health (59 vs. 65) and pain (66 vs. 73) was ob-
served; the Integral QoL Index also increased (0.42 vs. 0.34;
p < 0.05). Symptom severity index decreased during the treat-
ment with dasatinib: 2.83 vs. 1.83 during the 1* line thera-
py (ES = 0.9) and 2.58 vs. 1.94 during the 2™ line therapy
(ES =0.26).

Conclusion. Data obtained in everyday clinical practice show
positive changes in the quality of life and symptom profile of CP
CML patients the treatment with dazatinib. They confirm the
treatment efficacy for the patient and provide important addi-
tional information about treatment outcomes.

Contflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.
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Beenenue. Tenerudeckue aHomananu u pemuccuu 6e3 MHHH-
MaJbHOH ocTtatouHoil 6oseann (MODB) siBsIIOTCS 3HAUMMBIMH
MPOTHOCTHYECKUMH (haKTOPAMH TeUeHHUsT XPOHUUECKOT0 JIUM(O-
serikosa (XJIJT).

Leab. Onpejenuts Bivsinne reHeTuuyecknx anomaJuit (IA) na
noctkenre MODB-orpunatensHon pemuccrn y 60bHbIX XJ1JT.
Meropbi. B nccnenobanne BrmoueHo 26 naupeHTos (15 Myx-
unH U 11 kenuyn) ¢ XJ1JI, KoTopbiM npoBeieHa Teparnust mep-
BOil inHun. Mennana Bo3pacta cocTaBu/Ia 57 JeT (AHanason
35—67 net). duarnos XJIJI 6bL1 ycTaHOBJEH MO pesy/bTaTam
KOMIIJIEKCHOTO 00c/1e10BaHusl (KJIHHUYECKHH aHa/Ju3 KPOBH,
MPOTOUHAST LUTOMETPHUsT NepupeprUIecKoil KPOBH M KOCTHO-
ro moara, OGUOINCHsI JIUM(ATHIECKOrO y3Ja, TpenaHoOGHOICHs
KOCTHOTO MO3ra ¢ MMMYHOTHCTOXHMHYECKHM HCCJIe/lOBAaHHEM,
KOMIbIOTepHAs ToMorpacus). Llutorenetnueckue wuccmaeno-
BaHusl OblLIM BbiNoJHeHbI cTanaapTHbiM GTG-meTonom. Puio-
opecueHTHas rubpuausauus in situ (FISH) nposoaunacs ¢ uc-
nosibaoBanneM 30108 LSI 13(RB1)13q14, LSIATM (11q22),
CEP12, LSI TP53 (17p13.1). TTokazauusi K HadaJy JieueHust
1 3¢ GhEKTHBHOCTb Tepanuu OLEHHUBANMCh B COOTBETCTBHH C
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MexxayHapoaHbiMu pekoMennauusimu [IWCLL. Bee nauneHnTs
noJiydasn pexkum xumuotepanuu ¢ purykcumabom (FCR umn
RB). Ouenka MOD npoBoausiach MeTO0M MPOTOUHON LIUTO-
MeTPHH KOCTHOIO MO3ra.

Pesyabratbl. A Gbin BhisiBaenbl y 46 % (12/26) nauwentos:
y 11,5 % (3/26) — npw cTanjapTHOM LUTOreHETHIECKOM HC-
cnenopanuu, y 42,3 % (11/26) — npu FISH-anamuze ny 7,7 %
(2/26) — npu ucnonbzopanun 060ux Metonos. CrpaTHdHKa-
L{sT MALMEHTOB 110 MPOrHOCTHYECKMM TpyIaM OCHOBBIBAJIACH
Ha BblsiBieHHbIX [A. Ipynna GunaronpusitHoro mnporHosa (1-s
rpynmna) Bk/odasna nauuentos ¢ del(13q) (n = 5); npomexy-
TOUYHOTO (2-51 rpynna) — ¢ HOPMaJbHbIM KapuOTHIIOM (11 = 14)
WK TpUcoMHel xpomocoMsbl 12 (n = 3); HeG1aronpusiTHoro (3-5
rpynna) — c del(11q) (7 = 3) M1 KOMIUIEKCHBIM KapHOTHIIOM
(n = 1). CraTuCTHYECKH 3HAUMMbIE PA3JIMUMS B YACTOTE JIOCTH-
»keHust MODB-oTpulaTeibHbIX PEMUCCHI B 3aBUCUMOCTH OT T1PO-
Be/ICHHON MMMYHOXMMHOTEparuu He BbisiBaeHbl: FCR — 7 u3 14,
RB — 5 u3 12. MODB-otpuuate ibhbie moJHble pemuccuut (I1P)
yaitle BcTpevasuch B rpynne RB — 4 vs 2 B rpynne FCR. Hacro-
Ta obero oreeta coctasuaa 100 %; TP — 38,5 % (10/26):
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l-sirpynna — 1, 2-a rpynna — 7, 3-9 rpynna — 2; 4aCTH4HAs1
pemuceus — 61,5 % (16/26): 1-51 rpynna — 4, 2-51 rpynna —
10, 3-a rpynna — 2. MOB-oTpuuaTe/ibible peMHccHH ObLIH 10-
cTurnyThl y 12 nanpentos: -5 rpynna — vy 2 (40 %) u3 5, 2-51
rpynna — y 7 (41,2 %) w3 17, 3-s rpynna — y 3 (75 %) us
4. CraTUCTHUYECKH 3HAUYMMBIX Pas/HuMil MEXKIy TPyNIaMu B JIO-
crikeHun MODB-otpuLaTesbHbIX peMUCCHIT He BbIsiBJICHO. Bbl-
JKUBaeMocThb 0e3 nporpeccupoBanust (BBIT) B rpynnax MObB-
orpuuaresibHbix U MODB-1o/10KUTEIbHBIX AUUEHTOB HMesa
CTaTHCTHYECKH 3HauuMble pasinuus (p = 0,01) u He 3aBHCesa
OT MPOrpaMMbl HMMYHOXHMHOTEPAITUH U IPYIbl prcka. Mesna-

Ha BBIT B rpynne MODB-oTpuiiaTesibHbIX NaLMEHTOB He IOCTHT -
HyTa, a B rpynne MOB-noJ/0:kuTe/bHBIX cocTaBua 27,9 Mec.
3akjatouenne. HeoOxoaumbl pajibHelIIMe HCCJIEIOBAHUS IS
YTOUHEHHsT B3aHMHOTO BJIMSIHMSI PA3JIHUHBIX MTPOrHOCTHYECKHX
thakropoB Teuenusi XJ1JI. DTo nomoxKeT MOHSATH HanboJiee 3Ha-
yMMble aKTOPbI, BJAMSIOLINE HA MOKa3aTesu 00lel BblXKHBae-
moctu 1 BBIT.

KoHaukrbl uHTEpecoB. ABTOpbI 3asiBiIsIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

WUcrounuku mnancupoBanmsi. MccienoBatue He UMeso CIIOH-
COPCKOH MOIE PIKKH.

FREQUENCY OF ACHIEVING MRD-NEGATIVE REMISSIONS IN DIFFERENT PROGNOSTIC GROUPS OF PATIENTS WITH

CHRONIC LYMPHOCYTIC LEUKEMIA

AYu Kuvshinov, SV Voloshin, IS Martynkevich, LS Martynenko, AD Garifullin, EV Kleina, KM Abdulkadyrov

Russian Scientific Research Institute of Hematology and Transfusiology, Saint Petersburg, Russian Federation

Background. Genetic abnormalities and remissions without
the minimal residual disease (MRD) are important prognostic
factors of chronic lymphocytic leukemia (CLL).

Aim. To determine the influence of genetic abnormalities (GA)
on achieving MRD-negative remissions in CLL patients.
Methods. Twenty-six CLL patients (15 men, 11 women) who
received first line therapy were enrolled in the study. Median
age was 57 years (range 35—67). CLL was diagnosed using a
complex examination (clinical blood count, flow cytometry of
peripheral blood and bone marrow, lymph node biopsy, bone
marrow biopsy with the immunohistochemical test, CT). Cyto-
genetic studies were performed using the standard GTG-meth-
od. Fluorescence in situ hybridization (FISH) was performed
using LSI 13(RB1)13q14, LSI ATM (11q22), CEP12, LSI
TP53 (17p13.1) probes. Therapeutic indications and treatment
efficacy were assessed in accordance with international IWCLL
guidelines. All patients received the rituximab-based chemo-
therapy (FCR or RB). The MRD was assessed using the bone
marrow flow cytometry.

Results. GAs were diagnosed in 46 % (12/26) of patients: in
11.5 % (3/26) by conventional cytogenetic test, in 42.3 %
(11/26) by FISH analysis, and in 7.7 % (2/26) using both
methods. Stratification of patients into prognostic groups was
based on the identified GAs. The favorable prognosis group
(Group 1) consisted of patients with del(13q) (7 = 5); the in-
termediate prognosis group (Group 2) included patients with
normal karyotype (n = 14) or chromosome 12 trisomy (n = 3);
the unfavorable prognosis group (Group 3) consisted of patients

with del(11q) (n = 3) or complex karyotype (n = 1). Statisti-
cally significant differences in the frequency of achieving MRD-
negative remissions depending on the immunochemotherapy
were not detected: FCR (7/14) vs. RB (5/12). MRD-negative
complete remissions (CR) were achieved more frequently in the
RB group, than in the FCR group: 4 vs. 2. Overall response was
reached in 100 % patients. CR was achieved in 38.5 % (10/26)
of patients: 1 in Group 1, 7 in Group 2, 3 in Group 3; partial
remissions were achieved in 61.5 % (16/26) of patients: 4 in
Group 1, 10 in Group 2, 2 in Group 3. The MRD-negative re-
missions were reached in 12 patients: in 2/5 (40 %) patients
in Group 1, in 7/17 (41.2 %) patients in Group 2, and in 3/4
(75.0 %) patients in Group 3. No statistically significant differ-
ences in achieving of MRD-negative remission were detected
between the prognostic groups. Statistically significant dif-
ferences in the progression-iree survival (PFS) were detected
between MRD-negative and MRD-positive groups (p = 0.01)
and it did not depend on the immunochemotherapy regimen
and the risk group. Median PFS in the group of MRD-negative
patients has not been reached. Median PFS in the group of
MRD-positive patients was 27.9 month.

Conclusion. Further researches are required to specify the in-
terrelation between different prognostic factors of CLL. It will
help to understand the most important factors affecting the
overall survive and PFS.

Contlict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

WMMYHOT'MCTOXUMWUYECKWUE OCOBEHHOCTU MALT-JTUM®OM XEJNTYAKA N XPOHUYECKOI0 rACTPUTA
M.B. Konn, K0.B. KoctanaHosa, N.A. Koponesa, W.J1. [JaBbigkuH, A.M. Ocag4yyk, T.A. [puljeHko

Camapckuit 061aCTHON KNMHNYECKNIA OHKONOTMYeckuii aucnaxcep, Camapa, Poccuitckas ®epepauns

Beenenue. PacnpocrpanenHocts uHbeKmd H. pylori na tep-
putopun Poccun Bapbupyet ot 71 mo 88 %. Xpomudeckuii
H. pylori-accouupoBaHHbIi TaCTPUT BbI3IBAET aTPOPHUIO CJTH-
3ucToit 06osoukn xkeayaka (COJK), KHllleuHylo MeTarJiasuio
¥ JIUCIUIA3HI0. DTH M3MEeHEHUs] NPUBOAAT K pasButhio MALT-
JuMb oMbl xKeqyaka. [Tpu XxpoHHdecKoM racTpuTe ¢ JIMMGOUIHOM
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runeprnsasueil (JII') muarnocruka 3atpynnena. MmmyHorncro-
XMMHUYECKHH METOJ, T03BOJIsIeT JAaTh GoJiee J0CTOBEPHYIO XapaK-
TEPUCTHKY cau3ucTol xedyaka mpu MALT-numdome n xpoHu-
YECKOM racTpHTe.

Lenb. OueHnTh HMMMyHOTHCTOXHMHMUECKHE XapaKTepPUCTHKH
MALT-numdom »keJtyjka.

KAMHUYECKAS OHKOTEMATOAOT TS
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MartepuaJbl u metoapl. O6cenosano 50 naunentos ¢ [ u Il cra-
ausimu MALT -niumdombl 2kestysika B Bogpacte 60—76 jiet. [pyrribl
cpaBHeHust cocTaBuiK 30 NaLHEHTOB ¢ XPOHUUECKMM HeaTpodu-
veckum H. pylori-accoumnnpoBantbiM racrputom (XHI') B coue-
tauuu ¢ JII' COYK [—II crenenu, 30 nauneHToB ¢ XpOHUUECKUM
arpocdudecknm H. pylori-accounnpoannbim ractputom (XAI') B
coueranuu ¢ JII' I—II crenenn u 30 GosbHbix ¢ XAl B couetanu ¢
JII =1V crenenu. ITpoBoaunoch HMMYHOTHCTOXMMHYECKOE HC-
crenoBanme ¢ oueHkoil Ki-67, Bel-2 u p53 B snuresuun COJK u
JUMQOUTHON TKAHH B COOCTBEHHOH MJIACTHHKE CJU3UCTOH.

Pesyabrarbl. dkenpeccus Ki-67 B snutenann COYK y nauuen-
toB ¢ MALT-numdomoti npeBbitiaia TakoByto y 60sibHbIX ¢ XA
(p <0,05). Ikenpecens pH3 'y 60ibHBIX MALT -iumdomoii Gblia

Boiie, yem npu XAI (p < 0,05). dkenpeceust Bel-2 B COXK
CTATHCTHUECKU 3HAUMMO Bbilile y naiuentos ¢ XAl u JIT [II-IV
crernenH, a takke ¢ MALT-sumdomoit xkeqynxa (p < 0,05) o
cpaenunto ¢ XHI u XAT u JIT' [-II crenenu.

3akaouenue. Y GosbHbix ¢ MALT-nuMdbomoil xesyika Ha-
6utroiaetcst sxernpeccusi mosiekys Ki-67, pb3 u Bel-2 B kierkax
snUTesUs U iuMdouHbix cTpykrypax COJK. dkcenpeccnsi Map-
KEPOB CTATHCTHUECKH 3HAYMMO OTJIMYAETCST OT TAKOBOH Y Malu-
entoB ¢ XHI u XAI, conposoxnatoruxcest J1I.

KoHaukrbl uHTEpecoB. ABTOpBI 3asiBJISIOT 06 OTCYTCTBHH
KOH(JIUKTOB HHTEPECOB.

Ucrounuku mHaHcupoBaHus. ceseoBanne He HMeJIO CIIOH-
COPCKO¥ TOIE PAKKH.

IMMUNOHISTOCHEMICAL CHARACTERISTICS OF MALT-LYMPHOMA OF STOMACH AND CHRONIC GASTRITIS
MV Kopp, YuV Kostalanova, IA Koroleva, IL Davydkin, AM Osadchuk, TA Gritsenko

Samara Regional Clinical Oncology Dispensary, Samara, Russian Federation

Background. The prevalence of H. pylori infection in the Russian
Federation varies from 71 % to 88 %. Chronic H. pylori-associated
gastritis leads to atrophy of gastric mucosa and results in intestinal
metaplasia and dysplasia. These changes may cause MALT-lym-
phoma of the stomach. Chronic gastritis complicated with lymphoid
hyperplasia (LH) makes the diagnosis difficult. The immunohisto-
chemical method provides more precise characteristics of the mu-
cous membrane in MALT-lymphoma and chronic gastritis.

Aim. To evaluate immunohistochemical characteristics of gas-
tric MALT-lymphoma.

Materials & Methods. In the total, 50 patients with MALT-lym-
phoma (I and II stages) aged 60—76 years were enrolled in the
study. The reference groups consisted of 30 patients with chronic
non-atrophic H. pylori-associated gastritis (CNG) combined with
LH of gastric mucous membrane (stage [—II), 30 patients with
chronic atrophic H. pylori-associated gastritis (CAG) combined
with LH of gastric mucous coat, stage I—II and 30 patients with
CAG combined with stage III—IV LH. The immunohistochemical

analysis of Ki-67, Bel-2 and p53 in the gastric mucosa epithelium
and lymphoid tissue in the lamina propria was performed.
Results. Ki-67 expression in the gastric mucosa epithelium of
patients with MALT-lymphoma exceeded that in patients with
CAG (p < 0.05). Expression of pd3 in patients with MALT-lym-
phoma was higher as compared to patients with CAG (p < 0.05).
Bel-2 expression in the gastric mucosa was significantly higher
in patients with CAG combined with stage III—-IV LH, and in
patients with MALT-lymphoma (p < 0.05) as compared to pa-
tients with CNG or CAG combined with stage I—IT LH.
Conclusion. Expression of Ki-67, p53 and Bel-2 in epithelium
and lymphoid structures of the gastric mucous membranes in
patients with MALT-lymphoma was observed. Expression of
markers statistically differed from that in patients with CNG or
CAG combined with LH.

Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

AHANIU3 AENELWIA/AYNNNKALMIA B TEHAX LLUTOXPOMOB MOXXET MOMOYb B NPOrHO3E OTBETA HA TEPAMNMIO

XPOHWYECKOI0 MMENOUAHOIO NENKO3A

A.B. JlaBpoB'?, 0.A. Yctaesa®, 8.11. Aannrepeesa’, C.A. Cmupuuxuna', E.FO. Yenviwesa®, 0.A. Lyxos?, C.B. MopaaHos®,

A.l. Typkuna*, C.W. Kyues'?

T OIBHY «Mepaunko-reHeTnyecknii Hay4Hblii LeHTp», Mocksa, Poccuitckas ®epepauns
2'BOY BIMO «Poccuiicknin HaunoHanbHblA UCCNefoBaTeNbCKINA MeanUUHCKMA yHneepcnteT um. H.W. Muporosa» Mun3gpasa Poccun, Mocksa,

Poccuitickas ®epepauus

$BQY BIMO «PocToBCKMiA rocynapCTBeHHbI MeAMLIMHCKII yHIUBEpCUTET» MuHaapasa Poccun, PocToB-Ha-[loHy, Poceniickas ®enepalms
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Beenenune. Xponuueckuit Muesoninbii Jiekikod (XMJI) xapak-
Tepu3yeTcsl HaJMUMEM BO BCEX JIEHKO3HBIX KJETKax MaTorHo-
MOHHYHOI TpaHcsokauuu 1(9;22)(q34;q11.2). B pesysbrate
TpaHcJOKalMu obpasyercst xumepHblil ren BCR-ABL, mnpo-
JIYKT KOTOpPOro, Hecrielnduieckas THpO3ZHHKUHA3A, TIPUBOJIUT
K YCHJIEHHIO npoJindpepalini, 6JOKMPOBAHHIO arlonTo3a v yBe-
JIMUEHUIO TeHOMHOH HecTabGuibHOoCcTH. TaprerTHble HHrHOUTO-
pbl Tupo3uHKHHA3bl (MTK) siBastioTes BeICOKO3()PeKTHBHBIME
npernapartamu, Mo3BoJISIOLUMH KOHTPOJIHPOBATH M H3JI€UHBATH

www.medprint.ru

XMJI. Bmecte ¢ TeM 10 25 % NalMeHToB UMEIOT HeyloBJIeTBO-
PUTEJILHBII OTBET Ha Tepariio, TPUYHHBI KOTOPOTO OCTAITCS
HensBecTHbIMU. OJHON U3 TPUUHH PA3/UUUE B OTBETE Ha Jie-
YyeHHe MOXKeT ObITh pasHasi CKOpoCcTb MeTab0Jiu3Ma, B T. U. Jie-
KapCTBEHHBIX CPEJICTB.

Lleab. [Tonck HOBBIX MPOTHOCTHUECKUX (PAKTOPOB OTBETa Ha
TApreTHyIO TeparuIio MU aHauae aejeluil/yniuKaluii B reax
[IUTOXPOMOB ¥ MeTHATpaHchepasd y 60sbHbIX XMJ] ¢ pasHbim oT-
BeToM Ha Tepanuto UTK.
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Meroapl. B uccnenosanue Briodeno 25 6osbibix XMJI ¢ or-
TUMaJIbHbIM OTBeTOM M 86 — ¢ Heyaauell Tepanuu, COrJacHo
kputepusm ELN-2013. J1is1 KOHTpoJIst MC0/b30BaINH 06pasLibl
KPOBH OT D3 3/10POBbIX JIOHOPOB. [€HOTHITMPOBAHHE TTPOBOHIIHN
¢ ucnosb3oBanueM SALSA MLPA P128-C1 Cytochrome P450
probe mix (MRC-Holland). Cratuctuueckuii aHa/u3 BbINOJHEH
C UCIO0JIb30BAHUEM METO/IA ).

Pesyabrarbl. M3MeHeHne uncsa Komuil aHalu3upyeMbIX FeHOB
o6Hapyxxuu B 11 u3 14 nporectupoBanHbix reHos. CpaBHeHHe
TPyIM NaluMeHTOB C ONTHMAJbHBIM OTBETOM Ha Tepario, ee He-
yliauei 1 3/10pOBbIX JIOHOPOB 110Ka3aJ/10, YTO CPEeU MalMeHTOB ¢
Heylauyeill Teparvi 3HAUWTEJIbHO BbIlle JI0JIs JIMIL C FeHOTHIA-
MH JIMKOTO THMa 110 BCEM NPOaHaNM3HPOBAHHBIM reHaM (35 vs

4 % y ontumasibHO OTBETHBLIMX H 9 % KOHTPOJILHOMN IpyNIib;
p =0,0007).

3akatouenue. [Tokasano, uto y 6osbHbix XMJI ¢ Heynavei Te-
panuu B 4—9 pas vatle BCTpeuaeTest reHOTUI IMKOro THMA Mo
reHam LIMTOXPOMOB W MeTHJITpaHcepas, ueM y MalHeHToB C Of-
THMaJIbHbIM OTBETOM, a TaK:Ke B KOHTPOJIbHOM rpymre. JlaHHble
reHbl MOTYT MIpaTh PoJib B MeTaboJM3Me UMAaTHHUOA U IPYTHX
WTK. [enorunupoBanue no noJumMophu3Mam B 3THX TeHaX MO-
JKET HCIMOJIb30BaThCsl /151 TPOrHO3a OTBETA HA TEPAIHIO.
KoHaukrbl MHTEpecoB. ABTOpbI 3asiBASIOT 06 OTCYTCTBHH
KOH(JIHKTOB HHTEPECOB.

Ucrounnku pmHaHcupoBaHus. VcesieioBanne He HMeJIO CIOH-
COPCKOH MO PIKKH.

ANALYSIS OF DELETIONS/DUPLICATIONS IN CYTOCHROME GENES MAY PREDICT THERAPY OUTCOME IN CHRONIC

MYELOID LEUKEMIA

AV Lavrov'?, OA Ustaeva®, EP Adilgereeva’, SA Smirnikhina’, EYu Chelysheva®, OA Shukhov?, SV Mordanov?, AG Turkina®, SI Kutsev'?

"Research Centre for Medical Genetics, Moscow, Russian Federation

2 The N.I. Pirogov Russian National Research Medical University, Moscow, Russian Federation

3The Rostov State Medical University, Rostov-on-Don, Russian Federation

“National Research Center for Hematology, Moscow, Russian Federation

Background. Chronic myeloid leukemia (CML) is characterized
by the presence of pathognomonic t(9;22)(q34;q11.2) transloca-
tion in all leukemic cells. A chimeric BCR-ABL gene is formed as
a result of the translocation, and its product (non-specific tyro-
sine kinase) leads to the increased proliferation, blocked apop-
tosis, and increased genome instability. Target tyrosine kinase
inhibitors (TKI) are highly effective agents permitting to control
and cure CML. At the same time, up to 25 % of patients demon-
strate an unsatisfactory response to the treatment for unknown
reasons. The difference in responses may be explained by differ-
ent metabolic rates (including the metabolism of drugs).

Aim. To find new prognostic factors of responses to the target
therapy in the analysis of deletions/duplications in genes of cy-
tochromes and methyltransferases in CML patients with differ-
ent responses to the TKI therapy.

Methods. 25 CML patients with an optimal response and 86
with therapy failure according to ELN-2013 criteria were en-
rolled in the study. Blood samples from 53 healthy volunteers
were used as a reference group. Genotyping was done using

SALSA MLPA P128-C1 Cytochrome P450 probe mix (MRC-
Holland). The statistical analysis was performed using y*-test.
Results. We detected the copy number variation in 11 of 14
analyzed genes. The comparison of groups with the optimal re-
sponse to the therapy, with therapy failure, and healthy donors
demonstrated that the number of patients with the wild type
genotype in all analyzed genes is higher among patients with
therapy failure (35 % vs. 4 % in those with optimal response
and 9 % in the reference group, p = 0.0007).

Conclusion. The study demonstrated that the wild type geno-
type in genes of cytochromes and methyltransferases was found
4—9 times more often in CML patients with therapy failure,
than in patients with optimal response, and in the reference
group. These genes may participate in metabolizing imatinib
and other TKI and their genotyping may be used for response
prognosis.

Coniflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

PE3YNIbTATbI TPETbEIA JIMHUW TAPTETHOW TEPANUK Y 6OJIbHbIX XPOHUYECKUM MUESIONIENKO30M
B XPOHUYECKOWN dA3E NP HENEPEHOCUMOCTM UMW HEA®®EKTUBHOCTM [1BYX MHTMBEUTOPOB

TUPO3NHKWUHA3

H.C. Jiasopko, E.l". Jlomana, A.F0. 3apuykui, E.I. OBcsHHukoBa, E.I. Contskosa, H.M. MaTiokuHa,
E.P. Maytonanrtere, B.A. LLlysaes, N.C. MapTeiHkeBny, M.C. ®omunbix, K.M. A6aynkaasipos

OIBY «CeBepo-3anafHbin efepanbHbli MeLULMHCKNIA nccnesoBatenbCkuil LeHTp umM. B.A. Anmasosa» Munaapasa Poccun, CaHkT-lNeTep6ypr,

Poccuitickas ®epepauus

Beenenue u ueau. Ha done npumeneHuss HHFHOGUTOPOB THPO-
sunknHas (MTK) nokasaresnn BbKHBAeMOCTH MALMEHTOB C XPO-
HHUECKMM MHEJI0NEHKo30M B XpoHuueckoil ¢asze (X XMJI)
3HAUNUTEJbHO yaydinanch. OIHAKO OKOJIO MOJOBHHBI TalMeH-
TOB IO Pa3HBIM MPHYHHAM MTPEKPAIIAIOT TEPATHIO MEPBOH JTHHUH
umatunn6om (MIM), a Bropoit iunun — eie 50 % u3 nux. Ta-

352

kuM o6pasom, 20—25 % Beex GoabHbix XD XMJI nykaaiores B
tepanun MTK Tpetbeit unun.

Mertoapl. B nccnenoanue BkiatoueHo 53 6ombHbix XP XMJI ¢
Pe3UCTEeHTHOCThIO WK HerepeHocumocThio aByXx MTK (MM B
nepBo# JunuK U mo6oi apyroit UTK Bo BTopoit muunn). Humo-
TUHUO, 1a3aTHHUO W GOCYTHHUO NMPUMEHSIJINCh B TPeTbel JIMHUU

KAMHUYECKAS OHKOTEMATOAOT TS
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tepanuu y 18 (33,9 %), 30 (56,6 %) u 5 (9,4 %) us 53 nauu-
€HTOB COOTBETCTBEHHO.

Pesyabratel. Memuana aiutenbHoctd Tepanun MTK tpeTbedt
JIMHUM cocTaBuna 21 mec. (nuanazon 1—67 mec.). Ha momeHt
HauaJia Tepanuu noJHbii remarosioruueckuit otet (I110O) oTeyT-
crBoBany 19 (35,8 %) us 53 nauuentos. Cpenu 601bHbIX ¢ TTTO
uutorenetnyeckuit orset (LIIO) oreyrersoBan y 11 (36 %), a
Madiblit + munuMadgbiblil LIIO, Gonbwoit LITO (BLTO) u nos-
uplit LIFO (ITLTO ) ormeuanuceb y 8 (15 %), 8 (15 %) u 7 (13 %)
u3 53 nauuentos coorBerctBeHHo. [1I'O u BLII'O Briepsble m10-
cturnyThl y 16 (84 %) us 19 1 9 (23 %) us 38 nauuenTos coot-
Berctenno. O6wast uacrora [1LIIO cocrasuia 17/53 (32 %).
[TLIO nocturnyty 7 (87,5 %) u3 8 u 4 (10 %) 13 38 GoIbHLIX
TMPH HAJMUKMK WK OTCYTCTBUH yacthuHoro LII'O Ha MoMeHT Ha-
yasia Tepanuu. Bobiuol MoseKyaspHbli 0TBeT y 6 (35 %) uz 17
nauuento ¢ [TLII'O crabuibHo coxpansiicst Bech nepuoj HabJ1io-
nenust. Tepanus Tpetbei simnnd MTK npexpamena y 21 (40 %)

13 D3 MalMeHTOB; YacTOTa OTMEHbI M3-32 HeMepeHOCHMOCTH HHU3-
kast — 5 (24 %) us 21 cayuas. [Iporpeccupopanue B hasy akce-
sepatn (PA) n GnacTHOro Kpusa Ha (hoHe Teparnuu UK NocJie ee
otMenbl 3adukcuposano y 10 (18 %) usz 53 nauuentos. Tpanc-
nuiantauust koctHoro mosra (TKM) Beinosinena 6 nauueHram B
nepsoii X® u'y 1 6ompuoro B PA. Beero ymepso 15 (28,3 %)
u3 53 naupentos: 10 (67 %) — B CBA3HM C IIPOrpeccHpOBaHHEM
XMJL, 3 (20 %) — nocie TKM u 2 (13 %) — u3-3a conyTeTBy-
tox 3a6oseBanuii. Teparust UTK B TpeTbeil iuHuN 3¢hheKTHB-
Ha y TAlMEHTOB C MPEJIIECTBYIOIUM JIeUEHHEM.

3akitouenue. [laHHasi TaKTHKA JIOJKHA TIPUMEHSITBCS TIPH He-
BO3MOKHOCTH HCIOJIb30BAHUS JIPYTHX METOJIOB TEPATHH, HarpH-
mep TKM.

KoHdaukrbl uHTEpecoB. ABTOpbI 3asiBisIOT 06 OTCYTCTBHH
KOH(JIHKTOB HHTEPECOB.

WUcrounuku uHancupoBanusi. MccienoBatme He UMeso CrOH-
COPCKOH MOJIEPIKKH.

EFFICACY OF THIRD LINE TARGET THERAPY IN PATIENTS WITH CHRONIC MYELOID LEUKEMIA IN CHRONIC PHASE
AFTER FAILURE OR INTOLERANCE OF TWO TYROSINE KINASE INHIBITORS

NS Lazorko, EG Lomaia, AYu Zaritskii, EG Ovsyannikova, EG Sbityakova, NM Matyukina, ER Machyulaitene, VA Shuvaev,

IS Martynkevich, MS Fominykh, KM Abdulkadyrov

V.A. Almazov Federal North-West Medical Research Center, Saint Petersburg, Russian Federation

Background & Aims. Overall survival (OS) of patients in
chronic phase (CP) of chronic myeloid leukemia (CML) dra-
matically increased due to administration of tyrosine kinase in-
hibitors (TKI). Nearly a half of patients discontinue the 1* line
therapy with imatinib for different reasons, and 50 % of them
discontinue the 2" line therapy. Therefore, 20—25 % of CP
CML patients require the 3™ line TKI therapy.

Methods. We have analyzed 53 CP CML patients resistant or
intolerant to 2 TKIs (Imatinib as the 1 line and any other TKI
as the 2" line). Nilotinib, dasatinib or bosutinib were used as
the 3 line therapy for 18 (33.9 %), 30 (56.6 %), and 5 (9.4 %)
of 53 patients, respectively.

Results. The median duration of the 3" line TKI therapy was
21 months (range 1—67 months). At baseline, no complete he-
matological response (CHR) was observed in 19/53(35.8 %)
patients. Among patients with CHR no cytogenetic response
(CyR), minor + minimal CyR, major CyR (MCyR) and com-
plete CyR (CCyR) were observed in 11/53 (36 %), 8/53
(15 %), 8/53 (15 %), 7/53 (13 %) patients, respectively.
CHR, MCyR were newly achieved in 16/19 (84 %) and 9/38

(23 %) patients, respectively. Overall CCyR rate was 17/53
(32 %). CCyR was achieved in 7/8 (87.5 %) and 4/38 (10 %)
patients with or without partial CyR at baseline. Major molecu-
lar response was achieved and remained stable in 6/17 (35 %)
patients with CCyR. The 3" line TKI therapy was discontinued
in 21/53 (40 %) patients; the discontinuation rate due to in-
tolerance was low: in 5/21 (24 %) patients. Progression to ac-
celeration phase and blast crisis during therapy or after its dis-
continuation occurred in 10/53 (18 %) patients. Bone marrow
transplantations (BMT) were performed in 6 patients in the first
CP and 1 patient in the acceleration phase. There were 15/53
(28.3 %) deaths: 10 (67 %) patients died due to progression of
CML, 3 (20 %) patients died after BMT, and 2 (13 %) died due
to comorbidities. The third-line TKI therapy might be effective
in some heavily pretreated patients.

Conclusion. This strategy should be used, if other therapeutic
options (i.e. BMT) cannot be applied.

Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

NIEYEHVE MHO)XECTBEHHON MUENOMBbI, OCJI0XXHEHHON NOYEYHOI HEAOCTATOYHOCTbHO

T.A. Mutuna, A.K. loneukos, E.B. ToughoHosa, E.B. Kataesa, K.A. benoycos, J1.J1. Beicoukas, 10.5. YepHbix, E.®. KnnHyiukuHa,

C.I'. 3axapos, A.M. ®omuH

I6Y3 MO «MockoBCKMiA 061aCTHOI HAy4YHO-MCCNELOBATENbCKNIA KNUHUYeCKNiA MHCTUTYT um. M.®. Bnagumunpckoro», Mocksa, Poccuiickas ®eaepaums

Leab. Mayuuts 3¢deKTHBHOCTL COYETAHHOTO TMPUMEHEHHS
60pTE30MUO-COIEPKALLIUX TIPOTPAMM JICUCHHUST W TOJICPIKKH
MeTOJaMH TeMoJHann3a Npu MHOXKECTBEeHHOH MuesoMe (MM),
OCJIOXKHEHHOH ToueyHoi HepocTaToyHocThio (ITH).

Meroapl. B nccnenosanne sriodero 27 naumentos ¢ MM, oc-
noxuennoi [TH. MM mmarnoctuposana y 29,6 % GosbHBIX, B
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70,3 % cayuaes npoteunypus Benc-Jlxonca coueranach ¢ HH-
TAKTHOH MOJIEKYJIOH MOHOKJIOHAJILHOTO HMMYHOTJIOOYIMHA (T1a-
pamporenna; Plg). B nepnon nepsuunoit suarnoctnkn MMy 21
(77,7 %) n3 27 nauuentos umenuch npusnaku [TH. Y 2 n3 nux
OBl IOTOTHUTE IbHBIE (DAKTOPBI BO3ACHCTBHS HA TTOYKH (aMHU-
HOTJINKO3W/IbI, 6ucochoHaTsl), MoTpeHOBABIINHE SKCTPEHHOTO
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npumeHenus remonuanusa (I'J1). [TpotuBoonyxoseBoe Jeuenue
[IPOBOJUJ/IOCH HA OCHOBe OOPTe30MHUOa.

Pesyabrarel. B uesnom uactora [TH npu MM cocraBuna
77,7 %, B 51,8 % cayyaen Gbw1 HeobxoauM IJI npu noporo-
BbIX 3HAUEHHSIX KIyGoukoBoi uabrpaimu (KP) < 20 mi/muH,
B rpynne GoJibHBIX, Y KOTOPbIX PUMEHSIIH POTHBOOIYX0JIEBOE
sevenne + T, y 57,2 % nauuentos /I 6bl1 NOCTOSHHLIM, Y
14,3 % — BosoGHoBIsIeMbIM, y 28,5 % — [l npekpalieH.
V Goubhbix MM, ocnoxkuennoit [TH ¢ KO > 20 mu/mun, npo-

BOJIMJIM TOJILKO TPOTHBOOINYX0JIeBoe JieueHune. [Ipn 3ToM Gblio
3a(PUKCHPOBAHO 3HAUUTE/ILHOE YJIydllleHHe (PYHKIHH MOUeK.
3akaroueHune. Menranbl 0011eil BXKUBAEMOCTH B JIBYX TpyIax
60J1bHbIX ¢ /] 1 6e3 Hero nNpakTHUeCKH He pas/HyaJjucCh U Co-
ctaBuin 38 1 40 Mec. COOTBETCTBEHHO.

KoHdaukrbl uHTEpecoB. ABTOpbI 3asiBisIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

WUcrounuku mHancupoBanmsi. MccienoBatue He UMesIo CIIOH-
COPCKOM MOJIe PAKKH.

TREATMENT OF MULTIPLE MYELOMA WITH RENAL FAILURE
TA Mitina, AK Golenkov, EV Trifonova, EV Kataeva, KA Belousov, LL Vlysotskaya, YuB Chernykh, EF Klinushkina, SG Zakharov, AM Fomin

M.F. Vladimirskii Moscow Regional Research and Clinical Institute, Moscow, Russian Federation

Aim. To study the efficacy of a combination of bortezomib-
containing treatment regimens and dialysis support in multiple
myeloma (MM ) complicated by renal failure (RF).

Methods. 27 patients with MM complicated by RF were en-
rolled in the study. MM was diagnosed in 29.6 % of patients,
and Bence-Jones proteinuria was combined with the intact mol-
ecule of the monoclonal immunoglobulin (paraprotein; Plg). At
the time of primary MM diagnosis, 21 of 27 patients (77.7 %)
had signs of RF; two of them had additional factors affected kid-
neys (aminoglycosides, bisphosphonates) that required urgent
use of hemodialysis (HD). Antitumor treatment was conducted
with bortezomib-containing regimens.

Results. In overall incidence of RF in MM was 77.7 %; in 51.8
% cases HD with annual depletion rate of glomerular filtration

(GF) <20 mL/min was needed. In the group of patients where
chemotherapy was applied together with HD, 57.2 % of pa-
tients needed constant HD, 14.3 % of patients needed it from
time to time, and in 28.5 % HD was discontinued. Patients with
MM complicated by RF with GF > 20 mL/min received che-
motherapy alone. At that, a considerable improvement of renal
function was observed.

Conclusion. The median overall survival in two groups of pa-
tients on HD or without it was 38 and 40 months, respectively.
Contflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

NMPOrHOCTUYECKOE 3HAYEHWE PAHHEI OLEHKW OTBETA HA TEPANUHO NEPBOM NINHUN UMATUHWUGOM
Y 50JIbHbIX XPOHUYECKUM MUEJIONENKO30M B XPOHWUYECKO ®A3E

E.l. OcsaHHukoBa, H.C. Jlasopko, E.l. Coutsakosa, E.I'. Jlomana, B.A. LLlyaeB, V.C. MapTbiHkesn4, K.M. A6aynkaabipos,

E.P. Maytonanrtere, H.B. VnbuHa, E.B. Kopsiruua, A.FO. 3apnukni

®IBY «CeBepo-3anafHblit heaepanbHbli MeAULMHCKNIA NCCNea0BaTeNbCKMiA LeHTP uM. B.A. Anma3oBa» Munaapasa Poccun, CaHkT-MeTepbypr,

Poccuitickas ®epepauus

Beenenue. B Hacrosiiiee Bpemsi uisi BLIGOpa TaKTHKH JieUeHHs]
MalHeHTOB C XPOHMUECKHUM MHEJIOJIEHKO30M B XPOHHUECKOH
tase (XD XMJI) B Poccnn u EBpornie ncnosb3yioTest peKoMeH-
nauuu EBpornefickoit cetu siefikoszoB (ELN). Hetko onpenenena
TAKTHKA Teparuy y MalkeHToB ¢ ONTHMAbHLIM OTBETOM H Hey-
naueil euenust. TakTHKA BeleHUsl B TPYIIIE <TIPeyNpeKIeHHe»
OCTaeTcst HesICHON B OCHOBHOM M3-3a HEJI0CTATOUYHOCTH JaHHbIX
B OTHOLLIEHHUH NIPOrHo3a 3a00/1€BAHMUSI.

Leab. OueHnTsb oTAaMeHHBIC PE3yIbTaThl TePANUH UMATHHHOOM
(MM) y nauneHToB TpynIibl pUCKa «TIPeIyTpeKaeHue».
Meroapl. B uccnenosanue Bkaoueno 175 naumento ¢ XP
XMJI, nonyuasummx MM 400 mr B cyTKM B MepBOH JIHHUH Te-
parmuu. Ouenka sddekruBHoct MM npoBoausnach corsacHo
kputepusiv ELN-2013 no ypoBHIO LIMTOreHeTHUECKOTO OTBETa
(LITO) uepes 3 mec. ot Hauasa JiedeHusl.

Pesyabratel. Kpurepusiv «ontumasibHOro OTBeTa», <Ipej-
YIpeXKIEHUs» W «Heylaud JiedeHHsi» 4depe3 3 Mec. Teparnuu
cootBerctBoBan 50, 23 u 15 naumenros. B rpynme «mnpen-
yrnpexaeHue» He ObJIO CMeHbl Teparuu Wik 3CKaJdalkH 103kl
MM. Ouenka LII'O yepes 6 mec. Tepanuu nposoauaack y 19 us
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23 nauneHToB JaHHOH TPYMIbI: 3 JOCTUIIH ONTUMAJILHOTO OTBE-
Ta, 8 COXpaHHJIH MTOKA3aTe/H B PAMKAX KPUTEPHEB «ITPEIyNPeK-
JIeHUs1», ellle y 8 3aperucTpupoBaHa Heyjaua jeuenusi. B uesom
nosiublil IO B rpynne «mpeaynpexxaeHue» Ha oHe Npoaos-
arotefics Tepanuu UM cocrasun 65 % ¢ meauanoii 12,8 mec.
ATOT nokasate/ib B IpyIie oNTHMaAbHOro oTBeTa Gbl1 84 %
cpeau nauueHToB ¢ yactuuHbeiM LII'O yepes 3 mec. Tepanuu. [To-
KasaTeJiM o611eil BbDKHBAEMOCTH B TPYIIeE IPeyTnpeKIeHHe»
TaKXKe 0Ka3a/JUCh CTATUCTHYECKH 3HAYUMO Xy2Ke 10 CPaBHEHHIO
¢ rpynnoi ontumansHoro oteeta (p = 0,02). B T0 e Bpems
Pa3HULBI C TPYMION HeyauK JeyeHust He otmeueHo (p = 0,125).
3ak/iouyeHue. YuuTbiBas HHM3KHe MokKazaTteau mnosHoro LII'O
1 0o0Liel BbKHBAEMOCTH MALMEHTOB M3 TPYIIbl PUCKA <ITPeJ-
yrpeKaeHne», BblsBJE€HHE COOTBETCTBHSI KPUTEPHUSIM <IIpejl-
yIpexKaeHHe» MOXKET CJIy»KMTh OCHOBAHMEM JUIsl MPOBEIEHHS
0o0J1ee arpecCUBHON Teparnuy.

Kondaukrbl uHTEpecoB. ABTOpbI 3asiBisIIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

WUcrounuku mHaHcupoBanmsi. VccienoBate He UMeso CIIOH-
COPCKOH OJ/IE PIKKH.

KAMHUYECKAS OHKOTEMATOAOT TS
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PROGNOSTIC SIGNIFICANCE OF EARLY ASSESSMENT OF RESPONSE TO FIRST LINE THERAPY WITH IMATINIB IN
PATIENTS WITH CHRONIC MYELOID LEUKEMIA IN CHRONIC PHASE

EG Ovsyannikova, NS Lazorko, EG Sbityakova, EG Lomaia, VA Shuvaev, IS Martynkevich, KM Abdulkadyrov, ER Machyulaitene,

NV Ilina, EV Koryagina, AYu Zaritskii

V.A. Almazov Federal North-West Medical Research Center, Saint Petersburg, Russian Federation

Background. At present, guidelines of the European Leuke-
mia Network (ELN) are applied in choosing treatment strategy
for patients in chronic phase of chronic myeloid leukemia (CP
CML). Therapy strategy is clearly defined for patients with an
optimal response and therapeutic failure. The treatment strat-
egy in the “warning” group is not clear due to lack of data on the
disease prognosis.

Aim. To evaluate long-term results of the first line imatinib
therapy in the “warning” group patients.

Methods. The study included 175 patients with CP CML who
received the first line treatment with imatinib (IM) 400 mg/day.
The IM efficacy was assessed in accordance with ELN-2013
criteria based on the cytogenetic response (CyR) 3 months after
initiation of the treatment.

Results. 50, 23, and 15 patients met the “optimal response”,
“warning”, and “therapeutic failure” criteria after a 3-month
treatment. In the “warring” group, there were no treatment
changes or IM dose escalation. Assessment of the CyR aiter a

6-month therapy was performed in 19 of 23 patients in this group:
3 patients achieved the optimal response, 8 patients remained in
the “warning” group, and the therapeutic failure was registered
in 8 more patients. In general, a complete CyR was 65 % (with
median 12.8 months) in the “warning” group on the background
of ongoing treatment with IM. In the “optimal response” group,
the complete CyR was 84 % among patients with partial cyto-
genetic response after the 3-month therapy. Overall survival in
the “warning” group was also significantly lower than that in the
“optimal response” group (p = 0.02), whereas there was no dif-
ference with “therapeutic failure” group (p = 0.125).
Conclusion. Since patients in the “warning” group demon-
strate lower overall survival and lower CyR, meeting the “warn-
ing” group criteria may be an indication for more aggressive
treatment strategies.

Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

NMM®OMA C NEPBUYHbIM BOBJIEYEHUEM HAZINOYEYHWKOB, AEBHOTUPOBABLLIASI BOJIE3HbHO A[JANCOHA

K.I1. Wrpytxu, M. Bunask, V. Hanp, K. laButpar
HcTuTyT MeanumHckux Hayk Amputel, Kepana, ngns

Beenenue. Jlumcpoma ¢ mepBUUYHBIM MOpaKeHHEM HaIOyeuHH -
KOB SIBJISIETCS KpaiiHe peKnM 3a60JIeBaHIEM M COCTaBJ/IsIET MeHee
1 % cpemu Beex HeXOWKKMHCKHX JJuMoM. B sutepatype umeetcs
onucanne meHee 200 nabonenuii. Jlumdoma ¢ nepBUUHLIM BO-
BJICUEHHEM HaINTOYEUHHUKOB Yallle Bcero GuiaTepanbHas, T. €. uMe-
eT MecTo TopaxkeHHe 060HX HaImoyeyHuKoB. Berpeuaetcs vaiie
y My?KUMH, MeMaHa Bo3pacrta cocrapJjseT 65 Jet. [IpencraBneHo
KJIMHHUECKOe HaGJMOACHHE TIePBUYHON JTUM(OMBI HATMOUCYHHKOB,
ne6rotupoBasiieid Gosiesnbio Ammicona. [lepBuunasi MaHTHHHO-
KJIeTOYHast IMMoMa Ha/IMOUeYHHKOB paHee He Oblia orucaHa.

Knunuueckoe Habaonenre. Myxxuuna, 56 JieT, cTpajatoliui ca-
XapHbIM IHaGeTOM, THIEPTOHHUECKOH GOJIE3HBI0 H XPOHUUECKHM
rernaTuToM, 06paTHIICS C Kano0aMH Ha JIETKYIO YTOMJISIEMOCTD U
MpOrpeccuBHOE H3MEHEHHE 1IBETa JIulia 3a nocsenue 3 mec. [1pu
0CMOTpe 0OHAPYKEHA JIBYCTOPOHHSISI OTEUHOCTh M TMIEPIHIMEH-
Talysl Ha JIMLE W TyJ0BHIIE. JIpyruX CHCTEMHBIX HApYLIEHHH He
BBISIBJIEHO. YpOBeHb JakraTaeruaporeHassl (JIJIIN) cocrabasia
348 EJ1/n. Yposennb koptuszona B 8.00 yTpa B CHIBOPOTKE Obl/
0,9 umoutb/a1. TTpn KT opraHos 6promiHofi oJI0CTH JIeBbIil Haro-
YeUHHK OblJ1 3aMellleH JI0JIbUaThIMi 00Pa30BaHUSIMH, a B IPABOM
Ha/INOYeYHHKE BbIsIBJIEHbI MHOXECTBEHHbIE Y3/I0Bble 06pasoBa-
HHsI, HAITOMHMHAIOIIME 3JI0KAUECTBEHHYIO OMyXoJb. Buorcust 06-
pasoBaHusi HajrnouedyHuka, BbinosHenHast nox KT-kowrposewm,
T103BOJIJIA OTPEJIEJUTD OMyXoJeBble KjeTKH. [10 faHHbIM HMMY-
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HOTHCTOXMMHYECKOTO HCCIEIOBAHUST OMyXOJieBble KJCTKH 3KC-
npeccuposanu LCA, CD20, CD5, BCL2 u uukiann D1, unmexce
Ki-67 cocrasun 90 %. 1o pannbiv [TAT-KT BhIsiBACHO ABYCTO-
pOHHee BOBJICUCHHE HAATIOUCYHUKOB H PErHOHAPHBIX TUMpaTHIe -
CKHX y3J10B. JIaHHBIX 32 MopakeHHe KOCTHOTO MO3Ta He MOJTy4eHo.
Brita nauata nosmxumuotepanus no cxeme R-CHOP. Tlocse
3 kypcos 1o ganueiM [19T-KT noarsep:kaena nosxas peMuccHs.
TpancnanTaiust ayToJOrHYHBIX CTBOJIOBBIX K/JIETOK KPOBH He
BBITIOJIHEHA H3-3a COMYTCTBYIONMX 3aboseBanuil. B nacrosiee
Bpemst ocie 6 kypcoB R-CHOP coxpansiercst mosHast pemuccust.
[lepron HabmoneHnst coctaBua 18 Mec. mocse TOCTHXKEHHS pe-
muccrun. OyHKINS HAAMOUeYHUKOB Obl/la BOCCTAHOBJIEHA.
3akatouenue. [IpeacraBien manyueHT ¢ HaAMOYEUHHKOBOH He-
JIOCTAaTOUHOCTBIO H HATHOCTHPOBAHHON JUM(OMOI H3 KJIETOK
MaHTHIHON 30HBI. JIMM(OMY HAAMOUEYHUKOB CJeIyeT TMOj0-
3peBaTh y MalHEeHTOB C MEPBUYHON HAAMOYEUHHKOBOH HE0CTA -
TOYHOCTBIO 1 MOBBILIEHHBIM ypoBHeM JI/II a Takke nmpu o6Ha-
pyxenun Metogom KT o6pasoBanuii mepeMeHHOH MJIOTHOCTH C
nedopmaipert HaanodednukoB. [Ipumenenue cxembl R-CHOP
yJIyullIaeT MoKa3aTean BbKHBAEMOCTH STHX MAHEHTOB.
KoHdankrbl nHTEpECcOB. ABTOpBI 3asIBJSIOT 00 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

Ucrounuku duHancupoBanusd. Vicesienosanne He HMeJio CrioH-
COPCKOH MOJIe PAHKKH.
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PRIMARY ADRENAL LYMPHOMA PRESENTING AS ADDISON’S DISEASE

KP Shruthi, M Vinayak, Indu R Nair, K Pavithran

Amrita Institute of Medical Sciences and Research Centre, Amrita Viswavidypeetham, Kochi, Kerala, India

Background & Aims. Primary adrenal lymphoma (PAL) is an
extremely rare disease and accounts for less than 1 % of all non-
Hodgkin’s lymphoma with less than 200 cases reported in the
literature. PAL is usually bilateral, i.e. both adrenal glands are
involved. It occurs more often in males with a median age of 65
years. We report a case of PAL presenting as Addison’s disease.
PAL of mantle cell type has not been reported previously.

Case report. A 56-year-old man, suffering from diabetes melli-
tus, hypertension and chronic hepatitis presented complaints on
mild fatigability and progressive discoloration of the face over the
last 3 months. Clinical examination showed bilateral edema and
hyperpigmentation over the face and trunk. No other systemic
disorders were found. The lactate dehydrogenase (LDG) was 348
U/L. The serum cortisol level was 0.9 nmol/L at 8.00 am. CT
scan of the abdomen demonstrated that the left adrenal gland was
replaced by a lobulated mass; it also showed multiple nodules
in the right adrenal gland resembling a malignancy. CT-guided
biopsy of the adrenal mass demonstrated tumor cells. Immuno-
histochemistry showed that tumor cells expressed LCA, CD20,

BCL2, CD5, and Cyclin D1 with a Ki-67 index of 90 %. PET-CT
scan showed involvement of both adrenals and regional nodules
involvement. No bone marrow impairment was found. A poly-
chemotherapy according to the R-CHOP regimen was initiated.
PET-CT confirmed complete remission after 3 courses. No au-
tologous hematopoietic stem cells transplantation was performed
because of comorbidities. The complete remission retains after 6
courses of R-CHOP. The follow-up period was 18 months after
the remission. The adrenal function was recovered.

Conclusion. We presented a patient with signs of adrenal in-
sufficiency and the diagnosed mantle cell type lymphoma. PAL
should be considered as a potential diagnosis in patients with
primary adrenal insufficiency who have elevated LDG and CT
findings of an adrenal mass of variable density with the adrenal
glands deformity. The use of the R-CHOP regimen results in
improved survival.

Contlict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

NPUMEHEHWE PYKCOJIUTUHNBA NPY NEPBUYHOM MUENO®UBPO3E: OMNbIT MOCKOBCKOI0 roPO/ICKOro

FEMATOJIOTMYECKOr 0 LLEHTPA

M.M. lMankpaiknna, H.B. Hosuykas, J1.A. Myxa, E.I. Apiwanckas, E.E. Mapkosa, B.J1. ViaHoBsa, 0.K). BuHorpagosa

lopoackas knuHuyeckas 6onbHuua um. C.I1. boTkuHa JdenapTtameHTa 3apaBooxpaHeHns r. Mocksbl, MockBa, Poccuiickas ®efepauns

Beenenune. PykcoiuTuHuO — TapreTHblil npenapar, 6J0KUpY-
oMl akTHBHOCTb JAK2-KHHA3 MyTaHTHOTO M JIMKOrO THIIOB,
HarnpaBJeHHbI Ha KJIO4eBOe 3BEHO MartoreHe3a MEPBHUYHOTO
muenoduoposa (INTMP) — curnanbhbiii myts JAK-STAT. Heanb
coppemenHo# Tepanuu [TM® 3akiiouaercst B caepKUBaHUH
nporpeccHpoBanust 3a60JeBaHUsT U KyNHPOBAHHH €0 CHMITO-
MOB C yJTydllI€HHEM KaueCcTBa KHU3HH GOJIbHBIX.

Leab. OueHnTb KIMHUKO-TeMaTo10rHIeCcKyto 3(h(heKTHBHOCTD H
6€30MacHOCTb PyKCOMMTHHIOA, a TAKXKe KaueCTBO JKU3HH Malll-
entoB ¢ [IM®, nostydaroiiux gaHHyio TeparHio.

Mertoapl. B nccienoBanye BkJoueHo 12 mauneHToB ¢ nep-
BHUHBIM ¥ BTOPHYHBIM MHeN0PUOP030M (8 My:KUMH, 4 XKeH-
ILIMHBI ), TOJNY4aBIIMX PyKcoauTHHUO. [1pn pesucTenTHOM Te-
yennn [IM® npenapar y Bcex MauMeHTOB TMPUMEHSJICS MPH
PE3UCTEHTHOCTH WJIH He3(P(EKTHBHOCTH CTAHAAPTHOH LUTO-
pEeLyKTHBHOH Tepanuu, Nporpeccupyloliel crnjieHoMerananu, B
KauecTBe BTOPOH M nocJeayloliell Junuit jeuenust. Menuana
BO3pacTa MalMeHTOB CoCTaBu/aa D5 JeT (anamnasoH 34—67
get). ¥ 11 nauuentoB 6bl1 auarnoctuposan [IM®, B | na-
GJIOJIEHHH TPAKTOBAJICS KaK HCXOJL MCTHHHOHN MOJHIUTEMHH.
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Myrtaunio JAK2V617F umenn 10 6osbHbIX. Y 2 nau@eHToB
JaHHas MyTalysi He BbISIBJEHA, TIPU 3TOM Yy OJHOTO M3 HHX
onpesedsyaach mytains B rene CALR.

Pesyabrathl. M3 12 naunentos sddext nocturnyty 9 (75 %):
yactnunblii — y 3 (25 %), NOJHbBI KIHHHKO-reMaToI0rHYe CKHl
otBeT — y 6 (50 %), y 2 60/ILHLIX COXPAHANACEH TOJILKO CTA0H-
Jzauust 6oJ1e3HU. ¥ 1 nauMeHTKH 3aperucTpupoBaHo nporpec-
crupoBanue Ha (hoHe Tepamuu. ¥ BceX 60JbHBIX OTMEYEHO yJTyy-
IIeHHe TTOKasaTesell KauecTBa KU3HHU, OlleHeHHOTO MO AaHHBIM,
yKa3aHHBIM TalMeHTaMH B OTTPOCHHKAX.

3akatouenue. Tepanusi pyKCoauTHHHOOM y naunentoB ¢ [IM®
OKaszaJiachb BbICOKO3(PdeKTHBHOH. KIMHUKO-TeMaTo/ornyecKn
OTBET MoJydeH y 75 % GoJibHbIX [IM®D. YV GoJibLIMHCTBA Nal-
€HTOB YMEHBbIIWJUCH CHMITOMbI HHTOKCHKALIUM H TIOBBICHIAChH
TOJIEPAHTHOCTH K (PU3UUECKUM HArPy3KaM, a TaKxKe Y/TydIlIHINCh
noKasaTe/ii KauecTBa KU3HH.

Kondaukrbl uHTepecoB. ABTOpbI 3asiBisiIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

Ucrounuku hunancupoBanusd. Vicenenosanne He HMeJIo CroH-
COPCKOH MOJUIEPIKKH.

KAMHUYECKAS OHKOTEMATOAOT TS
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RUXOLITINIB IN PRIMARY MYELOFIBROSIS: EXPERIENCE OF MOSCOW MUNICIPAL HEMATOLOGY CENTER
MM Pankrashkina, NV Novitskaya, LA Mukha, EG Arshanskaya, EE Markova, VL Ivanova, OYu Vinogradova

S.P. Botkin Municipal Clinical Hospital, Moscow, Russian Federation

Background. Ruxolitinib is a targeted drug blocking the activity
of mutant and wild type JAK2-kinases, aimed at the key link of
the pathogenesis of primary myelofibrosis (PMF), a JAK-STAT
signaling pathway. The objective of modern therapy of the PMF
is to inhibit the disease progression and relieve symptoms of
this disease with improvement of the quality of life.

Aim. To evaluate the clinical and hematological efficacy and
safety of ruxolitinib and the quality of life of PMF patients who
received this therapy.

Methods. 12 patients with primary and secondary myelofibrosis
(8 men, 4 women) who received ruxolitinib were enrolled in the
study. In resistant PMF, the drug was used in all patients either
in the case of resistance or inefficiency of the standard cytore-
ductive therapy, progressive splenomegaly, and as the second
and subsequent lines of the therapy. The median age of patients
was 55 years (range 34—67). 11 patients were diagnosed with
PMEF, in 1 case it was the outcome of polycythemia vera. 10 pa-

tients had a mutation in JAK2V617F gene. In 2 patients this
mutation was not identified; at that, one of them had the CALR
gene mutation.

Results. The effect was achieved in 9 (75 %) of 12 patients: a
partial response in 3 (25 %) and a complete clinical and he-
matological response in 6 (50 %) patients. The disease was
stable in 2 patients. Disease progression during therapy was
registered in one patient. All patients noted improvement in the
quality of life (based on questionnaires data).

Conclusion. Therapy of patients with PMF with ruxolitinib
proved to be very effective. The clinical and hematological re-
sponse was registered in 75 % of patients. Most patients ob-
served the relief of intoxication symptoms and increased exer-
cise tolerance. Their quality of life was also improved.

Contlict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

POJIb NONIUMOP®U3MA FEHOB /L-1R W IL-1RA B PA3BUTUM MHOXXECTBEHHOI MUENOMbI

A.A. MNasnosa, J1.H. by6Hosa, C.C. beccmenbues, V.E. [Tanosa

®IBY «Poccuitcknii Hay4HO-UCCNEA0BATENIbCKNA WHCTUTYT reMatofiorum u TpaHcdysuonorny ®egepanbHoro Meanko-61Moornyeckoro areHT-

ctBa», CaHkT-leTepbypr, Poccuiickas ®eaepauuns

Beeaenue. LINTOKMHBI UTPAIOT 3HAYUTENBLHYIO POJIb B PA3BUTHH
OMyXO0JIEBOTO KJIOHA ITPH MHO2KeCTBeHHOH Muesiome (MM). Onxo-
HyKJIEOTHIHbIE NoJInMOPdH3Mbl (SNP) B pery/isiTopHbIX 06s1acTsix
FeHOB LIMTOKMHOB MOTYT BO3/IeHCTBOBATL HA MPOIYKLHUIO LINTOKH-
HOB, YTO MOXKET BJIUATb HA PA3BUTHE U TeueHHe 3a60J1eBaHHUSI.
Uenb. Onpesesuts SNP renos IL- 1R (pst11970C/T)u IL- 1 RA
(mspal 11100T/C), cessanubix ¢ passutieMm MM vy kuteseit
CeBepo-3anaznnoro peruoHa Pocen, a Takxke TsKeCTb nopa-
JKE€HMS1 KOCTHO! TKaHH.

Mertoapt. O6cenoBano 44 6osbibix MM: 1-51 rpynna — 20 na-
LIMEHTOB C BbIPAKEHHBIMH OCTEOJUTHUECKUMH TOPAXKEHUSIMH
kocrHoil Tkanu (11l crenens no knaccuduxanun Durie—Salmon);
2-s1 rpynna — 24 naudeHTa C NPOSIBJAEHUSIMHU OCTEONopo3a U
eIMHUYHBbIMU ovyaramu Jusuca (Il crenenb no knaccudukaumu
Durie— Salmon). Kourposbhas rpyrnna — 40 310poBbix 106po-
BoJbLleB (2kuTesu I. CaHkT-Iletep6ypra). Onpenesenue ykasaH-
Hbix Bolie SNP nposoauiu metronom PCR-SSP (nosumepasnas
LeMHAasi peakliust co caiT-creluHuecKUMU rpaimMepamu ).
Pesyabratbl. YcraHosseHo, uto yactora reHotunon IL-1RTT u
IL-1RATT B konTpodie 1 rpyrre 6osibHbIX coctaBuia 0,33 vs 0,16
1 0,28 vs 0,46 coorBerctBeHHo. B 1-it rpynne resotun [L-1RTT

6bl1a Bbllle, yeM Bo 2-i rpynre (0,33 vs 0,06). [enotun IL- IRCT
BO 2-1i rpyIre BCTpeyasicst HAMHOTO yallle, YeM B 1 - U KOHTPOJIb-
noit rpynnax: 0,50 vs 0,33 vs 0,33 coorBeTcTBeHHO. [eHoTur IL-
IRTT Bo 2-i rpynrie orpesesisiaicst 3HaUUTENbHO pexke, yeM B | -ii
1 KoHTpoJbHO# rpynnax: 0,06 vs 0,33 vs 0,33 cOOTBETCTBEHHO.
Tenorun IL-1RATT B koHTpoJsibHOI Tpyrilie BCTpeyasics cyle-
crtBeHHo pexe (0,28), yuem B 06eux rpymmnax nauuentos (0,45 u
0,47). Tenotun IL- IRACT pexxe BbisiBsisisicst B 1 -1 u 2-1 rpynnax
(0,33 1 0,40), uem B KoHTpOUILHOK rpyrrie (0,50).

3axkmouenue. [enorun [L- 1RATT ciayxut mapkepom, orpeje-
JISIIOLLMM TIPEJIPACIIoNoKEHHOCTh K pa3Buthio MM, Toria kak
rerortur [L- IRACT MoxkHO paccMaTpuBaTh Kak MPOTEKTHBHbIH
takrop. Tenotur IL- IRTT cBsizan ¢ pa3BuTHEM TSXKEJBIX OCTE-
OJIUTHUECKUX MopaxkeHuil koctelt npu MM, a renotun IL- [RCT
SIBJISIETCS] MMMYHOT€HETHYECKHM MapKepoM GoJiee Jierkoit (op-
Mbl KOCTHOH 00JIE3HH, TPOSIBJSIIONIENCST OCTEONOPO30M H €11~
HUYHBIMH OYaraMi JiH3uca.

KoHaukrbl uHTEpecoB. ABTOpbI 3asiBASIOT 06 OTCYTCTBHH
KOH(MJIMKTOB HHTEPECOB.

WUcrounuku unancupoBanusi. MccienoBatme He UMesIo CrOH-
COPCKOH MOIEPIKKH.

ROLE OF /L-1R AND /L-1RA GENES POLYMORPHISM IN DEVELOPMENT OF MULTIPLE MYELOMA

AA Paviova, LN Bubnova, SS Bessmeltsev, IE Pavlova

Russian Scientific Research Institute of Hematology and Transfusiology, Saint Petersburg, Russian Federation

Background. Cytokines play a significant role in the development
of tumor clone in multiple myeloma (MM). Single nucleotide poly-

www.medprint.ru

morphisms (SNP) in the gene regulatory regions can influence cy-
tokines production and affect the development of the disease.
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Aim. To identify SNP of /L-1R (pst11970C/T) and IL-1RA
(mspal 11100T/C) associated with the development of MM
among the residents of the North-West region of Russia, as well
as to determine the degree of bone tissue damage.

Methods. We analyzed 44 MM patients: Group | included 20
patients with marked osteolytic bone lesions (III stage, Durie-
Salmon classification); Group 2 consisted of 24 patients with
manifestations of osteoporosis and isolated foci of lysis (1l stage,
Durie-Salmon classification). The reference group consisted of
40 healthy volunteers (living in Saint Petersburg). The detec-
tion of SNPs mentioned above was performed by PCR-SSP
(single specific primer-polymerase chain reaction).

Results. We found that the incidence of IL- IRTT and IL- IRATT
genotypes in the reference group and the patient group was
0.33 vs. 0.16 and 0.28 vs. 0.46, respectively. However, the IL-
IRTT genotype in Group | occured more often than in Group 2
(0.33 vs. 0.06). The IL-1RCT genotype in Group 2 was regis-
tered more frequently as compared to Group 1 and the reference

group: 0.50 vs. 0.33 vs. 0.33, respectively. The IL-1RTT geno-
type was less frequent in Group 2 than in Group 1 and reference
groups (0.06 vs. 0.33 vs. 0.33, respectively). The IL-1RATT
genotype incidence was less common in healthy people (0.28)
as compared to both MM patient groups (0.45 and 0.47, re-
spectively). Finally, the IL- 1RACT genotype was more common
in the reference group (0.50) as compared to Groups 1 (0.33)
and 2 (0.40).

Conclusion. The IL-1RATT genotype is a marker associated
with the development of MM, and the IL-1RACT genotype
should be considered a protective factor. The IL- IRTT genotype
is associated with the development of severe osteolytic bone le-
sions in MM,; in turn, the IL-1RCT genotype acts as a marker
of a more mild form of bone disease with such manifestations as
osteoporosis and solitary lysis foci.

Contflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

OLIEHKA KAYECTBA XXWU3HW Y BOJIbHbIX C OMYX0NAMN KPOBETBOPHOW U NUMdONIHON TKAHE
T.W. Nocnenosa, .H. HedyHaesa, A.B. MutuenuH, I'.C. Congartosa, J1.H. [puyai

HoBocnbupckuii rocyaapcTBeHHbIn yHnBepcuteT, Hosocubupek, Poccuniickas ®eaepaums

BBenenue. Metojibl otieHKkM KadectBa kuzuu (K>K) umpoko mc-
TM0JIb3YIOTCSI B MEJIMIIMHCKOFH MPAKTHKE, T. K. MO3BOJISIIOT MOJIy-
YUTh HauboJiee TI0JHOE TPEJICTaBIeHHe O 3JI0POBbe MallMeHTa
Kak JIo HauaJia Teparuu, Tak i B [POLeCCe ee MPOBeIeHHS].
Lleab. Onpenenenne KK nauueHToB ¢ oHKOreMaToJioruyecKu-
MH 3a60J1eBaHUSIMH KO BpEMEHH [TOCTAaHOBKH JIHarH03a, B ePHOJL
MPOBEJIEHHS TIPOTHBOOITYXOJIEBOTO JIeUEHHsI U B [IEPHOJL, MOJHOT
KJIMHUKO-TemMaTtoJioruyeckor pemuccuu (ITKIP).

Metoppl. [pynmy o6cnenyembix cocraBuio 170 nauueHtoB
(89 52,4 %] xxenwmn, 81 [47,6 %] myxunna). Cpenuuii Bo3-
pact 611 44,5 + 3,75 ropa. KoHTpoJIbHYIO TpyIINy COCTABUIIH
170 3noposbix aul. st ouenku K)K ncnonbsoBasicesi MexiyHa-
poHbli onpocHuK SF-36.

Pe3yabratbl. Y OHKOreMarosorHueckux OGOJIbHBIX 0 Hauasa
JIeUeHHsl BbISIBJEHO CTaTHCTHYECKH 3HAUMMOe CHHXKEHHe TM0-
kazatesiel K)K o Bcem ucesieryeMbIM 1IKajaM B CPaBHEHHH C
Tpynmnoil KOHTpoJIsl. B nepuos npoBeieHust MporpaMMHON 11po-
THBOOIYX0J1€BOH Teparnuy nokazaresu K)K nauuenTos ocrasa-
JINCh CTATHCTHYECKH 3HAYUMO HU3KUMH B CPaBHEHHH C IPYNIOH

KOHTpoJis. B 10 ke Bpemsi anainz KJK onkorematosiormueckux
6O0JIbHBIX B TI€PHOJL IPOBEIEHHUST TIPOTHBOOIYXOJEBOTO JIeUeHHUs!
BbISIBUJI CTATHCTHYECKH 3HAUMMOE TOBbLILIEHHE T0KasaTesel B
CpaBHEHHUHU C TPYNIOH NalLMEHTOB JI0 HavaJla Teparuu no Kajaam
604111, OOI1IETO 3I0POBbS H KHU3HECTTOCOOHOCTH. CPaBHUTENLHBIH
anasmm3 KJK B 1MHaMUKe MPOTUBOOIYXO0JIEBOH Tepanuu U B Ie-
puon ITKI'P cBUaeTeIbcTBOBAJ O CTATUCTUUECKH 3HAYUMOM M0~
BBILIEHUH TOKa3arteJseil o Bcem uceeayemMbiM tikaaam. OHa-
KO B CPaBHEHHU C Ipyniol KoHTposst nokasaresn K¥K 60sbHbIX
0CTaBaJIUCh CTATUCTHYECKH 3HAYUMO HU3KUMH 110 GOJIBIIMHCTBY
UCCJIe/lyeMbIX LIKaJl.

3aknouenue. B pesysibrate poBeIeHHOTO HCC/IE/IOBAHHUS BbISB-
JieHo cHikenne K)K y oHkoremaroJiorudeckux 60JIbHbIX 10 Hava-
Ja Tepanuu. [IporpammHoe npoTUBOONyXoJeBoe JeueHue y 3ToH
KaTeropuu 60JIbHBIX MPUBOIMT K yJyullieHHIo nokadartesei KOK.
KoHdaukTbl MHTEpecoB. ABTOpBI 3asBJASAIOT 00 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

Ucrounuku dhunancupoBanus. Vicenenosanne He HMEJIO CIIOH-
COPCKOH MOJIEPIKKH.

EVALUATION OF QUALITY OF LIFE IN PATIENTS WITH HEMATOLOGICAL MALIGNANCIES
TI Paspelova, IN Nechunaeva, AV Mishenin, GS Soldatova, LN Gritsai

Novosibirsk State Medical University, Novosibirsk, Russian Federation

Background. The evaluation of quality of life (QoL) is widely
used in medical practice, as it allows obtaining comprehensive
information about patient health status before initiation of and
during treatment.

Aim. To determine quality of life in patients with hematologi-
cal malignancies (HM) at the time of diagnosis, at the time of
chemotherapy and during complete clinical remission (CCR).
Methods. Surveyed group consisted of 170 patients (89
[62.4 %] women, 81 [47.6 %] men). Mean age is 44.5 + 3.75
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years. The reference group consisted of 170 healthy individuals.
The QoL was estimated by the SF-36 questionnaire.

Results. We noticed a significant reduction of QoL for all in-
vestigated scales of the SF-36 in HM group before treatment
as compared to the reference group. During the chemotherapy
program, the QoL of patients with HM was significantly lower
as compared to the reference group. At the same time, the anal-
ysis of the QoL of patients with HM during the antitumor ther-
apy showed a significant increase QoL compared with patients

KAMHUYECKAS OHKOTEMATOAOT TS
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before treatment for the pain scale, general health and vitality.
Comparative analysis of the QoL during the therapy and CCR
showed the significant increase in the QoL for all investigated
scales of the SF-36, but in comparison with the control group,
the QoL in patients with HM were significantly lower for major-
ity of the studied scales.

Conclusion. The study showed the reduction of quality of life
in patients with HM before therapy. The antitumor therapy in
patients with HM can improve the quality of life.

Contflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

JUHAMWUKA KAHECTBA XXN3HWN Y NALMEHTOB CO 3JIOKAYECTBEHHbIMU NNUM®OMNPOJINOEPATUBHbIMU
3ABOJIEBAHUAIMUA C AHEMUER, NONTYYABLUMX TPAHC®Y3MN APUTPOLUTOB U APUTPONOI3CTUMYNIUPYHOLLVE

NPENAPATbI

H.A. Pomarenrko, H.A. lMotuxoxoBa, C.A. TupaHosa, A.E. Pomaxerko, C.C. beccmenbuie, K.M. A6AynKkaabipoB

OIBY «PocCUACKUI Hay4HO-MCCNeA0BATENIbCKIA UHCTUTYT reMaTtonorun u TpaHcysuonoruu OefepanbHoro Meanko-61oornyeckoro areHT-

ctBa», CaHkT-leTepbypr, Poccuiickas ®enepauuns

Lleas. CpaBuuThb KauectBo ku3uu (K)K) naupentos co 3okaue-
CTBEHHBIMH JiMonposndepatiBHbiMU 3a6oseBanusivu (J1113)
Ha (poHe KOPPEKLIMH aHEMHH C TTOMOLLBIO TpaHC(y3Hil SPUTPOLHU-
10B (T3 ) 1 Ha3HAUECHHS IPUTPONOIZCTUMYJIHPYIOLLHX [TPENapaToB
(STICIT).

Mertoapl. B nccnenopanne BkmodeHbl 6odbhble JI[13 ¢ ane-
Muell. heKTUBHOCT KOPPEKLHH aHEMHH C TToMolLblo T u
nagHauenust JIICIT ouennsanu no remorpammanm, a KOK — ¢
nomotipio onpocHuka FACT-An. B 1 -1o0 rpyniy Bk/todeHbl 60JIb-
Hble (7 = 54) ¢ TsKeJI0M WM CpeJiHel CTeNeHbIO TSXKECTH aHe-
MHH C HCXOAHBIM reMorso6uuom 70,0 + 1,6 r/n. st KOppeK-
unM aHemuu uM HazHadasu T3. [locne tpancdysuil (Meanana
3 1103bl) ypOoBeHb reMorjio6uHa nosbitascs a0 93,1 + 1,2 /.
Bo 2-10 rpynmny BkJtoYeHbl NalMeHThl (17 = 77) ¢ JIETKOH U cpej-
Hell CTeMNeHbIO TSKECTH aHeMHH C MCXOJHBIM TeMOrJIoOHHOM
88,4 + 1,4 r/n, kotopble nogydanu DIICIT. TTonoxkutenbHbii
oteT Ha JIICII B Buze NMOBLILIEHHST YPOBHSI reMOMVIOOHHA Ha
20 r/n1 u Gosee oT™Meuen y 52 (67,5 %) u3 77 Goapubx. [1pu
9TOM y MaLUEHTOB C MOJ0KHUTebHbIM 0TBeToM Ha DTICIT ypo-
BeHb reMor/1o61Ha nosbicuics 10 123,1 + 2.4 /.
Pesyabratbl. CylllectBeHHble H3MeHenust auHamukd KOK y
6osbHbIX Mocsie T BhisiBAeHbl B Kanax «Pusnyeckoe GJaro-

noJyurie», «IMolHoHaNBHOe G/arononydne», «bmaaromomydne
B MOBCEIHEBHOM xU3HK» U «Anemusi». [Tocsie Tepanuu IITCIT
3HaynTenbHoe yaydiienne K)K oTmeuasnoch B mokasatesisix mo
1ikanam « Pusnueckoe Gaarornogydne» u « Anemust». OHAKO MpH
cpaBHuTeIbHOM ananuse KyK oGenx rpynn MakcumasabHoe yJiyu-
IIeHHe yCTaHOBJEHO Mo 1KamaM «Pusnyeckoe GJaronosydne»
(B 1-#i rpynme nocsie T — ¢ 12,9 + 0,7 no 11,0 + 0,8 6anna,
p <0,001; Bo 2-ii rpynine nocsie Tepanun AICIT —c 11,6 + 0,7
10 9,6 + 0,7 6amna, p < 0,02) u «Auemusi» (mocie TD — ¢
41,1 + 2,0 no 34,2 + 2,1 6amna, p < 0,001; nocne tepanuu
AIICIT — ¢ 34,5 + 1,7 10 30,1 + 1,6 6anna, p < 0,001).
3akatouenue. T u repanus SIICIT cyuiecTBeHHO yBEHUMBA-
10T remoryio6uH 1 yayuuiaior KXK. Onnako K)K naumentos no-
cie tepanuu IIICIT ayuue, yem nocsie T, nockosbKy ypoBeHb
remorjiobuHa npu HagHauenun IIICIT nocturan HopmasnbHbIX
3Havyennil. Tem He MeHee o6a MeTola KOPPEKUUH aHEMHUH -
tektupHbl, a Tepanust ITCIT mokeT ObITH Ha3HAUEHA /IS TIPO-
JIOJDKEHUsT JieueHust aneMuu rocsie T,

KoHaukrbl uHTEpecoB. ABTOpbI 3asiBJASIOT 06 OTCYTCTBHH
KOH(JIUKTOB HHTEPECOB.

WUcrounuku unancupoBanusi. MccienoBatme He UMesIo CIIOH-
COPCKOH MO PIKKH.

DYNAMICS OF QUALITY OF LIFE IN ANEMIC PATIENTS WITH LYMPHOPROLIFERATIVE DISORDERS TREATED WITH
RED BLOOD CELL TRANSFUSIONS AND ERYTHROPOIESIS-STIMULATING AGENTS

NA Romanenko, NA Potikhonova, SA Tiranova, AE Romanenko, SS Bessmeltsev, KM Abdulkadyrov

Russian Scientific Research Institute of Hematology and Transfusiology, Saint Petersburg, Russia

Aim. To compare the quality of life (QoL) in patients with lym-
phoproliferative disorders (LPD) during anemia correction us-
ing red blood cells transfusions (RBCT) and erythropoiesis-
stimulating agents (ESA).

Methods. Anemic patients with LPD were enrolled into this
study. The eflicacy of anemia treatment using RBCT and ESA
was assessed on the basis of hemograms, and the QoL was as-
sessed by means of the FACT-An questionnaire. Group 1 con-
sisted of patients (n = 54) with severe or moderate anemia with
baseline Hb level of 7.0 + 0.16 g/dL. RBCT was prescribed to
correct anemia. After the transfusions (median 3 doses), the
Hb level increased up to 9.31 + 0.12 g/dL. Group 2 included
patients (n = 77) with mild or moderate anemia with baseline
Hb level of 8.84 + 0.14 g/dL. They were treated with ESAs.

www.medprint.ru

After the ESA-therapy, a positive response (in the form of the
increase in Hb by 2 g/dL or more ) was achieved in 52 (67.5 %)
of 77 patients. At that, the Hb level of patients with the positive
response increased up to 12.31 + 0.24 g/dL.

Results. Analysis of the QoL of patients after RBST demonstrat-
ed significant alterations in “Physical well-being”, “Emotional
well-being”, “Functional well-being”, and “Anemia” scales.
Aiter ESA administration, significant alterations were found in
“Physical well-being” and “Anemia” scales. However, a com-
parative analysis of the QoL in both groups of patients demon-
strated the maximal improvement in the scale of “Physical well-
being” (in Group | after RBCT: from 12.9 + 0.7to 11.0 + 0.8
scores, p < 0.01; in Group 2 after ESA: from 11.6 + 0.7 to
9.6 + 0.7 scores; p < 0.02) and the scale of “Anemia” (after
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RBCT: from 41.1 + 2.0 to 34.2 + 2.1 scores, p < 0.01; aiter
ESA: from 34.5 + 1.7 t0 30.1 £+ 1.6 scores; p < 0.01).

Conclusion. RBCT and ESA-therapy may significantly increase
the Hb levels and contribute to QoL improvement. However,
the QoL in patients after ESA-therapy was better than that af-
ter RBCT, because the normal Hb level was achieved after ESA

administration. Nevertheless, both methods are effective and
ESA-therapy may be prescribed to prolong treatment of anemia
after RBCT.

Contlict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

ONPEAENEHWUE AHOMAJIbHOTO METUJIMPOBAHNA AHK METOAOM MYJIbTUNJIEKCHOA MY-NLIP NPU OCTPbIX

MUENOUTHbIX NEAKO3AX Y JETEM

B.B. Pynerko, A.B. llona, A.C. TaHac, C.A. KasakoBa, B.C. Hemupos4erko, T.J1. lnHanHa, E.B. Mopososa, E.b. Ky3HeljoBa,

/1.B. 3aneraes, B.B. CTpenbHuKoOB

OIEHY «Meanko-reHeT4eCcKIin Hay4Hbli LeHTp>», Mocksa, Poccuitickas ®efepauns

Beenenue. [luarnoctuueckuii moteHpas aGeppaHTHOrO METH-
JINPOBAHHUST MOXKET ObITb UCMOMB30BaH /IS OMPEICICHUST OHOTO
13 OCHOBHBIX TTPOTHOCTHYECKHUX KPUTEPHEB OCTPBIX MUEJIOMIHBIX
qeiikosoB (OMJI) y neteit — MHHUMAJBHOIN oCTaTOYHOH 6oJIe3-
HH, a TakkKe A5 BbisiBaenus noarunos OMJI, obsanaionmx pas-
JINYHOH UyBCTBUTEJBHOCTBIO K HCTOJIb3YEMbIM Jiede OHBIM CXeMaM,
B YACTHOCTH C MPUMEHEHHEM STTHTeHeTHUECKUX MOIU(HKATOPOB.

Leab. dopmupoBanne CHCTEMBI MapKepoB METHJIHPOBAHUS
OMJly nerefi.

Meroapl. B uccnenoBanuu mcrosib3oBanbl 06pasipl 6HOJMO-
rU4yecKoro mMatepuasna koctHoro mosra 50 mampento ¢ OMJI.
Onpenenenrie anomanbHoro MetunupoBanus JIHK nposoaunn
¢ ucriosbzoBanneM MY-TTLIP (MeTHuyBCTBHTEIBHAS TTOJHME -
pasHas LernHast peakiysi) B (popMate MyJILTHIIIEKCHOH peaKIyH.
[Ipennoxkena cucrema U3 4 MyJIBTHIIIEKCHBIX peaKklUMH ¢ BHY-
TPEHHUMH KOHTPOJISIMU /IS OTIPe/IeIeHUsT MapKEePOB METHJIHPO-
Banust JIHK, cooTBeTCTBYI01IMX MTPOMOTOPHBIM 06J/1aCTSIM TEHOB
ABCG4 (22 %), DLK2 (36 %), SOX8 (34 %), AIFM3 (10 %),
KHSRP (12 %), MAFA (44 %), RXRA (16 %), CXCL14 (8 %),
GSGIL (48 %), TMEMI176A/TMEMI176B (28 %), CLDN7
(32 %), EGFLAM (24 %), TMEM200B (24 %). B ckoGkax
yKazaHa 4acToTa METHIHPOBAHHUS CcaliTa PECTPUKLMN (pepMeHTa

Smal, BXozsiiiero B coctaB M3yuaeMoro JIOKyca M CJIy?Kaliero B
JIAHHOM CJlydae MapKepoMm MeTuaupoBaHus. Kpome rtoro, Gbin
ucronb3oBan pepment BstHHI, umetoumit muorouncientole
CalTbl PECTPUKLIMH B MpeiesiaX H3ydaeMbIX JJOKYCOB, /s orpe-
JieJIeHHs] TOMOTeHHOCTH MeTHanpoBanust CpG-nap perunona.
Pe3ysibTarhl. 3HAUUMbIX KOPPEJISILIMI 4aCTOTbI METHIMPOBAHHSI
M3y4yaeMoro Mapkepa ¢ KJAHHUKO-TeHETHYECKUMH H LIUTOMOPdO-
JIOTHYECKUMHU XapaKTePUCTHKaMH 06pa3iioB BbIOOPKHU BBISIBJEHO
te 6b110. [Ipomotophbie obsiactu renoB AIFM3, KHSRP, MAFA,
RXRA, CXCL 14, TMEM176A/TMEM176B, CLDN7, EGFLAM,
TMEMZ200B npoaeMOHCTPUPOBAIHM BLICOKYIO T'€TEPOreHHOCTh
MetuaupoBanust CpG-map B mpesiesiax H3ydaeMbIX JIOKYCOB.
Anomasibroro metunuposanusi JIHK B o6pazuax OMJI nocse
JleyeHUst He 0OHapyKeHO.

3axkaouenue. B ncenenoBanuu npeyiokeH cnoco6 npouin-
pOBaHHsl SMUreHETHUECKUX HApYLIEHHI MallMeHTa, npeaHasHa-
YeHHBIH JYIst POPMHUPOBAHHUST HHAMBH/YaJILHOTO MOJX0/a K Tepa-
nun OMJ1 y nereii.

Kondaukrbl uHTEpecoB. ABTOpbI 3asiBisiiOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

Ucrounuku dpunancupoBanus. Vicesienosanne He umesio Criot-
COPCKOH MOJIe PAKKH.

IDENTIFICATION OF ABERRANT DNA METHYLATION IN PAEDIATRIC ACUTE MYELOID LEUKEMIA BY MULTIPLEX

METHYLATION SENSITIVE PCR

VV Rudenko, AV Popa, AS Tanas, SA Kazakova, VS Nemirovchenko, TL Gindina, EV Morozova, EB Kuznetsova, DV Zaletaev,

WV Strel'nikov
Research Centre for Medical Genetics, Moscow, Russian Federation

Background. The diagnostic potential of aberrant methylation
can be used to determine the minimal residual disease, which
is one of basic prognostic criteria for acute myeloid leukemia
(AML) in children, as well as to identify AML subtypes having
different sensitivity to therapeutic regimens, in particular, with
the use of epigenetic modifiers.

Aim. To develop a system of methylation markers of AML in
children.

Methods. In the current study, biological material obtained
from the bone marrow of 50 AML patients. Determination of
abnormal DNA methylation was carried out using the multiplex
methylation-sensitive polymerase chain reaction (MS-PCR).
This study proposes a system of 4 multiplex reactions with the
internal controls to determine the DNA methylation markers
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corresponding to the promoter region of genes ABCG4 (22 %),
DLK2 (36 %), SOX8 (34 %), AIFM3 (10 %), KHSRP (12 %),
MAFA (44 %), RXRA (16 %), CXCL14 (8 %), GSGIL (48 %),
TMEM176A/TMEM176B (28 %), CLDN7 (32 %), EGFLAM
(24 %), and TMEMZ200B (24 %). The frequency of methylation
of the Smal restriction site is indicated in parentheses, which is
a part of the studied locus and which is the methylation marker
in this case. In addition, BstHHI enzyme was used having many
restriction sites within the loci studied to determine the homo-
geneity of methylation of CpG pairs across the region.

Results. No significant correlations of the methylation fre-
quency of markers under tests with clinical, cytomorphologi-
cal and genetic characteristics of the samples were found. The
promoter regions of genes AIFM3, KHSRP, MAFA, RXRA,
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CXCL14, TMEM176A/TMEM176B, CLDN7, EGFLAM, and
TMEMZ200B demonstrated high heterogeneity of methylation of
CpG pairs within the studied loci. No abnormal DNA methyla-
tion was found in AML samples after treatment.

Conclusion. The study provides technical opportunities for pro-
filing the epigenetic abnormalities for a given patient intended

for the development of individualized approaches in the therapy
of AML in children.

Contflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.

KAYECTBO XWU3HN NALMEHTOB CO 3/I0KAYECTBEHHbIMW ONYX0JIAMWU CUCTEMbI KPOBU

C.M. Canek!, 3.H. OnuBa?, T. loHoBa**

LLIkona meguUMHCKNX HayK, YHMBepcuTeT XapTdhopawmpa, XapTdopALunp, Benukobputarns

2Qtpen rematonorumn, 6onbHuLa «buankn-Menakpuxo-Mopennu», Pemko-Kanabpus, Utanus

S®IBY «CaHkT-leTepbyprckuii MHoronpodunbHbIi LeHTp>» Munaapasa Poccuu, CankT-MeTep6ypr, Poccuniickas ®eaepauus
* MexKHaumnoHanbHbI LEHTP UCCne0BaHNs kayecTBa XunaHu, CaHkT-MeTepbypr, Poccniickas ®eaepaums

Beenenue. [lo HacTosilero BpeMeHH pa3paboTKe 1 MPUMEHEHHIO
HOBBIX MHCTPYMEHTOB J/Isl OLIEHKM KauecTBa KU3HH BHUMaHHe
YI€JISJI0OCh B OCHOBHOM B PaMKaX KJIHHMYECKHX HCCJIEI0BAHUIL.
[Tpu sTOM HHOPMALHS O BO3MOXKHOCTSIX HCIOJIb30BAHHST HOBBIX
OMPOCHUKOB KaueCTBA KU3HH B PeasIbHOMN KJIMHHYECKOH MpaKTHKe
TnpeJICTaBIIeHa 10 CHX Mop HeocTaTouHo. B 310il cBsian paspador-
Ka HOBBIX HHCTPYMEHTOB OLIEHKH KaueCTBa »KM3HH Y MAlLUEHTOB C
OHKOTeMAaTOJIOMHYECKUMH 3a60/1€BaHUsIMU JIOJZKHA ObITh OpHEH-
THPOBAaHa HMEHHO Ha NPUMEHEHHE B KJAHHUYECKOH MPaKTHKE.
Leab. M3yunThb acnekTsl KauecTBa XKM3HH, KOTOPBIE, 10 MHEHHIO
caMux GOJIbHBIX, MPEACTABSIOT HanboJIbllee 3HAUEHHE /15 Ma-
LIMEHTOB C OMyXOJISIMH KPOBETBOPHOH 1 JIMM(OUIHOH TKaHEH.
Mertonpi. B nccnenoBanne BK/IOUEHB! MALUEHTBI C OMYXOJISIMH CH-
CTeMbI KPOBH (MHeJI0- U JuMonposrepaTHBHbIC 3a60/1eBaHNUS,
MHOKECTBEHHAsl MHEJIOMa, OCTpble JIEHKO3bI, MHEJOIUCIIIACTH-
YecKHe CHHIPOMBI), CBOGOHO BJIAJIEIONINE aHTVIHHCKUM SI3BIKOM H
MpeoCTaBUBIIIME HHPOPMHPOBAHHOE COTJIACHE Ha yJacTHe B HecTe-
noBaHuu. McesieioBanne GbI0 MOCTPOEHO MO MPUHIIAITY HHTEPBBIO
MalMeHToB (TIPH JINYHOM KOHTAKTe WJIH 10 TesepoHy) U orpoca B
peKrMe OHJIAlH JTs MOJTydeH st OTBETOB B MTPOM3BOMIBHON hopMe.
Pesynbratel. B nccrnenoBanne BkmodeHo 57 GOMBbHBIX (MHOXKeE-
CTBeHHast MHesioMa — 46, MUuesIoMcIIacTHIECKHe CHHPOMbBI —
8, HEXOMKKHHCKHE TUMPOMBI — 1, oCcTpble MHEJOWIHbIE JIEHKO-
3bl — 2); COOTHOILIEHHE MY>KUHHBI/*KeHIIMHb — 37/20; cpeauuii

BogpacT — 61,8 roma (crannaptHoe otkjonenue 9,1); cpennsis
JUTNTEJIbHOCTB 3a60/ieBanusl — 3,7 rojia (cTanaapTHoe OTKJIOHEHHE
3,1). [Ipo6sembl, HCTIBITEIBAEMBIC TTALTHEHTAMH, GBI CTPYIITHPO-
BaHbI B JIB€ OCHOBHbIE KATETOPHH: CHMIITOMBI H KaueCTBO JKH3HH.
Brinesieno nsth rpymim npo6sieM, CBI3aHHBIX ¢ CHMITOMAMU: HAPY-
IICHNS JIbIXaHHs1, IePeIOMBI, TPOGJIEMBI, CBA3aHHBIE C TO3BOHOY-
HUKOM, aHemusi u rematypust. Cpemu mpo6sieM, CBsI3aHHBIX C Ka-
YeCTBOM 2KH3HH, K HanboJiee BasKHBIM 7151 ce6s1 GOTbHbIE OTHECH
CJIeyIONINE: PA3IPAYKUTEIBHOCTD, H36eranue GOMTbIINX CKOMICHHH
JIOAIeH, HaTpshKeHHe B MEXKJIMYHOCTHBIX B3aHMOOTHOILICHHUSIX, He-
CMOCOGHOCTD K AKTHBHOH ICATETBHOCTH H MEJUTHTEIBHOCTb.
3aktouenue. Pesy sTaThl MUJIOTHOTO HCCIEIOBAHNS MO3BOJHIIN
MPOJEMOHCTPHPOBATh, YTO GOJIBHBIE CO 3/I0KAUYECTBEHHBIMH OITy-
XOJISIMH CHCTEMBI KPOBH UMEIOT creluduyeckue mpodaembl. Onu
TpeOyoT 0COO0r0 BHUMAHUsI W KOHTPOJISI CO CTOPOHbI Bpayei.
Kpome Toro, mosydennast uH(opmalist mMo3BoJsieT OnpeieuTh
0COGEHHOCTH BJIUSTHHST OMyXoJiell KpOBETBOPHOH M JIMM(OMIHOH
TKaHeil Ha PU3NIECKOe H MCHXOCOIIMAIBbHOE COCTOSTHHE TTalHeHTa.
Kondaukrbl untepecoB. Hayunoii paGoueit rpynnoit EHA
SWG «KauecTBo KHM3HM M CHMOTOMBI» MOJyYeHbI FPAHTbI JIsI
pa3paboTKH MHCTPYMEHTA OLEHKH KayecTBa XKHM3HH (KOMMaHUH
Novartis, BMS u Sanofi).

Ucrounuku dhunancupoBanusd. Vicesnenosanne He HmMesio Criot-
COPCKOH MOJIePAHKKH.

QUALITY OF LIFE IN PATIENTS WITH HEMATOLOGICAL MALIGNANCIES

SM Salek’, EN Oliva?, T lonova®*

School of Life & Medical Sciences, University of Hertfordshire, Hertfordshire, United Kingdom

2 Azienda Ospedaliera “Bianchi Melacrino Morelli”, Reggio Calabria, Italy

3Saint Petershurg Multifield Center, Saint Petersburg, Russian Federation

* International Quality of Life Research Center, Saint Petersburg, Russian Federation

Background. Both development and application of new instru-
ments for assessing the quality of life have been studied only in
clinical trials, but their application in routine clinical practice has
been largely neglected. Therefore, development of new instru-
ments for assessing the quality of life in patients with hematological
malignancies should be conceptualized for use in clinical practice.
Aim. To study aspects of life which are important to patients
with hematopoietic and lymphoid tissue malignancies, accord-
ing to their own opinion.

Methods. Patients with hematological malignancies (myeloid
or lymphoid malignancy, multiple myeloma, acute leukemias,

www.medprint.ru

and myelodysplastic syndromes) with high English proficiency
and capable to give informed written consent were enrolled into
the study. This study employed interviews (face-to-face or by
phone) and survey (online) with open-ended questions for data
collection.

Results. Fifty-seven patients (46 with multiple myeloma, 8 with
myelodysplastic syndromes, one with non-Hodgkin’s lymphoma,
and 2 with acute myeloid leukemias; male/female ratio was 37/20;
median age was 61.8 years (SD = 9.1); median duration of the
disease was 3.7 (SD = 3.1)) were enrolled in the study. Issues
reported by the patients were grouped into two broad categories:
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symptoms and quality of life (QoL). The symptoms were grouped
into 5 categories, namely respiratory dysfunction, fractures, spinal
problems, anemia and hematuria. Among the QoL-related issues
reported by patients, the following problems were considered most
important: “feeling angry”, “avoid crowds”, “strain on relation-
ship”, “unable to do any activity” and “doing things slowly”.
Conclusion. The findings of this pilot study demonstrate that

patients with hematological malignancies have specific prob-

»
)

lems. They require special doctor’s attention and medical su-
pervision. Furthermore, the obtained information permits to
determine characteristics of the impact of hematological malig-
nancies on physical and psychosocial functional status.
Conilict of interest. The EHA SWG scientific workgroup “Quality
of life and symptoms” received grants for development of instru-
ments for assessing the quality of life (Novartis, BMS, and Sanofi).
Funding. The study had no financial support.

OLIEHKA NOKA3ATEJIEIA KJIETOYHOI0 3BEHA UMMYHUTETA Y B0JIbHbIX OCTPbIMU MUENOUAHBIMM

JNIENKO3AMM B PEMUCCUN

B.H. Cemenes, J1.A. TapakaHoBa, B.B. TbipeHko, B.fO. HukntuH

BoeHHO-meanumHckas akagemus um. C.M. Knposa, CaHkT-eTepbypr, Poccuiickas ®eaepauus

Beenenune. OCHOBHBIMU MPUUMHAMH PAa3BHUTHsT MH(EKLHOHHBIX
3a00J/1eBaHUIl B IpolLleCCe XUMHOTepanuu OOJIbHBbIX OCTPbIMU
MuesonaHbIMH Jefikozamu (OMJI), Kak npaBuio, sIBJASIOTCS Ha-
pyLLIEHHsT B HMMYHHOl CHCTeMe.

Heab. OuennTs nokasaTesu KJACTOYHOTO 3BeHa HMMYyHHTETA Y
60sbHBIX OMJI B COCTOSTHUN PEMHCCHH.

Mertonpl. B ncenenoBanye BKmodeHo 25 GOJBHBIX C AMArHO30M
OMUJI, cpemnuii Bogpact coctaBun 54,4 + 5,2 rona. Jleuenue npo-
BOAMJIOCH MO YHU(HIIMPOBAHHOMY MPOTOKOJY 7151 60/bHBIX OMJI B
Bospacte MoJioxke 60 jiet (OI'BY 'HLL M3 PD). Knunnko-remato-
JIOTHUeCKasi PeMHUCCHST IOCTHTHYTA TIOC/Ie TIEPBOTO Kypca HHIYKLIHH.
M3yuenne koMuecTBEHHOrO coCTaBa CyOMoMysIlHi JUM(OLUTOB B
KPOBH BBITIOJIHSAJIOCH Ha MpoTouHoM LuToMeTtpe Facscan (Beckman
Coulter, CIIA) ¢ ucrno/ib30BaHHeM IBOFHBIX H TPOHHBIX KOMOUHALIHEL
TPSIMBIX MOHOK/IOHAEHBIX anTuTes1 (CD4/CD8/CD3, CD3/CD19,
CD16*56*/CD3, CD25/HLA-DR/CD3, CD25/HLA-DR) 1 u3o-
THIHYECKUX KOHTPOJIEH, POM3BE/IEHHBIX TOH 2Ke KOMIaHHeH.
Pesyabrarsl. Y o6ceayeMoit rpynmbl 60/bHBIX HA (hoHe JIEHKOTeHUH
(2,7+0,8x 109/J1) BbISIBJIEHBI IPU3HAKY yMEPEHHON aKTHBALIMK OC-
HOBHbIX cyononyJisiuuii T-KkieTok, kak T-xeJnepos, Tak u LIUTOTOK-

cnueckux T-mumdormron. Habsmonagcst poet o o61imx T-KieTok
(CD3* — 824 + 8,5 %), uurorokcnueckux T-umdouuToB
(CD3*CD8* — 35,3 4+ 5,6 %), aktupupoBanHbix T-muMdoLuToB
CD25*(CD3*CD25" — 24,6 + 3,6 %) u HLA-DR* (CD3*HLA-
DR* — 19,8 + 4,6 %), aktusrposanibix T-xesnepos (CD4*CD45
RO*CD45RAY~ —35,2 + 3,7 %) 1 aKTHBHPOBAHHDIX LIMTOTOKCH-
yeckux T-mmmdouuros (CD3*CD8MCD38* — 11,5 + 1,6 %).
Hapsizy ¢ 3um oTMeuasines poct 1011 aktiBHpoBaHHbIX NK-KjieTok
HLA-DR* (CD16*CD56*HLA-DR* — 3,2 + 0,8 %) n CD38*
(CD3-CD8mCD38* — 25,5 + 2,8 %) 1 peskoe CHHXKEHHE OT-
HOCHUTEIbHOTO W abcostoTHoro uucaa B-mumdormros (CD19" —
1,7+ 0,8 %).

3akatouenue. Y 6ombHbIX OMJI B eprosl peMUCCHH BbISIBJIEHBI
NpU3Haku BTOPUUHOrO T-KJIeTOUHOro HMMyHOJAeMHUIUTA LHTO-
TOKCHYECKOTO THIA W BbIPAXKEHHbIH BTOPHUHDBIH B-KieToumblii
UMMYHOZIC(ULIHT.

Kondaukrbl uHTEpecoB. ABTOpbI 3asiBisiIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

Ucrounuku dunancupoBanusd. Vicesnenosanne He HmMesio CroH-
COPCKOH MOJIePAHKKH.

EVALUATION OF CELLULAR COMPONENT OF IMMUNE SYSTEM IN PATIENTS WITH ACUTE MYELOID LEUKEMIA

DURING REMISSION
VN Semelev, LA Tarakanova, VV Tyrenko, V/Yu Nikitin

S.M. Kirov Military Medical Academy, Saint Petersburg, Russian Federation

Background. The main causes of infectious diseases occurring
during chemotherapy in patients with acute myeloid leukemia
(AML) generally include immune system disorders.

Aim. To examine the cellular component of the immune system
in patients with AML during remission.

Methods. 25 AML patients aged 54.4 + 5.2 years were enrolled
in the study. Program therapy was performed according to the uni-
fied treatment protocol for AML patients under the age of 60 years
(Hematology Research Center under the Ministry of Health of the
Russian Federation). Clinical and hematological remission was ob-
tained after the first course of induction. The enumeration of lym-
phocyte subset in peripheral blood was conducted by means of the
Fascan flow cytometer (Beckman Coulter, USA) using binary and
ternary combinations monoclonal antibodies (CD4/CD8/CD3,
CD3/CD19, CD16%56%/CD3, CD25/HLA-DR/CD3, CD25/
HLA-DR) and isotype controls produced by the same company.
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Results. Sings of moderate activation of the major subpopu-
lations of T-cells, such as T-helper and cytotoxic T-lympho-
cytes were observed in the patient group on the background
of leukopenia (2.7 + 0.8 x 10%/L). The increase of the over-
all percentage of T cells (CD3* 82.4 + 8.5 %), cytotoxic T-
lymphocytes (CD3*CD8* 35.3 + 5.6 %), activated CD25*
(CD3*CD25" 24.6 + 3.6 %) and HLA-DR+-T-lymphocytes
(CD3*HLA-DR* 19.8 + 4.6 %), activated T-helper cells
(CD4*CD45RO*CD45RA*/~ 35.2 + 3.7 %) and the activated
cytotoxic T-lymphocytes (CD3*CD8""CD38* 11.5 + 1.6 %)
was observed. At the same time, there was an increase in
the percentage of activated HLA-DR* NK-lymphocytes
(CD16*CD56*HLA-DR* 3.2 + 0.8 %) and activated CD38*
NK-cells (CD3-CD8mCD38* 25.5 + 2.8 %) and a distinct
decrease in the relative and absolute number of total B-lympho-
cytes (CD19* 1.7 + 0.8 %).
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Conclusion. Therefore, AML patients during remission pre-
sented signs of secondary T-cell cytotoxic immunodeficiency
and severe B-cell immunodeficiency.

Contlict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.
Funding. The study had no financial support.

COYETAHHbIN AHAJIU3 CTPOMAJIbHbIX CTPYKTYP KOCTHOIO MO3TA U JIMM®ATUYECKUX Y3108 NMPU

XPOHWUYECKOM NUM®OJIENKO3E

H.f0. CemeHoBa, C.C. beccmenblieB, B.U. Pyranb

®IEBY «Poccuitcknii Hay4HO-UCCNEA0BATENIbCKNA UHCTUTYT reMatosiorun u TpaHcdysuonorny ®egepanbHoro Meanko-61Moornyeckoro areHT-

ctBa», CaHkT-leTepbypr, Poccuiickas ®eaepauuns

Beenenue. [ledektbl cTpombl KocTHoro mosra (KM) u siumdarn-
yecKHXx yas1oB (JIY) UMetoT BaxKHOe 3HaueHHe B PA3BUTHH XPOHHUE -
ckoro umcoaeiikosa (XJIJT), uto cBsizaHo Mpesie BCero ¢ Tem, uTo
yKazaHHble CTPYKTYpbl (HOPMUPYIOT KPOBETBOPHYIO H JIMM(OUIHYIO
Hu. OiHAKO MPaKTHUeCKH OTCYTCTBYIOT CBEICHHsT 00 MX OIHO-
BpeMeHHOM MOP(odyHKIHOHANILHOM aHasnae y 6osibHbIX XJIJ1.
Leab. OxapakrepuzoBath MOphohyHKIIMOHAIBHOE COCTOSTHHE
cTpoMasibHbIX Hullleo6pasytolux cTpyktyp KM u JIY npu XJ1J1.
Mertoppi. B rpyrny coueranHoro anasnmsa BkJoueHo 45 nauneH-
toB ¢ XJIJ1 10 Hauana sieuenust (cpeanuii Bozpact 59,9 + 7,7 rona),
Y KOTOPBIX MoJIy4eHbl (hparMeHThl MOJB3JI0LUIHOI KOCTH W OHOMNTa-
ol JIY. Mcnonb3oBanuch craHaapTHblie THCTOJIOTHYECKHE U MM-
MYHOTHCTOXMMHYECKHE MeTO/bl. Bbliia nmpoBesieHa oleHKa cTpo-
MaJibHbIX CTpyKTyp KM (1utouians MHKpPOCOCYI0B, KOJMUECTBO
KJIETOK Ha 3HJ0CTE, PETHKYJHHOBBIE OTJIOXKEHHS, IKCIPeCCHs!
KOJIJIAT€HOB B KJIeTKaX CyO3HA0CTaIbHOM 30HbI) H JIY (momians
MHKPOCOCY/IOB, KOJIHUECTBO (DOJIIMKYJISIPHBIX I€HAPHUTHBIX KJIETOK
[DIIK], sxcnpeccnu KoJutareHos u Geska Zap-70).

Pesyabrarel. Honynsipubiit Tun unduasrpanun KM 6bi1 y 8
(17,8 %) GosbublX, uHTepeTHUUANBLHLIE — y 18 (40 %) u

uddysHbiii — y 19 (42,2 %). B KM cyliectBenHble H3meHe-
HHUsI CTPOMAJIbHBIX 3/1eMEHTOB Ha0JoaMNCh NPH U QY3HOIH 1
MHTEpPCTHIHANBHON HHbUIbTpauud. B JIY kaptuHa Gblia pas-
HOW — OT He3HAUYNTEJIbHbIX H3MEHEHHH TIJIOTHOCTH COCY/IOB 110
nepecTpoiKU BCeX HCCJleyeMbIX CTPOMaJbHBIX 31eMeHTOB. O0-
111ast TEHJIEHLIUsT TAKOBA, YTO TPH JH(QY3HOI 1 MHTEPCTHIIHAb-
Ho#t uHduabTpauun KM B JIY y naieHToB oT™Medanoch yBesu-
yeHHe sKcnpeccuu Zap70, ycuIeHHe COCYAUCTOrO KOMITOHEHTa
u cokpatuenue cetn OJIK (33 cayuast, 89,2 %). B 1o xe Bpems
HofyJsisipHasi uHGubTpauuss KM koppespoBasia co ciaGbiMi
M3MeHeHHsIMH cTpoMbl Kak KM, tax u JIY (6 ciyuaes, 75 %).
3axkouenue. JleheKTbl NapeHXUMATO3HO-CTPOMAJILHBIX COOT-
HoteHudt KM u JTY cBUIETeNbCTBYIOT O BOBJIEUEHUH CTPOMAIb-
HBIX CTPYKTYP KPOBETBOPHOIO H JIMM(OHIHOIO MHUKPOOKPYKe-
HUsI B reHe3 HeONJIacTHUYecKoi TpaHcdopMalii JUMQOHIHbIX
NpeJlleCTBEHHUKOB OMyX0JieBbIX KaeToK npu XJLJI.
KoHaukrbl uHTEpecoB. ABTOpbI 3asiBisIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

WUcrounuku mHancupoBanmst. ccienoBatme He UMesIO CIIOH-
COPCKOH MOIEPIKKH.

COMBINED ANALYSIS OF THE STROMAL STRUCTURES OF BONE MARROW AND LYMPH NODES IN CHRONIC

LYMPHOCYTIC LEUKEMIA

NYu Semenova, SS Bessmeltsev, VI Rugal

Russian Scientific Research Institute of Hematology and Transfusiology, Saint Petersburg, Russian Federation

Background. Stromal defects of bone marrow (BM) and lymph
nodes (LN) contribute to the development of chronic lympho-
cytic leukemia (CLL), which is primarily associated with the
fact that these structures form hematopoietic and lymphoid
niches. However, there are almost no data on their morphologi-
cal and functional analysis in patients with CLL.

Aim. To determine the morphofunctional features of stromal
niche-forming structures of BM and LN in CLL.

Methods. 45 CLL patients (median age 59.9 + 7.7 years) were
included in the combined analysis group before treatment. Frag-
ments of ileum and LN biopsies were obtained from all subjects.
Standard histological and immunohistochemical methods were
used. BM stromal elements (the area of the microvessels, the
number of cells at the endosteum, reticulin deposits, changes
in the expression of collagens in cells subendosteal areas), and
LN (the area of the microvessels, the number of follicular den-
dritic cells (FDC), the expression of collagens and the protein
Zap-70) were evaluated.

Results. The nodular type of BM infiltration was found in 8 cases
(17.8 %), the interstitial type in 18 (40 %) and the diffuse one in
19 (42.2 %) cases. Significant changes of the BM stromal ele-
ments were observed in the case of diffuse and interstitial infiltra-
tion. The situation with LN varied: from minor changes in vessel
density to rearrangements of all analyzed stromal elements. The
trend is that the diffuse and interstitial BM infiltration in LN of
these patients increased expression of Zap70, increased vascular
component and reduced the FDC network (33 cases, 89.2 %).
At the same time, nodular BM infiltration correlated with mild
stromal changes of the BM and LN (6 cases, 75 %).
Conclusion. Defects of the parenchyma-stromal interactions be-
tween BM and LN indicate the involvement of stromal structures
of the hematopoietic and lymphoid microenvironment in the gen-
esis of neoplastic transformation of lymphoid precursors in CLL.
Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.
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COZIEP)XAHUE MAPKEPA AHTMOTEHHOW ®0PMbl 3HAOTENNANbHON ANCOYHKLIUK VEGF B CbIBOPOTKE

bO0JIbHbIX HEXOXKWHCKUMU IUMPOMAMU

0.b. Ceperuna’, T.W. MNocnenosa’, K0.B. onrywuna', M.A. KonecHukosa'?

"HoBocu6upcKuii rocynapCTBeHHbI MeAMLIMHCKIIA yHBepcuTeT, HoBocubupek, Poccniickas ®eaepauus
2I'bY3 Hosocubupckoii obnactu «fopofckas knuHuveckas 6onbHuua Ne 2», HoBocmbupck, Poccuiickas ®eaepauus

Beenenue. dunorennanpshbiil haxkrop pocra cocynos (VEGEF) —
MOJU(PYHKIMOHANBHBIN [IUTOKHH, MTPAIOLIMH LEHTPAIbHYIO POJIb
B Pa3BUTHUH KaK CbI/ISI/IOJIOFI/IquKOFO, TaK U MaTOJIOTHYECKOro aH-
ruoreHesa. Kpome TOI'0, OH FABJIAETCA MOLIHBIM MUTOI'€HOM I10 OT-
HOLLIEHUIO K HA0TEeJ/JIMAJIbHbIM KJIETKAM U MO2KET Crioco6CTBOBATH
JI3HCY SHIOTeHAIbHOrO MaTpyKea. [ToBbillienHast KOHUEHTpalust
VEGTF B cbIBopoTKe C/Ty?KHT MapKepOM aHTHOTeHHOH (hOPMBI SHIO-
TeJNaNBbHON IUCYHKLMH, PA3BUBAIOLLEHCS TTPH MHOTHX MATOJIOTH-
YECKHX COCTOAHUSAX. TaK, pU 3JIOKAYECTBEHHBIX OITyXO0JIfX MOBbI-
menHas cekperust VEGE o6ecrieunBaeT HeoaHrHoreHes cocysos,
KpoBocHaGxKatolmx pactyiyto onyxosib. VEGF rtakke wurpaer
KJIIOUEBYIO POJIb B PA3pyLLIeHHH SHAOTEJHSI [IPH BOCTIAJIEHHH 3@ CYET
Ba30AuJIaTALIMU U [TOBbILLIEHHWS COCleI/ICTOI‘/)I MPOHHUIIAEMOCTH.
Lleab. HccenenoBats ypoBenb VEGE B chiBopoTke 6O/bHBIX
arpeCCuBHbIMH U UHJIOJIEHTHBIMH HEXOJI2KKUHCKHMU JII/IMCbOMaMI/I
(HXJI) Ha pasnuyHbIX 3Tanax NpoTHBOOMYXOJEBOTO JEUEHHS.
Meroapl. Ha 6ase ropoackoro reMaToJIOrH4ecKOro LEHTpa
r. HoBocu6Gupcka 6bi10 o6enenosano 104 naupenta ¢ HXJL.
Onpenensincsi ypoenb VEGFE B chiBopotke. HccsenoBanue
MPOBOAMJIOCH JIO Hauaja MPOTHBOOIYXOJEBOrO JIeYeHHsl, M0-
cie 1—2 u 6—8 KypcoB, a TakKe B OTHAJEHHbIA MePUOL KJH-
HUKO-IeMaToJIOTMYeCKON PEMHCCHH U Uepe3 TojL 10CJIe MOJHOT0

oKoHuaHus1 Jedenus. [pynny koutpoJsi cocraBuiun 20 310pOBbLIX
JI0OPOBOJILLEB.

Peayabrarsl. OTMeuanocs yBesnyeHue cpearero yposust VEGEF
y 6oabHbix HXJI Ha Bcex sTamax uccienoBaHus, BKIOUasi OT-
JIaJIEHHbIH 1TePUOJL TIOJIHOH KJIMHUKO-TeMaTOJI0THYeCKON peMHuc-
cun. Tak, 70 Hayana MPOTHBOOIMYXOJEBOTO JEUEHUs] YPOBEHb
VEGF B rpynne 60JibHBIX ¢ arpecCHUBHBIMH JIMM(POMaMHu OblT B
8,8 pasa Boie (p < 0,001), nocne 1—2 kypcos — B 12 pas
Boie (p < 0,01), nocie 6—8 xypcos — B 13,6 pasa Bbille
(p<0,001), yem B rpynne KoHTposs. B oTaa1eHHBI! EepHOL pe-
muceun yposenb VEGE B 9,7 pasa npesbiiiiasn TakoBoii B rpyrre
koHTpoJisi (p < 0,001).

3akmaouenue. [losyueHHble J1aHHblE CBMJETEJLCTBYIOT O Ha-
sunn 'y 6os1bHbIX HXJT anrnorenHo# dopmbl 3H10TEHANBHON
JAucYHKLIMH HA BCeX 3Tanax MPOTHBOOMYXOJIEBOTO JIeUEHHs U
B OT/AJICHHbIH MePUOJ KIMHUKO-IeMaToJI0MHYeCKOH PeMUCCHH.
IT0 HEOOXOAMMO YUMTBIBATH MPH MJIAHUPOBAHHUU CONPOBOU-
TeJIbHOW Tepanuu y JaHHOH KaTeropuu nalueHToB.

KoHaukrbl uHTEpecoB. ABTOpbI 3asiBiIsiIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

WUcrounuku mHancupoBanusi. VccienoBatme He UMesIo CrIOH-
COPCKOH MOJIe PAKKH.

SERUM LEVEL OF ANGIOGENIC TYPE OF ENDOTHELIAL VEGF DYSFUNCTION IN NON-HODGKIN’S LYMPHOMA

PATIENTS

OB Seregina’, Tl Pospelova'?, YuV Dolgushina’, MA Kolesnikova'?

"Novosibirsk State Medical University, Novosibirsk, Russian Federation

2Municipal Novosibirsk Clinical Hospital No. 2, Novosibirsk, Russian Federation

Background. The vascular endothelial growth factor (VEGF)
is a multifunctional cytokine playing the pivotal role in physi-
ological and pathological angiogenesis. In addition, it acts as
a potent mitogen of endothelial cells and can promote lysis of
the endothelial matrix. High levels of VEGF in blood serum are
a marker of angiogenic form of endothelial dysfunction, associ-
ated with many pathological conditions. Thus, overexpression
of VEGF in cancer provides neoangiogenesis of tumor vessel.
Besides, VEGF plays a crucial role in the destruction of endo-
thelium during inflammation, provoking vasodilatation and in-
creasing vascular permeability.

Aim. To estimate the level of VEGF in blood serum of aggres-
sive and indolent non-Hodgkin’s lymphoma (NHL) patients at
different stages during chemotherapy.

Methods. VEGF levels were measured in serum samples from 104
NHL patients treated in the Novosibirsk Hematological Centre.
The measurement was performed before chemotherapy, after 1 —2,
and 6—8 courses of chemotherapy and during long-term clinico-
hematological remission and a year after treatment completion.
The reference group consisted of 20 healthy volunteers.

Results. Increased levels of VEGF were observed in NHL pa-
tients at all stages of the study, including the long-term com-
plete clinico-hematological remission. The level of VEGF
in blood serum of pretreated patients increased by 8.8-fold
(p < 0.001), after 1 —2 courses of chemotherapy by 12-fold
(p < 0.001), and after 6—8 courses of chemotherapy by 13.6-
fold (p < 0.001) as compared to the reference group. The el-
evated level of VEGF remained during the long-term complete
remission. It increased by 9.7-fold (p < 0.001) as compared to
the reference group.

Conclusion. These findings suggest that NHL patients have
the angiogenic form of endothelial dysfunction at all stages of
the chemotherapy, as well as during the long-term complete re-
mission. It should be taken into account at planning the main-
tenance therapy for these patients.

Conflict of interest. The authors declare that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.
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NMPOrHOCTUYECKOE 3HAYEHME NOKA3ATEJIEA KAYECTBA XW3HU Y BOJIbHbIX JIMM®OMON XODKKUHA
MPW NPUMEHEHUWA AYTOJIOrMYHOIA TPAHCMIAHTALIMM FTEMONO3TUYECKUX CTBOJOBbIX KJETOK

J.A. ®esopenko’, T.W. MoHosa'?, B.A. MenbHn4erko', H.E. Moykun', K.A. KypbatoBa

TOIBY «HaunoHanbHbI MeAKO-XMpypruyeckuin ueHTp um. H.W. Muporosa» Munaapasa Poccun, Mocksa, Poccuitckas ®epepauns
2 MexxHaunoHanbHbIi LEHTP UccnefoBaHus kavyecTsa xun3Hu, CankT-lNetep6ypr, Poccuitickas Oepepaums

Beenenue. B nacrosiiiee Bpemst ayTosiornuHas TpaHCI/IaHTaLHS
reMOTO9THYECKUX CTBOMOBBIX KjaeToK (ayroTI'CK) sBasercs
MEeTO/I0M BbIGOpa MPH JIeUeHUH PELUANBOB U MPOTPECCHPOBAHUH
aumdom. OCHOBHBIE HCCJIEIOBAHNS KAUECTBA KU3HH Y OOJBHBIX
JUMGOMaMH TIPH TpaHCIJIAHTAllMK OrPAaHHYMBAJIMCL OlIEHKOH
JIMHAMMKH 10Ka3aTesiell B paHHUH 1 TIO3[IHUH TOCTTPaHCIIaHTa-
LIMOHHDIE TIEPUOIbI.

Leab. Ouennth nokazare/n KauecTBa XKU3HU NALUEHTOB C JIUM-
cdomoit Xomkkuna (JIX) 1o TpaHcniaHTauyu U OMPENESUTh UX
MPOTHOCTHUECKYIO 3HAYUMOCTb.

Meroapl. B nccnenosanue srmoueno 124 naumenta ¢ JIX, kKo-
topbiM nipoBeieHa aytoTT'CK. Bosibhblie Gbmi B Bo3pacte 19—
65 sieT (cpennuii Boapact 34 roga), My:xuun — 42,7 % (n = 53),
Kenumn — 57,3 % (n = 71). YcraHoBJieHO, UTO MOMYJISLHS
60sbHBIX JIX 10 TpaHCTIAHTALMH XapaKTepH3yeTcsl TeTeporeH-
HOCTBIO C TOYKH 3peHHUsI NoKa3aTesiell kauecTsa xusHu. [Ipaktu-
YecKH y 1/3 GOJILHBIX BBISIBJIEHO KPUTHUECKOE UJIH 3HAUUTEbHOE
CHUXKeHHe uHTerpasbHoro nokazarens (MI1) kauectsa »xusnu.
Pesyabrarbl. [IpoBeneHHbIll aHaqM3 TMoOKazaTeseil KauecTBa
Ku3HN y 60gbHbIX 10 ayToTI'CK ¢ pasneiv oTBeTOM omyxosu
Ha TpeaulecTByloliee JeyeHHe AEMOHCTPUPYET He3HAYUTeb-
Hble Pa3JInuKs y NallHEeHTOB ¢ XUMUOUYBCTBUTEILHON ¥ XUMHO-

pesucTeHTHOH nuM@omoi. B pamkax panHoro uccienoBanus
npoBesieH ananu3 ncxonos aytroTI'CK B usydaemoii nomnyasiuu
60abHbIX JIX. T1pn menuane na6monenus 18 mec. obuias Bbi-
xusaemocth (OB) nocne Tpancniantauuu cocrasuia 72 %
(95%-i poseputenbublii untepsan [95% JIM] 56—84), a
GeccobhiTHiinas Bhikupaemocts (BCB) — 64 % (95% JIU
53,3—73,2). Tlokazareqau OB u BCB Obun cratuctuyecku
3HAUMMO BbIllle B IPyIINe MalHeHTOB ¢ XHMHOYYBCTBUTEJILHOI
JUM(OMOH, UeM y MalMeHTOB TPU XUMHOPE3UCTEHTHOCTH OITy -
xoau. Kpome Toro, 6bli10 yeranossaeno, uto OB u BCB B rpyn-
e GOJIbHBIX C OTCYTCTBHEM HJIH HE3HAUHTEJbHBIM CHHXKEHHEM
I kavyecTBa KU3HHU U B TPyIIIIe CO 3HAUMTENLHBIM HJIH KPHTH-
yecknM cHiKeHneM WIT kauecTBa »Ku3HHM pa3nuyaoTcs.
3akaouenune. BoisiBieHHble pasznmuuus B nokazatesx OB u
BCB mexny rpynnamMu no3BoJsiuii paccMaTpUBaTh NallHEHTOB
MepBOH IPYMIbl KakK JHIL ¢ 6JaronpUsITHBIM MPOTHO30M B OTHO-
wennn uexona ayroTI'CK, a nauuentos Bropoit — ¢ Hebjaro-
TTPUSITHBIM MTPOTHO30M.

KoHaukrbl uHTEpecoB. ABTOpbI 3asiBiIsIIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

Ucrounuku dpunancupoBanus. Vicenenosanne He nmesio Criot-
COPCKOH NOJJIEPIKKH.

QUALITY OF LIFE AND ITS PROGNOSTIC VALUE IN HODGKIN’S LYMPHOMA PATIENTS UNDERGOING AUTOLOGOUS

HEMATOPOIETIC STEM CELL TRANSPLANTATION

DA Fedorenko’, Tl lonova'?, VYa Mel'nichenko?, NE Mochkin', KA Kurbatova®

"N.I. Pirogov National Medical and Surgical Genter, Moscow, Russian Federation
2International Quality of Life Research Center, Saint Petersburg, Russian Federation

Background. At present, the autologous hematopoietic stem
cell transplantation (autoHSCT) is a method of choice for
treatment of relapses and progression of lymphomas. Princi-
pal studies of the quality of life of lymphoma patients under-
going transplantation were limited to the assessment of the
quality of life dynamics at early and late post-transplantation
periods.

Aim. To study the quality of life of patients with Hodgkin’s lym-
phoma (HL) before the transplantation and to examine its prog-
nostic value.

Methods. A total of 124 HL patients who underwent autoHSCT
were enrolled in the study. The median age was 34 years (range
19—65 years); 42.7 % (n = 53) of patients were men and
57.3 % (n = 71) women. The study demonstrated that the HL
population prior to transplantation presented a great variability
of the quality of life parameters. About 1/3 of patients presented
a critical or significant decrease in the Integral QoL Index.
Results. The QoL analysis in patients with different responses
to the previous treatment performed before autoHSCT demon-

strates insignificant differences between patients with chemo-
sensitive and chemoresistant lymphomas. In this trial, an analy-
sis of autoHSCT outcomes in the investigated population of HL
patients was performed. The median follow up was 18 months.
The overall survival (OS) after transplantation was 72 % (95 %
CI 56—84), and the event-free survival (EFS) was 64 % (95%
CI 53.3—73.2). OS and EFS were significantly higher for pa-
tients with chemosensitive lymphoma, than those with che-
moresistant lymphoma. Besides, OS and EFS differ between
groups of patients with the absence or insignificant increase of
the Integral QoL Index and with severe and critical QoL impair-
ment.

Conclusion. The OS and EFS differences allowed to consider
the first group of patients as those having a favorable prognosis
for autoHSCT outcome, and the second group of patients as
those with the unfavorable one.

Conflict of interest. The authors declare that there is no conflict
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IOOEKTUBHOCTb U BE3OMACHOCTb BEHAAMYCTUHA B NIEYEHWUW PELUANBOB U PEOPAKTEPHOIA

MHO)XXECTBEHHOW MUENOMbI
T.B. Haroposa

PernoHanbHbIA OHKONOMMYecKuiA gucnancep, NexnseHckas obnacts, Poccuiickas ®eaepaums

BBenenue. B kauecTBe HOBOIl OMIMK Tepanuu MpH peLUANBaX
1 pechpakTepHoOil MHOXKecTBeHHOH Muesome (PPMM) siBnisietcs
6eHIaMyCTHH, KOTOPBIH 06J1aaeT CBOMCTBAMH aJIKHJIHPYIOIINX
areHTOB U aHaJIOTOB MypHHa.

Leab. OueHuTs 3¢hheKTHBHOCTD H 6€30MacHOCTb GeHIaMyCTHHA
B 1eueHnn PPMM. OtieHka oTBeTa Ha JieueHne TPOBOJUIACD 110
kputepusiv EBMT. [1podusib ToKCHUHOCTH OLIeHHBAJICS B COOT-
serctBru ¢ Kputepusimu CTCAE (Bepcusi 4.0).

Marepuasnst 1 MeToabl. [IpoanaansupoBan nepBbii OMbIT MPH-
MeHeHus1 6eHnamyctuna y 14 naupentos ¢ PPMM. Cpennnii
BO3pacT nauueHToB — 58 sieT. Bee GosbHbIE paHee MOMydHIIH
2—>5 JMHKE Tepanuu, coaepxkalmx 6opre3omu6. B cpennem na-
LIMEHTHI TIOJTYUHJIH TI0 4 Kypca JieueHus (a1ana3on 3—6 KypcoB)
1o nporpamme: Genaamyctin 80 Mr/m% B 1-ii u 4-ii a1 + Gop-
tezomu6 1,3 mr/M2B 1, 4, 8 u 1 1-it 1uu + nexcamerason 20 mMr
B1,4,8wull-ii gnu.

Pesyabratel. [1pn Hcrosib3oBaHUH JAHHOTO peKUMa Teparnuu
npu PPMM o61umii oteet coctaui 64 % (n = 9). [Toanas pe-

MHCCHST WJTH BJTM3Kas K IOJIHOM peMuccHs 1ocTHrHyTh Y 2 (14 %)
60JIbHBIX, YACTHUHBIH 0TBET — Y 5 (36 %), MUHUMAJILHbII OT-
BeT — y 2 (14 %). Meauana BpeMeny /10 I0OCTHKEHHsI OTBeTa
cocTaBHJ/Ia 3 MecC., MeIMaHa AJIUTEIbHOCTH oTBeTa — 6,5 Mec.
Hezkenarenbhble spaenus (HSI), cesasannble ¢ neuenunem, 3ape-
ructpuposanbl y 10 (71 %) naunentos. Ocnosuble HSI — 310
He#iTpornieHust U TpomGouuTonenust [—II crenenu, ormeuensl y
9 naupentoB (y 1 — IV crenenn). ¥ | nauuenrta passuiach aua-
pes III crenenu (HeremartoJsiornyeckasi TOKCHUHOCTh). Bee HY
TIOJTHOCTBIO pa3pelinnch. J1o3bl 6eHiaMyCcTHHA He CHUKAJHCh.
3akatouenue. [Tpumenenne Gennamycruna npy PPMM noka-
3aJ/10 YIOBJETBOPHUTENbHYIO 3(dekTHBHOCTh. [Ipenapar obia-
Jlaet 6J1aronpUsITHLIM NPOdHUIEM TOKCHUHOCTH H XOPOIIO Mepe-
HOCHUTCS OOJILHBIMH.

KoHdumkTbl nHTEpecoB. ABTop 3asiB/sieT 06 OTCYTCTBHH KOH-
(hJTMKTOB MHTEPECOB.

Ucrounuku hunancupoBanus. Vicenenosanne He HMeJIO CIIOH-
COPCKOH MOJIEPIKKH.

EFFICACY AND SAFETY OF BENDAMUSTINE IN TREATMENT OF REFRACTORY AND RELAPSED MULTIPLE MYELOMA

TV Chagorova
Regional Oncology Dispensary, Penza Oblast, Russian Federation

Background. Bendamustine is a new drug used in treatment of
relapsed and refractory multiple myeloma (RRMM) and it has
the same characteristics as alkylating agents and purine ana-
logues. Aim. To assess efficacy and safety of bendamustine in
the treatment of RRMM. EBMT criteria were used in treatment
response assessment. The toxic profile was evaluated based on
CTCAE criteria (version 4.0).

Materials & Methods. The first experience of the use of benda-
mustine in treatment of 14 RRMM patients has been analyzed.
Median age was 58 years. All patients received 2—5 lines of
bortezomib-containing therapy previously. In the average, pa-
tients received 4 courses (range 3—6) according to the follow-
ing scheme: bendamustine 80 mg/m?2 on days 1 and 4 + bort-
ezomib 1.3 mg/m2 ondays 1,4, 8 and 11 + dexamethasone 20
mg ondays 1,4, 8and L1.

Results. The overall response to the above RRMM treatment
regimen was 64 % (n = 9). 2 patients (14 %) had complete

or near to complete remission; 5 patients (36 %) demonstrated
partial response and the remaining 2 (14 %) minimal response.
Median time to the response was 3 months, median response
duration was 6.5 months. 10 patients (71 %) have experienced
adverse events (AE) related to the treatment. The major AE
were as follows: I—1II degree neutropenia and thrombocytope-
nia occurred in 9 cases (IV degree registered in 1 patient). One
patient suffered from III degree diarrhea (non-hematological
toxicity). All AEs have been resolved. Bendamustine doses have
not been reduced.

Conclusions. The use of bendamustine for RRMM demon-
strated a satisfactory effectiveness. The drug has a favorable
toxicity profile and is tolerated well by patients.

Coniflict of interest. The author declares that there is no conflict
of interest regarding the publication of this paper.

Funding. The study had no financial support.
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PE3YNbTATbI HABJIOAEHUSA BONbHbIX XPOHUYECKMM MWENONIEAKO30M C FNMYBOKUM MOJIEKYNIAAPHBIM
OTBETOM bE3 TEPANUU NHTMBUTOPAMWU TUPO3NHKWUHA3

E.F0. Yenbiwesa', Al'. Typkuna', B.A. LLlyBaes?, 'A. [ycapoBa’, A.B. bbikosa', 0.A. LLlyxoB', N.C. MapTbiHkesn4?, M.C. @OMUHbIX?,

A.b. CynapnkoB’, K.M. A6aynkageipos’

TOIBY «[ematonornyecknii Hay4Hblii LeHTp>» MuHagpasa Poccuun, Mocksa, Poccuiickas ®efepaums
2OIBY «PocCuiicKIii Hay4YHO-NCCEA0BATENbCKUIA NHCTUTYT rematonorum 1 Tpancdyauonorun GefepanbHoro Meanko-61Monoruyeckoro areHT-

ctBa», CaHkT-leTepbypr, Poccuiickas ®eaepauuns

Beenenue. B cBsizu ¢ AanTebHON BBIXKMBAEGMOCTBIO M 3HAUM-
TeJIbHON YacTOTOH ryy6oKoro MoJiekyaspHoro orseta (MO) npu
XpoHHUecKoM Muesofeiikose (XMJI) aktyasnen Borpoc Bo3Moxk-
HOCTH BeJleHHs1 O0JIbHBIX B peMHUCCUH 6e3 Tepanuu MHrHOUTopa-
mu Tupo3unkunas (MTK).

Leab. OueHUTb BO3MOXKHOCTH HaOJioAeHHsT 00JbHbIX XMJI
¢ riny6okum MO 6e3 tepanun MTK. Marepuanbl u MeToabl.
B anasnua BriodeHo 55 GosibHbix XMJI. Otmena MTK Bbirod-
nena npu ray6okom MO — MO4 (BCR-ABL < 0,01 %). Te-
panuio BO30OHOBJIAJIN MpH NOTepe OOJbLIOTO MOJIEKYJISPHOTO
orsera (BMO) — BCR-ABL > 0,1 %. YposeHnb sxcnpeccuu
BCR-ABL oueHuBamu MeTOIOM KOJIHUECTBEHHOM MOJIMMepa3-
HOI LIeMHON peaklUMH B peajbHOM BPEMEHH M0 MeXK/yHapoIHOM
wkase (IS). ITpuunner otmenst UTK: HexkenaTesbHbIE sIBJICHUS
(n = 25), camocTosiTe/IbHOE pellieHye MalenTa/oTcyTeTBHe
NTK (n = 14), 6epemennocts (n = 16). UTK nepen ocra-
HOBKOI1 Jleyenust: umatunu6 (n = 38), MTK BToporo nokose-
Hust (n = 18). Panee npoBoausoch JieueHue HHTepHEPOHOM Y
20 (36 %) G0bHBIX. Meanana HabmoneHus ot otMenbl MTK
JI0 JIaTbl MOCJIEIHEr0 KOHTAaKTa cocTaBuia 31 mec. (IManason
4—120 mec.). OuenuBanu BbikHBaeMocTb 6e3 norepu BMO,
yacroty, cpok 1 ypoBenb BCR-ABL ripu norepe BMO.

Pesyabratbl. BepositHoCTb O-/1eTHell BbIXKMBaeMOCTH 6e3 10-
tepn BMO pasusinach 47,8 %, 1moTepu remMartosiorHueckux
oTBeTOB He Obl0. Memuana cpoka norepu bBMO 6biia 5 mec.
(mmanaszon 1—22 mec.). ¥ 19 u3 27 6ogbHbIX notepss BMO 3a-
perucTpupoBaHa B TedeHHe He GoJjiee 6 Mec. B nepuon nabio-
nenust 6oJiee 2 jiet 6e3 Tepanuu norepu BMO He 6buio. [1pu
notepe BMO yposens BCR-ABL cocrasasin 0,1 —13 %. Y 6 us
28 6osibHbIX Tepanusi UTK BozoGHOBIIEHA MO pelleHUIO Bpaua
6e3 notepy BMO npu yposue BCR-ABL 0—0,082 %. M3-3a
COIYTCTBYIOLIEl MATOJIOTHH YMEPJIo 2 MailkeHTa ¢ riy6oKuM
MO. Tlponosmkaior Habumonatbest 6e3 Tepanuu MTK 20 (36 %)
NalHeHTOB.

3akatouenune. Haodsonenue 6e3 norepu BMO nocsie oTMeHbl
HTKy 60s1bHbIX XMJI BO3MOKHO IPUMEPHO B MOJIOBUHE CJTyya-
eB. [Torepu BMO HauGoJiee 4acTo NPOUCXOJSAT B MepBbIe 6 Mec.
nocisie otmeHbl UTK. Besonachoe na6sonenne 6obHbix XMJI
¢ ray6okum MO 6e3 Tepanuu MTK Bo3aMoKHO MpH TILATENBLHOM
koHTpoJie ypoBHst BCR-ABL.

KoHaukrbl uHTEpecoB. ABTOpbI 3asiBJSIOT 06 OTCYTCTBHH
KOH(JIMKTOB HHTEPECOB.

WUcrounuku mnancupoBanusi. MccienoBatme He ©MesIo CIIOH-
COPCKOH MO PIKKH.

RESULTS OF FOLLOW-UP IN CHRONIC MYELOID LEUKEMIA PATIENTS WITH DEEP MOLECULAR RESPONSE

WITHOUT TYROSINE KINASE INHIBITORS THERAPY

EYu Chelysheva', AG Turkina', VA Shuvaev?, GA Gusarova', AV Bykova’, OA Shukhov', IS Martynkevich?, MS Fominykh?,

AB Sudarikov!, KM Abdulkadyrov?

"Hematology Research Center, Moscow, Russian Federation

2Russian Scientific Research Institute of Hematology and Transfusiology, Saint Petersburg, Russian Federation

Background. A possibility of follow-up without tyrosine kinase
inhibitors (TKI) treatment in chronic myeloid leukemia (CML)
patients is of great importance due to long-term survival and
significant rates of deep molecular response (MR).

Aim. To evaluate the possibility of follow-up in CML patients
with deep MR without TKI therapy.

Materials & Methods. The analysis included 55 CML patents.
TKI therapy was discontinued in deep MR — MR4 (BCR-
ABL < 0.01 %). The treatment was resumed at major molecu-
lar response (MMR) loss — BCR-ABL > 0.1 %. BCR-ABL
expression was evaluated by quantitative real-time polymerase
chain reaction using International Scale (IS). The reasons of
TKI withdrawal were: adverse events (n = 25), patients’ deci-
sions/absence of TKI (n = 14), pregnancy (n = 16). The fol-
lowing TKI were used before treatment cessation: imatinib
(n = 38), second generation TKI (7 = 18). Interferon pretreat-
ment was performed in 20 (36 %) of patients. Median follow-
up from TKI termination to the last visit was 31 month (range
4—120 months). MMR loss free survival, frequency, duration
and BCR-ABL level at the time of MMR loss were evaluated.

Results. The probability of the 5-year survival without MMR
loss was 47.8 %, no loss of hematological response was ob-
served. Median time of MMR loss was 5 months (range 1 —22
months). In 19 of 27 patients MMR loss was observed within
6 months or less. No MMR loss was observed after 2 years
without therapy. BCR-ABL level at MMR loss was 0.1—13 %.
In 6 of 28 patients TKI were resumed by physician’s decision
without MMR loss and BCR-ABL level 0—0.082 %. Two pa-
tients died being in deep MR due to concomitant diseases.
Twenty (36 %) patients are alive, and continue treatment free
follow-up.

Conclusion. Follow-up without MMR loss after TKI withdrawal
in CML patients is possible approximately in a half of cases. The
MMR loss is most frequent during first 6 months after TKI ter-
mination. A safe treatment-free follow-up in CML patients with
deep MR without TKI therapy is possible with careful monitor-
ing of BCR-ABL.
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Marepuansi IV EBpa3uiickoro remaronorunyeckoro gopyma

OTOANEHHLIE PE3YNbTATbI TEPAMUW MHTUBUTOPAMU TUPO3WHKWHAS Y B0JIbHbIX XPOHNYECKUM
MUENONENAKO30M B PAHHEN W NO3AHEA XPOHUYECKOW ®A3E

0.A. lLlyxoB, A.Il. Typkura, E.K). Yenbiwesa, I'A. [ycaposa, 0.B. J/lazapesa, A.B. bbikosa

OIBY «lemaronorunyecknii Hay4Hblin LeHTp>» Munaapasa Poccun, Mocksa, Poccuiickas ®efepauus

Beenenue. Muruduropsl Tuposunkunas (MTK) nokasanu Beico-
Ky1o 3(p(heKTUBHOCTb NMPU XPOHHUECKOM MuenoJeiikose (XMJI)
B XpoHuueckoii haze (XD ), a 1oCTHHKEHHE TTOJHOTO LIUTOT€HETH -
yeckoro oTeeta (I1LIO) siBasieTCs K0OUEBLIM (hakTOpOM 0OLIeH
BoiknBaeMocTd (OB) u BbKMBaeMocTH 6€3 MporpeccHpoBaHHsl
(BBIT). Ananua otiasieHHbIX pe3yJ/ibTaToB Teparin Ype3Bbluaii-
HO BaxKeH JUIsl OLLeHKH 3(D(heKTUBHOCTH JiedeHHst H CTaGUJIbBHOCTH
OTBETOB.

Leab. O1eHUTb OTAAEHHBIE PEe3YJILTAThI T0C/eI0BATeILHOH Te-
panuu umatunu6om (MM) u UTK Broporo nokosienust (MTK2)y
6osbHbIX XMJT B panneit (PX®) u nozaneit XP (ITXD).
Meroapl. B ucciiegioBanue BritoueHo 235 B3pOCJIbiX MalMEHTOB
¢ XP XMJI, koropeim 6bli1a Hayata tepanust VMM B nepuon ¢
utonist 2000 r. no anpesb 2007 r. B PI'BY «Iematosoruueckuit
HayuHbiil entp» M3 P®. Ha moment nauana tepanun 37 %
(86/235) nauuentos 6blu B PX®D (< 12 Mec. 10 Havana Te-
panun MMM). Menunana Bo3dpacra Ha Hayano MIM cocraBuna
42 rona (qmanason 18—66 siet), myxckoii ot — 49 %, rpyn-
1Bl Bhicokoro pucka no Sokal, Euro u EUTOS — 16, 7u 6 %
cootBetcTBeHHO. Mennana Tepanuu MTK pashsinach 123 mec.
(manazon 9—162 wmec.). [1posenena ouenka OB u BBII, 06-
et (comCIF) u rekyieit (CCI) kymyastusroilt yactots! [TLIO.

Pesyabrartbl. Ocraercs noj Ha6/oaeHHeM 81 % GOJbHBIX, npo-
nospkator Tepanuio UM — 54 %, nepepesienbl Ha VMITK2 —
34 %, ymepsu Bo Bpems tepanun UTK2 — 7 %. TTpudunbi
npexpatenns repaniu UM: nesddekrusrocts (31 %), cmepth
(12 %), TOKCHUHOCTL W ApyrHe MPUUUHLL (4 % ); BLIOLLIN H3-TI0]
nabmonenust 4 % Goubhbx. ComCIF TTLO B PX® u [1X®D co-
craBuia 89 u 77 % cootsercrsento (p < 0,0001). CCI TILO B
PX® 6blia Boitie, yem B [1XD, 3a Bech nepuon HaboaeHust. [ le-
pekiiouenne na UTK2 nossosuso yseauuurs CCI TTHO Bo Bee#t
rpynre ¢ 51 10 74 % k 12-my rogy tepanun. OB 12-neTuss B
PX® u [TXP cocrasuna 90 u 74 % cootsetcrsento (p = 0,017),
12-netusiss BBIT — 94 u 77 % cootsercrsento (p = 0,006).
3akatouenune. Hauano tepanuun MM B PX® cratuctuuecku
3HAUMMO YBEJUUUBAET BEPOSITHOCTD JIOCTHXKEHHUS U COXPAHEHHST
[TLO, nokasarenu OB u BBII no cpaBhenuio ¢ [TX®. [Tepe-
kiaoueHne Ha VMITK2 nosBosinio MOBBICUTL BEPOSITHOCTH JI0-
cripkenns u coxpaHenust [111O y GosibHBIX KaK B paHHEH, TaK U
nosnHeit XO XMJI.

KoH(iukThl HHTepecoB. ABTOpbI 3asiBASAIOT 06 OTCYTCTBUH
KOH(JIMKTOB HHTEPECOB.

Uctounuku mHancupoBanus. VccsienoBanue He HMeJIO CIIOH-
COPCKOH TTOMIEPAKKH.

LONG-TERM RESULTS OF TYROSINE KINASE INHIBITORS TREATMENT IN CHRONIC MYELOID LEUKEMIA PATIENTS

IN EARLY AND LATE CHRONIC PHASE

OA Shukhov, AG Turkina, EYu Chelysheva, GA Gusarova, OV Lazareva, AV Bykova

Hematology Research Center, Moscow, Russian Federation

Background. Tyrosine kinase inhibitors (TKI) are remarkably
effective in chronic myeloid leukemia (CML) in chronic phase
(CP). Complete cytogenetic response (CCyR) is the main factor
for overall survival (OS) and the event-free survival (EFS). The
analysis of delayed results of the treatment is extremely impor-
tant for assessment of the treatment efficacy and stability.

Aim. To evaluate the delayed results of treatment with imatinib
(IM) and second generation TKI (TKI2) in early and late CP
CML.

Methods. A total of 235 adult patients with CP CML started IM
from July 2000 till April 2007 in the Hematology Research Cen-
ter. At the time of therapy initiation, 37 % (86/235) patients
were in early CP (< 12 months of pretreatment before IM). Me-
dian age was 42 years (range 18—66 years); 49 % of patients
were men; 16 %, 7 % and 6 % of patients were at high risk
(according to Sokal, Euro and EUTOS, respectively). Median
TKI therapy duration was 123 months (range 9—162 months).
Common (comCIF) and current (CCI) cumulative incidences of
CCyR, PFS and OS were evaluated.

Results. 81 % of patients remain still monitored; 54 % are still
on IM treatment; 34 % were switched to TKI2; 7 % died on
TKI2. The reasons for IM discontinuation were: lack of efficacy
(31 %), death (12 %), toxicity and other reasons (4 %); 4 %
of patients were lost to follow-up. ComCIF of CCyR in early CP
and late CP was 89 % and 77 %, respectively (p < 0.0001). The
CClI of CCyR in early CP was higher than in late CP throughout
the follow-up period. Switching to TKI2 allowed to increase the
CCIof CCyR from 51 % to 74 % in the overall group by 12 years
therapy. The 12-year OS for early CP and late CP was 90 % and
74 %, respectively (p = 0.017); the 12-year PFS for early CP
and late CP was 94 % and 77 %, respectively (p = 0.006).
Conclusions. The initiation of IM treatment in early CP sig-
nificantly increases the probability of achievement and mainte-
nance of the CCyR, OS and PFS as compared to late CP CML.
Switching to TKI2 allows to increase the probability of achieve-
ment and maintenance of CCyR in early and late CP CML.
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