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Beepenune

Vcnonb3oBaHMe BBICOKUX /103 ITOCTTPAHCIUIAHTAI[MIOHHOTO
uknopochamuma (IIT-1D) siBrseTcst ogHOI 13 Hamboee
aKTyaJIbHBIX MeTofuK npodraktuky PTIIX mpu Bbimon-
HEHUU TPAHCIUIAHTAI[MM aAJUIOTEHHBIX TeMOIMO3TIYECKIX
CTBO/IOBBIX K1eToK kpoBu (amno-TT'CK). Onguaxo, BnusiHue
pomonHuTenbHOro BBemeHus IIT-IID Ha Takoil Ba>KHBIN
K/IMHNKO-3KOHOMMYECKUI TapaMeTp, KaK IIUTeTbHOCTD
mpeObIBaHMSA B CTaliOHape, ¥, COOTBETCTBEHHO, CTOM-
MOCTb TPAHCIUIAHTAI[UM OCTAEeTCSA He M3yYeHHBbIM. 371ecCh
MBI IPeACTAB/IAEM aHA/IN3 BINAHMSA BBeJCH BBICOKNX JI03
nuknodochammga ¢ uensio npodunakrukyu PTIIX mocrne
amno-TI'CK kpoBu OT HEpPOACTBEHHOTO [IOHOpa Ha M-
Te/IbHOCTb TOCHUTANIN3AINY, CBA3AHHON C IIPOBEfeHNEM
amwno-TTCK.

MaumeHTbl U MeTOAbI

B uccnegoBanme 6bIIM BKIIOYEHBI GONbHBIE B PEMUCCHU
OCTPOTO JIefiKOo3a, KOTOPBIM Oblla BBINOJTHEHa IepBasd
TpaHcitanTauusa amio-TI'CK oT HepojcTBEHHOro IIOTHO-
CTBIO COBMECTMMOTO WM/IM YaCTMYHO COBMECTVMMOTO JOHOPA.
Bce 60nbHBIE HA MOMEHT aHa/MM3a OBUIN BBIMCAHBI U3 CTa-
nyoHapa 6e3 npusHakoB PTIIX 1 oTTOp)eHMs B TedeHMe
Bcell rocnmTanm3anyu. Beero B uccnenoBanme O6bUI0 BKITIO-
4eHo 39 60/bHBIX. BceM manmeHTaM B KauecTBe Impoduiak-
tyky PTTIX 6b11 MCIONb30BaH PEXKMM: aHTUTUMOLVITAPHBIN
rno6ymH (ATT) 40 mr/kr (-4 mo -1 feHb); UMKIOCIIOPUH A

3 wmr/kr/cyt (¢ +5 pmHA); Mukodenonmata Modermn 3000
mr/cyT (¢ +5 gus). [Ipyu ucrnonbp3oBaHMY B KayecTBe UCTOY-
HIKA TPaHCIUIAHTaTa HEPOACTBEHHOIO YaCTVYHO COBMECTH-
MOTO HOHOpa manueHTaM Takxke BBomgwica IIT-II® B mose
50 mMr/KT Ha +3, +4 fieHb. [leTanbHble XapaKTePUCTUKU TIPef-
craBJieHbl B Tabuie 1 (cM. Bblle).

Pe3ynbrathl

JlaHHBIe MO JJIMTETBHOCTY TOCHUTANM3ALUY IIpefcTaBle-
Hbl Ha Pucynke 1 (cm. Bbimre). COIIacHO IMPOBEEHHOMY
aHa/NMN3y, JUIMTEIbHOCTh TOCIUTANN3AINM Y HAallMeHTOB B
PEeMMCCUM OCTPOTO JIeliK03a, KOTOPbIM OblIa BBIIIOTHEHA
TpaHcranTauus amno-TTCK c ucnonbzopanuem IIT-IIO u
6e3 IIT-11® cocrasuna 43 pusa (14-126) u 48 nueit (32-98)
cooTBeTcTBeHHO (p=0,48).

3aKnyeHue

Takum obpasom, ucnonb3osanue 1uknodpocdhamuia Ha + 3,
+ 4 menb ¢ uenbo npodraktuky PTIIX He yommHser nepu-
off rocnuTam3anyy npy nposefervn awto-TTCK y manm-
€HTOB B PEMICCUM OCTPOTO JIEKO3a.

Knioyesble crioBa

TpaHcIIaHTaIMA A7IOTEHHOTO KOCTHOTO MO3Ta, MMMYHO-
CympeccuBHas Tepamus, HuknodochaMuf, JIUTETbHOCTh
TOCHNTA/IN3AIVN, HEPOJICTBEHHBIIT JOHOP.
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Introduction

Hematopoietic stem cells transplantation is an effective meth-
od of treatment of many cancer diseases and the number of
transplants is increasing worldwide. There are many clinical
trials under way to improve and develop more effective con-
ditioning methods, the main task is to reduce graft-versus-
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host disease and to induce graft versus leukemia response.
For this goal posttransplant bendamustine (PTB) was used
at the R. M. Gorbacheva Memorial Institute of Hematolo-
gy, Oncology and Transplantation in the setting of a clinical
trial. One of the adverse reactions of this conditioning reg-
imen was development of a life-threatening complication —
cytokine release syndrome (CRS). Understanding dynamics
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of cytokines in the development of this syndrome allows to
predict its development and to conduct relevant therapy.

Materials and methods

We carried out a prospective study (NCT02799147), which
included 12 patients: 8 with acute myeloid leukemia, 4 with
acute lymphoblastic leukemia. All patients had chemorefrac-
tory disease and absence of hematologic remission at the start
of the conditioning. The median age was 38 years (from 24 to
54 years old). All patients received a prophylaxis of GVHD
with bendamustine 100-140 mg/m?* per day +3, +4. Myelo-
ablative conditioning regimen with fludarabine and busulfan
was applied in all patients. Blood sampling with subsequent
analysis of the level of cytokines (IFN-vy, IL-1, IL-10, IL-6,
IL-17) was performed on day -7, 0, +7, +14. The cytokine
release syndrome developed in 8/12 patients.

Results

High cytokinelevel was determined starting from the firstblood
sample in all patients. However, after engraftment, a further in-
crease was detected in IFN-y level (18 vs 197 ng/ml, p=0.037),
IL-10 (6.3 vs 110 ng/ml, p=0.23), IL-6 (96 vs 105 ng/ml,
p=0.23). The frequency of CRS was 66.7% (n=8) in study

group, but positive association with the CRS was detected
only for IL-6 (74 vs 8 ng/ml, p=0.036). The level of IL-6 wasn't
a predictor of mortality from complications (76 vs 19 ng/ml,
p=0.21). The frequency of CRS grades 1-2 was 33.3% (n=4),
grades 3-4 was 33.3% (n=4). The most frequent clinical man-
ifestations of CRS were fever (100%), increase in creatinine
(90%), CRP (100%), bilirubin and transaminases (67%), acute
kidney injury (56%), hypotension (50%), CNS toxicity (33%),
disseminated intravascular coagulation syndrome (22%) and
others.

Conclusion

The prophylaxis of GVHD with posttransplant bendamus-
tine is associated with the increase of IFN-y, IL-10, IL-6,
however, only the increase of IL-6 was associated with CRS.
These results confirmed the rationality of using anti-IL6
therapy.
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Beepenune

TpaHcIIaHTaIMA TeMOIOITUYECKIX CTBOTIOBBIX K/IE€TOK fAB-
nseTcs 9pPeKTUBHBIM METOJIOM JICYeHNUS MHOTUX OHKOJIO-
TMYeCKMX 3a00/IeBaHMIl, @ YMCIO TPAHCIUIAHTALMIT pacTeT
BO BceM Mupe. Ha maHHDBII MOMEHT IPOBOJUTCA MHOXKe-
CTBO KIMHUYECKMX MUCTIBITAaHMIA [/IS1 YCOBEPLUIEHCTBOBAHMA
u paspaboTku 6onee 3¢eKTMBHBIX CIIOCOO0B KOHAVIIN-
onuposanusa u npodunaktuku PTIIX, rmaBHOI 3apmadeit
KOTOPBIX SIB/IAETCA YMEHBILIEHUE peaKIUy TPaHCIUIAHTaT
IPOTUB X03AMHA U MHAYLMPOBaHME PeaKI[Uy TPAaHIIAHTaT
nporus neiikosda. C aroit nensio B HUY JOIuT nm. P. M.
TopbaueBoit B paMKax KIMHUYECKOTO MCCIENOBAHMA OBLI
VICIIONIb30BAaH IOCTTPAHCIUIAHTAIMOHHBI  GeHAaMYCTIH
(IITB). OpHolt M3 MOOOYHBIX peakLMil JAHHOTO PeXMMa
KOHJVI[MOHMPOBAHNA CTAJIO PasBUTHE CUHAPOMa BBIOpOCa
uutokuHoB (CBLI). IToHuMaHMe OMHAMMUKU IUTOKMHOB B
PasBUTUY 3TOIO CUH/IPOMA II03BOJIAET IIPOTHO3MPOBATD €T0
pasBUTHUE ¥ IPOBOAUTD afleKBAaTHYIO TePaINIo.

Matepuansl n metoabl

B mpocniektuBHOe mccnegoBanye (NCT02799147) Bommm
12 manmeHTOB: 8 C OCTPBIM MIeTOOACTHBIM JIEMKO30M, 4 C
OCTpBIM IMM(POOTACTHBIM JIEITKO30M. Bee manmeHTbl MMenn
XMMMOPE3VNCTEHTHOE TeYEHNE JIENIKO3a M OCTYTCBME PEMIC-
CUM Ha MOMEHT TPAHCIUIaHTaTa. MefyaHa Bo3pacTa MalyeH-

TOB cocTaBwIa 38 sieT (0T 24 o 54 net). IlanmenTs! nomyya-
mm npo¢wrakTuky PTIIX 6enpamycturom 100-140 mr/m* B
[+3,+4. Bcem marjueHTam 651 TpOBeEH MI€/I0a6MaTHBHBII
PEeXUM KOHAMLIMOHMPOBAHNS C MCIONb30BaHMeM (ryaapa-
6uHa n 6ycynbdana. 3a60p KpOBU C MOC/IEAYOIUM aHA/IN-
30M ypoBHA LuToknHOB (IFN-v, IL-1, IL-10, IL-6, IL-17) ocy-
HIeCTBILATICA B [ieHb -7, 0, +7, +14. Y 8/12 pasBusica cuHApOM
BBICBOOOXK/IEHISI IIITOKMHOB.

Pe3ynbrathl

Y Bcex IAIVIEHTOB Ha MOMEHT IIepBOrO 3ab0pa KpOBHU yxKe
OIIpefieTIsICS BBICOKUIT YPOBEHb LIMTOKMHOB. TeM He MeHee,
IIOC/Ie TIPVDKUBJIEHUSI BBLAB/ICHO Jja/IbHelillee IOBBIIIEHNE
IFN-y (18 vs 197 ng/ml, p=0.037), IL-10 (6.3 vs 110 ng/ml,
p=0.23), IL-6 (96 vs 105 ng/ml, p=0.23). Yacrora CBI] cocra-
BIIa 66,7% (n=8) B McC/IefyeMOi IpyIIIie, OHAKO, ZOCTOBEP-
Has cBa3b ¢ CBII 6b11a BbIgBIeHa TOMBKO s IL-6 (74 vs 8
ng/ml, p=0.036). YpoBeHb IL-6 mpu sTOM He IPOrHO3UPOBATT
JIeTA/IBHOCTD OT OC/IOKHeHuit (76 vs 19 ng/ml, p=0.21). Ya-
crora CBI] 1-2 cremenn Tspkect coctaBmma 33,3% (n=4),
3-4 crenenu 33,3% (n=4). Haubonee yacTbIMM KIMHUYE-
CKUMM TIPOSIBJIEHUSIMM IIMTOKMHOBOTO CHHAIPOMA ObUIN JIH-
xopaaka (100%), moBbliieHne ypoBHs KpearuuuHa (90%),
CPB (100%), 6unupy6mHa u TpaHcammuHas (67%), ocTpoe 1o-
Bpex/ieHune nouek (56%), runorensus (50%), TOKCUYHOCTD B
otHotenny ITHC (33%), IBC-cungpom (22%) u fip.
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3aKnyeHue

Borasneno, uro TepamusA I1TD acconumposana ¢ mnosbiie-
HueMm IFN-y, IL-10, IL-6, ogHako Tonbko nosbiieHne IL-6
accouyupoBano ¢ CBII. I[Tony4yeHHble pe3ynbTaThl TOBOPAT
O palMOHA/IbHOCTY MCIIONb30BaHNA aHTU-IL6 Tepamum.
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KnioyeBble cfoBa

PeaKHI/IH «TPaHCIJIAHTAT IIPOTUB XO3ANHa», CMHAPOM BbI-
6p0C21 IOUTOKNHOB, 6CH,[[aMYCTI/IH Iocjie TpaHCIUIaHTalVIN.
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Introduction

Allogeneic bone marrow transplantation (allo-BMT) with
high-dose posttransplant cyclophosphamide (PT-CY) to
promote graft-host tolerance has become an alternative for
standard immunosuppression. But sometimes unjustified
toxicity expectations in aged patients are the main limiting
factor of allo-HSCT for this group. Here we report our data
about an influence of age on allo-HSCT results in leukemia
patients in CR with PT-CY and ATG as GVHD prophylaxis.

Patients and methods

Forty patients with acute leukemia in CR transplanted in
NRCH from mismatched unrelated donor were included
in this study. All patient characteristics are listed in Table 1.
All the patients received ATG at a dose 40 mg/kg from day
-4 to day -1; PT-CY at dose 50 mg/kg daily at day +3,+4;

Table 1. Patients characteristics

Cyclosporine A 3 mg/kg from day -1 and MMF 3000 mg
b.i.d from day +5. Kaplan-Meier estimator was used to de-
termine overall survival, probability of aGVHD and relapse.
The log-rank test was used to compare differences between
the two groups. P-value less than 0.05 was considered statis-
tically significant.

Results

Acute GVHD rates in 50+ y.o. group are significantly higher
(Fig. 1) than in younger patients (66.7% vs 25% vs 12.5%,
p=0.0044). It can be explained by thymus function and use
of MAC conditioning regimens in the last patient group. De-
spite that fact due to low relapse rate (Fig. 2) overall survival
(Fig. 3) in 50+ y.o. patients looks comparable with younger
patients (66.7% vs 65.6% vs 58.9% for 40-49 y.o., 50+ and
20-39 y.o. respectively).

Age group

20-39 (n=20) 40-49 (n=9) 50+ (n=11)
Age (median with range) 31(21-39) 44 (40-49) 54 (50-64)
Diagnosis
ALL 8 2 1
AML 12 7 10
Disease status
(R1 15 6 10
(R2+ 5 3 1
Conditioning regimen
MAC 7 - -
RIC 13 9 1
Graft source
BM 1 2 6
PBSC 9 7 5
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