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Introduction

Allogeneic hematopoietic stem cell transplantation (allo-
HSCT) is an effective treatment for oncohematological and
non-malignant diseases. However, the procedure isassociated
with a high risk for the patients in the posttransplant
period, primaryly due to development of the graft versus
host disease (GVHD). Since the late 1980’s, application of
systemic glucocorticosteroids (GCS) has been the standard
of GVHD treatment, when calcineurin inhibitors have
been used as a prophylaxis for GVHD. However, prolonged
use of systemic GCS can lead to secondary infections and
other life-threatening complications. So far, there are no
publications on the opportunity for usage of calcineurin
inhibitors (CNI) for GVHD treatment as a first-line therapy
after prophylaxis with cyclophosphamide as a single agent
post-transplantation (saPTCy). Therefore, the aim of this
study was to analyze the effectiveness of GVHD treatment
without systemic GCS.

Patients and methods

A retrospective analysis was performed based on the case
histories of 29 patients (11 cases with acute GVHD, and
21, with chronic GVHD). Median age was 34 years (19-58).
Acute leukemia was the primary diagnosis in 13 patients;
other patients received HSCT for chronic lymphocytic
leukemia, Hodgkin’s lymphoma, etc. Twenty-one patients
received matched related transplants, 8 patients had
matched unrelated donors. The criteria for inclusion into the
study were as follows: usage of single-agent PTCy GVHD
prophylaxis without additional immunosuppression, and
development of acute GVHD (2-4 degree), or chronic GVHD

of moderate and severe grade requiring systemic treatment.
Severity assessment of acute and chronic GVHD cases was
done according to the criteria of Consensus Conference
1994 (Przepiorka D. et al.) and NIH 2005 (Lee S.]. et al.),
accordingly. All the patients received CNT’s as the first-line
therapy. 14% of the patients (N=4) exhibited acute GVHD
grade 2; 24%, grade 3 (N=7). Multiple organ involvement
in chronic GVHD patients was observed in 12 patients
(41%). Median time to acute GVHD was 47 days (23-70), for
chronic GVHD, 101 days (74-413).

Results

In the group with acute GVHD, a complete response was
observed in 18% of cases (N=2), in chronic GVHD, the
complete response rate was 50% (N=9). Partial response
was observed in 9% patients with aGVHD (N=1), and in
28% patients with chronic GVHD (N=5). 73% of patients
with acute GVHD (N=8) and 36% of patients with chronic
GVHD (N=4) did not show any response. 21% (N=6) of all
patients developed steroid-refractory GVHD. 9% (N=1) of
patients had a chronic GVHD which followed treatment of
acute condition. The second line of therapy (glucocorticoids,
ruxolitinib, or extracorporeal photopheresis) was required
in 35% of the cases (N=10). There were no predictors of a
response to the calcineurin inhibitors with the present sample
size (p>0.1). Secondary bacterial infections were observed
in 96% of treated patients (N=28), viral infections, in 72%
(N=21), fungal invasions, in 7% of the cases (N=2). Moreover,
the rate of infections didn't significantly affect the survival of
patients (p=0.2). The one-year survival rates for patients, who
responded to the calcineurin inhibitor therapy versus those
who didn't respond, did not differ significantly (90% vs 83%,
p=0.81).
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Conclusion

Our study has demonstrated that monotherapy of GVHD
with CNT’s could be feasible after saPTCy prophylaxis. How-
ever, the response probability in acute GVHD seems less
likely than in chronic GVHD cases. This assumption, as well
as the predictors of CNI response, should be tested in large
multicenter studies.
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BeepeHue

Ha ceropHAIHUII leHb a/IOTeHHas TPaHCIUIAHTAIMA Te-
MonoaTnIeckux ctBonoBbixX Knetok (TTCK) sBasercs ad-
(GeKTMBHBIM METOHOM JIeYEHNSA OHKOI'eMaTOIOTMYeCKIX
U He3JI0KaueCTBEHHBIX 3aboneBaHuit. OgHAKO, IPOLEAY-
pa TpaHCIUIAaHTAIVM CBA3aHa C BBICOKMM PMCKOM JJIA TIa-
I[eHTa B IIOCTTPAHCIVIAHTAIlIOHHOM IIepHOfie B IIE€PBYIO
odepenb U3-3a PasBUTHUS peaKkIMM «TPAHIIAHTAT IPOTUB
xo3sayHa» (PTIIX). C xonua 1980-x IT. cTaHgapTOM Jede-
HuA PTIIX ABNAIOTCA CHCTeMHBIE ITIOKOKOPTUKOCTEPOUTIbI
(TKC) B cmydae, xorma B kadectBe npodmmaktuky PTIIX
UCIONB30BAINCh MHIMOMTOPBI KanbiuHeBprHa (VIKH).
OnnHako mIuTenbHOe ucnonb3oBanme cucreMubx ['KC mo-
XKeT HPUBOJUTH K BTOPUYHBIM MH(EKUMAM U APYIUMU
JKM3HEYTPOXKAIOMIMMY COCTOAHMAM. Ha ceropHAImHmit feHpb
OTCYTCTBYIOT JIMTepaTypHbIe JaHHbIE O BO3MOXXHOCTH MC-
nonbsosanua VIKH nna nevennsa PTIIX B kadyecTBe nepBoit
JIVMHUY Tepalli, II03TOMY Le/IbI0 JAHHOTO MCCIefOBaHMNA
6b110 poaHaMM3upoBaTsb 3¢ dexTrBHOCTD MevenHms PTIIX
6e3 cucremubix ['KC mpu ucnonbp3oBaHum MOCTTPAHCIIAH-
TaunoHHoro 1ukmodocdana B monopexume (morolITId)
B npodumaktuxe PTIIX.

Matepuansi n metofbl

Bein mpoBefieH peTPOCIEKTYBHBI aHAIN3 MCTOPMIi 607es-
Heil 29 maumeHTos, 11 c octpoit u 18 ¢ xpormueckoir PTTIX.
MenuaHa Bo3pacTa IalyeHToB cocTaBuia 34 roga (19-58).
OCHOBHBIM AMarHo3oM y 13 manyeHToB ObIIN OCTpBIe JIeli-
KO3BI, OCTa/IbHBIM HalueHTaM Obita Bbimondena TTCK mo
IIOBOAY XpOHMYeCKoro nuMmdorneiikosa, nuMpomsl Xomx-
KMHa U ip. 21 manmeHTy OblTa BBIIOMHEHA TPaHCIUIAHTalNA
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OT POJCTBEHHOTO JOHOPA, 8 — OT HepoxcTBeHHoro. Kpure-
pUAMU BK/IIOYEHUsI B MCCIEHOBaHMe ObUIO VCIIONb30BaHME
HNOCTTPAHCIIIAHTALMOHHOTO LUKI0QocdaHa B MOHOPEXKU-
Me B KadecTBe Tpodumaktuky PTIIX 6e3 momonHuTebHOM
UMMYyHoOCynpeccun u passutne octpoit PTIIX 2-4 crenenn
nmu xpoHndeckoit PTIIX cpemHelt u TAXeNOi CTeleHu TA-
XecTH, Tpedyrolye cucteMHOro nedenns. OLeHKa CTeleHn
TskecTy ocTpoit u xpPTIIX mpoBogunack Mo KpuTepuam
Cosensus Conferens 1994 r. (Przepiorka D. et al.). 1 NIH
2005 r.(Lee S.J. et al.) coorBeTcTBeHHO. B KauecTBe TIEPBOIL
JIMHUY Tepaluy y BCeX MAlMEeHTOB Oblla Ha3HAYeHa MOHO-
Tepanus MHIUONTOpaMI KaabliuHeBpyuHA. Y 14% manmeH-
t0B (N=4) 65112 OPTIIX 2 CT., ¥ 24% - oPTIIX 3 cT.(N=7).
Pacripocrpanennass xpPTIIX 6puta y 41% manueHTOB
(N=12). Mennana passutus oPTIIX cocraBmma 47 pHeit
(23-70), xpounueckoit — 101 (74-413).

Pe3ynbrarhl

B rpymnme octpoit PTIIX nonubii otBeT Habmonancs B 18%
cnygae (N=2), B rpymme xponndeckoit PTIIX y 50% ma-
nyeHToB (N=9). HacTu4HbIT OTBeT ObUT ¥ 9% IALIIEeHTOB C
oPTIIX (N=1) u y 28% maumentos ¢ xpPTIIX (N=5). Or-
CYTCTBHUe OTBeTa ObI/IO KOHCTATMPOBAHO y 73% IaI[ieHTOB
¢ octpoit PTIIX (N=8) u y 36% c xpounueckoit (N=4). ¥V
21% maumentoB (N=6) pasBumach cTeponp-pedpaxrepHas
PTIIX. ¥ 9% mnanuentoB (N=1) pasBuaach XpoHMdecKas
PTIIX mocne nedenust octpoit. Bropas nuuus Tepanum
moHamo6mnack 35% mannentoB (N=10), B KauecTBe KOTO-
poit ucnonbsoBamich I'KC, pykcomTnHub, sKCTpakopIo-
panbHbIl poTodepes. IIpn Tekyiem pasmMepe BLIGOPKH He
OBIIIO BBIAB/ICHO HMPEIMKTOPOB OTBETA HAa TEPAIMIO VMHTU-
Ourtopamu KanbpuuHeBpuHa (p>0.1). Ilpucoenunenne 6ax-
TepuaabHBIX MH(peKIMiI Ha (OHe NMPOBOAMMOI Tepamuu
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Hab/monanock y 96% manyentos (N=28), BUpycHbIX — y 72%
(N=21), rpubxoBbIix — y 7% (N=2). IIpn sTOM KOINIECTBO
uH}peKINIT ZOCTOBEPHO He BIMSIO HA BBDKMBAEMOCTD ITa-
1yuenToB (p=0.2). [ogynyHast BBDKMBAaEMOCTD ALIMEHTOB, OT-
BeTUBILIVX Ha TePaNnui0 MHIMOUTOPAMU KaJIbLMHEBPIHA, U
He OTBeTMBIINX JJOCTOBEPHO He pasnndanachk (90% vs 83%,
p=0.81).

BbiBobl

PesynbraTbl mMpOBeNEeHHOTO MCCIAENOBAaHMA TOKa3aau, 4TO
moHoTepanua VKH MoxeT paccMarpuBaTbcA A jlede-
Husa PTIIX y DanmeHTOB, NONYYaBIIMX IPOQPUIAKTUKY
MoHOIITII}, opHAakO BepOATHOCTb OTBeTa INpPU OCTPOIL
PTIIX HeckonbKO HIDKe, YeM IIpYM XpOHWYECKOM. [laHHbIe
Pe3y/IbTaThl HO/KHBI OBITh IPOBEPEHBI, 8 MIPEIVKTOPEL OT-
BeTa yTOYHEHbI B KPYIHBIX MHOTOLIEHTPOBBIX MCCIEN0Ba-
HIUAX.

KnioyeBble (J10Ba

TpaHCITaHTALVs TeMOMIOITUIECKUX KIIETOK, OCTpast ¥ Xpo-
Hudeckas PTIIX, npodmraktrka nuknopocaHoM, NHIA-
OUTOPBI Ka/IbLMHEBPUHA, KIMHIYeCKIe 3 deKThL.

CTT JOURNAL | VOLUME 6 | NUMBER 3 | SEPTEMBER 2017 33



