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Introduction

Allogeneic hematopoietic stem cell transplantation (al-
lo-HSCT) in patients with hematological malignancies is
frequently accompanied by severe complications. E.g., acute
graft versus host disease (aGvHD) is common in recipients
of peripheral stem cells or bone marrow, thus being among
the main reasons of increased mortality or suboptimal life
quality during post-transplant period. The aim of this study
was to assess efficacy of multipotent mesenchymal stromal
cells (MMSCs) in patients with refractory clinical forms of
aGvHD with affection of gastrointestinal tract (GIT).

Patients and methods

One-hundred-eighty allo-HSCT have been performed at the
National Research Center of Hematology (Moscow) between
November 2012 and June 2016. Fifteen cases of refractory
aGvHD with GIT involvement have been diagnosed. We
studied efficacy of MMSC application as a second-line thera-
py for such GvHD cases: fifteen patients with refractory aG-
vHD and GIT involvement participated in the study, includ-
ing eight males and 7 females, at a median age of 40 (21 to 57
years old). Eight patients were admitted with acute myeloid
leukemia (AML), and five patients were treated for acute
lymphoid leukemia (ALL). Patients with myelodysplastic
syndrome (n=1), and chronic myeloid leukemia (n=1) were
also included. Two patients underwent myeloablative condi-
tioning regimen versus 13 cases with reduced intensity con-
ditioning regimen. In 10 cases, peripheral blood stem cells
have been used. Twelve patients were subjected to unrelat-
ed allo-HSCT (matched, 8, mismatched, 4). Three patients
underwent allo-HSCT from related donors (matched, 2;
mismatched, 1). We used different immunossupressive ther-
apy as a preventive treatment of GVHD: MMF+CSA+MTX
(n=9), CSA+MMF (n=3), MMF+post-translant cyclophos-
phamide on +3,4 day (n=1), post-translant cyclophospha-
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mide on +3,+4 (n=1). In case of unrelated donor, ATG was
added to the therapy. GvHD was established on an average
of day +54 after HSCT. Six patients were diagnosed with
aGVHD of gastrointestinal tract, 3 patients, with aGVHD
affecting GIT and skin; two patients, with aGVHD of GIT
and liver; four patients had aGVHD with GIT, liver and skin
involvement. The most patients suffered from severe form of
GvHD (grade 2 was confirmed in 1 case, grade 3, in 8 cases,
grade 4, in 6patients).

Results

We administered prednisolone at the dose of 2mg/kg, as up-
front therapy,. In 2 cases only partial response was achieved.
We did not achieve any response to prednisolone in 12 pa-
tients. One patient with refractory form GvHD died due to
malignancy progression. Fourteen patients who failed to
respond for the first-line therapy were subjected to the sec-
ond-line treatment. The therapy was started at an average of
14 days (8 to 58) since the diagnosis of aGvHD. In thirteen
patients, MMSC were applied at 1...3 doses (1 dose =1x106/
kg MSCs) weekly. In one patient, ATG was administrated
as a second-line therapy, however, without any response.
In 2 of 13 patients, a “full” response to MMSC therapy was
achieved. Moreover, we have got a partial response in 5 pa-
tients and did not observe any response in 6 patients. Four
patients died from further GvHD progression accompanied
by infectious complications. One patient further developed
a chronic form of GvHD. In 7 cases, we tried a third-line
therapy of aGvHD, with average onset time of 29 (17 to 97
days) since the aGvHD diagnosis. Different therapies were
use in these cases. E.g., MMSC were applied in one patient
with a partial response to therapy; ATG was injected in 2
patients without clinical effect. Usage of methotrexate in
three patients brought a partial effect only in one case case
and was entirely ineffective in two cases. Infliximab injection
in 1 patient was also without effect. Three patients from the
“third-line” group further died from progressing GvHD. A
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next-line therapy was tried in four patients who failed to re-
spond to previous treatment. Tacrolimus was administered
in 1 case, ATG, in 1 patient, rituximab, in 2 cases. These pa-
tients died from further GVHD progression and concomitant
infectious complications. The three-year overall survival was
17.7%. Conclusions: At present, there is no precise concept
for treatment of refractory aGvHD. Our study has shown
that the second-line therapy with MMSC may be effective in
57% of the patients with severe aGvHD complicated by GIT
affection . Moreover a “full” response was achieved in 14%

of the cases. We didn’t observe any differences of efficacy in
terms of MMSC source, i.e., if the same or another donor
should be recruited. Third-line and subsequent therapies
were proven to be entirely ineffective.
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DepepanbHOe rocyfapcTBeHHOE OI0KeTHOE yupex eHue [emaTonornyeckuii Hay4qHblil neHTp Mocksa, Poccus

BeepeHue

ITpoBenenne TpaHCIVIAHTALMM a/IJIOTEHHBIX TI'€MOIOITH-
yeckux cTBONOBbIX KpoBu (amno-TTCK) mpu onkorema-
TOJIOTMYECKMX 3a00IeBaHNUAX CBA3AHO C PasBUTHUEM psfia
TSKENIbIX OCTOXKHeHMit. OHUM M3 HUX ABJIAETCA OCTpas
peakiusa TpaHcIvtautaT npotus xossuHa (oPTIIX). Xots
OBLI JOCTUTHYT OGOJIBIION yCIleX B MPOMUIAKTUKE 1 Jiede-
HUJ 3TOTO OCTIOKHEHM, 0 HAaCTOALIEr0 MOMEHTA OCTpas
peaxuysa TPAHCIZIAHTAT IIPOTHB XO3AMHA ABIAETCA OCHOB-
HOJI TIPMYMHOI HAapyIIeHMs KauecTBa XM3HM U JIETaIbHO-
ctu mocte amwmo-TTCK. Llenpio paboTel 6bUT0 M3yUeHME
3¢ PEeKTUBHOCTU MCIIONb30BAHNA MYIbTUIIOTEHTHBIX Me-
3€HXMMa/IbHBIX CTpOManbHbIX KiaeTok (MMCK) n gpyrux
JIeKapCTBEHHBIX CPELCTB y OOMBHBIX C pedpaKTepHBIMU
¢dopmamu oPTIIX ¢ mopakeHMeM KUIIEYHIKA.

[laumeHTbl U MeToAbl

B ®I'BY T'HI] M3 P® B nepuog c Host6ps 2012r mo nioHb
2016r BoimonHeno 180 amno-TT'CK. ¥V 15 mauueHTOB OblIa
KOHCTarypoBaHa pedpakrepHas ¢popma oPTIIX ¢ mopaxe-
HHeM KMIIeYHMKa. B mccnenoBanuy mposeneH aHamis o¢-
(eKTUBHOCTY Tepanuyl BTOpoii 1 6oJiee TMHMIL, B TOM YUCIIe
¢ ucnonbsoanueM MMCK. B uccnegoBanue ObIIO BKIIIO-
4yeHo 15 manueHToB ¢ pedpaxrepHbiMu dopmamu oPTIIX
C TIOpaXKeHMeM KMIIeYHMKa. MeyaHa Bo3pacTa MallieHTOB
coctaBwia 40 net (21 — 57 71eT) M3 HUX MYXXUMH — 8, JKeH-
wyH — 7. [Juarnos ocTporo Mmeno6macTHOroO yieiikosa Obut
YCTaQHOBJIEH Y 8 MallMeHTOB, OCTPOro MMMQOOIaCTHOrO JIeli-
K03a — 5 OOJIbHBIX, Y 1 ManmeHTa — MUeTOAVCIUIACTIYECKII

CUHAPOM, XpPOHIYECKIIT MUeNoneiikos — y 1 6onpHoro. JIBym
HalMeHTaM ObIIO IIPOBEIEHO IpeATPaHCIUIAHTAIMOHHOE
KOHJMIMOHVMPOBaHMe B MUENOabNaTBHOM pexuMe, 13 - B
PeXuMe HOHVDKEHHON MHTEeHCUBHOCTH. B 60/mbIInHCTBE CTy-
Yasx, B KauecTBe MICTOYHMKA TPAHCIUIAHTATA MCIIONb30BaIN
reMOIIO3TIYeCKMe CTBOJIOBbIe KIeTKM KpoBM — y 10 manm-
eHToB. Y 12 manuenrtos anno-TTCK BbinonHeHa OT Hepon-
CTBEHHBIX JJOHOPOB (IIOJTHOCTBIO COBMECTUMBIX — 8, 4aCTUY-
HO COBMeCTUMBIX — 4), y 3 60mbHbIX anm10-TT'CK BbInonHeHa
OT POJICTBEHHBIX HOHOPOB (TIOMTHOCTBIO COBMECTVMBIX — 2,
YaCTUYHO COBMeCTMMBI foHOP — 1). [Tpodumnaktuka PTIIX
HPOBOAWIACH MO CENYIOUVIM CXeMaM: MUKO(eHOIaTa Mo-
deTmn+MKIOCIOpUH+MeTOTpeKcaT (n=9), MukodeHonara
ModeTun + 1ukaocnoput (n=3), MuxogeHonara MopeTmi+
nykaocoput (n=1) , Mukogenonara ModeTusn + nuKnodoc-
damup (+3,4 gun) (n=1), nuxnopocdammg (+3,4 gun) (n=1),
B cnyyae TKM OT HepofiCTBEHHBIX JOHOPOB K IIPOBOVMOIA
tepanuu 661 Hobasnen ATT. Menmana passutus oPTIIX
cocraBmia 54 JHA IOCIe TPAHCIUIAHTALMM. Y 6 MalMeHTOB
koHcTaTpoBaHa PTIIX TonbKo ¢ mopakeHMeM KUIIEYHMKA,
y 9 4enoBeK pa3BMIOCH codeTaHHOe TopaxkeHne: PTIIX ku-
IeYHMKa+ KoK y 3 6onbHbIX, PTTIX kuireyHnka + meyeHn
y aBoux 60mbHbIX, PTIIX kunie4yHnka + Koxu+ mnedeHn y 4
HAaIMeHTOB. Y OOMBIINHCTBA MCCIEAYeMbIX TALEHTOB OTMe-
vanuch TsoKensle popmsl PTTIX (IT cremenn - 1 maruent, 111
creneny - y 8, IV crenenu — y 6 60/IbHBIX).

Pe3ynbrarhl

B xavecTBe nepBo¥i IMHNMM Tepany BCeM TTallieHTaM IIPOBO-
IV JIedeHue TIPeXHU30/IOHOM B [1o3e 2 MI/KI, YaCTUYIHBIN
OTBeT OB JOCTUTHYT y TPeX MaI[ieHToB, 6e3 OTBeTa — JiBe-
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HafaTh 60/mbHBIX. OfVH MALMeHT, y KOTOPOro He 6bIIo f[0-
CTUTHYTO OoTBeTa OT nedeHns PTIIX, moru6 ot mporpeccnn
OCHOBHOTO 3a6071eBaHMs1. Bropyro muHmio Tepammu pedpak-
tepHoit PTIIX ¢ mopakeHMeM KUIIEYHUKA IIPOBONUIN de-
THIpHAZALAT 60/TBHBIM. MeinaHa Havyama Tepary COCTaBI-
na 14 pHeit oT MoMeHTa guarHoctuku oPTIIX (8-58 mHeir).
[TpoBopmnu neyeHye My/IbTUIIOTEHTHBIMY Me3eHXIMa/IbHBbI-
MU CTPOMaJIbHbIMM KJIeTKaMu — 13 mareHTos, 1-3 BBefieHns
MMCK pnonopa B fo3e 1x10%/kr ¢ nHTepBanamu B 1 Hezermo.
Y opHOro manyueHTa B KadecTBe BTOPOII IMHUI UCIIO/Nb30Ba-
mn ATT. Cpenn 13 maiueHToB, KOTOpbIM BBefeHbl MMCK
IOJIHBIl OTBET OBbUI IOy4eH Y [BYX OONBHBIX, YaCTUYHBII
OTBET — 5, 0TBeTA He IOCTUTHYTO — 6 manueHToB. [Tocie ATT
He OBUIO TOCTUTHYTO KaKoro-mbo oTBeTa. 4 MmaljyeHTa mo-
rm6mu oT ZanbHelirero nporpeccupoBans PTIIX, Tsokensix
MH(QEKIVIOHHBIX OCTIOXHEHUIt, ¥ 1-ro 60IBPHOrO pas3BUIACh
xponndeckas: popma PTIIX. Tepanms TpeTbeit TMHMYU BbI-
MojiHeHa ceMy OONMbHBIM. MenyaHa HasHaYeHUS JIeYEeHMs
cocraBmia 29 guein ot guarnHoctuku oPTIIX (17-97 muein).
[TanmeHTaM NpoBefieHa Tepamyisi IO Pas/IMYHBIM CXeMaM: C
nomoupio MMCK - 1 607bHOI, TIpu 9TOM ObUI JOCTUTHYT
vqacTuuHblt 0TBeT, ATT mcronb3oBamu y fBOUX GONbHBIX —
MIOJIOKUTE/IBHOTO OTBETa He JOCTUTHYTO, METOTpEKcaT BBO-
IWICS TPOUM OONBHBIM — YACTUYHBIN OTBET KOHCTATUPOBAH
TOJIBKO Y OJHOTO MalueHTa, 6e3 oTBeTa — 2 GONBHBIX, MH-
¢vkcumab BBommics 1 manumeHty Takke 6es orBeta. Tpu
ManyieHTa U3 7 B 3TOV IPYIINE, B JajbHENIIeM noru6bnu, B
TOM YUCTIE U Te, ¥ KOTO ObUI JOCTUTHYT YACTUYHBII OTBET.
Yerepras nmuunu tepanuu pedpakreproit PTIIX ¢ mopa-
JKEHVeM KMIIeYHVKa, IPOBOAM/IACH YeThIPEM ITallJieHTaM, He
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OTBETHUBIINMM He Ha OFHY M3 JMHMIT Teparmmu. Takpommumyc
npumensiics y 1 manuent, ATT - 1 manuent, Purykcuma6b —
2 MalMeHTOB, HM Y OJHOTO IallJieHTa He JOCTUTHYTO IIOJIO-
JKVTE/IBHOTO OTBETA OT JIeUeHMsI, BCe MAI[VIeHTb OrNOIN OT
nporpeccurt PTIIX, mHDeKUMOHHBIX OCTOKHEHWIT. Takum
06pasoM, BeposiTHasi 00Ias BBDKMBAEMOCTD IAIMEHTOB C
pedpakrepHoit popmoit oPTIIX ¢ mopaskeHMeM KHUIIEYHNKA
cocraBuia 17,7%. , B Te4eHMe Tpex JeT.

3aKknyeHne

B Hacrosmlee BpeMs He CYIECTBYeT eVHON KOHLENIUN B
nedennn pedpaxreproit PTIIX. B Hamem uccnegoBanum
TIpM UCIOb30BAaHUM B KadyecTBe BTOPOI NMHUMU Tepanuu
oPTIIX ¢ ucnonb3osanyeM MMCK y 57 % 60nbHBIX OTMe-
YeH MOTOXUTEIbHBI 3¢ PeKT, IIpu 9TOM HONHBII OTBET — B
14% cny4aeB, Ipy 9TOM He BBIABJIEHO OTINYMIT B 9ddek-
TUBHOCTU B 3aBUCUMOCTY OT ucTtounuka MMCK (ucmosnb-
30BaHIMe KIeTOK JOHOPa KOCTHOTO MO3Ta MM APYTOTo HO-
Hopa). Tepamus Tperbeil u 6Gojnee MUHUM PE3UCTEHTHBIX
¢dopm ocrpoit PTIIX okasanach HeadeKTUBHOI IpK yc-
I10/Ib30BAHMY JII0OBIX MIMMYHOCYIIPECCUBHBIX BO3JEIICTBUIL.
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