7V TIPOTIOPLUMOHANBHBIX MHTeHCHBHOCTel Kokca. Muoro-
(aKTOPHBII PerpecCHOHHBII aHA/IN3 BKIIIOYA/I CIeAyIoLlye
(bakTopbl ¥ KOBapMaThl: BO3PACT HA JATy JUArHO3a, IO,
¢asa Ha Havamo Tepanuy, (pasa Ha ATy BBIABICHVS MyTa-
LV, Tepanus MoCye BeiABIeHus myTarun (6e3 ammo-TICK
u ¢ ato-TI'CK), Bpems [0 BBIAB/IEHNA MyTalMy OT Ha4asIa
Tepanuim.

Pe3ynbrathl

Me BpeMmeHUM HaOIOfEHUA IOC/IE BBIABIECHMA MYyTaLUu
T315I 21 mecsan (1-100). 5-netuas OB B rpymne B 1enom
cocraBuia 42%. [Ipu npoBeerny MHOro(haKTOPHOTO aHa-
nm3a TonbKo paza XMJI Bo BpeMsA 0OHapY KeHIA MyTalnu
3HauuTeNbHO BiusAeT Ha OB Bcell rpynnsl. Beero B ¢ase BK
Ha MOMEHT BBIABJIEHMs MyTauuy ObUIO 7 4eloBeK, 3-M U3
Hux 6pUIa BbinonHeHa amwno-TTCK. Bece 6onbHbIe yMepnu B
TeyeHne 1-ro ropma nmocne uHaukanuu 13151 ¢ Me BpKUBa-
emoctu 1.3 Mecsna. 5-netuas OB B rpynne ¢apmaxonoru-
veckoit Tepanuu (n=59) 42% ¢ Me BbDKMBaemMoctu 2.8 roja.
OB B rpymne amwto-TTCK (n=20) 37% nocne 1-ro ropa, Me
BBDKMBaeMoCTH 5 Mecsanes. OHaKo, 7 MaIlMeHTOB IIPOXU-
nmu 6onee 2 et nocie awno-TICK, 2 - 6onee 6 net. Y Bcex
nanuenTos nocne amio-TTCK nomyden rny6okuit Moneky-
JSIpHBIT 0TBeT. Y manmenToB Bo 2-i1 XO OB 47% (I 95%
29-53%), p = 0,46. B rpyme gpapMakonorndecKkoi Tepanmum
6e3 MITK (N=18), Bxmrouas VITK (N=41) He 6110 OCTO-
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BepHBIX pasmnuuii B 5-netHert OB (42% u 47% cooTsert-
cTBeHHO, p=05,3). B rpymime, monyyasuret a-nHTephepoH
B KOMOMHAIMM C ApyruMu mpenapatamu (n=10), 5-meTHssA
OB Bbille, YeM B TpyIIIle, He MOTyYaBIIell NHTePhepOHO-
Tepanuio (n=49), u cocrasiser 72 u 45% COOTBETCTBEHHO
(p=0,21).

BbiBogbl

[TosBnenne kioHa ¢ myTanueit T3151y 6ompabix XMJI ¢ pe-
3JMICTEHTHOCTDBIO M3MeHsAeT IPOTHO3 JI/IS JAHHOM KaTeropnun
HaLMeHTOB, 0COOEHHO B IIPOABUHYTHIX (asax. Ato-TT'CK
AB/sieTcs 9(pPeKTUBHBIM METOROM JIeYeHNSA, IIPUBOJALINM
K BbI3lopoBeHNo0. PakToOpoM pUCKA, YXYALIAOIUM pe-
3y/IbTAaThl TpaHCIUIAHTaLMy sABsgerca ¢asa bKHa MoMeHT
awno-TTCK. ITpoBenenne ¢papMaKoIOrM4ecKoil Tepannu B
1-11 xpoHmdeckoli dase ABAeTC 9PPEKTUBHBIM METOLOM
JledeHNsA, MO3BOJIAIOIIVIM KOHTPOIMPOBATh 3abo0JeBaHIe
B TeYeHMe IINTENTbHOTO BpeMeHM. Y IAIVIeHTOB BO 2-if
X® mposepierne amno-TI'CK nossonsger gocTurayTs 47%
(O 95% 29-53%) BeposiTHOCTM 5-7eTHelt 06uieil BbI-
JKVBAEMOCTIL.

KnioueBble cnoBa

XpoHMuecKuit MUeTOUAHBIN jeiiko3, MyTauusa T315I,
anno-TI'CK, nmexkapcTBeHHasA Pe3UCTEHTHOCTD.
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Introduction

The incidence of steroid-refractory graft versus host disease
(SR-GVHD) is a one-half of patients with a mortality rate of
70%. Janus kinase (JAK) 1/2 inhibitors might be considered
as a salvage therapy. However, there is a scarcity of relevant
information about optimal duration and taping strategy of
Jak-2-inhibitors. Our aim was to present a clinical case of
a liver SR-GVHD after haploidentical HSCT (haplo-HSCT)
in a young patient with Gilbert syndrome who developed
decrease of liver function tests following discontinuation of
Jak-2 kinase inhibitor therapy. Medical records, laboratory
and instrumental data were reviewed when analyzing the re-
sults. GVHD severity was scored according to the 2014 NIH
Consensus Criteria.

Case report

A 28-year-old male patient with acute myeloid leukemia
(AML), FAB-M2, and concurrent Gilbert syndrome under-
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went haplo-HSCT on 12 May 2015 from brother, HLA com-
patibility, 6/10. Conditioning regimen: busulfan 8 mg/kg,
fludarabine. Bone marrow was a source of stem cells:. GVHD
prophylaxis: cyclophosphamide (30 mg/kg, days+3,+4), tac-
rolimus (from day+5), mycophenolate mofetil (45 mg/kg,
days from +5 to +35). On day+90, tacrolimus was discon-
tinued due to early bone marrow recurrence. On day+202,
overlap-syndrome of grade 4 was developed, with skin, liver
and lower gastrointestinal tract (GIT) lesions (grade 3, 4 and
3 respectively). The first-line therapy: methylprednisolone 2
mg/kg, causing partial response for skin. Etanercept (25 mg
twice a day) and tacrolimus were added, followed by com-
plete response for skin and GIT; bilirubin level was >250
umol/L. The immunosuppressive therapy was discontinued
on the day+237, due to pulmonary hemorrhage and transfer
to intensive care unit. Increased bilirubin level (580 pumol/L)
and intestinal bleeding were observed. This treatment was
replaced by a Jak-2 inhibitor (ruxolitinib, 20 mg per day).
The effect: decreased bilirubin level, without any dynam-
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ics for intestinal pathology. On day+249, fecal microbiota
transplantation was performed, followed by resolution of
GI symptoms. Mesenchymal stem cells were infused twice
(D+257, D+266) with no response. Cholesterol levels raised
over 40 mmol/L, having been treated bi-weekly plasmapher-
esis. From day+316 to day+426, the patient received 5 infu-
sions of tocilizumab, he underwent 12 courses of extracor-
poreal photopheresis, sirolimus and low-dose interleukin-2,
without any response (bilirubin 520 to 724 pmol/l). On day
+350, liver biopsy was performed, and GVHD pathology
was detected. Sirolimus and ruxolitinib were administered
from day+460 to day+738. Ruxolitinib was replaced by a
new-generation Jak-2 kinase inhibitor baricitinib (4 mg dai-
ly) on day+738. The following effect was observed: bilirubin
level 220-420 mmol/L, hypercholesterolemia still persisted.
On day+1120, baricitinib was discontinued. Further on,
a decrease of bilirubin (213 pmol/L) and cholesterol levels
(7.7 mmol/l) were documented. The therapy with sirolimus

is going on, and significant improvement in the quality of
life is noted.

Conclusion

Steroid-refractory severe chronic liver GVHD is a condition
that might require prolonged immunosuppressive treatment
with absence of complete response to current treatments.
Despite high efficacy of JAK-2-inhibitors, they might be as-
sociated with serious adverse effects, like severe hypercho-
lesterolemia. Gilbert syndrome may complicate the assess-
ment of GVHD response and require liver biopsy to guide
a therapy.

Keywords

Steroid-refractory graft-versus-host disease (SR-GVHD),
overlap syndrome, Jak-2-inhibitors, Gilbert syndrome, fecal
microbiota transplantation

Knuunyeckuin giyyait: 3p ekt oTMeHbl Tepanum MHrMbUTopom
Jak-2-KnHa3bl Ha cTepona-pedpaKTepHy0 peakumio TpaHCNNaHTaT
NPOTUB X03AMHA C NOPAXKEHUEM NeyeHu

Kcenus I1. IxumoBuy, Onbra B. IInuporosa, Oner B. Tonomanos, Enena J1. Japckas, Cepreii H. bongapenko,

Ban C. Moucees, bopuc B. ApanacbeB

HVW geTckoit OHKOMOrMM, TeMaTonornu 1 TpancianTonoruu uM. P. M. TopbaueBoii, kadenpa reMaTonorum,
TpaHcdysuonornu u Tpancmnanronorui, Iepssit CankT-ITetep6yprekuit TocynapcrBentsiit MeguunucKuit YHUBEpCUTET
um. akap. V. I1. TTaBnosa, Caukt-Iletep6ypr, Poccuiickas ®enepanns

Beepenune

Creponn-pedpaxrepnas PTIIX (cpPTIIX) pasBusaercs
B nonoBuHe cny4aes PTIIX, ¢ BepOATHOCTBIO €TaTbHOIO
ncxopa 70%. B xadecTBe Tepanmy CIaceHMsa MOTYT BBICTY-
natb MHrKouTops! Jak-2-kuHa3. OXHAKO HET JOCTOBEPHBIX
JaHHBIX 00 ONTMMAaJIbHOM IIPOJO/DKUTEIBHOCTY Teparmu
U CTpaTerny OTMEHbI JaHHBIX IpenapaToB. Llenbio paboTs
crayno npepcTapnenue cayyas cpPTIIX mevenn mocne ra-
IUIOUICHTUYHON TPAHCIUIAaHTAIMI FeMOIIO3TUYeCKIX CTBO-
noBbIX K1eTok (ramno-TT'CK) y Monogoro nmanueHTa ¢ CHH-
npomoM JKubbepa ¢ yrydileH1eM IToKa3aTenell pyHKIUu
IIeYeHY IT0C/Ie OTMEHBI Tepanuy MHIMOUTOpoM Jak-2-KkuHas.
[Ipu aHamMse pe3yabTaTOB ObUIM MCIIONb30BAHBI JTAHHBIE
MEIMIVHCKON TOKYMEHTAIVIM, Pe3y/IbTaThl TaO0PaTOPHBIX
U MHCTPyMeHTanbHbIX nccnefposanmit. Cragum PTIIX ome-
HMBAINCh cornacHo kpurepuam NIH-2014.

Onucanme KNUHUYECKOro aiyyada

[Tanuent, 28 7eT, ¢ OCTPHIM MUETOUAHBIM JIEIKO30M
(OMJI), FAB-M2, 1 conytcTByRomum curgpomoM JKumpbe-
pa 12.05.2015 nepenec ramno-TI'CK ot 6para, 6/10. Pexxum
KOHJVIMOHMPOBaHMA: 6ycynbdan (8 Mr/kr), ¢prymapabuH.
VcTOYHMK TpaHCIIaHTaTa: KOCTHBI MO3T. [TpodunakTuka
PTIIX: nyuknodocdan (30 mr/kr, [I+3,+4), Takpormmyc (c
I+5), muxodenonara modpetnn (45 mr/kr ¢ J+5 o [I+35).
Ha JI+90 mo npuymHe pasBUTUA paHHETO KOCTHO-MO3TOBO-
ro peuuauBa — oTMeHa Takponumyca. Ha J1+202 passuca
overlap-cuagpom PTIIX 4 cTemeHu ¢ Hopa)keHMeM KOXIL,

nevenu u HyokHUX otaenos JKKT (cragum 3, 4 n 3, cooTBeT-
crBeHHO). Tepamust | muHUM: METUIIPENHU30IOH 2 MI/KT;
ap¢ext: wactuunsii orBer no PTIIX koxu. K tepamun
OBV fOOABIEHBI STaHepLeNT 25 ML 2 p/Hef, U TaKpOIMMYC.
AddexT: ypoBens bunupybuHa 6onee 250 MKMOJB/ I, HOJ-
Hb1i1 otBeT 1o Koxke 1 JKKT. Ha [1+237 B cBA3U ¢ pasBuTHEM
JIerOYHOTO KpoBoTedeHus u nepeBogom B OPUT - ormena
6a30BOJI MMMYHOCYIIpeccuBHOI Tepamuu. Ha atom ¢one
Ha0JII0fa/IICh POCT YPOBHA Ommupy6mHa 1o 580 MKMOIb/II,
KuIleyHoe KpoBoTedeHye. CMeHa Tepammy Ha PYKCONMHU-
THMO, MHrubuTop Jak-2-xmHassr (20 mr/cyT). Oddexrt:
CHIDKeHMe YpoBHs Ommmpy6buna, PTIIX kuimeynnka 6e3
muHaMuku. Ha [1+249 TpancmaanTaumsa (exajpHON Mu-
KpoOMOoTEL, 9¢pexT: paspelleHrte CUMITOMOB IOPaXXEHNs
JKKT. TloBTOpHbBIE BBEIEHNUS ME3EHXIMAIbHBIX CTBOIOBBIX
knetok ([1+257,+266), 6e3 moctmkenus: orBera. Hapacra-
HIle YPOBHA XoJecTepuHa 6oee 40 MMOJB//I C HOIBITKAMU
Tepanuy IwasMadepe3oM gBaKAbl B Hemerto. Ha [1+350 BbI-
[IO/THeHa OMOTICKSI TTeYeH  C BbIsiBIeHeM npusHakoB PTTIX.
C [1+316 ro J1+426 manyeHT MOMY4INI 5 BBeJIeH NI TOLVIN3-
yMaba, 12 ceaHCOB 9KCTpaKopHopanabHoOro ¢porodepesa, jie-
YeHJe CUPOIMIMYCOM U HU3KVIMU [J03aMV MHTEP/IeIKIHA-2,
6e3 poctivkenns sddekra (ypoBeHb Ommupy6buna 520-724
MKMO/b/7). Tepamus cupoOIuMycoM M PYKCOTUTUHMOOM C
J+460 mo [1+738. CMeHa pyKcOMMTUHMOA Ha MHIMOUTOP
Jak-2 xuHa3bI HOBOTO IOKOIEHVS GapuIUTIHHMO (4MI/CYT) €
+738. OddexT: ypoens 6unmpyduna 220-420 MKMOJIB/TI,
OJJHAKO, coXpaHsamach rumnepxosnecrepuHemud. C [J+1120
OapuuuTuHNO ObIT OTMeHeH. D deKT: CHIDKEHMEe YPOBHA
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Oumupy6uHa (213 MKMOIIb/ 1) 11 X0nmecTepuHa (7,7 MMOJB/ ).
[IpofomKaeTcs TepaIisi CYpOINMYCOM, OTMEYAeTC s 3HAYN -
MOe yIy4llleHNe Ka4ecTBa XXIU3HM MAl[YeHTa.

3aKnyeHue

Taxenas cpPTIIX meueHM — COCTOSIHME, KOTOPOE MOXET
norpe6oBaTh IpPUMEHEHVs JJIMTENIbHON VMMYHOCYIIpec-
CMBHOJI Tepanuy ¢ HeBBICOKOJ BEPOSATHOCTBIO HOCTVDKEHNA
nonHoro orsera. HecMorTps Ha JokasaHHYIO 3¢QeKTus-
HOCTb MHIMOUTOPOB Jak-2-K1Ha3, JaHHAS Tepanus acCOL-
JpOBaHa C CepPbe3HBIMJ HeONarONpUATHBIMU ABJICHVAMIL,
B TOM 4YJCJIe, Pa3BUTHEM TSXKEION IMIIepPXOJIeCTePUHEMUNL.
Hasnyane cunpgpoma XKunbbepa MoxeT 3aTpyRHATD OLIGHKY
3¢ GeKTMBHOCTY Tepalni, a TaKXKe TpeOOBaTh IPOBeIeHN
OMOIICHY TTeYeHN C 1Ie/IbI0 BO3SMOXKHOTO M3MEHEHN S II0AXO0-
OB K JIEYEHMIO.

KnioyeBble cnoBa

Creponp-pedpakTepHasi peakijusi «TPaHCIUIAHTAT IPOTUB
xo3simHa» (cpPTIIX), overlap-cunnpowm, naruburops! Jak-2-
KuHas, cuuapoM JKmmbbepa, TpaHciaHTanus $eKanbHOI
MUKPOOMOTHI.
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