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AHHOTaums

MokasaHneM K TPAHCMAQHTALIMM AAAOTEHHbIX FEMOMO3TUHECKMX CTBOAOBBIX KAETOK (aAA0-TICK) y naumneHTOB ¢ nepBUUHbIM MUEAOIMOPO3OM 51B-
ASIETCS! X NPUHAAAEXKHOCTb K FPYMNNe MPOMEXYTOHYHOIO-2 U BICOKOTO pucka. NaumneHTam C HU3KMM MAM MPOMEXYTOUHBIM-1 PUCKOM C Ae6I0TOM
3a60AEBaHMS B AETCKOM BO3pacTe Tak>Ke LLleAeCOOOpa3HO pacCMOTPETb BKAtoHeHue aro-TICK B nporpammy Tepanuu. MNepea aaro-TICK Heob-
XOAMMO YHMUTbIBATb HAAUUME APYTMX HEOAArONPUSITHBIX PAaKTOPOB, KOTOPbIE MOTYT MOBAMSITb Ha NPUXMBAEHWE TPAHCMAAHTATa M BbIKMBAEMOCTb
nocae aAno-TICK, Hanpumep BbinoAHeHne aaro-TICK oT 4aCcTUYHO-COBMECTUMOro AOHOpa. [pn 3ToM pe3yAbTaTbl HECKOALKMX MCCAAOBAHMIA
CBUAETEAbCTBYIOT O TOM, YTO aAAO-TICK OT pOACTBEHHbIX MOAHOCTbIO COBMECTUMBIX M FAaNAOMAEHTUYHBIX AOHOPOB COMOCTaBUMbl. OAHUM K3
MOAXOAOB K BbINMOAHEHMIO TPAHCMAQHTALIMM FANAOMAEHTUUHBIX FTEMOMO3TUHECKUX CTBOAOBbLIX KAETOK siBAsieTCs afi T-kaeTouHas/CD19-aenaeums.
MpeAacTaBAeH KAMHUYeECKMI cAydait aaro-TICK ¢ aBT-kaetounoin/CD19-aenaeuneit GOABHOMY NEPBUYHBIM MUEAO(IMOPO30OM, Y KOTOPOTO AWa-
rHO3 YCTaHOBAEH B AETCKOM BO3pacTe.
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with TCR ap/CD19 depletion in patient with primary myelofibrosis. Case report
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Abstract

Indications of allogeneic hematopoietic stem cell transplantation (allo-HSCT) in patients with primary myelofibrosis are intermediate-2 and high-
risk group of DIPSS (Dynamic International Prognostic Scoring System), beginning of the disease in childhood. The other adverse factors affect
engraftment and survival after allo-HSCT, example partialy matched donor. But the result of allo-HSCT from matched related donors and result
of allo-HSCT from haploidentical donors are comparable. The method for haploidentical hematopoietic stem cell transplantation is apT-cell-
depletion. This is clinical case of apT-cell-depleted haploidentical hematopoietic stem cell transplantation in patient with primary myelofibrosis,
the diagnosis was established in childhood.
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ITepBuuneii Mmuenopudpos (IIM®) — Ph-nerarusnoe
MuenonponupepaTuBHOe HOBOOOpa3oBaHUE, KOTOPOE Xapak-
TEpU3yeTCs KJIOHAIBHON mpoiudepanneii KJIeToK MUEI00d3a
¢ M30BITOYHOM IKCIIPECCUEl IUTOKMHOB, (PUOPO30M KOCTHOTO
MO3ra, TenaTroCIyICHOMerajiel B pe3ysIbTare dSKCTpaMe yIuIsip-
HOTO MHEJION0932, M3MEHEHUSAMH B MepU(EpUIeCKOil KPOBH B
BUJIC aHEMHH, IPOTPECCUPOBAHNEM 3a00JICBAHUS C UCXOIOM B
OCTpbIii neiiko3 [1].

ITo marepuanam 3apyOeKHBIX PETUCTPOB, 3a00J1€BaEMOCTh
IIM® cocrasnser 0,1-1,0 cnmyyas va 100 Thic. HacelneHUs B
TO/I, CPEAHHUH BO3PACT MAIMEHTOB HA MOMEHT YCTaHOBIICHHS

nuarHosa — 60 jer [2]. YV nauuentos muaauie 21 roga 3To 3a60-
JIeBaHWE BCTPEUALTCSI ellie peke. B ureparype onrcansl TOJIBKO
100 cmyyaeB [IM® y nereii u mogpocTkoB [3].

Jlns ompeneneHus TepaneBTUYECKON TAKTUKU Y OOJIBHBIX
I[IM® pa3paboTaHbl TPOTHOCTHYESCKHUE IIKAJBI, KOTOPbIC TO-
3BOJISIFOT TIPOTHO3HPOBATH OOIIYIO BEDKHBAEMOCTh M BPEMS JI0
OnacTHOW TpaHC(OPMAIIHH.

ITo maHHBIM MHOTOIEHTPOBOTO PETPOCIEKTHBHOTO HUCCIIE-
JIOBAaHUS C yYaCTHEM MAlUEHTOB, CTPATH(PHUINPOBAHHBIX 11O
DIPSS (Dynamic International Prognostic Scoring System —
JuHaMudeckas MeXIyHapoaHas MIKajla OLEHKH IPOTHO3a),
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KOTOPBIM BBINIOJIHEHA TpaHCIUIAHTAalUs aJlIOTCHHBIX T'€MOII0-
STHYECKHUX CTBOJIOBBIX KieTok (amio-TI'CK), u manueHTOB
0e3 TpaHCIUTaHTaUU OTMedeHo, 4to auto-TT'CK sBusercs
HauOoJIee ONpaBIaHHBIM METOZIOM JiedeHusl y 00sbHbIX [IM® 13
IPYIII IPOMEXYTOUHOI0-2 U BBICOKOTO pHcKa. JIJisl allueHTOB C
HHU3KHM U IPOMEXYTOYHBIM- | pUCKOM ITOJXO/IAT HEarpecCuBHbIE
METO/IbI JICUEHUS, TaKhe KaK [UTOPEeNLyKTUBHAs Teparus ru-
JIpOKCcUKapOamMuioM u/uin narepdeporom o. [Ipu BepaskeHHON
CIUICEHOMETAJINH MalleHTaM M0Ka3aHbl HHruouTopsl JAK?2 [4].

B Hacros1ee BpeMsi, CONIACHO €BPONEHCKOMY U aMEPUKaH-
CKOMY IIPOTOKOJIAM JIEUEHUsI, a Takke mpoTtokonam amto-TI'CK
B ®I'BY «HMMULI] remaronorum», nokazanusmu k amuio-TT'CK y
nanueHToB ¢ [IM® sBisieTcst onpezenaeHre NpOMeXyTOUHOro-2
1 BBICOKOTO prcka B coorBeTcTBUU ¢ DIPSS 1 DIPSS+. Takxke B
KadecTBe kKanauaaros ais awio- TT CK paccmarpuBatoTcst manu-
€HTHI C PUCKOM IIPOMEXKYTOUYHBIH-1: B cityyae pedpakTepHOi K
JpYTUM MeToziaM JiedeHHs TpaHC(y3MOHHO3aBUCUMOM aHEMUH,
WM 0OHAPYKEHUsI OTACTHBIX KIIETOK B KpOBU 2% 1 OoJee, Wit
HeOIaronpusITHOTO Kapuorumna [5—7].

B 2012 r. amepukaHckue ydeHble B CBOEM HCCIIEJOBAHUU
npencraBuiy aHanus tedeHus [IM® y nereii [8]. B cBs3u ¢ pen-
KOCTBIO 3a00JIeBaHHS y 9TOH TPYIITEI HAIMEHTOB OTCYTCTBYIOT
YeTKHEe PEKOMEH/IALIUY 110 JIeYeHHIO0. [IeTsM C JIeTKUM TeUeHHUEeM
MPOBOJAT MOAJEPIKUBAIOLIYIO TEPANHUIO U JUHAMHYECKOE Ha-
OJroZieHue B OKUAaHUM clioHTaHHOU pemuccui [9, 10]. OnHaxo,
Korza HaONIogaeTcst MPOrpecCHpyloniee, CTOMKOE, TKEI0e
TedeHue 3a001eBaHus, 0 MHEHHIO aBTOPOB, TAKUM TAI[IEHTaM
pexomennoBana ayo-TI'CK [8].

W3-32 BO3MOXKHBIX OCIOXHEHHH (HECOCTOATENBHOCTD
TpaHCIUTAaHTaTa, TsHKeNIble HH)EKINOHHBIE OCIOKHEHHS, pe-
aKIUs «TPAHCIUIAHTAT MPOTHB X03suHa» — PTIIX) npuHumars
pemenue o BeimonHeHuu amno-TI'CK cienyer mis kaxaoro
601bHOTrO HHAUBHYaNbHO. Heo0X01MMO OLIEHUTD PUCK—TIOIb3Y
OT IPOBEJICHUS 3TOI0 METO/IA JICUEHHSL.

Takxe cymecTBYWOT cnenudpuieckue mpoodIeMbl s
60nbHbIX [IM®, KOTOpBIE HYXKHO yuuThIBaTh Hepen ajuio-TT'CK.
B pesynbrare cruieHOMeraauu pa3BUBaeTCs CHHIPOM THIIEp-
CIJIEHU3Ma, KOTOPBIN MOXKET IPUBECTHU K 3HAUUTEIBHOMY
YMEHBIICHUIO KOJTMYCCTBA JOHOPCKUX CTBOJIOBBIX KJIETOK U HA-
PYILEHUIO IPUXKUBIICHUS TPAHCIUIaHTaTa. B HeckonIbKuX peTpo-
CIEKTHUBHBIX HCCIIEA0BAHUAX CIUIeH KTOMus nepen ao-TI'CK
MPUBOAMIIA K JTy4IIeMy P KUBIICHHIO TpaHcIuianTara [11, 12].

Cepbe3HBIMH OCIIOXKHEHUSIMU y 001bHBIX [IM® sBisitoTest
apTepUalbHbIE U BEHO3HBIE TPOMOO03bl. HecMOTps Ha ycrexu B
JIeYeHNH TTallHeHTOB ¢ TpomOo3amu, nocie awto-TTCK coxpa-
HSIETCS PUCK CMEPTH OT TPOMOOTHYECKHX OCIOKHEeHuUH [13].

Jl1s yMeHbIlIeHHs] BEPOATHOCTH Pa3BUTHUS OCIOKHEHUN
nocne amio-TI'CK Heo6xoauMo oOpaTuTh BHUMaHUE U Ha
BBIOOD JT0HOpA. [10 JTaHHBIM PETPOCHEKTUBHOTO HCCIIEIOBAHMS
¢ yuactueM 95 6onpHbIX [IM® nmpmxuBIeHHE TPAHCILUIAHTATA
u BbDKHBaeMocTh nocie amo-TI'CK y aui ¢ HepoacTBeHHO#
TpaHCIUTaHTAIMeH ObUTH 3HAYUTEIBHO XYyXKe, YeM Y OOJBbHBIX C
TPaHCIUIAaHTALMEH OT MOJHOCTHIO COBMECTHMBIX CHOIHHTOB:
JIeTajIbHOCTH B TeueHue 1-ro roga nocie ano-TI'CK cocrasuiia
56 u 31% coorBeTcTBeHHO. OCHOBHBIMU NPUYMHAMU CMEPTH
CTaJIM PEeUUANBBI OCHOBHOTO 3a00yeBaHMs U MH(EKIIMOHHbBIE
OCIIO)KHEeHWS. Y TTIAMEHTOB C HEPOACTBEHHBIM JOHOPOM B 3 paza
yalie KOHCTaTUPOBAaH CMEMIaHHBIM XuMepu3M. B aTom ucce-
JIOBaHUY IIPOBOAMIOCH CpaBHEHHUE pe3ynbraros ayuto-TT'CK ot
MIOJTHOCTHIO COBMECTUMBIX POACTBEHHBIX U TAINIOUJCHTUYHBIX
JIOHOPOB; PE3YyIBTATHl COMOCTAaBUMEI [ 14].

B nactosimee BpemMs Bce 0os1ee pacipoCTpaHEHHBIM BUIOM
ramwounenTuyHoil TI'CK (ramno-TI'CK) cranoButcs ran-
10-TI'CK ¢ afT-knerounoit u CD19-gerutenmeit. IToT MeTo1 ak-
THUBHO MCIOJB3YIOT B IeTCKOM npakTuke. [lonydeHHble 1aHHbIE
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Puc. 1. TpenaHo6mMonTat KOCTHOro mo3ra, 2014 (nepBuy-
Hoe o6cAea0BaHKe). KOCTHDBIM MO3T rMNepKAETOUHBIN|, YTO
06yCAOBAEHO paclUMpeHUeM TPaHYAOLIMTAapHOTO POCTKa.
BbipaxkeHa npoandepaumns aTMNMYHbIX MErakapMoLMTOB
00bI4HbIX pa3mepoB, DOPMUPYIOLLIUX PbIXAbIE U MAOTHbIE
KAACTepbl. DJPUTPOUAHDIH POCTOK B YMEPEHHOM KOAMYe-
ctBe. OKpacka reMaTtoKCMAMH-303MHOM. YB. 100.

Fig. 1. Bone marrow trephine biopsy, 2014 (initial
examination). The bone marrow is hypercellular owing to
the expansion of granulocytic lineage. There is a marked
proliferation of atypical megakaryocytes of normal size
which form loose and dense clusters. Erythroid lineage
is in moderate amount. Hematoxylin-eosin staining.
Magpnification 100.

YKa3bIBaIOT Ha TO, YTO YACTOTA MPKUBICHHS JOHOPCKUX CTBO-
JIOBBIX KJIETOK Y 3THX MallUEHTOB cocTaBisieT 98%, a uactora kak
ocTpoi, Tak U Xxponuueckoid PTIIX nuzkas [15, 16]. B ®I'BY
«HMMUI] rematonorum» ectb ombIT BeimonHerus amro-TI'CK ¢
afT-knerounoit/CD19-nemnenueit y B3pocinsix. [To pesynsraram
aHanu3a 32 GOMbHBIX (OCTPHIM MUEJIOUAHBIM JIeHKO30M — 12,
ocTpbIM JuM(oOIaCTHRIM Jeliko3oM — 11, MuenoaucIUIacTu-
YeCKAMH CHHAPOMAMH — 6, XpOHUIECKIUM MUEIIOIEHKO30M — 1,
[IM® — 1, numdonponudeparuBHbIM 3a00sieBaHreM — 1), KO-
TopbIM BhInoiHeHa aio-TT'CK B couetanuu ¢ o T-kiaeTounoi/
CD19-nemnenueii, mosy4eHbl ONTUMUCTHYHBIE PE3YJIbTaThI.
[lepBu4HOE NPHKUBICHHUE 3apErUCTPUPOBaHO y 96,8% mnanu-
eHTOB. BeposiTHOCTB 00111e# 1 Oe3pelUAMBHON BBIXKMBAEMOCTH
B TeueHue 12 mec coctasuna 94,1 u 70,5% COOTBETCTBEHHO.
BeposarHocTs pa3zButus peuuausa — 24,4%. Hactora pa3Butus
octpoit PTIIX cocraBumna 18,75%, Bxirogast 1-2-10 cTemneHsb.
Tonpko y 1 manuenta pasBunack xpounyeckas PTIIX [17].
Ieab — npecTaBUTh KIMHUYECKOE HaOIoIeHue 60IbHOIO
IIM®, y xotoporo 3aboneBaHne AeOIOTHPOBAIO B IETCKOM
BO3pacTe W KOTOpOMY BBIOIHEeHa moBTopHas ammo-TI'CK ¢
afT-knerounoit/CD19-nennenueii.

KAauHunueckui cayqan

BonbHoti 3., 26 net, Buepsbie oOparmics B PI'BY «HMUL]
remaronorun» B 2014 r. I3 anaMHe3a U3BECTHO, YTO B aBryCTe
2006 r. B Bo3pacte 12 et mpu yasTpa3ByKOBOM HCCIEOBAaHUN
BbIsIBIIcHA cruieHoMmeranus (158%80 mwm), nanbHeitmee oOcie-
noBaHue He npoBogunu. B urone 2009 1. B Bo3pacte 15 ner
ITOBTOPHO OOCIIeJOBaH B I'€MaTOJOTHYECKOM OTIEJIEHHH C
MIPEIBAPUTENBHBIM THATHO30M «CIICHOMETa s HEeyTOYHEH-
HOTO TeHe3a». B remMorpaMme MOBBIIMIEHBI [TOKA3aTENId KPOBH:
remorio6uH — 169 /11, nefikonutsr — 10x10%/1, TpoMGOUUTHL
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Puc. 2. TpenaHo6uonTar KOCTHOro mo3ra, 2014 (nepsuyHoe
o6caeaoBanme). CreneHb hubposa crpombl MF-1. Okpacka
no F'omopu. Ys. 200.

Fig. 2. Bone marrow trephine biopsy, 2014 (initial
examination). The degree of fibrosis of the stroma MF-1.
Gomori staining. Magnification 200.

110 880%10°/11. TTpu THCTONOTUYECKOM MCCIIEI0BAHNN TPEMAHO-
Ouornrara 3amo103peHo MUEIONPOI(epaTHBHOE 3a00JICBaHHUE.
BrIMOTHEHO MOJNIEKYISIPHO-TEHETHYECKOE HCCIeI0BaHue,
cnenuduueckas myrauus B reae JAK2V617F He BbIsBICHA.
IIpoBoaMIM MOHUTOPHHT aHAJIM30B KPOBHU, Pa3MEPOB CENIE3EHKH,
crienuQuUecKoif Tepanny MaIrueHT He moryval. B mapre 2014 1.
B Bo3pacte 20 eT roCHUTaIu3upOBaH B T€MATOIOTHYECKOE
oTIeeHIEe YHUBEPCUTETCKONH KIMHUYECKOW OosbHUIIBI Nol
OT'AOY BO «Ilepsblif MoCKOBCKHI FOCYAapCTBEHHbIH Meau-
nuHckui yHuBepeureT uM. .M. CeuenoBa» Munsnpasa Poccun
(CeveHOBCKUIT YHUBEPCUTET), T7Ie HA OCHOBAHUHU CILICHOME-
ranuy (10 TaHHBIM yJIBTPa3ByKOBOTO UCCIEAOBAHUS CeJIe3eHKa
220%70 MM), THCTOJIOTHYECKOTO HCCIIEA0BAHMUS KOCTHOTO MO3Ta
B narosioroaHaromuueckom otnenenuu ®I'bY « HMUL] remaro-
norun» (puc. 1, 2), a Taoke onpenenenus B 20% KIeToK My-
taiuu B rene JAK2V617F ycranosnen auarno3 [IM®, Huzkuit
puck o DIPSS. JIns onpeneneHys TaKTHKY JIEUEHNUs] HAIIPaBIeH
B ®I'BY «HMMUII remaronorum», rie NalueHTy peKOMEHI0BaHa
Tepanus npenaparamu uHTepdepona o2b. Tepanus npomomka-
Jach B Te4eHHE 1 Mec, IOocie Yero MalueHT caMOCTOSTEIBHO
OTMEHMUII IIpenapar B CBSI3U ¢ IIOXOU NMEePEHOCUMOCThIO (OT-
Meyaj BbIpa)KEHHBII IPUIIONOAOOHBIA CHHAPOM). YUNUTHIBAs
OTCYTCTBHE KIMHUYECKHX MPOSBICHUI O0Je3HH, AanbHenIIee
JiedeHNe He POBOAMIIN.

B 2016 . mosiBuics 601€BOi CHHIPOM B JIEBOM IO/pe-
Oepne. B remorpamme remornoduH coctapisut 151 r/x, nei-
KouuThl — 5,4x10%/1, TpoMboruTEl — 10 590%10%/n. Hauara
LUTOPEIYKTUBHAS TEPANHs THAPOKCUKAPOaMHIOM B IO3UPOBKE
500-1000 mr/cyT, moj KOHTpoJEeM INoKazaTeneil nepudepu-
yeckodl kpoBU. IIpu KOHTPOIbHOM OOCIENOBAHUU B HIOIE
2017 1. pa3MepsI cele3eHKH COXPaHSIINCh YBETUIEHHBIMH —
204145 mm, myrtauus B rene JAK2V617F BoisiBneHa B 16%
KJIETOK OT O0LIero yucia kietok B oopasue. C oxrsaops 2017 .
MaUeHTy HayaTa Tepanus pyKCOMUTHHHOOM (20 MI/cyT), B pe-
3yJIBTaTe KOTOPOH 0TMEYAJIOCh KPaTKOBPEMEHHOE YMEHBIIICHHE
pasmepos cenezenku (160x50 mm). C anpesst 2018 1. pazmepsl
CeJle3eHKH BHOBb Hauanu yBenuuuBarbes (189%63 mm), mos-
BHIJICS OOJIEBOM CHHIPOM B JIEBOM Mozpedepbe.

YauTeIBas AUTENEHOE TeUEHHE 3a00JIEBaHMSI, MOJIOZIOH BO3-
PacT nanuyeHTa, IOCTENEeHHOE YBEIMUYEHUE CENe3eHKN, OTCYTCTBHE
HLA-uneHTUYHBIX CUOIMHIOB, HECMOTPS Ha HU3KUM PUCK IO
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Puc. 3. OnepaumoHHbIit MaTepuaAa cere3eHku. KpacHas
NyAbNa rUNOKAETOYHas, BbIpaKeHbl yToAlleHue U cu-
6po3 ceae3eHOUHbIX Tshkei. Mopcpororuueckas kapTuHa
pmbpoKoHrecTMBHONM cereseHkn. OKpacka reMaTOKCUAMH-
303uHOM. YB. 200.

Fig. 3. Spleen surgical material. The red pulp is hypocellular,
there is a marked thickening and fibrosis of the splenic
cords. Morphological picture of the fibrocongestive spleen.
Hematoxylin-eosin staining. Magnification 200.

DIPSS, nmauueHT pacCMOTPEH B Ka4eCTBE KaHAWAATAa Ha TPaHC-
IUIAHTALUIO AJUIOTEHHOIO KOCTHOIO MO3ra OT HEPOACTBEHHOIO
JoHopa. B PocculickoM perucrpe HailiieH HEPOIACTBEHHBIN Ya-
CTUYHO COBMECTUMBI JIOHOP (HECOBMECTUMOCTS 110 JIOKYCy DR).

C 21.09.2018 mo 30.09.2018 nanueHTy IpOBEACHO Ipe-
TPaHCIUIAaHTAIMOHHOE KOHJIUIMOHHPOBAHHE B HEMHEIOA-
OnatuBHOM pexkume: daynapadun (180 mr/m?) + 6ycynbhan
(8 mr/kr); 01.10.2018 BEIMOTHEHA TPaHCITAHTALUS aJlIO-
TEHHOTO KOCTHOTO MO3Tra OT HEPOACTBEHHOI'O0 YaCTHYHO
COBMecTUMOTO foHOpa. Beero nepenuto 5,1x10¢ CD34+
KJIETOK/KT. IMMYHOCYNpPECCHBHYIO TEpPalHIO IPOBO-
UM TI0 cXeMe: aHTHTHMOLHMTAPHBIN UMMYHOTIIOOYJIUH ¢
-4 no -1-i guu, uuknopochamua B +3 u +4-it 1HU, LHHUKIIO-
criopuH A u MukodeHonata ModeTri ¢ +5-ro JHs.

B xonTponbHble cpoku uepe3 1 mec nocie amno-TI'CK B
reMorpaMMe COXPaHsUIach IIUTONECHUS, TEMOTIIOONH COCTABIISIT
83 r/n, neiikonutsl — 0,46x10°/1, TpomboLuTHL — 20%10%/1. Tlo
JIAHHBIM HCCJICJIOBAHHUSI MOJICKYJISIPHOTO XUMEPH3Ma HOMYIISIIIHN
KJIIETOK KOCTHOTO Mo3ra omnpezensiiocs 75% JIHK peunnuenta.
Takum 06pa3oM, y 60JIBHOTO KOHCTATHPOBAHA IEPBUYHAS HECO-
CTOATENHHOCTh TPAHCILUIAHTATA, B CBA3H C TUM OTMEHEHa HMMY-
HOCYTIPECCHBHAs Teparus. Pa3Mepsl cele3eHKH 0CTaBaIiCh KaK
nepen ajuto-TT'CK (189%63 MmM). YuuTbiBast HECOCTOSTEIBHOCTh
TPaHCIUIAHTAaTa, IPUHSITO PEIIEHUE O BBHIMOTHEHUH CIUICHIK-
TomMuHu U ioBTopHOU amto-TI'CK.

Jlanapockonuueckasl CIIEHYKTOMUS ¢ KpaeBoil ouoncuei
1eBoi nonu nedeHu BbinonHeHa 13.11.2018. IIpu rucronoru-
YEeCKOM HCCIICIOBAHNH CEJIe3eHKH U MEYSHHU JAHHBIX B IIOJIb3Y
cyOcTpara SKCTpaMeqy/UIIPHOTO MHENON033a He 00HAPYKEHO
(puc. 3).

ITocneonepaOHHBIN IEPHOX OCIOKHHUICSH Pa3BUTHEM
TpoMO03a KyJIBTH CEeJIC3EHOYHOM BEHbI, TPOMO03a JUCTAIBHOTO
oTzeNa BepXHel OpbDKeeuHOi BeHbI, CTBOJIa BOPOTHON BEHBI U
€e IpaBoil U J1eBO AONEBBIX BeTBel. [loMUMO MyTanuu B reHe
JAK2V617F, xotopas cBsi3aHa C PUCKOM BO3HUKHOBEHHS BEHO3-
HOTrO TpoM0Oo3a [18], y manueHTa BBISBICHBI T€TEPO3UTOTHBIC
Mytauuu B reHax PAI-1 v MTHFR. Pa3sutue Tpom6o3a mo-
TpedoBaIo MPOBECHNS TeIapHHOTEPAITIH B BHJIE TOCTOSHHON
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Puc. 4. TpenaHo6monTar KOCTHOro mosra, 2020 (uepe3s
TOA, OCAe NMOBTOPHOTo BbinoAHeHus aaro-TICK). KocTHbii
MO3I TMIMOKAETOUHbIN (OTHOCUTEALHO BO3PACTHON HOPMb).
IpaHyAOLMTAPHDBIM POCTOK CY>XeH. MerakapMoLuMTbl HEMHO-
rOYMCAEHHDI, HEGOAbLLMX Pa3MepOB C FMIMOAOGYASIPHBIMM
rMNepXpoMHbIMU SIAPAMHU. DPUTPOUAHDII POCTOK yMepeH-
HO cy>xeH. Mopcporornueckas KapTuHa peMMCCUU MUEAO-
npoAmcpepaTtMBHOro 3a6oAeBaHMs (COrAACHO KpUTEPUSIM
ELN 2013). Okpacka reMaTOKCMAMH-203UHOM. YB. 100.

Fig. 4. Bone marrow trephine biopsy, 2020 (one year after
repeated allo-HSCT). The bone marrow is hypocellular
(relatively to the age norm). The granulocytic lineage is
reduced. Megakaryocytes are few in number, small in size
with hypolobular hyperchromic nuclei. The erythroid lineage
is moderately reduced. Morphological picture of remission
of myeloproliferative disease (according to ELN 2013
criteria). Hematoxylin-eosin staining. Magnification 100.

uHOy3uu B no3uposke 1200—-1400 ME/4. [Tpu noBTOpHOM HC-
CJIeJOBAHUU TPOMOO3 IPAKTHYECKH ITOJTHOCTBIO PErPEeCCUpOBall.
Jlanee aHTUKOAryJISTHTHYIO TEPAIUIO MPOIODKAN PUBAPOKCA-
6aHoM B j103¢ 15 Mr/cyT.

Ha 2-ii nens mocrne CIuIeHIKTOMUU B TeMOTpaMMe OTMEUEHO
BOCCTaHOBJIEHHUE MOKa3aTeNei: TeHKouThI — 10 9% 10%/11, TpoM-
Gouutsl — 6onee 100x10°/1. B mMuenorpamme Ha +2-i Mecs
x03s1iicKoe KpoBeTBopeHue coctaBisuio 100%, MyTaius B rene
JAK2V617F BeisiBnena B 5% KIIETOK OT OOILIETo Yucia KIETOK
B o0pasiie.

Y4uThIBask HECOCTOSATEIBHOCTD TPAHCIUIAHTATA OT HEPOA-
CTBEHHOTO JJOHOPA, & TAK)KE OTCYTCTBHE PEMHUCCHH 3a00JICBAHHUS
(Hanmuue KJIeToK ¢ Myranued B reHe JAK2V617F), HecMOTpst
Ha BOCCTaHOBJIEHHUE IOKa3aTesiel nepudepuiyeckoi KpoBu, B
CBSI3U C HEONATOMPHUATHBIM MPOTHO30M MO OCHOBHOMY 3a00-
JIEBaHHIO, MOJIOION BO3PACT OONBEHOTO U HAJHYHE TOCTYIHOTO
TaIyIONJCHTUYHOTO JOHOPA (CecTpa), uepes3 5 Mec mocie NepBoi
amno-TI'CK pemteno nposectu nosropHyto amio-TI'CK, Ho
B Jpyrom Bapuante — ¢ ofyT-kierounoit/CD19-nennenuneii ot
POICTBEHHOTO TalUIONISHTHIHOTO JOHOPA.

C 28.02.2019 mo 05.03.2019 npoBeaeHO KOHIULIMOHUPO-
BaHHE B MMEN0abIaTUBHOM pesxuMe: hayaapabun (150 mr/m?) +
tpeocynbdan (42 r/m?) + tuorena (10 mr/kr). Amno-TI'CK ¢
ofT-kiaerounoi/CD19-aennenuelt 0T poACTBEHHOTO Tarjion-
JIEHTHYHOTO JI0oHOpa BhinonHena 07.03.2020, nepenuto 2,16x10°
CD34+ xnerok ¢ nocneayrouiei Tpancgysueiit CD45R A-nerue-
THUPOBAHHOTO JICHKOKOHIICHTPATA.

Boccranosienune yncia JEHKOLUMTOB OTMEUEHO Ha +9-1i 1eHb
nocne amio-TI'CK. Ha +1-i Mecsiil uarHoCTUPOBAHO MpHU-
JKUBJIEHUE TPAHCIUIAHTATA: MO JAHHBIM IUTOT€HETHYECKOTO
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Puc. 5. TpenaHo6montar KOCTHOro mosra, 2020 (uyepes
roA rnocae rnoBTopHoOro BbinoAHeHus aano-TTCK). Crenenb
c¢pubpo3a crpombl MF-0. Okpacka no F'omopu. YB. 200.
Fig. 5. Bone marrow trephine biopsy, 2020 (one year after
repeated allo-HSCT). The degree of stromal fibrosis is MF-0.
Gomori staining. Magnification 200.

uccaenoBanus 99% XX, 1% XY, MONEKYISIpPHOTO HCCIIEN0-
BaHus — 100% JJHK nonopa, myranus V617F B rene JAK2 He
oOHapyKeHa.

B Teuenue 27 mec nocne nosropHoit amno-TI'CK y mamu-
enta myrtauusa V617F B rene JAK2 ne BoisiBsercs, 100% JHK
noHopa. B tpenanoouonrare (Mapt 2020 1.) Mopgonornyeckas
KapTHUHA XapaKTepHu3yeT THCTONOTHIecKyo pemuccuto [IM®D
(puc. 4, 5). B KOHTPOJIBHBIE CPOKH BBIIIOJHEHO 4 BBEACHMUS
CEJIEKTUPOBAHHBIX T-XeJNepoB NaMsITH B KaeCTBE a/I0NTUBHOM
tepanuu. [IpuznakoB octpoii u xponnyeckoit PTIIX Her.

OO6cyxaeHne

Hamu orucas ciryyaii ycnenHoro BbIITOJIHEHUS TOBTOPHOM
ramio-TI'CK B coueranuu ¢ aff T-knetounoit/CD19-nennenneit
nanuedTy ¢ [IM® nmocie HecOCTOATEN HOCTH TPAHCIIAHTATA
npu nposeaennn amio-TI'CK ot HepoACTBEHHOTO 1OHOPA.

B Hacrosiiiee Bpemst BO BCEM MHpPE CYLIECTBYIOT CTPOTHE
nokazanus g amio-TT'CK y B3pocneix nmamuentos ¢ [IMO,
B MEAMATPHUYECKON MPAaKTUKE TaKHe IOKa3aHUsl OTCYTCTBYIOT.
JleTsM npoBOIST MOAIECPIKUBAOLLYIO TEPAITHIO U TTHAMHYECKOE
HaOIIOEHUE B OXKUJIAHUU CIIOHTaHHON PEMHCCHH.

JleOroT 3a00sieBaHusl y HAIIETO MAaIlMeHTa ObUT B IETCTBE,
OJJHAKO KJIMHHYECKHE MPOSBICHUS COXPAHSUIUCH 10 MOJIOIOTO
BO3pacTa, puck 1o mkaiae DIPSS sBusics Hu3kuM. YauTbiBas
CTOMKOE TeyeHHe 3a00sIeBaHMs, HECMOTPS Ha HU3KUN PUCK 10
DIPSS, npunsito pemenue o BeimonHeHun amio-TTCK.

Takum o6pazom, nanuertam ¢ [IM® u3 rpymnmn npomexyTou-
HOTO-2 HJI BBICOKOTO PUCKa, COIIACHO €BPONEHUCKOMY, aMepH-
KaHCKOMY, POCCHIICKOMY TIPOTOKOJIaM JISYSHUsI, PEKOMEHIOBaHA
amno-TT'CK.

IMepen amno-TI'CK nHeo6xonumo y4ecTh Bce (HaKTOPHI,
KOTOPBIE MOTYT IIPUBOJIUTH K TSDKENBIM OCJIOKHEHHUSM: BBIOOD
JIOHOPA, PEKUM KOHIUIIMOHUPOBAHUS K IMMYHOCYTIPECCHBHON
Tepanuy, UICTOYHUK TPAHCIUIAHTATa, HEOOXOAUMOCTD CIIIIEHIK-
TOMUH, COITPOBOAUTEIILHYIO TEPAITHIO.

[Ipu OTCYTCTBUU MOJHOCTHIO COBMECTHMOTIO JIOHOpA pe-
KOMEH/IYeTCsl PACCMOTPETh TaINIOMJSHTHYHOTO, TaK KakK, 110
JTaHHBIM HccenoBanui, pe3ynsrarsl Takux TT'CK y manmenToB
¢ [IM® conocraBuMbI ¢ TpaHCTIJIAHTALMSIMU OT WIEHTUYHBIX
cubnunros [14]. B Hacrosuee Bpems Bce Ooiee pacopocrpa-
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HeHHBIM BuoM ramio-TI'CK cranoButcs ramino-TI'CK c
afT-xnerounoil/CD19-pennenueii, noay4eHHbIE JaHHBIE YKa3bl-
BAaIOT Ha TO, YTO YAaCTOTA MPM>KUBIICHUS JJOHOPCKUX CTBOJIOBBIX
KJIETOK Y 9THX IallMeHTOB cocTaBisieT Oonee 90%, a acrora
octpoii u xponuueckoit PTIIX Hu3zkas.

Heo6x0q1Mo0 OTMETUTB, YTO NEpes NPOBEICHUEM BTOPOI
amro-TI'CK mamueHTy U3 ONMMCAaHHOTO KIMHHYECKOTO CIydast

BBIIIOJIHEHA CINICHOKTOMUA C LCJIbIO HpO(i)I/IJ'[aKTI/IKI/I IOBTOPHOI'O
OTTOPXKCHMUS.
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Cnm1cok cokpall,eHHi

Anno-TI'CK — TpaHCIUIaHTalMs aJUIOTEHHBIX T€MOIOITHYECKUX CTBOJIO-
BBIX KJIETOK

Tamno-TI'CK — rarionaeHTH4Hasi TPaHCIUIAHTALUS T'€MOMOATHYECKHX
CTBOJIOBBIX KJIETOK

[IM® — nepBuuHbIil MUET0HHOPO3

PTIIX — peakuust «TpaHCIUIAHTAT IIPOTUB XO3SHHA»

DIPSS (Dynamic International Prognostic Scoring System) — Jlunamunue-
CKasl MeXXIyHapOaHasl [IKaJla OLEHKH IIPOTHO3a
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