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T-xmeTky maMATH, peKOHCTUTYLUA MMMYHHOM CUCTEMB,
TPAHCIUVIAHTAIYA a/UIOT€HHBIX T'eMOIO3TUYECKMX KIIETOK,
npodumaktuka octpoit PTIIX.
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Introduction

Despite recent advances, multiple myeloma remains an in-
curable disease. Allogeneic hematopoietic stem cell trans-
plantation (allo-HSCT) is considered a potentially curative
therapeutic option, but remains controversial, due to a sig-
nificant toxicity associated with the treatment. With this
clinical case, we have demonstrated successful application of
this therapeutic approach.

Case description

The 44-year old patient was diagnosed with multiple myelo-
ma in August 2013 on the basis of multiple osteolytic lesions,
pathological fractures of ribs, left humerus; monoclonal
secretion of IgG/kappa (12 g/L); subtotal bone marrow in-
filtration by plasma cells (92%). According to international
prognostic indices, stage II was confirmed; according to IT -
ISS, TI-R-ISS (dell3 by FISH). 1* line therapy: induction
treatment, PAB Ne5, tandem syngeneic transplantation con-
ditioned by melphalan (160 mg/m?), maintenance therapy
(bortezomib). Complete response was achieved, with mini-
mal residual disease (MRD+). In February 2016, the relapse
was noted: 11% of plasma cells in the bone marrow, lack of
M-protein secretion (transformation into a non-secretory
form). 2" line of therapy was based on lenalidomide/predni-
solone. In October 2016, a complete response was observed,
MRD (+). In May 2017, the second relapse occured: 18.6%
of plasma cells in the bone marrow, the development of new
focal lesions, local plasmocytomas (L3, right iliac bone). 3%
line therapy included ixazomib/lenalidomide/ prednisolone,
radiation therapy to the plasmocytoma region. This treat-
ment resulted into clinical stabilization (23% of plasma cells
in the bone marrow, 50% reduction of plasmocytomas in the
right iliac bone and decrease by 25% of L3 plasmocytomas).

As a “salvage treatment’, allogeneic HSCT was performed
from a full HLA-matched sibling (sister) on 24 January 2019.
Clinical condition of the disease was stabilized by this time
(28% of plasma cells in the bone marrow). Non-myeloablative
conditioning regimen was as follows: fludarabine 30 mg/m?,
busulfan 8 mg/kg; GVHD prophylaxis regimen: cyclophos-
phamide 50 mg/kg D+3, D+4, tacrolimus 0.03 mg/kg, MMF
30 mg/kg. Peripheral blood stem cells were used as a graft
source. Engraftment was achieved by the D+19, with 46%
of plasma cells in the bone marrow, donor chimerism levels
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were 60-70%. At D+29, a reduction of plasmacytosis (32%),
and chimerism 70-79% were also revealed, as well as deletion
of chromosome 13 was found in 15% of cells. Immunomod-
ulating therapy with lenalidomide (5 mg per day) was started
with D+32, against the background of continued immuno-
suppressive therapy with tacrolimus. Complete response was
revealed on D+60: decrease of plasma cells to 2%, MRD (-),
the absence of del13; donor chimerism of 99%. At D+100, we
documented a complete PET-negative response, plasmacy-
tomas were not detectable, and immunosuppressive therapy
has been canceled. At the present time, more than 6 months
after allo-HSCT, we observe chronic GVHD of the skin (1st
stage) which does not require systemic immunosuppressive
therapy. The immunomodulating therapy with lenalidomide
is continued. The quality of life is good.

Discussion

This clinical case demonstrates successful use of allo-HSCT
asa “salvage treatment” in a young patient with relapsed form
of multiple myeloma. The use of a non-myeloablative condi-
tioning regimen, GVHD prophylaxis with post-transplant
cyclophosphamide, as well as immunomodulatory mainte-
nance therapy with lenalidomide in the early post-transplant
period, allowed us to achieve a strict complete response by
inducing a graft-versus-myeloma reaction (GVM), and to
minimize complications associated with transplantation,
while maintaining a good quality of life.

Conclusion

Allo-HSCT can be considered a therapeutic option in young
patients with a resistant-relapsing form of the disease, when
the risk of progression may outweigh the risks associated
with transplantation.
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KnuHnyecknin aryyam yCnewHoro NnpumMeHeHns annoreHHon TpaHCnIaHTauum remono-
3TUYECKMX CTBOJIOBbIX KJIETOK B KauecTse «Tepanumn crnaceHusa» y naumeHTa C MHOXe-
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Beepenune

Hecmorpss Ha mociegHue ROCTVDKEHUA, MHOXKECTBEHHasd
MI€eNIOMa OCTAETCS HEU3IeUMMbIM 3a60/1eBaHeM. AJITIOTeH-
Hasl TPAaHCIUIAHTAIVA TeMOIIO3TUYECKUX CTBOTOBBIX KJIETOK
(amno-TI'CK) paccmarpuBaeTcs, Kak IOTEHIMAIbHO U3JIe-
YIBAOIIAs TePaNeBTIYeCKas OIS, HO OCTAETCs CIIOPHON
113-3a 3HAYUTETHHON TOKCUIHOCTH, CBS3aHHOI C JIeYeHMEM.
JJaHHBIM KIMHUYECKUM CTy4aeM MBI IPOJEMOHCTPUPOBaIN
YCIEIIHOe IIPUMEHEeHe 3TOT0 METOA TePAIINIL.

OnncaHme KNMHNUYECKOro Cyyas

JMarHo3 MHO>KeCTBEHHOJI MJ€/TOMBI YCTAaHOBJIEH MAIIEHTY
B aBrycre 2013 1. B Bo3pacre 49 jieT Ha OCHOBaHMI: MHOXe-
CTBEHHBIX OCTEOTUTUYECKNX OYaroB, MATOOTUYECKUX IIe-
penoMoB pebep, /IeBOII T/Ie4eBOI KOCTY; MOHOK/IOHA/IBHO
cexpeunn IgG/kappa - 12 r/m; cy6roranpHOll HHUIBTpPA-
LY IIasMaTndecKuMy Kiaetkamu (92%) KOCTHOrO MO3Ta.
ITo MexXyHapOZHBIM NMPOTHOCTMYECKMM MHAeKcaM — II —
1o ISS, II-R-ISS (del13 mo manueim FISH). Tepanus 1-it nu-
HUM BK/II0Yaja MHAYKLMOHHYIO Tepanuio 1o cxeme PAD
Ne5, TaH[eMHYI0 CMHIE€HHYI TPAHCIUIAHTALUIO I'eMOIIO3-
TUYECKIX CTBONOBBIX K/IeTOK (Mendanan 160 mr/m?), mop-
mep>kmBamomas Tepanusa 6opresomn6om. DPPeKT: momHbIIN
oteeT, MOD (+). B deBpasne 2016 r. BbISIBIIEH PELUIUB 3a-
6oneBanus: 11% maasMaTUYeCKUX KJI€TOK B KOCTHOM MO3-
re, OTCYTCTBUE cekpeuyu M-nporenHa (TpanchopManyus B
HecekpeTnpyouyo dopmy). Tepannsa 2 mMHUYN — JIeHAIN-
moMup/penHN3070H. B okTs6pe 2016 T. — MONHBIN OTBET,
MOB (+). B mae 2017 r. BbIsIB/IEH BTOPOJ pPeLUIUB: B KOC-
THOM Mo3re — 18,6% IUra3smMaTuyecKnx KIeTOK, TOsBJIEHNe
HOBBIX 0YaroB fecTpykuui, masmounroMm (L3 mo3BoHka,
rpaBasi MMOAB3JIOIIHAS KOCTb). Tepamms 3-eil TMHUM — UK-
cazomu6/nenamupomus/mpegansonon (IRP), mydesast Te-
pamust Ha o6acTh wiazMounuToM. ddexT: crabunmzannn
(B KOCTHOM MO3re 23% I1a3MaTUYECKIUX K/IETOK, penyKums
Ha 50% I/1a3MOLIMTOMBI IIPABOJ MOAB3JOLIHON KOCTY U Ha
25% - mma3sMonToMbI T03BoHKa L3). 24.01.2019 B kauecTBe
«Tepanmu craceHus» BpimonHeHa awro-TTCK ot momHo-
crpi0 HLA-coBmecTnmoro cubmmura (cecrpsr). Craryc 3a-
607eBaHMsI HA MOMEHT TPAHCIUIAHTALMY — CTaOMIM3anys
(B KOCTHOM MO3Te — 28% TIITa3MaTUYECKUX KIIETOK). Pesxxum
KOH/JMIIMOHVPOBAHIS HeMuenoabraTuBHbII: (rrysapabus —
30 mr/m?, Oycynbdan — 8 MI/KT; peXXuM HPO(MIAKTUKY
PTIIX: nuxnodocdan — 50 mr/kr I+3, [J+4, Takpomumyc —
0,03 mr/xr, MMF - 30 Mr/Kr. VICTOYHMK TpaHCIITaHTAaTa: T1e-
pudepuyeckie cTBOMOBbIe KAeTKM. IIpyoKkuBIeHre TpaHC-
IVTaHTaTa JOCTUTHYTO Ha [I+19: B KocTHOM Mosre 46%
MJIa3MaTUYEeCKUIT KIeTOK, XumepusMm 60-70% mOHOpCKMIL.
Ha J1+29 - pepyxunsa mrasmonutosa (32%), xumepusm 70-
79%, Tax>ke BoisABneHa dell3 B 15% knetok. C [I+32 HauaTa
VIMMYHOMOZYIVPYIOLAas T€PANusA JTeHATUOMUIOM 5 MT B

CyTKM Ha (hOHe MPOLO/DKEHHOI MMMYHOCYIIPECCUBHOIL Te-
panuu takponumycoM. Ha JI+60 — monubiit oTBeT: 2% 11as-
MaTu4yecknx Knetok, MOB(-), orcyrcrBue dell3; xumepnsm
99% mnonopckmit. Ha J1+100 — nonnbiit [19T-HeratusHbIN
OTBET, IIJIa3MOLITOMbI He BbIAB/AITCA. OTMeHeHa MMMYHO-
cympeccuBHas Tepanyst. Ha faHHBI MOMEHT Ipouto 6osee
6 mecsanes nocne amno-TICK. Vimeer MecTo XpoHM4eckas
PTIIX koxm 1-it cremenn 6e3 MOTPeGHOCTM B CHUCTEMHOI
MMMYHOCYIIpeccuBHON Tepamuu. IIpopgormxaerca mnpuem
neHanupoMuza. KagecTso 5KM3HM — YI0BNIETBOPUTENBHOE.

0bcyxpeHue

JJaHHBINI KIMHUYECKUI CIydail JeMOHCTPUPYeET YCIENIHOe
npumenenne awio-TTCK B kauecTBe «Tepamyy CIiaceHMsI»
Yy MOJNO[Or0 MalMeHTa C PeUUAVBUPYIOUIVM TedyeHMeM
MHO>X€CTBEHHOJ MMeNOoMbL. JVIcronb3oBaHue HeMuenoa-
O/IaTMBHOTO peXXMa KOHIMLIMOHMPOBAHUA, IPOGUIaKTU-
ku PTIIX ¢ mncnonp3oBaHMeM MTOCTTPAHCIUIAHTAIIIOHHOTO
muknopocdamnia, a Takke MMMYHOMOYIVPYIOLIEH MOf-
Tep>KMBalolell Tepalui JIeHaIuIOMIIOM B PaHHEM IIOCT-
TaHCIUIAHTALMIOHOM IIep1ofie MTO3BOMMIN JOOUThCA CTPO-
TOTO IIOTHOTO OTBETA 3a CYeT MHAYLMPOBaHUA «peaKLUn
TpaHCIUIaHTaT IpoTUB Muenomsl» (PTIIM), MuHUMU3NpPO-
BaThb OCTIOXKHEHM, CBA3aHHBIE C TPAaHCIIAHTaIlel, a TAKXKe
COXPaHUTh YLOBNIETBOPUTEIbHOE Ka4eCTBO KU3HI.

3aKnyeHue

Anno-TI'CK MokeT paccMaTpuBaTbCsA KaK TepaneBTHYe-
CKas ONIMA Y MOJOAbIX ITAIMEHTOB C PE3MCTEHTHO-PeIy-
AUBUPYIOLIMM TedeHueM 3abo/eBaHIMsI, KO PUCK IIPO-
TPECCHPOBAHMA MOXKET IepeBECUTb PUCKM, CBA3AHHbIE C
TpaHCIUTaHTaL el
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AstorenHas TpaHCIUVTAaHTAOVA TE€MOIIO9TUYECKUX CTBOJIO-
BBIX KJIETOK, MHOXXE€CTBEHHAA MIEIOMa, p€aKuus «TpaHC-
IUTAHTAT IPOTUB MUEJIOMBI».
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