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AHHOTAIIUA

BBeneHnwue. HecMoTps Ha IOCTYITHOCTH U BBICOKYIO 3 (PEKTUBHOCTD COBPEMEHHBIX ITPOTHBOOITYX0JIEBBIX IIPeapa-
TOB, MCIIOJIb3YEMBIX JIJIsl TEPANMH OOJBHBIX MHOKECTBEHHOH Muesmomoi (MM), y GOJIBIITUHCTBA TAI[UEHTOB HEN30EKHO
Pa3BUBAIOTCA PENUAMBEI 3a60s1eBaHus U PedPAKTEPHOCTH K IIPOBOAUMON Tepanun. IIpOrHo3 y MarfueHToR C PEUUBUDY-
fomeit MM u pedpakTEPHOCTHI0 K OCHOBHBIM KJIACCAM HCITOJIb3YEMBIX ITPOTUBOOIYXOJIEBBIX MIPENapaToB (MHTHOUTOPOB
IIPOTEACOM M UMMYHOMOZYJ/IITOPOB) OCTAeTCs HeOGIaronpuATHBIM, a MeAnaHa obmieil BppkuBaemoctu (OB) cocrasiser
TOJIBKO 8 Mec. JlapaTymymab — mepBoe IMOJTHOCThIO YeJIOBEUECKOE MOHOKJIOHAJIbHOE aHTUTEJIO 1gG1-K, KOTOPOE C BBICOKOH
adpuHHOCTBIO cBsA3BIBaeTcs ¢ 6eakoM CD38 Ha MOBEPXHOCTH MUEJIOMHBIX KJIETOK, OKa3bIBAET MPSIMOE BO3/IEHICTBHE HA
OTIyXO0JIb, 4 TAaK:Ke 00J1a/1aeT UMMYHOMOIYTUPYIONITAM MEXaHU3MOM JIEHCTBUA. B KITMHUYECKUX UCCIEI0OBAHUAX TAPATyMY-
Mab oKa3asl BBICOKYIO 3(P(HEKTUBHOCTH M 6€30MMaCHOCTh IIPH UCIOJIb30BAHUKM B MOHOPEKUME Y MAI[UEHTOB C PEIUTUBU-
pytomerr MM u 1BOHHOH peppaKkTepHOCTHIO.

IT e 1 b . OneHuTh 3bHEKTUBHOCTD U 6E30IIACHOCTH JapaTyMyMaba B MOHOPEKUMe Y O0JIBHBIX PeliIuBUpYoei/ped-
PaKTeEpPHO MHOKeCTBEHHOH Muesomoit (PPMM) B yciOBUSAX peaIbHOU KJIMHUYECKOHN MPAKTUKU.

Martepuanab U MEeTOJBbl . BuccaegoBanue 6butH BKIOUYEHBI 32 nanueHTa ¢ PPMM (14 My»K4uH U 18 KeH-
IIIUH) B BO3pacTe 41—76 jeT (MeanaHa — 65 JIeT), IPOXOUBIINX JieUeHNE B IByX reMaTOJIOTHYECKUX IeHTpax r. HoBocu-
6upcka. Y 65.6 % 60bHBIX ObL1a AuarHocTupoBaHa IITA cragus 3aboseBanus mo Durie-Salmon, I-11 cragus mo Kiaccu-
dukaruu ISS (y 65.6 u 28.1 % 60abHBIX cOOTBETCTBEHHO) U cratyc 0—1 1m0 ECOG (y 37.5 u 43.7 % GOJIBHBIX COOTBET-
CTBEHHO). Y 56.3 % ManreHTOB PETUCTPHUPOBAIUCH OCCATIbHBIE MATKOTKAaHHbIE TUIA3MOIIUTOMBI, y 12 (37.5 %) oTMeuasach
BBICOKasi aKTUBHOCTH JIAKTAT/ETU/IPOTeHA3bl. MeraHa yucsia JIMHUN PEAIIeCTBYIONEN Tepanuu OblIa paBHA 2 (Juarma-
30H 2—4). Bce manueHTh paHee MmoJIydaii HHTHOUTOPHI TpoTeacoM (60pTe30Mub) U MPOTHUBOOITYX0JIEBBIE HMMYHOMOZIY-
JISITOPBI (JIEHATTUZOMU/T). AyTOJIOTUYHAs TPAHCIUIAHTAITNSA TeMOTIOATUUECKUX CTBOJIOBBIX KJIETOK ObLIa poBezieHa 34.4 %
6osibHBIX. JIBOiHAsE pedpakTepHOCTh ObLIa 3aperucTpupoBaHa y 24 (75 %) u3 32 mamueHToB. MeauaHa BpeMEHH OT
MOMEHTa IOCTaHOBKH AuarHo3a MM /10 Havasia Tepanuu AapatymyMaboM coctaBuia 73.1 Mec (iuana3oH 18—144 mec).
Japatymymab Ha3Hayajaud B MOHODEKHMEe BHYTPUBEHHO B JI03€ 16 MTI/KT eXeHesleJabHO (LHKJIBI 1-2), Yepe3 Helesio
(mKIBI 3—6) U 3aTEM €3KEMECAYHO.

PesyanbrTartsbl . CpeaHss IpoAOIKUTETLHOCTb TEPAITIY IapaTyMyMaboM COCTaBHIIa 12.2 Mec (Inana30H 4—22 Mec).
YacroTa 06111ero oTBeTa (MOTHAst PEMHUCCHs + OYeHb Xopolias yactuunast pemuccus (0xUP) + wactuunas pemuccus (UP))
cocraBuiia 67.7 %, ox4P —y 9 (29 %) 6oabHbIX, UP — y 12 (38.7 %), crabunuzanus 3abosieBanus (C3) 3aperucrpupoBaHa y
19.4 % manMeHTOB COOTBETCTBEHHO. Me/naHa BpeMeHH /10 HACTYIIEHHS OoTBeTa — 3.5 Mec (uamasoH 2.5—6). CpeaHsis
MIPOJIOJIKUTETFHOCTh OTBeTa — 7.9 Mec (95% moBepurtenbHbIi nHTEpBa (M) 4.7—11.5). Meuana BbIKHBaeMOCTH 6e3
nporpeccupoBanusi (BBII) cocraBuiia 19.1 mec (95% AU 15.3—23.6), a 12- u 18-MmecssuHas BBII 6p1u Ha ypOBHE 91 U 50 %
cooTBeTcTBeHHO. Mennana OB He ObL1a JOCTUTHYTA, a 3HaUeHH 12- U 18-Mecssunon OB cocraBuiu 100 1 96.3% coOTBET-
cTBeHHO. I'yIyOrHa OTBETa OKa3bIBajla CTATUCTUYECKH 3HAaUNMOe BinssHue Ha BBII (18-mecsunas BBII — 100 % B moarpym-

TocTymuia B peJakIiuio 02.04.2023 Received 02.04.2023

IIpomuia peneH3upoBaHue 28.04.2023 Revised 28.04.2023

IIpunsATa K MyGIMKanuy 11.05.2023 Accepted 11.05.2023

Aemop, omeemcmeeHHblll 3a nepenucky Corresponding author

CxBoprioBa Haranus BaseppeBna: ®I'BOY BO «HoBocubupckuii rocy- Nataliya V. Skvortsova: Novosibirsk State Medical University, 52, Krasny
JIapCTBEHHBIH MeANIMHCKUN yHUBepcuTeT» MuHnsapasa Poccun. 630091, prosp., Novosibirsk, 630091, Russia.

r. HoBocubupck, Kpacusiii mpocir., 52. E-mail: nata_sk78@mail.ru

E-mail: nata_sk78 @mail.ru

90 Journal homepage: http://jsms.ngmu.ru



Skvortsova N.V. et al. / Journal of Siberian Medical Sciences Vol. 7, No. 2 (2023)

nax ox4YP u YP u 81 % — B noarpynne C3 cooTBeTcTBEHHO (X = 19.207, p < 0.001)). Tepanus gapatymymaboM cOIIPOBO-
JKJ1ay1ach 6JIaroNpUATHBIM TPOGUIEM TOKCUYHOCTU. Y 37.5 % MaIlUEHTOB OTMEYAINCh HH(PY3UOHHBIE PEAKITUN 1-U U 2-1
CTEIEHU TSKECTH, Y 6.2 % > 3-H CTelNeHU TSKECTH, Y OJTHOTO MAI[MEHTa Tepanus ObUia MpeKpalieHa n3-3a nHPpy3noHHOH
peakuu 3-i creneHu. Y 15.6 % IaIMEHTOB PETHUCTPUPOBAIACH YCTAIOCTh, HHMEKINI BEPXHUX U HUKHUX /IbIXaTeJIbHBIX
myTei (15.6 u 12.5 % COOTBETCTBEHHO), aHemus (15.6 %), TpombonuTonienus (6.2 %) u Heltponenus (6.2 %).
3akiawueHue . Tepanusagapatymymabom sipysieTcs 3¢ PeKTUBHBIM U 6€30I1aCHBIM METO0/IOM JieueHus ipu PPMM.
Knaoueente caoea: napatymymad, MHOKeCTBEeHHasA MHesIoMa, 3G(eKTUBHOCTb, BBIKUBAEMOCTb, ABOWHAA pedpak-
TepHOCTb.

O6pasen nuruposBaHua: Ckeopuosa H.B., Boporriosa E.B., Heuynaesa 1.H., Bopomaesa E.H., KoBbites 1.B.,
ITocmenosa T.W. 3¢ deKTUBHOCTD TEpANINU IapaTyMyMaboM B peajlbHOH KJIMHUYECKOH ITPAKTHKE Y MAIEHTOB C PeIy-
JUBUpYOLIeii/ pedpakrepHOi MHOKeCTBeHHOI Muesiomoii // Journal of Siberian Medical Sciences. 2023;7(2):90-113.
DOI: 10.31549/2542-1174-2023-7-2-90-113

Effectiveness of daratumumab therapy in real-life clinical practice
in patients with relapsed/refractory multiple myeloma
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ABSTRACT

Introduction. Despitethe availability and high effectiveness of modern anticancer drugs used to treat patients
with multiple myeloma (MM), most patients inevitably develop disease relapses and refractoriness to the ongoing therapy.
The prognosis in patients with relapsed MM and refractoriness to the main classes of anticancer drugs (proteasome inhib-
itors and immunomodulators) remains poor, and the median overall survival (OS) is only 8 months. Daratumumab is the
first fully human IgG1-x monoclonal antibody that binds with high affinity to the CD38 protein on the surface of myeloma
cells, has a direct effect on the tumor, and also has an immunomodulatory mechanism of action. In clinical trials, daratu-
mumab has been shown high effective and safety when used as monotherapy in patients with relapsed and double refrac-
tory MM.

A im . To evaluate the effectiveness and safety of daratumumab monotherapy in patients with relapsed/refractory mul-
tiple myeloma (RRMM) in real-life clinical practice.

Materials and methods. Weanalyzed 32 patients with RRMM (14 men and 18 women) aged 41—76
years (median 65 years) from two hematological centers in the city of Novosibirsk. In 65.6% of patients, stage IIIA accord-
ing to Durie-Salmon, stage I-II according to the ISS (in 65.6 and 28.1% of patients, respectively), ECOG performance sta-
tus 0—1 (in 37.5 and 43.7% of patients, respectively) were diagnosed. Bone-related soft tissue plasmacytomas were recorded
in 56.3% of patients, high lactate dehydrogenase activity was noted in 12 (37.5%) patients. The median number of prior
lines of therapy was 2 (range 2—4). All patients had previously received proteasome inhibitors (bortezomib) and immuno-
modulatory agents (lenalidomide). Autologous hematopoietic stem cells transplantation was performed in 34.4% of
patients. Double refractory MM was registered in 24 (75%) of 32 patients. The median time from diagnosis of MM to ini-
tiation of daratumumab therapy was 73.1 months (range 18—144 months). Daratumumab was administered as monother-
apy at a dose of 16 mg/kg intravenously weekly (cycles 1—2), every other week (cycles 3—6), and then monthly.
Results. The median duration of therapy with daratumumab was 12.2 months (range 4—22 months). The overall
response rate (complete response + very good partial response (vgPR) + partial response (PR)) was 67.7%; vgPR — in 9
(29%) patients, PR — in 12 (38.7%), stable disease (SD) was registered in 19.4% of patients, respectively. The median time
to response was 3.5 months (range 2.5—6). The median duration of response was 7.9 months (95% confidence interval (CI)
4.7—-11.5). The median progression-free survival (PFS) was 19.1 months (95% CI 15.3—23.6), and the 12- and 18-month PFS
were 91% and 50%, respectively. The median OS was not reached, and the 12- and 18-month OS values were 100% and
96.3%, respectively. The depth of the response had a statistically significant effect on the PFS (18-month PFS was 100% in
the vgPR and PR subgroups and 81% in the SD subgroup, respectively (x> = 19.207, p < 0.001)). Therapy with daratu-
mumab was accompanied with a favorable toxicity profile. In 37.5% of patients, grade 1 and 2 infusion reactions were

Journal homepage: http://jsms.ngmu.ru o1



Cxeopuosa H.B. u dp. / Journal of Siberian Medical Sciences T. 7, N° 2 (2023)

noted, in 6.2% grade > 3, in one patient, therapy was discontinued due to an infusion reaction of the 3rd degree. Fatigue,
upper and lower respiratory tract infections (15.6% and 12.5%, respectively), anemia (15.6%), thrombocytopenia (6.2%),

and neutropenia (6.2%) were recorded in 15.6% of patients.

Conclusion. Therapy with daratumumab is an effective and safe treatment for RRMM.
Keywords: daratumumab, multiple myeloma, effectiveness, survival, double refractoriness.
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BBEJAEHUE

MmuoxxectBennad muesioma (MM) — HensednMoe
3JI0KayecTBEeHHOE JINMQOIpoaudepaTuBHOE 3a001e-
BaHHe, XapaKTEePHU3YIOIIeecs PeIruAUBUPYIOIINM
TeueHueM [1]. 3a mocjaesHNEe ABa JECATUIETHS BHE-
IpeHre HHrubuTopoB mpoteacoM (MI1) u mpoTHUBOO-
IyX0JIEBbIX UMMyHOMOZAysaTopoB (MMU/T) 3naun-
TeJIbHO YBEJIUYNIIO 5- U 10-JIETHIOIO BBIXKUBAEMOCTD
nanuenTos ¢ MM [2]. OxHako HECMOTPS Ha JIOCTYTI-
HOCTb U BBICOKYIO 3(h()EeKTUBHOCTh 3THX KJIACCOB
rpernapaToB, y OOJBIIMHCTBA HalueHTOB ¢ MM
Hen30eKHO Pa3BUBAIOTCA PEIUANBBI 3a00JI€BaHUA
u pedpakTepHOCTh K NMPOBOAUMOM Tepanuu. IIpo-
THO3 y MAIMEeHTOB C DPENUANBUPYIONed MHOXKe-
CTBEHHOH MuesoMOH U peppakTepHOCTHIO K OCHOB-
HBIM KJIACCaM HCIOJIb3YEMBIX ITPOTHBOOITYXOJIEBBIX
npenapatoB (MUIT u UMU/T) ocraercs Hebaromnpu-
ATHBIM [1, 3, 4], ¢ MeAUaHOM O0IIEl BHIKHUBAEMOCTH
(OB) okoJto 8 mec [5]. IToaTomy pazpaboTka mpemna-
paTtoB, 3(P@eKTUBHBIX TPU PENUAUBUPYIONIUX U
pedpakrepHbix ¢opmax MM, sBAAeTca BecbMa
aAKTyaJIbHOMH.

Hapatymymab — IepBoe IOJIHOCTBIO UesioBede-
CKOe MOHOKJIOHaJIbHOe aHTuTeso IgG1-k, KoTopoe ¢
BBICOKOH a((UHHOCTBIO CBS3BIBAETCA C OEIKOM
CD38, akTUBHO dKCIIPeCCUPYIOIIMCS Ha I0BEPXHO-
CTH PA3JIMYHBIX THUIIOB KJIETOK, BKJIIOYAs MHUEJIOM-
Hble kiaeTku. bemok CD38 ob6iamaeT MHOKECTBOM
(pyHKIUH, BKITIOYAA OIIOCPETOBAHHYIO PEIEITOPAMI
are3ui0, CUTHAJIBHYI0 U (pepMEHTATUBHYIO aKTUB-
HOCTb, YTO 0OYCJIOBJIMBAET KIMHUYECKOE 000CHOBA-
HUEe €r0 HCIIOJIb30BAHUA B KAayecTBe TepaleBTUUe-
cKoli mulienu npu MM [1, 6, 71.

Pe3ynpTaThl  TOKJIMHUYECKUX  HCCJIETOBAHUHN
[IOKa3aJIy, YTO CBA3BIBaHUE maparymymaba ¢ CD38
BBI3BIBAET I'MOEJIb OIIYyXOJIEBBIX KJIETOK IIOCPEICTBOM
HECKOJIBKIMX HMMYHOOIIOCPEZIOBAaHHBIX MeXaHU3-
MOB, BKJIIOYAas KOMILIEMEHT-3aBHCHUMYIO IIUTOTOK-
CUYHOCTD, aHTUTEJIO3aBUCUMBIA KJIETOUHBIN ¢aro-
[IUTO3, AHTUTEJIO3aBUCUMYIO KJIETOYHYIO IITUTOTOK-
CUYHOCTb, HWHAYKIIMIO AaIlloNTO3a U MOZYJIALHIO
akTuBHOCTH 3KTOdepmenta CD38 [8—10]. B gomo-

INTRODUCTION

Multiple myeloma (MM) is an incurable malig-
nant lymphoproliferative disease characterized by a
relapsing course [1]. Over the past two decades, the
introduction of proteasome inhibitors (PIs) and
immunomodulatory drugs (IMiDs) has significantly
increased the 5- and 10-year survival rates of patients
with MM [2]. However, despite the availability and
high efficacy of these classes of drugs, the majority of
patients with MM inevitably develop relapses of the
disease and become refractory to therapy. The prog-
nosis in patients with relapsed multiple myeloma and
resistence to the main classes of used anticancer drugs
(PIs and IMiDs) remains poor [1, 3, 4], with a median
overall survival (OS) of about 8 months [5]. There-
fore, the development of drugs effective in relapsed
and refractory forms of MM is very important.

Daratumumab is the first fully human IgGi-k
monoclonal antibody that binds with high affinity to
the CD38 protein, which is actively expressed on the
surface of various cell types, including myeloma
cells. The CD38 protein has many functions, inclu-
ding receptor-mediated adhesion, signaling and
enzymatic activity, which determines the clinical
rationale for its use as a therapeutic target in MM
[1, 6, 7].

The results of preclinical trials have shown that
binding of daratumumab to CD38 causes tumor
cell death through several immune-mediated
mechanisms, including complement-dependent
cytotoxicity, antibody-dependent cellular phagocy-
tosis, antibody-dependent -cellular cytotoxicity,
induction of apoptosis, and modulation of CD38
ectoenzyme function [8—10]. In addition to the
immune-mediated mechanisms listed above, dara-
tumumab may also have an immunomodulatory
effect through the activation and expansion of
T cells, as well as reducing immunosuppression in
patients with MM [11].

The clinical effectiveness and safety of daratu-
mumab monotherapy in patients with relapsed/
refractory MM (RRMM) was first studied in two
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HEHHE K IIePeYHCIeHHBIM HMMYHOOIIOCPEIOBaH-
HBIM MeXaHU3MaM JapaTymyMab MOKET TaKKe
OKa3bIBaTh HMMYHOMOZYJIUPYIOIlee BO3EHCTBHE
ITOCPEICTBOM aKTUBAIIUU U SKCHAHCHU T-KJIETOK, a
TaK)Ke YMEHBIIIEHUs UMMYHOCYIIPECCUH Y TAIHEH-
TOB ¢ MM [11].

Knuanueckas sddekTuBHOCT, U 6€3011aCHOCTD
Tepauu JapaTyMmyMaboM B MOHOPEKHUME y TaIHeH-
TOB ¢ pedpakTepHOil/penuauBupyomeir MM
(PPMM) BmepBble ObLIa U3yUYeHA B ABYX OTKPBITHIX
ucciaenoBanuax 2-i ¢aszsl GEN501 u SIRIUS [12,
13]. Bcero B 0OBeAWHEHHBIH aHANIN3 3THX BYX
KCCJIEOBAHUM OBLIM BKJIIOYEHBI 148 MaIeHTOB,
TIOJTy4YaBIINX JJapaTyMyMab B J1o3e 16 Mr/Kr (B ucce-
moBauuu GEN501 (n = 42) u SIRIUS (n = 106) coot-
BeTCTBEHHO). CpeiHsisl IPOJIOJI?KUTETHHOCTh HAOJTI0-
JIeHHs COCTaBHIa 20.7 Mec (auanasoH 0.5—27.1 Mec).
[TarueHThl, BKIIOUEHHBIE B 00beIMHEHHBIN aHATN3,
MPOIILIN MHTEHCUBHOE IIPEJBAPUTEIBLHOE JIEUEHHE,
B CpeIHEM 5 IPEAINIECTBYIONIUX JHUHUU Tepanuu
(muamazon 2-14); 76.4 % HalMEHTOB IOJIyYaIU
OoJiee Tpex MPEAIIECTBYIONUX JIMHUH Teparv.
BospimHCeTBO marueHToB (86.5 %) UMeTu IBOMHYIO
pedpakrepHocTh Kak k UII, Tak u k UMHI/L; 39.2 %
MAIMEHTOB yKe ObLIn pedpaKTepHBI K KaphuiI3o-
MHOY ¥ 55.4 % — K IOMaTuoMuty. /[Be udydaemole
MONyJIANUU ObUTH XOpOIIO cOaJaHCUPOBAHBI 10
KJIUHUKO-/IeMOTrpapUuecKUM  XapaKTepUCTHKAM.
CorslacHO pesyJsibTaTaM OOBEJUHEHHOTO aHAJIM3a
uccaenoBanuii GEN501 u SIRIUS, wacrora o61iero
orBera (HOO) cocraBuia 31.1 % ¥ MHOTHE U3 OTHUX
OTBETOB CO BPEMEHEM YIVIYOWJIUCh U CTAJIH BKJIIO-
YaTh IOJIHbIE PEMUCCUU U CTPOTHE TIOJIHbIE PEMIC-
CUY, MeaHa BbIXKUBAEMOCTH 0e3 IIpOorpeccrupoBa-
Hus (BBII) cooTBercTBOBajia 4.0 MecC, a MeAuaHa
obmenn BpxkuBaemoctu (OB) — 20.1 mec coorBer-
cTBeHHO. Tepanus japatyMmyMaboM XapaKkTepu3oBa-
JIach YIIPaBJsSEMbBIM MPO(UIEM TOKCUYHOCTH, HU3-
KOH 4acToTod MHOY3nOHHBIX peakuwii (1IP) > 3-i
CTEIleHW ¥ HEOOJIBIIINM YHCIOM CIydaeB IpeKparie-
HUSA JIeYEHUS B pe3yJIbTaTe HeXKeJIaTeJbHbBIX SBJIe-
mui (HA) [2].

Ha ocHOBaHWU MOJIy4EHHBIX PE3yJIbTATOB, yKa-
3pIBAOIUX Ha 3(P@eKTUBHOCTP U 06€30I1acHOCTh
MOHOTEpPAIHHU AapaTyMyMaboM, B 2015 T. YIIpaBJe-
HHEM II0 CAaHHUTAapHOMY HAaJ30py 3a KayecTBOM
MUIIEBBIX TPOAYKTOB U MenukameHToB CIIIA, a B
2016 r. — EBpomeiickuM areHTCTBOM IO JeKap-
CTBEHHBIM CpEJCTBAM JapaTymyMad OBLI yCKO-
PeHHO 0/100peH Ui MOHOTEPANHuU IMAllEHTOB C
PPMM, KOTOpBIE NOJIYYHJIH 3 UK OOJIee IPebITy-
IIUX Kypca jJedyeHus, Bxaovanmux UIT u UMU/,
U pedpaKTEPHBIX K 3TUM JIByM KJIaccaM Ipernapa-
TOB [3, 14].

open-label phase 2 trials GEN501 and SIRIUS [12,
13]. A total of 148 patients treated with daratumumab
16 mg/kg (in study GEN501 (n = 42) and SIRIUS
(n = 106), respectively) were included in the pooled
analysis of these two trials. The median follow-up
was 20.7 months (range 0.5—27.1 months). Patients
included in the pooled analysis received heavy pre-
treatment, with a median of 5 previous lines of ther-
apy (range 2—14); 76.4% of patients received more
than three previous lines of therapy. The majority of
patients (86.5%) were double refractory to both PIs
and IMiDS; 39.2% of patients were already refrac-
tory to carfilzomib and 55.4% to pomalidomide. The
two studied populations were well balanced in terms
of clinical and demographic characteristics. A pooled
analysis of the GEN501 and SIRIUS trials showed an
overall response rate (ORR) of 31.1% and many of
these responses deepened over time to include com-
plete response and stringent complete response,
with a median progression-free survival (PFS) of
4.0 months and a median overall survival (OS) —
20.1 months, respectively. Therapy with daratu-
mumab was characterized by a manageable toxicity
profile, alow rate of infusion reactions (IR) > grade 3,
and a small number of treatment discontinuation
due to adverse events (AEs) [2].

Based on the findings indicating the efficacy and
safety of daratumumab monotherapy, by decision of
the US Food and Drug Administration in 2015 and
the European Medicines Agency in 2016, daratu-
mumab got rapid approval for monotherapy in
patients with RRMM, who received 3 or more prior
lines of treatment, including PIs and IMiDS, and
were refractory to these two classes of drugs [3, 14].

Subsequently, the efficacy and favorable tolera-
bility of daratumumab monotherapy in patients with
RRMM has also been reported in real-life clinical tri-
als in countries such as the USA, Korea, Poland,
Spain, Italy, Russia, the UK, Hungary, and Japan, in
which ORR varied from 23 to 56.3%, the median
PFS — from 2.7 to 17 months, and the median OS
from — 9.3 to 19.3 months, depending on the charac-
teristics of the studied population [15—21].

In addition, over the past few years, successful
results from completed clinical trials of daratu-
mumab in patients with newly diagnosed MM as well
as RRMM without double refractoriness led to the
approval of daratumumab in combination with bort-
ezomib, thalidomide, and prednisolone (ALCYONE
trial) [22] or lenalidomide and dexamethasone
(MAIA and POLLUX studies) [23, 24], bortezomib
and dexamethasone (CASTOR trial) [25], as well as
with carfilzomib and dexamethasone (CANDOR
study) [26].

Journal homepage: http://jsms.ngmu.ru

93



Cxeopuosa H.B. u dp. / Journal of Siberian Medical Sciences T. 7, N° 2 (2023)

B naspHeiimem 06 3¢ dexTrBHOCTH U O1aromnpu-
SATHOU MEPEHOCHUMOCTH MOHOTEPAITHH JapaTyMyMa-
6om y maruenTtoB ¢ PPMM Takske coobiasioch B
HCCIIEZIOBAaHUAX, TPOBEIEHHBIX B YCJIOBUSX peasib-
HOU KJIMHUYECKOU MPAKTUKU B TAaKUX CTPaHAX, KaK
CIIA, Kopes, Ilonpuia, Ucnanusa, Utanus, Poccus,
Benukobpuranus, Benrpusa u fnoHus, B KOTOPBIX
YOO BapsupoBaia ot 23 710 56.3 %, mesinana BBII —
OT 2.7 10 17 Mec, a Mmeauana OB — ot 9.3 10 19.3 Mec,
YTO 3aBUCEJIO OT XapPaKTEPUCTUK U3y4aeMOH IIOMy-
JIAIMY HarueHToB [15—21].

Kpome Toro, B TeueHUeE MOCIEAHUX HECKOJIBKUX
JIET yCIIENIHbIe Pe3yJIbTaThl 3aBEPIIEHHBIX KJIMHU-
YEeCKUX HCCIeOBAaHHUU JapaTyMmyMaba y ManueHTOB
C BIIEPBblEe AMATHOCTHpOBaHHOH MM, a Takike ¢
PPMM, He OTSATOIEHHON JIBOWHOU pedpaKkTepHO-
CTBIO, IPUBEJIH K 0I00PEHUI0 JapatymyMaba B code-
TaHUU ¢ 60PTE30MUOOM, TATUOMUIOM U IIPETHU30-
aouoMm (ucceimemosanre ALCYONE) [22] mwau jeHa-
JIUJIOMUJIOM H JIeKcaMeTa30HOM (HccieoBaHUA
MAIA u POLLUX) [23, 24], 60opTe3oMub0M U fiekca-
mertaszonoM (ucciemoBanme CASTOR) [25], a Takske
¢ kapdmwr3oMubOM U JleKcaMeTa3oHOM (¥ccienoBa-
"ue CANDOR) [26].

B Poccutiickoit ®enepanuu (P®) mapatymymab
B HacTOsAIIee BpeMs 0/100peH B KauecTBe MOHOTe-
panuu A1 JedeHus PEUANBOB U pedpaKTepHBIX
dopm MM, B koMOUHAIIUH ¢ 6OPTE30MHUOOM, TATH-
JIOMUJIOM U JIEKCAMETa30HOM — JUIS Tepaluu
MaIUeHTOB C BIEPBBIE JUATHOCTHPOBAHHOU MM,
SABJISIONINXCA KaHAUJATaMU JJIsT  [POBEJeHUs
ayTOJIOTUYHON TPAHCIUIAHTAIIUHM CTBOJIOBBIX KJIe-
TOK; B KOMOuHamuu ¢ 6oprezomuboM, mesdana-
HOM ¥ MPEJHU30JIOHOM WJIU B KOMOWHAIUU C
JIEHAJIUJOMHUIOM H JIEKCAaMeTa30HOM — JUISI Tepa-
WU MAI[MEHTOB C BIEPBbIE JTHUATHOCTUPOBAHHOM
MM, He ABnA0IIUXCA KAaHAUAATAMHU AJI IPOBee-
HUS ayTOJIOTUYHOU TPAHCIUIAHTAIIUH CTBOJIOBBIX
KJIETOK; B KOMOMHAIINY C JIEHATUAOMHUIOM U JIEK-
caMeTa30HOM WJIH B KOMOWHAIuu ¢ 60pTe3oMu-
00OM U JleKcaMeTa30HOM — JIJIsl TepaIlluy IMalheH-
ToB ¢ MM, MOJIyYUBIIUX IO KpalHeW Mepe OIHY
MIPEIIEeCTBYIONIYI0 JIUHUI0 Tepanu, 1 B KoMOu-
Hanuu ¢ Kappui3oMubOM U JeKCcaMeTa30HOM —
JUid Tepanuu nanueHtoB ¢ PPMM, paHee mosy-
YUBIIUX OT OJHOU 10 TPEX JINHUU IMPEIIECTBYIO-
meu Tepanuu [27].

OpHAaKO HECMOTPSI HA PACIHIMPHUBIIHNECH MTOKa3a-
HUsA, B OOJIBIIMHCTBE CTPaH, BKJIouas PO, mapaty-
Mmymab ocraeTcsi Haubosiee JOCTYIIEH B PEXXUME
moHoTtepannuu PPMM. B cBaA3u ¢ 3TUM u3ydeHue
3¢ dekTuBHOCTH U OE30IMACHOCTH JJAHHOTO PesKuMa
TEepAIUU B YCJIOBUAX PEAUTHHON KJIMHHUYECKOH ITPaK-
TUKH OCTAETCS aKTyaJIbHBIM.

In the Russian Federation (RF), daratumumab is
currently approved as monotherapy for the treat-
ment of relapsed and refractory forms of MM, in
combination with bortezomib, thalidomide and
dexamethasone for the treatment of patients with
newly diagnosed MM who are eligible for autologous
stem cell transplantation; in combination with bort-
ezomib, melphalan and prednisolone or in combina-
tion with lenalidomide and dexamethasone — for the
treatment of patients with newly diagnosed MM who
are not elegible for autologous stem cell transplanta-
tion; in combination with lenalidomide and dexa-
methasone, or in combination with bortezomib and
dexamethasone — for the treatment of patients with
MM who have received at least one prior line of ther-
apy, and in combination with carfilzomib and dexa-
methasone — for the treatment of patients with
RRMM who have previously received one to three
lines of therapy [27].

However, despite the expanded indications, in
most countries, including the RF, daratumumab
remains the most available as the RRMM monothe-
rapy. In this regard, the study of the effectiveness
and safety of this therapy regimen in real-life clinical
practice remains relevant.

AIM OF THE RESEARCH

To evaluate the effectiveness and safety of daratu-
mumab monotherapy in patients with relapsed/
refractory multiple myeloma in real-life clinical
practice.

MATERIALS AND METHODS

The study included 32 patients with RRMM
(14 men and 18 women) hospitalized in the Depart-
ment of Hematology of the City Clinical Hospital
No. 2 and the Novosibirsk Regional Clinical Hospi-
tal in Novosibirsk from March 2020 to April 2022.
MM was diagnosed based on the criteria of the
International Myeloma Working Group (IMWG
2014) [28]. Characteristics of patients are presented
in Table 1.

The median age of patients included in the study
was 65 years (range 41—76), with patients > 65 years
predominating (56.2% of patients). Most patients
were diagnosed with stage ITIA according to Durie-
Salmon (65.6%), stages III according to the ISS (in
65.6 and 28.1% of patients, respectively), ECOG per-
formance status 0o—1 (in 37.5 and 43.7% of patients,
respectively). In 18 (56.3%) patients, bone-related
soft tissue plasmacytomas were diagnosed at the
time of daratumumab administration, in 12 (37.5%)
patients, the high level of lactate dehydrogenase was
noted (see Table 1).
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ITEJIb UCCJIEJIOBAHUSA

OrneHuTh 3P PEKTUBHOCTD U HE30MIACHOCTH Japa-
TymyMaba B MOHOpPeXKHMe Y OOJIBHBIX C PEIUINBU-
pymomeii/pedpakTepHON MHOKECTBEHHOU MHEJIO-
MOU B YCJIOBUSAX PEUTHHON KJIMHUYECKOH MPAKTHKH.

MATEPUAJIBI 1 METO/IbI

B uccnenoBanue ObUTH BKJIFOUEHBI 32 MAI[UEHTa ¢
PPMM (14 My>k4uH 1 18 KEHIIHH), TOCTUTATU3UPO-
BaHHBIX B oTaeneHue remarosioruu I'bBY3 HCO
«Topopckas kauHuYeckass 6bospHUIA NO 2» u 'BY3
HCO «T'ocynmapcrBennas HoBocubupckas obGsact-
Has KIuHWUYeckas OonbHHIla» T. HoBOCHMOWpCKa B
MEPHO/T ¢ MapTa 2020 IO anpesib 2022 T. Jluaruos
MM ycraHaBiauBajCcsi Ha OCHOBAaHUU KpPUTEpUEB
MEX/IYHAapOAHOU paboueil TPyNIbl 1O H3YUEHHIO
muesnoMbl (IMWG 2014) [28]. Xapaktepuctuka
0OJIBHBIX IIPE/ICTaBJIEHA B TA0J. 1.

Menuana Bo3pacra IMaI[ieHTOB, BKJIIOUEHHBIX B
HCCIeJOBaHIe, COCTaBUIa 65 j1eT (Iuamnas3oH 41—76),
mpeobsiazianu ManueHThl > 65 Jjer (56.2 % 60yb-
HBIX). Y OOJIBIITUHCTBA OOJIBHBIX ObLIA IMAaTHOCTUPO-
Bana IITA cragusa 3aboseBanus 1o Durie-Salmon
(65.6 %), I-11 craguu cortacHo Kinaccudukamnuu ISS
(y 65.6 1 28.1 % GOJIBHBIX COOTBETCTBEHHO), CTATYC
0—1 o ECOG (y 37.5 1 43.7 % OOJIbHBIX COOTBET-
crBeHHO). Y 18 (56.3 %) mamueHTOB HAa MOMEHT
HazHaueHHUs JapaTymymaba perucTpHpOBAIUCH
occaJibHbIe MSATKOTKAHHbIE ILJIA3MOI[UTOMBI, V 12
(37.5 %) O0JIbHBIX OTMEYAIACh BHICOKASA aKTUBHOCTH
JIaKTaTAEeTuiporeHassl (M. Tab. 1).

HauGosiee pacmpocTpaHEHHBIMU —COIYTCTBYIO-
MU 3a601€BaHUAME ObLIH epudepruyeckas ceH-
copHas MoJIMHeWpomaTus 1-2-U craguu 6e3 0oy
(37.5 %), runeproHnyeckasi 60J1€3Hb 2—3-U CTaAUU
(15.6 %) u xpoHuueckass 6one3Hb mouek (XBII)
2—3-i craguu (31.2 %), npuueM y 12.5 % OOJTBHBIX
KJIUPEHC KpeaTHHWHA COCTaBJsI OT = 30 [0
< 60 wi/muH/1.73 m? (mo CKD-EPI), uto cooTBeT-
crBoBasio 3a u 30 craguu XBII (mo KDIGO) (cm.
TabII. 1).

Menunana yucsia JUHUN IIPEJIIIeCTBYIONIEN Tepa-
uu O6bLIa paBHA 2 (AuanasoH 2—4). Bee ananusupy-
eMble ManueHTs! (100 %) paHee MOJTYIHIN UHTUOU-
TOpBI TIpoTeacoMm (60pTe3oMub WM MKCA30MubO) U
MIPOTHBOOIIYXO0JIEBbIE UMMYHOMOMAYJIATOPHI (JIeHa-
JUAOMUT). AyTOJIOTUYHAs TPaHCIUIAHTAIUS TeMO-
MMOSTUYECKUX CTBOJIOBBIX KIeToK (ayTo-TI'CK) B
KauyecTBe Tepaluy MepBOH JUHUK ObLIa MIPOBEIeHA
34.4 % 6opHBIM. Ha MOMEHT POBEIEHUs TEPATTIH
mapatymymaboM ABOMHasA pedpakTepHOCTh ObLIa
3aperucTpUpoBaHa y 24 (75 %) u3 32 mMarueHTos, a
peuuauB Iocie TMocaeaHel JUHUNU 0e3 JABOHHON
pedpakTepHOCTH HabIIOaICA Y 25 % OOJIBHBIX (CM.

The most common comorbidities were grade 1—2
peripheral neuropathy without pain (37.5%), hyper-
tension of stage 2—3 (15.6%), and chronic kidney dis-
ease (CKD) of grade 2—3 (31.2%), moreover in 12.5%
of patients, creatinine clearance was from > 30 to
< 60 ml/min/1.73 m? (according to CKD-EPI), which
corresponded to stages 3a and 3b of CKD (according
to KDIGO) (see Table 1).

The median prior lines of therapy was 2
(range 2—4). All patients (100%) had previously
received proteasome inhibitors (bortezomib or ixa-
zomib) and immunomodulatory drugs (lenalido-
mide). Autologous hematopoietic stem cell trans-
plantation (auto-HSCT) was performed as first-line
therapy in 34.4% of patients. At the time of daratu-
mumab therapy, 24 (75%) of 32 patients were
reported double refractory, and in 25% of patients, a
relapse after the last line without developing double
refractoriness was observed (see Table 1). The
median time from MM diagnosis to the start of dara-
tumumab therapy was 73.1 months (range
18—144 months) (see Table 1).

Patients included in the study were administered
monotherapy daratumumab at a dose of 16 mg/kg as
an intravenous infusion once a week for the first and
second 28-day cycles, once every 2 weeks for the
third to sixth cycles and then (from the seventh cycle)
once a month until progression or unacceptable
toxicity.

All patients received paracetamol 1000 mg per os
(p/o), diphenhydramine 50 mg intravenously (i/v)
or p/o, and dexamethasone 20 mg i/v or p/o as a
standard premedication one hour prior to daratu-
mumab infusion to reduce the risk of infusion reac-
tions. In order to prevent delayed infusion reactions,
all patients on the first and second days after the
infusion of daratumumab received 20 mg of methyl-
prednisolone p/o as a postmedication.

In order to prevent positive CD38-specific agglu-
tination during the individual compatibility of the
blood of the recipient and the donor in MM patients
receiving daratumumab, if it is necessary to trans-
fuse donor blood components to correct anemia;
before using the drug, all patients were determined
the blood group and Rh status, performed an indi-
rect Coombs’ test, and also performed extended phe-
notyping for clinically significant erythrocyte anti-
gens (Kell, MNS, Dufty, Kidd) [29].

Response to treatment was assessed using the cri-
teria of the International Myeloma Working Group
(IMWG), 2006 [30]: complete response (CR), strin-
gent complete response (SCR), very good partial
response (vgPR), partial response (PR), stable
disease (SD) and disease progression (DP).
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Ta6mua 1. KnuHuko-gemorpadpuyeckas XxapakTepyuCcTHKa NALMEHTOB ¢ peppakTepHOH /penuauBupyounei MM,
MOJTy4aBIINX AapaTyMyMab B MoHopexxuMe (n = 32), a6e. (%)

Table 1. Clinical and demographic characteristics of patients with refractory/relapsed MM received daratumumab
monotherapy (n = 32, abs. (%)

IloxasaTesnb / Parameter 3HayeHue / Value
Meauana Bospacra (sieT) / Median age (years): 65 (41-76)

MoJioke 65 Jiet / under 65 years old (41-65) 14 (43.8)

crapiue 65 et / over 65 years old (66-76) 18 (56.2)
[Tos / Sex:

»keHcKu# / female 18 (56.2)

MY>KCKOH / male 14 (43.8)
Cratyc no ECOG / ECOG score:

0 12 (37.5)

1 14 (43.7)

2 6 (18.8)
Crazus no Durie-Salmon / Stage according to Durie-Salmon:

[IA 9(28.1)

[I1A 21 (65.6)

[11B 2(6.3)
Crazus o ISS / Stage according to ISS:

I 21 (65.6)

11 9(28.1)

1 2 (6.3)
MsrkoTKaHHbI€e IJIa3MOLUTOMBI (0ccasibHbIE) / Soft tissue plasmacytomas (bone-related):

ecTb / yes 18 (56.3)

HeT / no 14 (43.7)
AxtuBnoctb JIAT' / LDH activity:

HopMa (125-220 Ex/mu) | normal (125-220 U/ml) 20 (62.5)

MOBBIIIEeHA (Bbllle BepXHel IpaHUL[bl HOPMBbI) 12 (37.5)

increased (above the upper limit of normal)

Tun napanportenna (ceiBopoTka) / Type of paraprotein (serum):

IgG kanna / IgG kappa 14 (43.8)
IgG nam6baa / IgG lambda 10 (31.3)
IgA xanmna / IgA kappa 4(12.5)
CJIL iam6aa / FLC lambda 2(6.2)
IgG 2(6.2)

ComyTcTBytomue 3a6osieBanust / Comorbidities:

o CeHCcopHas nosinHekpomnatus / Sensory polyneuropathy: 12 (37.5)
1-s1 cTeneHsb / grade 1 7 (21.9)
2-51 cTeneHb (6e3 6os1u) / grade 2 (without pain) 5(15.6)

¢ Cep/ieyHO-COCYANCTBIE 3a60/1eBaHUs (TUIIepTOHUYeCKas 60J1e3Hb, HAPYIIEHNUS pUTMa 7 (21.9)

(mapokcusmanbHas Taxukapaus), UbC)
Cardiovascular diseases (hypertension, cardiac rhythm disorders (paroxysmal tachycardia), CAD):

runepToHudeckas 6os1e3Hb (2-3-a cragus) / hypertension (stage 2-3) 5(15.6)
* XpoHnyeckas 6o0Jsie3Hb noyek / Chronic kidney disease: 10 (31.2)
CK® / GFR < 30 0
CK®=230p10<60/GFR=230to<60 4 (12.5)
CK® / GFR > 60 6 (18.7)
¢ XpoHUYeCKUHM Heo6CTPYKTUBHBIN 6poHxUT / Chronic non-obstructive bronchitis 2(6.2)
o OxxupeHue / Obesity: 5(15.6)
1-2-s1 crenensb / degree 1-2 4 (12.5)
3-s creneHb / degree 3 1(3.1)
* TpoM603 riiy60KkuX BeH rosieHel B aHaMHe3e / Deep vein thrombosis in a history 2(6.2)
» 3a60JieBaHUs LIUTOBU/IHOM keJe3bl (AUT, runotupeos) 4 (12.5)
Thyroid diseases (AIT, hypothyroidism)
JuvtensHoCTh 3a6osieBaHus (MM) Ha Havyasio Tepanuu gapatyMmymabom (Mec) 73.1 (znanasoH /
Duration of disease (MM) at the start of daratumumab therapy (months) range 18-144)
Mepnana 1MHUM npeaecTByomei Tepanuu / Median value of prior lines of therapy 2 (nuanasoH / range 2-4)

96 Journal homepage: http://jsms.ngmu.ru



Skvortsova N.V. et al. / Journal of Siberian Medical Sciences Vol. 7, No. 2 (2023)

OkonuaHue Ta6s1. 1 / Ending of Table 1

IlokasaTesb / Parameter 3HayeHue / Value

JIMHUS Tepanuy Ha MOMEHT Hayajla Tepanuu AapaTyMyMaboM
Number of therapy line at the time of initiation of daratumumab treatment:

4-a / 4th 1(3.1)

3-a / 3rd 7 (21.9)

2-s/ 2nd 24 (75)
[Ipenmectytomas Tepanus UII / Prior Pls therapy:

6opte3omMub / bortezomib (VCD, PAD, Vd, VMP) 32 (100)
[Ipenwectytomas Tepanuss UMW/ / Prior IMiDs therapy:

seHanuaomuz / lenalidomide (Rd, VRd) 32 (100)
Jlpyrue BapuaHThbI npeALecTByomel Tepanuu / Other variants of prior therapy:

6eHjilamycTyH / bendamustine (BP) 1(3.1)

nKcazomu6 / ixazomib (IxaRd) (3.1)

JIBoiiHas pedpaktepnocTs (k U1 u UMW) / Double refractory MM (to Pls and IMiDs) 24 (75)
Penuaus nocsie nocjieaHed JUHUM Tepanuu 6e3 ABOHHONU pedpaKTEPHOCTH 8 (25)
Relapse after the last line of therapy without double refractoriness

[Ipemwectsytomas ayto-TI'CK / Prior auto-HSCT 11 (34.4)

[Ipumeyanue. ECOG - Eastern Cooperative Oncology Group; ISS - International Scoring System; JIAI' - nakTaTAeruaporeHasa;
CJILI - cBoGozHble erkue nenu; UBC - nmemunyeckas 6ose3Hb cepana; CK® - ckopocTs kiy6oukoBoi ¢uabTpanun; AUT - ayTOUMMYHHBIH
TUpeouauT; MM - MHOXecTBeHHass MuesioMa; MII - unrubutopsl nporeacom; UMU/| - npoTrHBoonyxosieBble UMMyHOMOAYAATOPbI; VCD -
60pTe30Mub + [uKaA0pochamMuz + fekcameTasoH; PAD - 6opTe3oMu6 + LOKCOPYOUIMH + JlekcaMeTa3oH; Vd - 60pTe30MHb + JeKcaMeTa3oH;
VMP - 6opTe3omMub6 + Mesidasan + npeHU30J10H; Rd - eHanuiomu] + fekcametasoH; VRd - 6opTe3oMub + JieHaIuOMU/L, + JleKCaMeTa30H;
ayTo-TI'CK - ayTosiorn4yHas TpaHCIJIaHTaLUsA FeMON03TUYeCKUX CTBOJIOBBIX KJIETOK.

N o t e . ECOG - Eastern Cooperative Oncology Group; ISS - International Scoring System; LDH - lactate dehydrogenase; FLC - free light
chains; CAD - coronary artery disease; GFR - glomerular filtration rate; AIT - autoimmune thyroiditis; MM - multiple myeloma; PIs - proteasome
inhibitors; IMiDs - immunomodulatory drugs; VCD - bortezomib + cyclophosphamide + dexamethasone; PAD - bortezomib + doxorubicin +
dexamethasone; Vd - bortezomib + dexamethasone; VMP - bortezomib + melphalan + prednisolone; Rd - lenalidomide + dexamethasone;

VRd - bortezomib + lenalidomide + dexamethasone; auto-HSCT - autologous hematopoietic stem cell transplantation.

tabs. 1). Meamana BpeMeHH OT MOMEHTAa IIOCTa-
HOBKU JinarHo3a MM o Hauasia Tepanuu JapaTyMy-
MaboM cocraBuia 73.1 Mec (auamna3oH 18—144 mec)
(cm. Tabut. 1).

[TanmeHnTaM, BKJIIOYEHHBIM B HCCJIE/IOBAHUE,
naparymymab ObLT Ha3HAUEH B PEKUMe MOHOTepa-
IUH B JI03€ 16 MT'/KT B BU/I€ B/B UH(DY3UHU C YACTOTOH
OJIMH Pa3 B HEJIEJIIO V1A IIEPBOTO U BTOPOTO 28-/THEB-
HOTO IIUKJIOB, OAWH pa3 B 2 HeHA I TPeTbero-
IIIECTOTO ITUKJIOB U 3aTeM (C ceJIbMOro ITUKJIa) — 1 pas
B MECSIII 10 TPOTPECCUPOBAHUS WJIM HEIPUEMJIEMOM
TOKCUYHOCTU.

Bce manueHTsI 32 OUH Yac 10 HHQY3UU gapary-
Mymaba B KayecTBe CTaHAAPTHOU IpeMeIUKAIUN
MIOJIyYa/Iu IaparneTaMosi 1000 MT BHYTPb, UG eHTH-
JIpaMUH 50 MT' B/B WJIHU BHYTPb U JIeKCAMETA30H
20 MT B/B WIH BHYTPb JJIs1 YMEHbBIIIEHUS PUCKA BO3-
HUKHOBEHW: NHPY3UOHHBIX peakiuil. C IesIbio Ipo-
(rrakTUKH OTCPOYEHHBIX WH(GY3UOHHBIX PEaKITUN
BCEM IalliEHTaM B IIEPBBIH U BTOPOU HU TIOCTIE
nHby3un naparymymaba B KadecTBe ITOCTMEIUKA-
I[UY Ha3HAYaJId 20 MT METIJIIPEIHU30JI0HA BHYTPb.

C nesnpio mpopUIaKTUKH ITOJI0KuTeIbHOU CD38-
creru@UIecKo arryIIOTUHAIUN MPU IPOBENEHUN
poObI Ha UHANBUJIYATBHYI0 COBMECTUMOCTD KDOBHU
pelunueHTa u A0HOpa y 60osbHBIX MM, mosydaio-
UX JapatyMmyMmab, mpu HeoOXoAuMOCTH TpaHCdy-

Complete response was diagnosed in patients
with MM, in whom the number of plasma cells of
normal morphology in bone marrow aspirates was
less than 5%, monoclonal immunoglobulin and light
chains in the urine were not detected. To clarify the
depth of complete response, immunofixation was
used, which made it possible, with a negative result,
to verify CR in patients, and with a positive one —
close to complete response (cCR). Stringent com-
plete response was determined in patients with CR
with a normal ratio of free light chains (FLC) and the
absence of clonal plasma cells in the bone marrow
according to immunohistochemical or immunophe-
notypic analysis. A very good partial response was
identified when M-protein in the blood serum and
urine was detected only during immunofixation, but
not during electrophoresis, or there was a decrease
in the level of M-protein in the serum by 90% or
more, and M-protein in the urine — to less than
100 mg/day. For a disease assessed by FLC alone, a
reduction in the difference between involved and
uninvolved FLC by 90% or more is required. With
partial response, the level of M-gradient in the serum
should decrease by 50% or more, and in the urine —
by 90% or more, while the absolute M-protein count
in the urine should be less than 200 mg/day. The size
of bone and extramedullar plasmacytomas should
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3U1 KOMIIOHEHTOB JJOHOPCKOH KPOBH C II€JIBIO KOP-
peKIuy aHeMUH, BCEM HAIlMeHTaM Iepe]i HauyajioM
WCIIOJIb30BAHUSA IIperapaTa OIpPeNessid TPYIILY
KPOBH U Ppe3yC-IPUHAJJIEKHOCTb, BBIITOTHSIIN
HenpsiMo# Tect KymOca, a Tak:ke MpOBOAWIU pac-
mupeHHoe GeHOTHITNPOBAHUE 10 KJIMHUYECKHU 3Ha-
YuMBbIM aHTHUTeHaM spurtporutoB (Kemr, MNS,
Hadbdu, Kunn) [29].

OneHka OTBeTa Ha JieUeHUE IPOBOJMUIACH C
HCIIOJIb30BAHUEM YHU(DUIIIPOBAHHBIX KPUTEPUEB
MEKIYHAPOAHON paboyedl TPyl [0 H3YYEHUIO
muenoMbl (International Myeloma Working Group
(IMWG), 2006) [30], corsiacHO KOTOPBIM BBIJIEJISLIIN
nosHy1o pemuccuto (I1P), cTporyio mosHyo peMmuc-
cuio (cIIP), oueHb XOPOIIYIO YACTUUHYIO PEMUCCHIO
(oxYP), vactrunyto pemuccuto (UP), crabunuszaruio
3abosieBanusa (C3) u mporpeccupoBaHue 3ab0J1eBa-
nus (113).

[TosHYI0 PEMUCCHUIO AMATHOCTUPOBAIH Y 0OJIb-
HbIX MM, y KOTOpPBIX B IIyHKTaTe€ KOCTHOTO MO3ra
YUCJIO IUIA3MaTUYECKUX KJIETOK HOPMAaJIbHOM MOp-
(dostoruu 66110 MeHee 5 %, MOHOKJIOHATbHBIA HMMY-
HOTIJIOOYJIUH U JIETKUE I[N B MOYe He OOHAPYKUBa-
JIUCh. JIJIs1 YTOYHEHUs TUIyOUHBI MTOJTHOM PEMUCCUU
HCITOJIB30BAJIM TECT UMMYHO(MUKCAIIUN, UYTO TO3BO-
JISITIO, TIPY OTPUIIATEIFHOM pe3yJIbTaTe TeCTa, Bepu-
dunuposath y 60sbHBIX 1P, a IpU MOJIOKUTETD-
HOM — 6s1u3Kyto K mosHou (nlIP). Ctporast mosrHast
peMuccus omnpesesisiyiack y 60bHbBIX ¢ [TP ipu HOp-
MaJIPHOM COOTHOIIIEHUU CBOOOJHBIX JIETKUX IIemei
(CJIIT) 1 OTCYTCTBUU KJIOHAJIBHBIX IIJIA3MaTUUECKUX
KJIETOK B KOCTHOM MO3T€ I10 JAHHBIM HMMYHOTHCTO-
XUMUYECKOTO I UMMYHO(DEHOTUITNYECKOTO METO-
0B aHaynn3a. OUeHb XOPOIIYI0 YACTUYHYI0 PEMHUC-
CHUIO OIpesiesIsain, Korga M-IpoTerH B CHIBOPOTKE
KPOBH U MOYE€ BBISBJISLJICS TOJIBKO IPU UMMYHO(DHUK-
canuu, HO He IPH 3JIeKTpodOopese I OTMEYAIOCHh
CHIDKeHMe YpOBHS M-IpoTemHa B CHIBOPOTKE Ha
90 % u 6Gosiee, a M-TIpoTerHa B MOYe — JIO YPOBHS
MeHee 100 mr/cyT. s GoJjie3HH, «U3MepsIeMOI»
TOJIbKO 110 ypoBHIO CJIII, Tpebyercs CHUKEHNE pas-
HUIIBI yPOBHS BOBJIEUEHHBIX U HeBOBJIeueHHbIX CJI1]
Ha 90 % u 6ostee. [Ipu YaCTUYHON PEMUCCUH B CHIBO-
PpOTKe ypoBeHb M-TpajsiieHTa T0KEH YMEHBITUTHCS
Ha 50 % u Gosiee, a B MOue — Ha 90 % u 6osiee, Ipu
5TOM abCOJIIOTHOE KOJIMUECTBO M-TIpoTerHa B MOUe
JIOJI’KHO OBITH MeHee 200 MT/cyT. PazMepbl KOCTHBIX
U BHEKOCTHBIX IIJIA3MOITUTOM JIOJI’KHBI yMeHb-
IIUThCS Ha 50 % u 6ostee. [Ipu Muenome, «u3mepsie-
MOW» TOJIBKO 110 ypoBHI0 CJILI, YP ycranaBimBaercs
IpU CHUPKEHWH PA3HUII YPOBHS BOBJIEUEHHBIX H
HeBoByieueHHbIX CJII] HA 50 %. IIporpeccupoBanue
60s1e3HN UKCUPOBATIOCH IIPU YBEJIUYEHUN YPOBHS
(0T MUHUMAJIBPHO JOCTUTHYTOTO) MOHOKJIOHAJIBHOTO

decrease by 50% or more. In myeloma, assessed by
only the level of FLC, PR is established when the dif-
ference in the level of involved and uninvolved FLC
decreases by 50%. Disease progression was recorded
with the increase in the level (from the minimum) of
monoclonal immunoglobulin by 25% (in the serum —
by 5 g/1, in the urine — by 200 mg/day); the detection
of new sites in skeleton bones or an increase in previ-
ously detected ones; the appearance of soft tissue
plasmacytomas or increase in their size, hypercalce-
mia (>11.5 mg/dl, or 2.65 mmol/l). Stable disease
was established when the indicators did not meet the
criteria for CR, vgPR, PR, and myeloma progression.
The overall response rate was defined as the total
number of patients who achieved partial response,
very good partial response, or complete response as a
result of therapy [30].

The safety of daratumumab was assessed in
patients after each course of therapy or during the
course, depending on the clinical situation, based on
all developing adverse events (AEs) (AEs > 3 grade,
which occurred during treatment; severe AEs (SAEs);
infusion-related reactions) using the National Can-
cer Institute — Common Toxicity Criteria (NCI-CTC)
(National Cancer Institute Common Terminology
Criteria for Adverse Events — NCI-CICAE v5.0.).

Statistical analysis was performed using STA-
TISTICA 10.0 software (StatSoft Inc., USA) and
SPSS Statistics (version 23.0). Normal data distri-
bution was determined using the Kolmogorov-
Smirnov test. With non-normal data distribution,
the results are presented as a median and an inter-
quartile range Me (Q1; Q3), where Me is the
median, Q1 is 25%, Q3 is 75%. Descriptive statis-
tics for nominal indicators in tables and text are
presented as absolute and relative values (n, %).
To compare qualitative features, the Pearson test
(x?) was used if the total number of observations
was at least 50 and the number of observations of
each variant of values was at least 5, or the two-
tailed Fisher’s exact test if the conditions for apply-
ing the ¥ criterion were not met. The criterion of
statistical significance was p < 0.05 when compar-
ing two groups and p < 0.01 when comparing three
or more groups. Overall survival was calculated
according to the Kaplan-Meier analysis, defined as
the time interval from the date of inclusion in the
protocol of patients until death from any cause
(completed observation) or until the date of the
last appearance of the patient (censored observa-
tion), with graphical plotting of survival curves.
The median OS was understood as the period of
time that half of the patients with a certain diagno-
sis will survive. Progression-free survival was
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UMMYHOTJIO0yJIMHA Ha 25 % (B CBIBOPOTKE — Ha 5T/ 1,
B MOYe — Ha 200 MTI/CyT), BBIABJIEHHH HOBBIX 0UaroB
B KOCTfIX CKeJIeTa WJIU YBEJIMUEeHUH paHee oOHapy-
JKEHHBIX, ITOSIBJIEHUH MATKOTKAHHBIX IJIA3MOIIUTOM
WIA YBEJIMUEHUU UX Pa3MepOB, TUIIEPKATBIIUEMUH
(>11.5 mr/an, unu 2.65 MMosb/i1). Crabunuzanus
3ab0JieBaHUsI yCTaHaBJIWBAJach IIPH HECOOTBET-
cTBUM Nokasaresnedl kpurepusMm I[P, oxUP, YP u
MIPOTPECCUPOBaHUs MHEJIOMBI. YactoTa 0O6IIero
OTBETA OIIPEeJIeJIsIach Kak 00Iee KOJIMYECTBO Talu-
€HTOB, V KOTOPBIX ObLIa JOCTHUTHYTAa YaCTHYHAS
peMuccusi, OYeHb XOpOIlas YaCTUYHAs PEMUCCHS
WIN TIOJIHASI peMuccusi 3a00JIeBaHUs B pe3yJIbTaTe
MIPOBOJIMMOM Tepamuu [30].

Onenka 6e30macHOCTU AapaTymyMaba mpOBOIH-
Jlach y TAIMEeHTOB IOCJEe KayKIOro Kypca Teparuu
WIN B IIEPUOJ] TPOBEIEHUS Kypca, B 3aBUCUMOCTHU OT
KJIMHUYECKOU CUTyaIliy, Ha OCHOBAHWH yUeTa BCEX
pa3BUBAIONIUXCSA HeKesaTeNbHbIX siBieHuin (HA)
(HA = 3 cr., Bo3HUKIIKX HA (HOHE JIEUYEHHS; CEPhE3-
ubix HS (CHS); peaxiiuii, cBsi3aHHBIX ¢ UHOY3HEL) ¢
ucnosb3oBaHueM mkasbl National Cancer Institute —
Common Toxicity Criteria (NCI-CTC) (National
Cancer Institute Common Teminology Criteria for
Adverse Events — NCI-CICAE v5.0.).

JIJisT CTAaTHMCTUYECKOTO aHaaMn3a HCIOJIb30BaIU
CTAaHJAPTHBIA TAKeT WPHUKJIAHBIX MPOrpaMm
Statistica 10.0 (StatSoft, CIITA) u SPSS Statistics
(Bepcus 23.0). CooTBeTCTBUE JAHHBIX HOPMAaJlb-
HOMY pacIpeJieJIeHUI0 OIPeAEsAIoCh MEeTOJ0M
Konmoroposa — CmupHoBa. IIpu HeHOpManbHOM
pacrpeaeseHUH MOKa3aTesis MOJIyIeHHbIE PE3YIb-
TaThI IPE/ICTABJIEHBI B BUJle MeAUAHBI U MEXKKBap-
THJIbHOTO pasmaxa Me (Q ; QB), riae Me — menuaHa,
Q, -25%,Q s~ 75 %. OnucateapHasg CTaTUCTHUKA
JUIA HOMUHAJBHBIX IOKasaTeJed B Tabaumax u
TEKCTe MpPeJCTaBIeHa KaK aOCOJIIOTHBIE U OTHOCH-
TeJbHBIE BEJIMYUHBI (11, %). [IJ1s1 cpaBHEHUS Kave-
CTBEHHBIX MPU3HAKOB NPUMeHsICA MeToyn Ilup-
coHa (¥2), ecyin 00Iee KOJUUECTBO HAOJIIOEHUH
OBLJIO HEe MeHee 50 M KOJIMYECTBO HaOJIIOJeHUMH
KaXK/IOTO BapuaHTa 3HAUeHUH He MeHee 5, WJIH
TOYHBIN JBYCTOPOHHUI KpuTepuil Ouiiepa, ecau
He BBIMOJHSJINCh YCJIOBUs TMPUMEHEHUS KpHUTe-
pus 2. KputepueMm CTaTUCTUYECKOH JOCTOBEPHO-
¢ty OBLT YPOBEHB P < 0.05 — IIPU CPaBHEHUU JIBYX
TPYIII U p < 0.01 — IPU CPAaBHEHUH TpeX U Gosiee
rpymm. OOy BBIXKHBAEMOCTh PACCUHUTHIBAIN I10
metony Kaplan — Meier, ompenenisieMyio Kak mpo-
MEKYTOK BPEMEHHU OT JaThl BKJIIOUEHHUS B IIPOTO-
KoJ OOJIbHBIX /O CMEPTH OT JIIOOOW IPUUMHBI
(3aBepieHHOE HAOJIIOZIEHIE) UJTH 10 JTaThI ITOCIIE -
Hel SIBKU OO0JILHOTO (IleH3ypHUpOBaHHOE HaOJII0/Ie-
HHE), ¢ TpadUYEeCKUM IIOCTPOEHUEM KPHUBBIX

defined as the time from initial diagnosis to the
date of progression, relapse, or death, with graph-
ing of the survival curves. The significance of sur-
vival differences in the study groups was calcu-
lated using the log-rank test, the differences were
deemed significant at p < 0.05. All calculations of
the results obtained for this study were carried out
in May 2022. The median follow-up of patients
was 13.1 months (95% confidence interval (CI)
9.0—17.5) (range 5—28 months).

RESULTS

The median duration of daratumumab treatment
was 12.2 months (95% CI 8.6-15.9) (range
4—22 months). The median number of infusions was
18 (range 2—43). The average duration of infusions
was 7.1, 4.4 and 3.5 hours for the first, second and all
subsequent infusions, respectively.

The effectiveness of therapy was evaluated in 31
of 32 patients treated with daratumumab since one
patient developed the grade 3 infusion reaction
(bronchospasm) associated with the administration
of the drug which was the reason for discontinuation
of therapy.

ORR (CR + vgPR + PR) was 67.7% (n = 21), while
9 (29%) patients had vgPR, 12 (38.7%) had PR, and 6
(19.4%) had no responses to therapy but disease was
stable, disease progression was recorded in 12.9% of
patients (Table 2). The median time to response was
3.5 months (range 2.5—6 months). The median dura-
tion of response was 7.9 months (95% CI 4.7—11.5).
The main reasons for discontinuation of treatment
included disease progression (6 people — 19.3%) and
a severe infusion related reaction (3.1%). At the time
of analysis of the results, 25 patients continued to
receive therapy with daratumumab.

The median PFS in our study was 19.1 months
(95% CI 15.3—23.6), while the 12- and 18-month PFS
were 91% and 50%, respectively (Fig. 1).

The median OS was not achieved, and the 12- and
18-month overall survival values were 100% and
96.3%, respectively (Fig. 2).

In a subgroup analysis of PFS values depending
on the number of prior lines of therapy, there were
no statistically significant differences in PFS between
groups who received two, or three, or more lines of
therapy (the median PFS in patients who received
2 previous lines of therapy was 21 months versus
19.1 months in patients who received 3—4 lines of
therapy, log-rank p = 0.115), which confirms the
rather high and long-term effectiveness of daratu-
mumab monotherapy not only in earlier lines of
therapy, but also in heavily pretreated patients with
RRMM (Fig. 3).
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BbDKHUBaeMocTu. Ilox memuanor OB mouHmmaiu
MepHoJ; BpeMeHH, KOTOPBIN MepPeKUBET MTOJIOBUHA
MAIEHTOB C OIMpPEJIeJIEeHHBIM JIHarHO30M. BbhIKH-
BaeMoOCTh 0€3 MPOTPECCUPOBAHUS OIIPEEIISIIN KaK
BpeMsi OT IIEPBOHAYAJILHOTO JAUarHo3a /0 JaThbl
MIPOTPECCUPOBAHUS, PENU/INBA UJIM CMEPTH, C Tpa-
(puUecKuM MOCTPOEHWEM KPHUBBIX BHIXKHBAE€MOCTH.
JlocTOBEpHOCTh Pa3IWyYUil  BBDKUBAEMOCTU B
WCCJIeTyEMbIX TPYyIIax PacCUYUTHIBAJIACh C MTOMO-
mpio Jor-panroporo kpurepus (log-rank test),
pas3JInuus CYUTAJIUCh IOCTOBEPHBIMH ITPU P < 0.05.
Bce pacueTsl MOJIydeHHBIX PE3YJIbTATOB JJIsI TaH-
HOU paboThl MPOBEEHBI B Mae 2022 r. MeauaHa
HabJiroZeHnsa 3a OOJBHBIMHM COCTaBHJIA 13.1 Mec
(95% noseputenbHbIE uHTEpBan (M) 9.0-17.5)
(mmamaszon 5—28 mec).

PE3YJ/IBTATDBI

MenuaHa po/I0JKUTETFHOCTY JIEUEHUS TapaTy-
Mmymabom cocraBmia 12.2 mec (95% /I 8.6—15.9)
(mnamazon 4—22 mec). Cpe/iHee KOJTHMYECTBO [IPOBe-
JIEHHBIX MHOY3UH cocTaBuio 18 (nmama3oH 2—43).
CpenHsaA TPOJOJIKUTEIBHOCTh NHQPY3UN COCTaBIIIA
7.1, 4.4 U 3.5 4 JUIs IEPBOH, BTOPOI U BCeX MOCIIEy-
IOIIUX UHQY3UH COOTBETCTBEHHO.

dddeKTHBHOCTD Tepanuu ObLIA OIlEHEHA V 31 U3
32 MManueHTOoB, MOJIyYaBIINX TePaUIo JapaTyMyMa-
060M, BBH/Iy TOTO, YTO y OFHOTO OOJIBHOTO Ha (poHe
[IePBOTO BBEZIEHMU JapaTyMyMada pa3Bmwiach HHPY-
3UOHHAs peakuusA 3-U cTemneHH TsKecTH (OpPOHXO-
cmasM), CBsI3aHHAs C BBEJAEHUEM IIperapara, uTo
SIBIJIOCH IPUYNHON ITPEKPAIIEHUS TEPAIIHH.

YOO (ITP + oxYP + YP) cocraBunma 67.7 %
(n = 21), mpu aTOM y 9 (29 %) GOIBLHBIX ObLIA yCTA-
HoBJsieHa oxYP, y 12 (38.7 %) — UP, y 6 (19.4 %) 006b-
eKTUBHOTO OTBeTa Ha Tepaluio MoJIy4eHo He ObLIO,
HO OTMeuasach crabuiausanus 3a00JeBaHUsA, Y
12.9 % OoJIbHBIX Ha (poHE Tepanmuu OBLJIO 3apery-
CTPHPOBAHO IporpeccupoBanue (Tads. 2). Mequana

With an increase in the follow-up period, the 12-
and 18-month PFS values remained quite high in
both analyzed subgroups, however, there was a sta-
tistically significant decrease in the proportion of
patients who maintained the ability to respond to
daratumumab therapy in the subgroup of more pre-
treated patients (12-month PFS values were 88% in
the group of patients who received 2 lines of chemo-
therapy (CT) and 92% in the group of patients who
received 3—4 lines of CT (x> = 0.88, p = 0.346);
18-month PFS values were 65 and 92%, respectively
(x2 = 20.37, p < 0.001)) (see Fig. 3).

When analyzing PFS values depending on age, a
statistically significantly lower PFS value was
recorded in patients over 65 years of age which most
likely may be associated with a greater susceptibility
of elderly patients to side effects of CT in the pres-
ence of concomitant diseases that cause an increase
in the intervals between courses and a decrease in
the therapy effectiveness (Fig. 4).

However, despite this, the PFS values in both
analyzed subgroups were quite high (the median PFS
in patients > 65 years was 19.1 months, while in the
group of patients younger than 65 years the median
PFS was not reached; 12-month PFS values were
100% in the group of patients younger than 65 years
and 86% in the group of patients > 65 years
(x> = 12.180, p < 0.001); 18-month PFS values were
100% and 72%, respectively (x* = 29.401, p < 0.001)),
which confirms high effectiveness and duration of
daratumumab monotherapy in patients of any age
group (see Fig. 4).

In a subgroup analysis of PFS values depending
on the depth of the achieved response to daratu-
mumab therapy, it was found that during 12 months
of follow-up, 100% of patients with any variant of the
achieved response (vgPR, PR, SD) showed no signs
of disease progression. With an increase in the fol-
low-up period to 18 months, the proportion of

Ta6una 2. 3¢ HeKTUBHOCTD TePANHH JapaTyMyMab0oM B MOHOPEXHUMe Y TAIlMeHTOB C PelUANBUpYoLieli/pedpakTepHOH

MHOXXeCTBEeHHO! MuesioMoH (n = 31)

Table 2. Effectiveness of daratumumab monotherapy in patients with relapsed/refractory multiple myeloma (n = 31)

OtBeTt / Response

Yucao nanueHToB, aéce. (%) / Number of patients, abs. (%)

O6utas yactora otBeTa (I1P + ox4P) 21 (67.7)
Overall response rate (CR + vgPR)

P/ CR 0

ox4P / vgPR 9 (29)
4P /PR 12 (38.7)
Crabunuzanus / Stabilization 6 (19.4)
[IporpeccupoBaHue / Progression 4(12.9)

[Ipumeyanue. [IP-nonHaa pemuccus; ox4P - oueHb xopoias yacTuyHas pemuccus; YP - yacTuyHas pemMuccus.

Note

. CR - complete response; vgPR - very good partial response; PR - partial response.
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Fig. 1. Progression-free survival in patients with relapsed/refractory multiple myeloma who received
daratumumab monotherapy

BpPEMEHU JI0 HACTYIJIEHUsI OTBETA COCTABMIIA 3.5 MeC
(mnanazon 2.5—-6 mec). CpefHss MPOIOJIKUTETD-
HOCTB OTBeTa cocraBuiia 7.9 mec (95% U 4.7—11.5).
OcHOBHbBIE TPUYHHBI TPEKpAIlEeHUs JIeUeHUsT BKITIO-
Yajii mporpeccrupoBanue 3abosieBanus (6 yen. —
19.3 %) U pa3BUTHE TIKEIOU MHDY3UMOHHOU peak-
MY, CBSI3aHHOU ¢ mpenapartoMm (3.1 %). Ha MomeHT
aHa/JIN3a pe3ysbTATOB 25 MAIUEHTOB IIPOJIOJIKAIIN
MOJIy4YaTh TEPAIHIO JapaTyMyMaboMm.

Mepunana BBII B HalmeM mcciiefoBaHHH COCTa-
Bwia 19.1 mec (95% U 15.3—23.6), Ipu 3TOM 12- U
18-mecaunasa BBII cocraBuia 91 u 50 % COOTBET-
CTBeHHO (puc. 1).

Menuana OB He O6bLIa JOCTUTHYTA, a 3HAYEHUA
12- U 18-MecsSYHOH OOIIed BBI?)KMBAEMOCTH COCTa-
BWIH 100 U 96.3 % COOTBETCTBEHHO (pHC. 2).

[Ipu moarpynmoBoM aHayu3se mokazaTtesneid BBII
B 3aBUCUMOCTH OT KOJIMUECTBA JINHUU ITPEIIECTBY-
IOIIEd Tepamuy CTAaTUCTUYECKH 3HAYMMBIX Pa3JIH-
yuii BBII mex 1y rpyrimamMu, HOoJTyIHBIINMH JIBE WU
Tpu U 60JIee JIMHUY Tepanuu, 0OHAPYKEHO He ObLIO0
(memuana BBII y manueHTOB, MOJYYUBIINX 2 TPE/-
IIeCTBYIOIIIMEe JIMHUM Tepamuy, COCTaBUIa 21 Mec
MPOTHB 19.1 MeC Yy TalUeHTOB, IOJYIUBIINX
3—4 JWHUU Tepanuu, log-rank p = 0.115), 94TO WO~
TBEP2K/IAeT JOCTATOUHO BBICOKYIO U IIPOAOJIKUTEb-

patients maintaining a response to daratumumab
therapy decreased statistically significantly only in
the subgroup of patients with signs of stable disease,
but remained to be quite high (12-month PFS was
100% in the vgPR, PR, SD subgroup; 18-month
PFS — 100% in the vgPR and PR subgroups and
81% — in the SD subgroup, respectively (x* = 19.207,
P <0.001)), which indicates the possibility of improv-
ing the survival of patients with RRMM in the setting
of long-term daratumumab monotherapy at any
depth of response (Fig. 5).

Analysis of the safety of the therapy showed a
rather favorable toxicity profile of daratumumab.
The main types of toxicity including infusion reac-
tions are given in Table 3.

Among the non-hematological adverse events
that occurred during daratumumab therapy, in our
patients there were registered upper and lower respi-
ratory tract infections (in 15.6 and 12.5% of patients,
respectively) and fatigue (15.6%), mainly grade 1—2
degrees of severity, were most often reported in our
patients (= 10%), which did not require interruption
of therapy or an increase in the intervals between the
drug administration (see Table 3). Hematological
toxicity was characterized by anemia (15.6%), neu-
tropenia (6.2%) and thrombocytopenia (6.2%) and
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Fig. 2. Overall survival in patients with relapsed/refractory multiple myeloma who received daratumumab monotherapy

HyI0 5G@eKTUBHOCTh MOHOTEpAlUU JaparyMmyMa-
OOM He TOJIPKO B 60J1e€e paHHUX JIMHUSX TEPATTUH, HO
U Y UHT€HCUBHO IIpe/ijIedeHHbIX nanueHTos ¢ PPMM
(puc. 3).

C yBestmueHHEM BpeMeHHU HaOJIIO/IeHHs MTOKa3a-
Tesiu 12- U 18-mecssunoi BBII coxpaHsuiuch gocra-
TOYHO BBICOKUMH B O0EUX AHATHU3UPYEMBIX IIOJI-
IpylIax, o4HaKO0 OTMeYayJoCh CTAaTUCTUYECKU 3Ha-
YUMO€e CHUKEHHUE JIOJIU TMAI[EeHTOB, COXPAaHAIOIINX
OTBET Ha TEPalUIo JAapaTyMyMaboM, B MOJATPYIIIE
OoJiee mpe/iyIedeHHBIX O0JIPHBIX (12-MecsYHbIE ITOKa-
3atesu BBII cocraBuwiu 88 % B rpymme GOJIbHBIX,
MTOJIyYUBIIUX 2 JUHUU xumuorepanuu (XT), u 92 %
B I'pyIlIle NaleHTOB, IIOJIYYUBIIUX 3—4 JUHUUA XT
(x* = 0.88, p = 0.346), 18-MecssuHbBIE TOKA3ATEIU
BBIT cocraBumm 65 um 92 % COOTBETCTBEHHO
(2= 20.37, p < 0.001)) (cm. puc. 3).

[Ipu ananmse nokasaresieit BBII B 3aBucumoctTu
OT BO3pacTa CTaTUCTUYECKU 3HAYMMO MeHbIIIee 3Ha-
yenue BBII ObUTIO 3aperucTpupoBaHO y MAHEHTOB
crapiie 65 JIET, YTO, BEPOSATHEE BCETO, MOXKET OBITh
CBA3AHO ¢ 60JIbIIIEN BOCIIPUUMYHBOCTBIO TAI[UEHTOB
MMOKHIJIOTO BO3pacTa K MoOOUHBIM siBieHussM XT Ha
(oHe HaTUYUS COMYTCTBYIOIIUX 3a001€BaHU, 00Y-
CJIOBJIMBAIOIINX yBeJIWUYEHHE IPOMEKYTKOB MEXKIY
KypcamMu U CcHUXeHHe 3(P@eKTUBHOCTH Tepanuu
(puc. 4).

corresponded to the grade 1—2 of severity, and there-
fore there was no need for the exchange blood trans-
fusion or use of colony-stimulating factors (see
Table 3).

Infusion reactions associated with the adminis-
tration of daratumumab occurred in 43.7% of
patients, including 2 patients, they corresponded to
grade 3 (1 — dyspnea and 1 — bronchospasm, respec-
tively), which led to discontinuation of therapy in
one patient. In the majority of patients (37.5%),
infusion reactions (nasal congestion, dyspnea,
cough, hyperthermia, allergic rhinitis, irritation in
the throat) corresponded to grade 1—2, developed
mainly during the first administration of the drug,
were easily reversed by antihistamines, glucocorti-
costeroids, paracetamol and were not the reason for
discontinuation of daratumumab therapy (see
Table 3).

With the development of an infusion reaction,
daratumumab infusion was temporarily suspended
and patients were administered antihistamines
(diphenhydramine 50 mg i/v), paracetamol 500 mg,
and glucocorticosteroid hormones. After reversing
the reaction, infusion of daratumumab was resumed,
but at a slower rate (25—50 ml/h). In the absence of
repeated infusion reactions, infusions of the drug
were performed in the standard regimen.
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KymynstusHas o5 BehkuBLINX (Kamian - Meiiep)
Cumulative proportion of survivors (Kaplan-Meier)
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Puc. 3. BeokuBaeMocTb 6e3 [IporpecCupoBaHus MAIMEHTOB ¢ PEUANBUPYIOLIEl/ pedpakTepHOT
MHO?KEeCTBEHHOU MHEJIOMOM, TIOJIyYaBIIUX TEPAITHIO JapaTyMyMaOOM B MOHODEIKHME,
B 3aBUCHMOCTH OT KOJIMYECTBA JIMHUI IPEAIECTBYIOIIEH TePATTHHI
Fig. 3. Progression-free survival in patients with relapsed/refractory multiple myeloma who received
daratumumab monotherapy, depending on the number of prior lines of therapy

OpHako, HECMOTpPS Ha 3TO, mokaszaresu BBII B
00erx aHAJIM3UPYEMBIX IOATPYNIAX OKa3aJIUCh
JIOCTaTOYHO BbIcOKUMU (MeauaHa BBII y manueHTOB
> 65 JIET COCTABIJIA 19.1 MEC, B TO BpeMsI KaK B IPYIIIIE
0OJIBHBIX MOJIOKe 65 Jier menuana BBII Obuia He
JIOCTUTHYTA; 12-MecsauHble oka3aTteau BBII cocra-
BIWIN 100 % B rpymnne OOJbHBIX MOJIOXKE 65 JIeT U
86 % B rpymniie manueHToB = 65 Jer (}* = 12.180,
p < 0.001), 18-Mecssunble TTokazaTeau BBII cocra-
BIWJIM 100 U 72 % COOTBETCTBEHHO (X* = 29.401,
P < 0.001)), UTO MOATBEPKIAET BHICOKYIO d(Pdek-
TUBHOCTH U IPOJIOJIKUTEIFHOCTDh TEPAllUU Japary-
MyMaboM B MOHOPEKHME Y MaIlUEeHTOB JI000H BO3-
pacTHO# rpymmnsl (CM. puc. 4).

[Ipu moarpynnoBoM aHanuse mokazatesneid BBII
B 3aBUCUMOCTH OT IVIyOUHBI JIOCTUTHYTOTO OTBETA HA
Tepanui AaparymymMaboM OBLIO OTMEYEHO, UTO B
TeueHUe 12 MecC HAaOII0AeHUsA ¥ 100 % MalueHToB C
JII0OBIM BapUaHTOM IJIyOWHBI JJOCTUTHYTOTO OTBETA
(ox4P, YP, C3) He 6BLIO 3apETrUCTPUPOBAHO TIPHU-

DISCUSSION

In Novosibirsk and the Novosibirsk region, the
possibility of using daratumumab monotherapy in
patients with refractory/relapsed MM has appeared
since March 2020 as a part of the Federal Program
for the Treatment of 14 High-Cost Entities. From
March 2020 to February 2022, 32 patients with
RRMM received this therapy.

The results of our analysis of the effectiveness and
safety of daratumumab therapy in real-life clinical
practice showed high and long-term effectiveness, as
well as a fairly favorable safety profile of daratu-
mumab monotherapy in patients with double refrac-
tory RRMM.

Despite the fact that our study cohort included
patients with poor prognostic factors (56.2% of
patients aged > 65 years, 56.3% with bone-related
soft tissue plasmacytomas at the start of daratu-
mumab therapy, 37.5% with high LDH activity,
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Puc. 4. BeokuBaeMocTtb 6€3 MporpeccCupoBaHus MAIMEHTOB ¢ PEIUIUBUPYIOIel/ pedpakTepHO
MHO?KECTBEHHOU MUEJIOMOM, TI0JIy4aBIINUX TEPAITHIO JapATyMyMaOOM B MOHOPEIKHME,
B 3aBHCHMOCTH OT BO3PACTa NAI[HEHTOB
Fig. 4. Progression-free survival in patients with relapsed/refractory multiple myeloma who received
daratumumab monotherapy, depending on the age of patients

3HAKOB IporpeccupoBanus 3aboseanus. [Ipu yBe-
JIMYEHUU BpeMeHU HabJoJieHus 70 18 mec 1o
MAIEHTOB, COXPAHAIONIUX OTBET HA TEPAIIHIO Jlapa-
TyMyMaboM, CTATUCTUYECKH 3HAUNMO YMEHBIITHIACh
TOJIBKO B IIOJITPYIIIIE TTAIMEHTOB C MIPU3HAKAMU CTa-
Ownusanuu 3a00j1€BaHUs, HO IPOJIOJIKAJIa OCTa-
BaThCA JOCTATOYHO BBICOKOHN (12-mecsuHas BBII
cocraBuina 100 % B moxrpymnme ox4P, UP, C3;
18-mecsiunaa BBII — 100 % B moarpymnnax oxUP u
YP u 81 % — B moxarpymnmne C3 COOTBETCTBEHHO
(x?=19.207, p < 0.001)), YTO YKa3bIBAET HA BO3MOK-
HOCTbH IIPOJIOHTUPOBAHUS BBIKHMBAEMOCTU IaI[HeH-
ToB ¢ PPMM Ha ¢oHe JJIUTETbHOU Tepanuu JaparTy-
MyMaboM B MOHOPEKUMeE TP JIIDOOM BapHUaHTE IITy-
OWHBI JOCTUTHYTOTO OTBeTa (pHUC. 5).

Ananmu3 0e30MacHOCTH NPOBOAMMOM Teparuu
[OKA3aJI JOCTATOYHO OJIATONPUATHBIA NIPODIIIH
TOKCHYHOCTH JapatymyMaba. OCHOBHBIE BH/IbI TOK-
CUYHOCTH, BKJIIOYAs WH(GY3UOHHBIE PEaKI[UH, IIPU-
BEIeHHbI B Ta0JI. 3.

Cpenn HEreMaTOJIOTHYECKUX HEKeJaTeTbHbIX
SIBJIGHUH, BO3HUKINNX Ha (DOHE TepAINH JIapaTyMy-
MaboM, y HaIIKX IMAaIlMeHTOB Haubojee dYacro
(=10 %) perucTpupoBaINCH HH(MPEKITUN BEPXHUX U

31.2% with grade 2—3 CKD, and in 12.5% of patients
creatinine clearance was from > 30 to < 60 ml/
min/1.73 m? (according to CKD-EPI), 34.4% of
patients previously underwent auto-HSCT, 75%
were double refractory), most of the patients had
comorbidities and a long history of MM (the median
time from diagnosis of MM to the start of treatment
with daratumumab was 73.1 months (range
18—144 months)); response to daratumumab ther-
apy occurred fairly quickly and was prolonged in
the majority patients (the median time to response
was 3.5 months (range 2.5—-6 months), and the
median duration of response was 7.9 months (95%
CI 4.7-11.5).

In 67.7% of patients, a deep clinical response was
achieved (vgPR in 29%, PR in 38.7%), and in 19.4%
of patients during therapy there were no signs of
progression and the disease was stabilized. The
results obtained indicate that the use of daratu-
mumab in most cases allows to overcome double
refractoriness, as well as the negative impact of
unfavorable prognostic factors, and even as a mono-
therapy can be an effective treatment option for
patients with RRMM.
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B 3aBUCHMOCTH OT IJTyOMHBI OTBETA Ha TEPAIIUIO
Fig. 5. Progression-free survival in patients with relapsed/refractory multiple myeloma who received
daratumumab monotherapy, depending on the depth of response to therapy

HIDKHUX JIbIXaTeJIbHBIX TMyTel (Y 15.6 u 12.5 % maru-
€HTOB COOTBETCTBEHHO) U yCTaI0CTh (15.6 %), Mpeu-
MYIIIECTBEHHO 1—2-1 CTEIIEHU TSKECTH, KOTOPHIE HE
TpeboBai MPEePhIBAHUS TEPATIUU WIN YBETMUEHUS
MIPOMEKYTKOB MEXKy BBEIEHUSIMH Iperaparta (cMm.
TabJI. 3).

T'emaTosioruyeckas TOKCHYHOCTh XapaKTEPHU30-
Basiach aHemuel (15.6 %), HeliTponenuen (6.2 %) u
TpoMboruTonieHuel (6.2 %) W COOTBETCTBOBAJIA
1—2-% CTeNEeHU TSKECTH, B CBSI3U C YeM HeoOX0o/u-
MOCTH B IIPOBEJIEHUM 3aMECTUTEJIbHON reMOTpaHC-
(py3HOHHOU Tepanuy WK Ha3HAYEHU N KOJIOHUECTH-
MyJIUPYIOIKX GakTOPoB He 66110 (cM. TabJI. 3).

NHpy3HOHHBIE pEaKIuU, CBSI3aHHBIE C BBEZE-
HHEM JapaTyMmyMaba, HMeJI MeCTO y 43.7 % marmu-
€HTOB, B TOM YHCJIE y 2 OOJIbHBIX OHU COOTBETCTBO-
BaJIU 3-U CTENEHHU TSKECTH (1 — OZIBIIIKA U 1 — OPOH-

Despite the pretreatment, presence of double
refractoriness in the majority of patients (75%), the
daratumumab therapy provided a significant sur-
vival advantage for patients with RRMM. Thus, the
median PFS in our study was 19.1 months (95% CI
15.3—23.6), and the 12- and 18-month PFS were at
the level of 91 and 50%, respectively. The median OS
was not achieved, and 12- and 18-month overall sur-
vival were 100% and 96.3%, respectively.

In a subgroup analysis, we showed that unfavor-
able factors that have a statistically significant
effect on PFS are the inadequate depth of the
achieved response to daratumumab therapy, as
well as the age of patients > 65 years, while the
number of prior lines of therapy did not affect sur-
vival rates which confirms the possibility of effec-
tive use of daratumumab monotherapy in patients
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Ta6smmua 3. HexxeslaTesibHbI€e sIBJIEHUA Y TALMEHTOB € peppakTepHON /peluAMBUpPYIOLeil MHOXKeCTBEHHOH MUEeJIOMOH,

MOJIy4aBIIMX JapaTyMyMab B MoHopexxuMe (n = 32), aée. (%)

Table 3. Adverse events in patients with refractory/relapsed multiple myeloma treated with daratumumab as monotherapy

(n=32), abs. (%)

HexxesiaTe/IbHbIE SIBJIEHUS, CBSI3aHHbIE C TEpanuei
Adverse events associated with therapy

CreneHs = 3
Severity grade = 3

JIo6as creneHb THKECTH
Any level of severity

HHgysuoHHble peakyuu / Infusion reactions

Bponxocnasm / Bronchospasm

3anoxeHHOCTb Hoca (1-1 CT.), mepBoe BBeZieHHE
Nasal congestion (grade 1), first administration

Kauesb (1-# cT.), mepBoe BBeJieHUE
Cough (grade 1), first administration

Annepruyeckust punut (1-# cT.), nepBoe BBeJeHUE
Allergic rhinitis (grade 1), first administration

03H06, nepBoe BBegeHue / Chills, first administration

[lepmeHue B ropsie (1-# CT.), mepBoe BBeJleHUE
Throat irritation (grade 1), first administration

Oppiika / Dyspnea
I'uneprepmus / Hyperthermia
TomHoTa / Nausea

0 1(3.1) (3-sact) / (grade 3)
5(15.6) 0
4 (12.5) 0
5(15.6) 0
3(94) 0
6 (18.7) 0
3(9.3) 1(3.1) (3-act.) / (grade 3)
5 (15.6) 0
1(3.1) 0

Hezemamonozauyeckasi mokcuuHocms / Non-hematological toxicity

NHeK MY BepXHUX ABbIXaTeJIbHbIX Iy TeN
Upper respiratory tract infections

NHbeK Y HUKHUX JibIXaTeJIbHbIX MyTel
Low respiratory tract infections

Bosu B kocTsix / Bone pain
Ycranocts / Fatigue

5(15.6) 0
4 (12.5) 1(3.1) (3-a ct.) / (grade 3)
2(6.2) 0
5 (15.6) 0

lemamoozuveckas mokcuuHocms / Hematological toxicity

Anemus / Anemia
HeliTponenus / Neutropenia
Tpom6onutonenus / Thrombocytopenia

5 (15.6) 0
2(6.2) 0
2(6.2) 0

XOCIIa3M COOTBETCTBEHHO), UTO MPHUBEJIO K IpPeKpa-
IIEHUIO0 TEPATIUU Y OJTHOTO HAIlMeHTa. Y OOJIBIIIH-
cTBa MmanueHToB (37.5 %) MHGY3HNOHHBIE PeaKIUu
(3aJ103K€HHOCTh HOCA, OJIBIIIKA, KallleJIh, THIIEPTEP-
MU, JUIEPTUYECKUN PUHUT, IepIIeHre B TOpJe)
COOTBETCTBOBAJIU 1-U U 2-H CTENEHU TSKECTH, Pas-
BUBJINCH NPEUMYIIIECTBEHHO IIPU IEPBOM BBEJIE-
HUH MIPEeInapara, JIETKO KyITHPOBAIICh Ha3HAUYEHUEM
AHTUTUCTAMUHHBIX [TPENIAPaTOB, TJIIOKOKOPTUKOCTE-
pOHJIOB, HaparneraMosia U He SBJISJIUCH MPUIHHOU
OTKa3a OT Tepanuu gapatymymabom (cm. tabi. 3).
[Tpu pasButum WHOPY3UOHHON PEAKIINU BBeJe-
HUe JapatymyMaba BpeMEHHO IpHUOCTaHABJINBA-
JIOCh, TAI[MEHTaM BBOJWJINCh AHTUTHCTAMUHHBIE
mpemnaparsl (IudeHrupaMuH 50 MT B/B), mapare-
TaMoJI 500 MT U IJIIOKOKOPTHKOCTEPOHUIHBIE TOP-
MoHBI. Ilocie KymupoBaHUs peaknuu WHQY3UI
mapatymymaba BO300OHOBIISIaCh, HO B Ooyiee Meql-
JeHHOM pexume (25—-50 mui/4). Ilpu orcyrcTBUU

with RRMM who received more than 2—3 lines of
therapy.

It should be noted that, despite the fact that the
depth of response had a statistically significant effect
on the PFS parameters, patients who achieved only
stabilization of the disease during long-term therapy
with daratumumab also had a significant advantage
in PFS over the patients with signs of disease pro-
gression. Thus, the results of a subgroup analysis of
PFS depending on the depth of response to therapy
showed that within 12 months follow-up observa-
tion, 100% of patients with any variant of the depth
of the achieved response to treatment (vgPR, PR,
SD) showed no signs of disease progression. With an
increase in the follow-up period, 18-month PFS val-
ues decreased statistically significantly in the sub-
group of patients with signs of stable disease, but
remained quite high (18-month PFS was 100% in the
vgPR and PR subgroups and 81% in the SD subgroup,
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MIOBTOPHBIX UH(QY3MOHHBIX peakIuil B JaJibHENIIIeM
nHGY3UH IpenapaTa BBIIOJIHSINCh B CTAHJAPTHOM
pexume.

OBCYXJIEHUNE

B r. HoBocubupcke u HoBocubupckoi obsractu
BO3MOJKHOCTH IIPUMEHEHUs AapaTyMmyMaba B MOHO-
pexuMe y ManueHToB ¢ pedpakTepHON/peruauBy-
pytomeir MM mosiBujIach ¢ MapTa 2020 T. B paMKax
denepasIbHOM ITPOTPAMMBI 10 JIEUEHUIO 14 BBICOKO-
3arpaTHBIX HO300THH. C MapTa 2020 1o ¢eBpaib
2022 T. JAHHYIO TEPAITHIO MTOJIYYIH 32 IMalieHTa ¢
PPMM.

Pe3ysipTaThl NPOBEJIEGHHOTO HaMM aHaJIU3a
3¢ dekTUBHOCTH B GE30IIACHOCTH TEpAIUU JIapaTy-
MyMaboM B yCJIOBHUAX PeIbHOU KJTMHUUECKOU MPaK-
TUKUA TIOKA3IM BBICOKYI0O U TPOAOIKUTEIHHYIO
3¢ PEKTUBHOCTD, a TAKXKE JIOCTATOYHO OJIATOTIPUSIT-
HBII TpOGIH 6€30IMaCHOCTH MOHOPEXKUMA JIapaTy-
myMmaba y nanueHToB ¢ PPMM c aBoiiHOU pedpak-
TEPHOCTBIO.

HecmoTps Ha TO, YTO KOrOpTa HAIIIETO HCCIIENIO-
BaHUsA BKJIIOYAJIA OOJIBHBIX, UMEIOIUX (HAKTOPHI
He6JIaTOIPUATHOTO MPOTrHO3a (56.2 % MalueHToB B
Bo3pacTe > 65 jieT, 56.3 % — ¢ 0CCaIbHBIMU MATKO-
TKAQHHBIMH IIA3MOIIUTOMAaMH HAa MOMEHT Havasa
Tepanuu Japarymymabom, 37.5 % — ¢ BBICOKOH
aktuBHOCcThIO JI/T, 31.2 % — ¢ XBII 2—3-i1 craguu,
npuueM y 12.5 % OOJBHBIX KJIMPEHC KpeaTHHWHA
cocTaBysI = 30 710 < 60 mu1/muH/1.73 M2 (mo CKD-
EPI), 34.4 % 6osbHBIM paHee npoBezieHa ayTo-TT'CK,
y 75 % OblIa 3aperucTpupoBaHa JIBOWHasi pedpak-
TEPHOCTD), y OOJIbIIIEH YaCTH IAIIUEHTOB WMEJUCH
COIIYTCTBYIOIIHE 3200JIEBaHUA U JIJIUTEIbHBINA aHAM-
He3 TeueHuss MM (MenuaHa BpeMeHH OT MOMEHTa
IOCTAaHOBKMU amarHo3da MM 710 Havasa JiedeHHSa
JapatymymaboMm coctaBuwia 73.1 Mec (quamas3oH
18-144 Mec)), OTBET Ha TEPANHUIO JapaTyMyMaboM
HACTyHaJ JIOCTaTOYHO OBICTPO U OBLI IMPOJOJIKH-
TeJIbHBIM y GOJIBIIMHCTBA OOJIBHBIX (MearaHa Bpe-
MEHHU JI0 HACTYIUIEHUS OTBeTa COCTaBWIa 3.5 Mec
(mmamaszoH 2.5—-6 mec), a CpeaHssA TPOJIOIKUTEIb-
HOCTBh oTBeTa — 7.9 mec (95% AU 4.7—11.5)).

VY 67.7 % manueHTOB yAaI0Ch JOCTUYD TJIYOOKOTO
kInHIYeckoro orBera (oxYP — y 29 %, UP — y
38.7 %), a ete y 19.4 % 601bHBIX HA (OHE Teparuu
OTCYTCTBOBJIM TIPU3HAKU IPOTPECCUPOBAHUSA U
COXpaHsJICA KOHTDPOJIb Haj 3a00JIeBAaHHEM B BHJE
CTaOMIU3AIUK OIyX0JIEBOTO Iporiecca. [losyueH-
HbIe Pe3y/IbTaThl YKA3bIBAIOT HA TO, YTO IpPUMeEHE-
HHe JapatymyMaba B OOJIBIIIMHCTBE CIIyYaeB IMO3BO-
JIIeT TIPeO/IOJIETh JBOUHYI0 pedpakTEPHOCTh, a
TaKKe HeraTUBHOE BJIUsHUE (AKTOpOB HebJaro-
MPUSATHOTO ITPOTHO3A U TIa’KE B MOHOPEIKIME MOYKET

respectively (x* = 19.207, p < 0.001), which indicates
the possibility of improvement in the survival of
patients with MM during long-term monotherapy
with daratumumab, even in the absence of a deep
clinical response. In the literature, this fact of
increasing survival of MM patients in long-term
therapy with daratumumab is explained by the influ-
ence of additional immune-mediated and immuno-
modulatory mechanisms of the drug. Thus, in a study
by Krejcik et al. it has been suggested that additional
immunomodulatory effects mediated by T cell acti-
vation and expansion due to the elimination of regu-
latory T and B cells and myeloid-derived suppressor
cells, that express CD38, may contribute to a deeper
and longer response [11].

In our study, the analysis of adverse events of the
therapy did not record new manifestations of toxicity
and showed a rather favorable safety profile of dara-
tumumab, similar to previously published data [12,
13, 15—21]. No infusion reactions or adverse events
that occurred during therapy did not lead to death of
patients. Only in one patient (out of 32) therapy was
discontinued as a result of grade 3 infusion reaction
(bronchospasm) on the first administration of the
drug. In most cases (37.5% of patients), infusion
reactions (nasal congestion, shortness of breath,
cough, hyperthermia, allergic rhinitis, throat irrita-
tion) corresponded to grade 1 and 2, developed
mainly during the first infusion, were easily reversed
by administration of antihistamines, glucocortico-
steroids, paracetamol, and were not the reason for
discontinuation of daratumumab therapy. Decreased
infusion rate and adequate premedication prior to
the daratumumab administration, resulted in a
decrease in the frequency and severity of these reac-
tions during subsequent infusions.

Manifestations of hematological toxicity were
characterized by anemia (15.6%), neutropenia (6.2%)
and thrombocytopenia (6.2%), predominantly of
grade 1—2 and did not require exchange blood trans-
fusion or use of colony-stimulating factors in the set-
ting of therapy with daratumumab.

The likelihood of grade > 3 adverse events (mainly
pneumonia) and severe AEs (dyspnea, hypotension)
was low, confirming the favorable tolerability and
safety profile of daratumumab monotherapy in
patients with RRMM.

It should be noted that, when compared with lit-
erature data, the results of our study showed similar
effectiveness of daratumumab monotherapy to those
of the registration trials GEN501 [12] and SIRIUS
[13] [2]. Thus, the results of a pooled analysis of the
trials GEN501 and SIRIUS, which included 148
patients who received an average of 5 prior lines of
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ABJATHCS 3P PEKTUBHBIM BAPUAHTOM TEPATTUH 00JTb-
HBIX PPMM.

HecmoTps Ha mpezjie4eHHOCTh, HAINYHE JIBOU-
HOU pedpakTepHOCTH Yy OOJIBITMHCTBA IMMAIUEHTOB
(75 %), Tepamus mapaTymymaboM mdaBaja Cylle-
CTBEHHOE IIPEUMYIIECTBO B BBIKHBAEMOCTH 0OOJIb-
HbiM PPMM. Tak, mequana BBII B Halem ucciezno-
BaHHHU cocraBmia 19.1 mec (95% U 15.3—23.6), a
12- 1 18-MecssuHast BBII 6p1H Ha ypoBHE 91 1 50 %
cooTBeTcTBeHHO. Menmana OB He ObL1a IOCTUTHYTA,
a 3HAYEeHUs 12- U 18-MeCsaIHOM 00I1el BBIKUBAEMO-
CTHU COCTaBWIHN 100 U 96.3 % COOTBETCTBEHHO.

[Ipu moArpynIoBoM aHajau3e HaMU ObLIO MTOKa-
3aHO, UTO HEOJIATOIPUATHBIMH (PAKTOPaMU, OKA3bI-
BAIOI[UMU CTAaTUCTUYECKH 3HAYUMOE BJIUAHUE Ha
nokaszarenu BBII, aBidArTca HemocraToyHasd IULy-
OWHA JOCTUTHYTOTO OTBETa HA TEPAIHUIO JAapaTyMy-
MaboM, a TakKe BO3PACT HMAIEHTOB > 65 JIET, B TO
BpeMs KaK KOJIMYECTBO JIMHUU IIPEIIECTBYIONIEH
Tepanuu He BIUAIO Ha TOKa3aTe TN BBIXKUBAEMOCTH,
YTO TIOATBEPKAAET BO3MOXKHOCTH 3(h(HEKTHBHOTO
WCIIOJIb30BAaHUS MOHOPEXKHMMA Jlapatymymaba y
marueHToB ¢ PPMM, mosyuuBimx 6osiee 2—3 IMHUH
Tepamuu.

Crnenyer OTMETHTH, UTO, HECMOTPS Ha TO, YTO
IyOMHA OTBETa OKa3bIBajia CTATHUCTUYECKH 3HAUH-
Moe BUsSHME Ha mokazateau BBII, manmeHTsI,
JIOCTUTTIINE TOJIbKO cTabman3anuu 3aboieBaHus Ha
(oHe IIUTEIPHO Tepaluu JapaTyMyMaboM, TaKKe
HMeJIN CyIeCTBeHHOoe IpeuMyinectso B BBII mo
CpPaBHEHUIO € OOJIBHBIMH, HUMEIOIUMHU ITPU3HAKH
mporpeccupoBanus 3aboseBanusi. Tak, pe3ybTaThl
noArpynnosoro asanmusa BBII B 3aBucummocTté oT
[JIyOMHBI OTBETA Ha TEPAITHIO TIOKA3a/IH, UTO B TEYe-
HHUe 12 Mec HAOIIONEHUsA y 100 % ManueHTOB C
JIIOOBIM BapUAHTOM IVIYOWHBI JOCTUTHYTOTO OTBETA
Ha sieuenue (ox4P, YP, C3) He ObLII0 3aperucTpupo-
BaHO MPU3HAKOB IIPOTPECCUPOBAHUS 3a00I€BAHMUS.
IIpu yBesimueHNY BpeMeHH HaOJIIOeHNs 18-MecsTd-
Hble nokasaTesu BBII cratucruuecku 3HAYUMO
YMEHBIIIWJIUCH B MOATPYIINE MAIUEHTOB C IMPU3HA-
KaMu crabmau3anuu 3a00JIeBaHUA, HO OCTABAJIUCH
JoctaToyHo BbIcOKUMH (18-mecssunasa BBII cocra-
BUJIa 100 % B noxarpynmnax oxUP u UP u 81 % — B
moarpynme C3 coorBeTcTBeHHO (X2 = 19.207,
p < 0.001)), YTO yKa3bIBaeT Ha BO3MOKHOCTD IPO-
JIOHTUPOBAaHU BBDKHUBAEMOCTH marueHToB ¢ MM Ha
doHe pUTENHEHON Tepammu mapaTymMyMaboM B
MOHOPEKHME JIa’Ke ITPU OTCYTCTBUH TJIyOOKOTO KJIH-
HHUYECKOTO OTBeTa. B siuTeparype naHHbBIHN (QakT yBe-
JIMYeHUsI BbDKUBaeMocTu 0oJyibHBIX MM mpu miu-
TEJIbHOM BO3JIEUCTBUU JapaTtymyMaba oObsacHsAETCS
BJIMSTHUEM JIOTIOJTHUTEIFHBIX UMMYHOOIIOCPE/IOBaH-
HBIX 1 UMMYHOMO/Iy/IUPYIOIIUX MeXaHU3MOB IIpera-

therapy (range 2—14), showed ORR of 31.1% (CR —
4.7%) with the median response duration of 7.6
months. With the median follow-up of 20.7 months
(range 0.5—27.1 months), the median PFS was 4.0
months and the median OS was 20.1 months, respec-
tively [2].

Our data were also comparable with the results of
studies of daratumumab monotherapy in real-life
clinical practice carried out in other countries and
showed a steady clinical effectiveness and safety of
daratumumab in patients with RRMM [15-21, 31]
(Table 4).

The peculiarities of our study include the fact that
the largest number of patients in the analyzed cohort
received daratumumab in the early stages, mainly as
a third-line therapy (75%), which probably could
contribute to a longer overall and progression-free
survival, as well as longer duration of response to
treatment.

CONCLUSION

The study’s results of the use of monotherapy
with daratumumab in real-life clinical practice con-
firmed its effectiveness and safety in patients with
RRMM. Third-line therapy with daratumumab,
including double refractory patients, allows to
achieve tumor control in 75% of patients, is safe and
satisfactorily tolerated. The depth of response to
daratumumab therapy has a significant effect on the
prolongation of PFS, regardless of the number of
prior lines of therapy.

Conflict of interest. The authors declare no
conflict of interest.

para. Tak, B uccienoanuu J. Krejcik et al. 6p110
BBICKA3aHO TIPEJIIOIOKEHHE, UTO JOMOJTHUTETbHbIE
uMMyHoOMoayaupymomue 3G¢eKTbl, OIoCpeloBaH-
HbIE aKTHBAaIEeN U SKcaHcued T-KIeToK, KOTophble
00yC/IOBJIEHBI DJIUMHUHAIUEH BKCIIPECCUPYIOIINX
CD38 perymsitopabix T- U B-KJIETOK W KJIE€TOK-
CYIIPECCOPOB MHUEJIOUTHOTO TPOUCXOKIAEHUS, MOTYT
criocoOCTBOBAaTh OoJiee TIyOOKOMY U TIPOMIOJIKHU-
TeJIbHOMY OTBeTY [11].

B Haiem vcciie[oBaHUY aHATN3 HEXKeJTaTeJIbHbIX
ABJIEHUY NPOBOAUMON Tepanuu He 3apUKCUPOBAI
HOBBIX ITPOSIBJIEHUN TOKCUYHOCTHU U ITOKA3AJT JIOCTa-
TOYHO OJIATONPUATHBIA TPOGIIL OE30MacHOCTH
nmapatymyMmaba, aHaJIOTUYHBIN paHee OIMyOJIMKOBaH-
HBIM JIAaHHBIM [12, 13, 15—21]. Hukakue uH}py3n0H-
Hble DEeaKI[UU WIN HeXKeJIaTeJbHbIE SIBJIEHUS, BO3-
HUKIIHE Ha (QOHEe Tepamuu, He IPUBEIU K CMEPTH
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marueHToB. TobKo y o71H0T0 601bHOTO (U3 32) Tepa-
mus ObLIa 3aBepleHa B Pe3yJibTaTe BOSHUKHOBEHUS
WHPY3UOHHOU peakIny 3-HU cTereHu TskecTH (OpoH-
XOCIIa3M) Ha IepBoe BBeZleHUe Ipenapara. B 60J1b-
IIMHCTBE Ke caydaes (37.5 % manueHToB) UHQPY3H-
OHHBIE peaknuu (3a03KEeHHOCTh HOCA, OBIIIKA,
KallleJib, TUIIEPTEPMUSI, AJJIEPTUUECKUH PUHUT, IIep-
IIIEHVE B TOPJIe) COOTBETCTBOBAIH 1-1 U 2-H CTEIIEHHN
TSKECTH, PA3BUBAJIUCH TPEUMYIIIECTBEHHO IIPH TIep-
BOM BBEJIEHUH IIpelapara, JIETKO KyIMHPOBAJIUCH
Ha3HAUYe€HWeM aHTUTHCTAMUHHBIX ITPENapaToB, TJII0-
KOKOPTHKOCTEPOU/IOB, Iapaljeramosia U He SBJIs-
JINCh TIPUYUHOM JIJIA OTKa3a OT TePAluU JapaTyMy-
Mabom. CHIKEHNE CKOPOCTH HMH(MY3UH U a/IeKBaTHAS
peMeuKalusa Iepe] BBEAEHHEM JapaTymymada
MPUBOYIIN K CHUKEHUIO YACTOTHI U TSKECTU JaH-
HBIX peaKIUi IPU MTOCIIEAYIOMINX BBE/IEHUAX.

[TposiBJIeHWST TE€MAaTOJIOTHYECKOH TOKCHYHOCTHU
XapakTepusoBajach aHemuen (15.6 %), HeHTpoIe-
Huel (6.2 %) u TpoMmboruTonieHuel (6.2 %) mpeumy-
[IECTBEHHO 1—2-H CTENEeHH TSKECTH U He TpeboBaIn
MPOBE/IEHUsI 3aMECTHTEJIbHON TeMOTpaHCchy3UOH-
HOH Tepanuy NI Ha3HAUeHUsI KOJIOHUECTUMYJIUPY-
omux (pakTopoB Ha (GoHE MPOBEJIEHUA aKTUBHOU
Tepanuu JapaTyMmyMaboM.

BepoATHOCTh HEXKEIATETbHBIX ABJIEHUN > 3 CTe-
IIEHU TSKeCTU (B OCHOBHOM ITHEBMOHWUS) U CEPHE3-
ueix HA (ompliika, rTMIoTOHKA) Oblia HU3KOH, YTO
MIOATBEPKAAET 0JIaTONMPUATHBIN MPOMIIIL IepeHo-
cuMocTd U 6e30IaCHOCTH MOHOTEPAIUU AapaTyMy-
MaboM y manueHToB ¢ PPMM.

CrnenmyeT OTMETUTBH, UTO IPHU COIOCTABIEHUU C
JIAHHBIMHU JIUTEPATYPhl PE3YJIHTATHl HACTOSAIIETO
HCCJIeTOBAHUS TTOKA3aJIM AHAJIOTUYHYIO C PETUCTpPa-
OUOHHBIMH ucciaenoBanuavMu  GEN5o1 [12] u
SIRIUS [13] a3ddeKTUBHOCTH MOHOTEPATIUH JTAPATY-
mymabom [2]. Tak, pe3synbTaThl OOBEAMHEHHOTO
aHaJIM3a PETUCTPAIMOHHBIX HccieoBanut GEN501
u SIRIUS, B KOTOpPBIX IPUHUMAJIH yUacTue 148 nanu-
€HTOB, ITOJIYUUBIIINX B CPETHEM 5 IIPE/IIIIECTBYIOIIIX

CIITMCOK JINUTEPATYPBI

1. Morandi F., Horenstein A.L., Costa F. et al. CD38:
a target for immunotherapeutic approaches in mul-
tiple myeloma // Front. Immunol. 2018;9:2722. DOI:
10.3389/fimmu.2018.02722.

2. Usmani S.Z., Weiss B.M., Plesner T. et al. Clinical effi-
cacy of daratumumab monotherapy in patients with
heavily pretreated relapsed or refractory multiple
myeloma // Blood. 2016;128(1):37-44. DOI: 10.1182/
blood-2016-03-705210.

3. van de Donk N.W.C.J., Richardson P.G., Malavasi F.
CD38 antibodies in multiple myeloma: back to the
future // Blood. 2018;131(1):13-29. DOI: 10.1182/
blood-2017-06-740944.

JIMHUH Tepanuu (AuamnasoH 2—14), mokazaau YOO —
31.1 % (ITP — 4.7 %) ¢ MeIaHOM TTPOIOJIKUTETLHO-
¢ty oTBeTa 7.6 Mec. [Ipu cpeiHel TpOIOJKUTETLHO-
cTH HaOJII0IeHns 20.7 Mec (AuamnasoH 0.5—27.1 Mec)
menmnana BBII cocraBuia 4.0 mec, a meanana OB —
20.1 MeC COOTBETCTBEHHO [2].

ITonyueHHble HAMU JlaHHBIE OBLIN TaK:Ke COIO-
CTaBUMBI C pe3ysbTaTaMH HCCIEOBAaHUN MOHOpPE-
JKUMa JapatrymymMaba B pealbHOU KJIMHUYECKOU
MpaKTHUKe, POBEIEHHBIX B APYTUX CTPAHAX U MTOKa-
3aBIINX YCTONYNBYIO KIIMHUYECKYTO 9 (PEKTUBHOCTD
u Oe3omacHOCTh Japatymymaba y 6osbHbIXx PPMM
[15—21, 31] (Tabu. 4).

K ocobGeHHOCTSIM HAIIIEro HCCJIEIOBAHUS MOYKHO
OTHECTU TOT (PaKT, YTO HAMOOJIbIIIEE KOJTUUECTBO
MaIleHTOB AaHAJIU3UPYEMOH KOTOPTHI ITOJIYYasio
JlapaTyMmyMa0 B paHHHE CPOKH, ITPEUMYIIECTBEHHO B
KauyecTBe TpeThel JJUHUU Tepanuu (775 %), 9To, Bepo-
SITHO, MOTJIO CITOCOOCTBOBATD O0JIee ITUTETBHOM KaK
0011eH, Tak ¥ 6ECIIPOrPECCUBHON BBIXKUBAEMOCTH, a
Takke OOJIbIIEN TPOJOJLKUTEILHOCTH OTBETA Ha
JIeueHue.

3AK/IIOYEHUWE

3axoueHue. Pe3ysibTaThl HACTOSAIIETO UCCIIE-
JIOBaHUSA MPUMEHEHUs] MOHOTEpANU JapaTyMyMa-
OOM B yCJIOBHSX PeaTbHOM KJIMHUYECKOHN MPAKTHKHU
MOATBePAWIIH ero 3P (PEKTUBHOCTD U 6€3011aCHOCTH
It maruenToB ¢ PPMM. Tepanus maparymyma6om
B TpeThel JINHUU, B TOM YHUCJIE V TAI[UeHTOB C IBOU-
HOU pedpPaKTEPHOCTHIO, IO3BOJISIET JOCTUYDh KOH-
TPOJIA HaJ| OIYXOJIBIO V 75 % TAIUEeHTOB, ABJIAETCS
06e30macHON ¥ Y/IOBJIETBOPUTEIBHO IEPEHOCUTCS.
I'mybuHa oTBeTa Ha Tepamnuio JaparymymaboMm 3Ha-
4uTEeJIFHO BJIUAET Ha IposioHruposanue BBII, Hesa-
BUCHUMO OT KOJIMYECTBA JIMHUU IIPEAIIECTBYIONIEN
Teparnuu.

KoH@uuKT HHTEPECOB. ABTOPHI 3aBJIAIOT 00
OTCYTCTBUY KOH(JIMKTA UHTEPECOB.
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