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Introduction

The results of therapy of patients with positive minimal resid-
ual disease (MRD+), relapses and refractory acute B-lymph-
oblastic leukemia (R/R ALL), especially after allogeneic he-
matopoietic stem cell transplantation (allo-HSCT), remain
very poor. The possibilities of chemotherapy (CT) have been
exhausted, new therapies is necessary. Blinatumomab (Btm)
is a bispecific T-cell engager antibody construct with dual
specificity for CD19 and CD3. Therapy with Btm may help
to overcome the resistance to chemotherapy (CT) with min-
imal toxicity, and may be used both before and after HSCT
because of low toxicity. Aim was to evaluate the efficacy and
safety of Btm in MRD+ and R/R ALL.

Patients and methods

The study included 59 pts from 10 Russian hematological
centers with CD19+ ALL. The median age was 28 (18-62)
years. The diagnosis was ALL B-I (EGIL) subtype in 15 pts,
B-1I, in 37 cases; B-1I1, in 18 patients, and 1 patient had AL
with a mixed phenotype (B/myelo). There were 35 pts in the
relapse, 4 of them, with combined lesions bone marrow; i.e.,
bone marrow (BM) and extramedullary (EM) (RI-14, RII-
14 and RIII-7); primary-refractory disease was documented
in 2 cases, and MRD+ was found in 22 pts. The number of
BM blasts <50% was detected in 18 pts, and > 50%, in 19
cases. The median MRD level was 0.35 (0.01-7.0)%. Btm was
administered to 42 pts (71%) before HSCT, and to 17 pa-
tients (29%) after HSCT. The HSCT (related-5, unrelated-10,
haplo-3, auto-2) was performed after Btm therapy in 20 pts
(34%), 3 of them underwent second allo-HSCT. In 9 pts after
allo-HSCT, Btm was used in combination with donor lym-
phocyte infusion (DLI). The total number of Btm courses
was 1 to 7 (median 2).

Results

In the MRD+ group, negative molecular status was obtained
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in 20 pts (91%). Complete remission (CR) was achieved in
25 cases (68%) including 18 MRD-negative cases (72%):
13(57%) pts with R/R ALL after CT, 12 (86%), after alloHSCT.
Incidence of CR was higher in the group of pts with blasts
<50% [78% (14/18) versus 58% (11/19)]. After Btm therapy,
3 pts experienced EM progression of ALL. Relapses devel-
oped in 16 pts (36%): MRD+, in 1; BM, in 11; EM, in 3; com-
bined, in one case. In the MRD+ and R/R ALL groups, the
2-year disease-free survival rates (2DFS) were 62% (95% CI
35-89%) versus 28% (95% CI 6-50%), respectively. In MRD +
and R/R ALL groups, the 2-year relapse rate (2RR) was 38%
(95% CI 4-60%), and 53% (95% CI 25-74%), respectively.
Depending on alloHSCT or no transplant after Btm therapy,
the 2DFS and 2RR were 59% (95% CI 24-85%) versus 30%
(95% CI 7-53%, p=.08), and 27% (95% CI 7-52%) versus 61%
(95% CI 30-81%, p=.06), respectively. Hematological toxic-
ity:grade 3 (neutropenia, thrombocytopenia) was observed
in 15 pts (25%), hepatic toxicity grade >3 was documented
in 5 pts (8%); neurotoxicity manifested in 11 pts (19%); the
“cytokine release” syndrome was observed in 4 pts (7%). The
toxic events in 54 pts (92%) were reversible, and only 5(8%)
pts were terminated their treatment prematurely. Only 1 pa-
tient after B in combination with the DLI developed aGVHD
(skin, grade 3).

Conclusion

Btm treatment in MRD+ and R/R ALL showed high effica-
cy and acceptable toxicity. Frequency of CR achievement is
higher in Btm treatment for R/R ALL after allo-HSCT.
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BeepeHune

PesynmbraThl Tepammy NAlMEHTOB C IOJOXKUTETbHON MU-
HJIMa/IbHOI ocTaTo4yHOoi 6omesHpro (MODB+), peumnnsa-
MU U pedpaKTepHbIM TedeHueM ocTporo B-mmmdobnact-
nworo neitko3a (P/POJIJI), ocobeHHO MOC/IE aNaOreHHON
TPaHCIUIAHTAIMM TeMOIOSTUYECKUX CTBOJNOBBIX KIETOK
(amno-TI'CK), ocTaroTcsi HeyHZOBIETBOPUTEIbHBIMU. Bo3-
MoxHoCcTH xmmyotepamu (XT) ucyepnanel, 4To 06ycia-
B/IMBAaeT HEOOXOAVMOCTD JCIIONb30BaHMA HOBBIX METOJIOB
tepanuyu. bianuarymoma6 (B) sABIfeTCsS TeHHO-MHXKEHep-
HBIM aHTUTENIOM, aKTMBaTopoM T-KimeTok, Oucmerud-
HbIM 110 oTHomeHuo Kk CD19 n CD3. b nmomoraeT npeofo-
TeTb pe3ncTeHTHOCTb K XT 1 MOXKeT MCIIONb30BaThCsA Kak
10, Tak u nmocie TI'CK 3a cueT HU3KOM TOKCMYHOCTIA.

Lienb pabotbl

Ouennts a¢pdexTnBHOCTD U 6e30macHocts b mpr MOB+ u
P/POJIIL.

MaumneHTbl U MeTOAbI

B nccnemoBane BKIOYEHO 59 60MbHBIX 13 10 reMaTonornde-
ckux 1eHtpoB P® ¢ CD19+OJIJI. Mennana Bo3pacra cocra-
Bua 28 (18-62) ner. K B-1 BapuanTy orHocwuch 15 marpyes-
TOB, B-11 - 37, B-III - 18, 1 1 60mbHOI mMmen OJI co cMelraHHbIii
denorurnom (B/mmeno). B peunpuse (P) Haxommmocs 35 60mb-
HBIX, 3 HUX 4 B KOMOMHMPOBaHHOM (KOCTHBIT Mo3r (KM) n
9KCTpaMeny/UripHoe nopaxenre (OM)) (PI - 14, PII - 14 u
PIIT - 7), mepBuuHo-pedpakrepHbix — 2 1 MOB+ - 22. Yucno
6mactoB KM <50% BbIABIATIOCH Y 18 maryreHTOB, a >50% y 19.
Mepuana yposas MOD cocrasuna 0,35 (0,01-7,0)%. b nony-
ym g0 TTCK 42(71%) manuenta, mocne TICK 17(29%).
TICK (pon-5, Hepon-10, ramo-3, ayro-2) IpoBefieHa II0C/Ie
teparn b 20 (34%) manyentam, U3 HIX 3 — MOBTOPHAS aJlIo-
TICK. Y 9 6onbubix nocie ato-TTCK b ncrnonbp3oBaicst B
codeTannu ¢ nHpysueit goHopckux mumeormros (VIJT). O6-
Iiee KO/M4ecTBO KypcoB b cocraBuio ot 1 5o 7 (MenuaHa 2).

Pe3ynbrathl

B rpynme MOB+ HeratuHblit craryc monydeH y 20 (91%)
6onpubix. [lomaas pemuccus (IIP) mocturayra y 25 (68%)(B
toM uucrne 18 (72%) us uux MOB-): 13 (57%) naiyeHToB npu
P/POJUT mocne XT, 12(86%) mocne amno-TTCK. Yacrora
noctiokenyst [TP 6puta Bbiire B rpyie GOBHBIX C YMCIOM
6mactoB <50% (78%(14/18) mporus 58%(11/19)). Ilocne Te-
parmuu b y 3 manuenTos ormevanacb OM mporpeccua OJIL
POJII Bosuuk y 16(36%) 6ompupix: MOB+ — 1, KM - 11,
9M - 3, kombuHMpoBanHslit — 1. B rpynmax MOB+ 1 P/POJIT
2x7neTHss be3pennauBHas BbDKIBaeMoCTh (2BPB) cocrasmmm
62% (95%CI 35-89%) 1 28%( 95%CI 6-50%), COOTBETCTBEHHO.
B rpynmax MOB+ u P/POJUI 2x1eTHAA YacToTa PelyANBOB
(24P) cocrasumm 38% (95%CI 4-60%) 1 53% (95%CI 25-74%),
COOTBETCTBEHHO. B 3aBICHMOCTI OT IPOBEEHNIS M/ He IIPO-
Begennsa TI'CK nocrne tepamvm b 2BPB 1 24P cocrasumm 59%
(95%CI 24-85%) nportus 30% (95%CI 7-53%) p=.08 u 27%
(95%CI 7-52%) mpotus 61% (95%CI 30-81%) p=.06, coot-
BETCTBEHHO. TOKCMYHOCTB: I'eMaTOJIOTMyYecKas >3 CTeleHn
(HetiTporeHys1, TpoMbOLMTOIEH ) Habmomanach y 15 (25%)
OO/IbHBIX, TTedeHOYHast >3 cTerneHu — y 5(8%), HeBpomormnye-
ckast —y 11 (19%), cMHAPOM «BBICBOOOXK/IEHISI LINTOKIHY» Ha-
omopanca y 4 (7%). Y 54 (92%) maumeHTOB TOKCUYeCKIe SAB-
JIeHVIst ObUIY OOPATUMBL, V1 TOMBKO Y 5 (8%) OOIBHBIX Tepamus
6bU1a IpeKparieHa focpoyHo. Tonbko y 1 maryenTa nocie b 8
couetannu ¢ VIJIJI passumace oPTIIX (koxa 3 cremeHn).

3aKnyeHue

b B nevennu MOB+ u P/POJIJI mokasas BbICOKYIO 3 dek-
TUBHOCTb Hp]/[eMIIeMyIO TOKCUMYHOCTB. YacToTa TOCTVIKE-
Hus [1P Beime npu nevernyn b P/POJII mocrne anno-TI'CK.
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