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Introduction

In case of relapse and refractory course of acute myeloid leu-
kemia (RAML), complete remission (CR) can be achieved
in 25-50% pts. The five-year overall survival (OS) was 11%.
The prognosis for patients with RAML remains disappoint-
ing. Prospects to improve the results of AML therapy are
connected with implementation of target therapy. Gemtu-
zumab ozogamicin* (GO) is a conjugated monoclonal an-
ti-CD33 antibody covalently bound to a cytotoxic agent-cal-
icheamicin. Since CD33 is expressed on blast cells in almost
all pts with AML, the use of GO in combination with chemo-
therapy (ChT) gives a chance to receive CR and perform allo-
geneic hematopoietic stem cell transplantation (allo-HSCT).

Aim
Aim of the study was to assess efficacy and toxicity of GO in
combination with ChT in patients with RAML.

Patients and methods

The study included 25 pts with RAML. The median age was
36 (18-68) years. According to the molecular cytogenetic
classification (MCC): low risk (LR), in 2 cases; intermediate
(IR), in 14; high risk (HR), in 9 pts. Primary resistance (PR)
was documented in 13 pts, whereas 12 showed secondary re-
sistance (SR). Isolated bone marrow involvement was regis-
tered in 16 pts, combined affection was found in 8 pts (CNS,
2 cases; other extramedullary lesions, in 7 patients, and one
patient had multiple lesions). The median CD33 expression
level was 72% (9-95%). Four patients (16%) received GO af-
ter allo-HSCT. GO was administered at a dose of 3 mg/m?
(max. 5 mg) in combination with high-dose ChT (HDCT)
(FLAG * Ida, HDAC, HAM) or low-dose CT (LDCT)
(MEtA, LDARA-C) in 12 and 13 pts, respectively. GO was
administered once (1 GO) in 13 cases; twice (2GO), in 4
patients, and it was applied 3 times (3GO) in 8 pts. HSCT
(unrelated,3; haplo,3; auto, in lcase) was performed after
therapy with GO in 7 pts (28%), two of them had a second
allo-HSCT from another donor. Median time of HSCT after
GO was 62(17-138) days.

Results

Complete remission (CR) was achieved in 3 (12%), CR with-
out peripheral blood recovery (NCR) in 6 (24%) pts, the
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overall positive response (OR) was obtained in 9 (36%) pts.
The median CR duration was 56 (6-341) days. Depending
on the MCC risk score, OR was achieved in 2 pts in LR, in
4 (29%) in IR, and in 3 (33%) pts in HR. OR was in 3 (23%)
patients with PR, and in 6(50%) with SR. When combining
LDCT and GO, the overall response (OR) was obtained in 3
(23%) patients, with HDCT + GO, it was achieved in 6 cases
(50%). Depending on the number of the GO rounds, overall
positive response (OR) was detected in 4 patients (31%) af-
ter 1GO; in none case, after 2GO; in 5 (62%) pts, after 3GO.
The one-year overall survival (10S) and disease-free survival
(1IDEFS) were 26% (95% CI 6-46%), and 25% (95% CI 6-44%),
respectively. Depending on allo-HSCT after GO therapy, the
10S and 1DFS rates were 21% (95% CI 4-38) versus 8% (95%
CI 1-15, p=.02), and 19% (95% CI 3-25) versus 6%(95% CI
1-11, p=.01), respectively. Among the responders to GO
therapy, 3 pts died from AML progression, one patient was
lost due to infection, and one died from hemorrhagic syn-
drome. Hepatic toxicity (ALT increase) of grade 1-2 was ob-
served in 3 pts, and grade 3 was registered in 2 pts; sepsis was
diagnosed in 9 pts. Sinusoidal obstruction syndrome was not
observed in this group.

Conclusion

This study demonstrated significant efficacy and acceptable
toxicity profile for combination of GO and ChT. GO with
ChT can be considered for patients with RAML, as a bridge
to allo-HSCT.
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BeepeHune

ITpy pasBuTUM peumayuBa OCTPOTO MMUENTOMIHOIO JIeiiKo3a
(OMJI) monuyto pemmuccuto (IIP) ymaercs moctudp B 25-
50% ciay4aes. IlaTuaeTHss obIas BBDKMBAEMOCTb COCTaB-
nseT 11%. IIpornos pis maumueHToB ¢ XMMUOPE3UCTEHTHDIM
(XP) OMJI ocTaeTcsi HeyTeIIUTEbHBIM. llepcreKTnBbI
ynyqmnTb pesyiabrarsl Tepamiu OMJI HaxomATcs B o6ma-
CTM TapreTHOi Tepamuu. lemTysymab osorammiuu* (I'O)
HpeNCTaB/IsAeT COO0I KOHBIOTMPOBAHHOE MOHOK/IOHAIbHOE
anTCD33 aHTHTEN0, KOBa/JIEHTHO CBA3aHHOE C IIMTOTOK-
CUYeCKUM areHToM — KanuxeamuuyHoM. [Tockonbky CD33
9KCIIpecCUpyeTcs Ha 6/acTax MOYTU y BCeX IMALMEHTOB C
OMJI, ucnonbszoBanue 'O B coueTaHUM ¢ XMMOTepanuein
(XT) maer manc Ha monydenue 1P u mpoBegeHun annorex-
HOJI TpaHCIUTaHTaMM KOCcTHOTO Mo3ra (ammo-TTCK).

Lienb pabotbl

Onenntpb 3¢ deKkTUBHOCTD U TOKCUUYCHOCTD ['O B covera-
uuy ¢ XT y nanmenros XP OMJL

[auneHTbl 1 MmeToAbl

B uccnemosanme BxmaodeHo 25 mainuentos ¢ XP OMJI. Me-
IMaHa Bo3pacTa coctaBuaa 36(18-68) mer. CormacHo Mo-
TIeKY/IAPHO-LIUTOTeHeTHYecKoil  Knaccudukanyy  (MIIK):
Huskuit puck (HP) - 2, cpegumit (CP) — 14, Beicokuit (BP) -
9 nanmenToB. [lepsuyno XP (IIXP) 6pym 13 manmeHTos,
Bropuyno XP (BXP) - 12. VsomupoBaHHOe IHOpakeHIe
KOCTHOTO MO3ra OblIo ¥ 16 60/IbHBIX, KOMOMHIPOBAaHHOE
y 8 (HHC - 2, axcTpaMeRy/ULIpHOE MOpaXKeHue — 7; OAMH
HALMEeHT VIMeJl COYeTaHHOe IopaXkeHne). Mennana ypoBHs
akcnpeccun CD33 cocraBuma 72 (9-95)%. 'O monyumnu
nocne amno-TI'CK 4 (16%) 6onbubix. 'O BBOMIM B H03€
3 mr/m? (MaKCMMaabHO 5 MT) B COY€TAHUM C BHICOKOIO3HOI
XT (BOXT) (FLAG+Ida, HDAC, HAM) wau HM3KOZO3-
woit XT (HOXT) (MEtA, LDARA-C) - 12 u 13 60/IbHBIX,
cootBeTcTBeHHO. 'O BBOmmicsa opHokparHo (1I'O) y 13,
aBykpartHo (2I'O) - 4 u TpexkparHo (3T'O) - 8 manneHTos,
coorBerctBeHHO. TTCK (mepoz-3, rammo-3, ayro-1) mpo-
BefieHa mocite tepamuy 'O 7(28%) mammeHTam, M3 HUX Y
2 - nostopHasa amno-TI'CK co cmeHolt moHopa. Meauana
cpokos nposenenust TT'CK nocrne tepamuu I'O 62 (17-138)
THEIL.

Pe3ynbrathl

ITP gocturnyTtay 3(12%), [IP 6e3 BocCTaHOB/IEHN [TOKa3a-
terneit nepudepndeckoit Kposu (HIIP) y 6(24%) nauneHTOB,
COOTBETCTBEHHO, 06t nonoxkurenbubii orser (OITO)
nony4er y 9(36%) 60mpHbIX. MemuaHa mpofo/HKUTeTbHOCTI
IIP 56(6-341) pueit. B saBucumoctn or MIIK OITO pocTur-
HyT y 2 60rbHbIX B HP, y 4 (29%) B CP, ¥ 3 (33%) manneHTOB
B BP. OIIO 6511 y 3 (23%) manuentos ¢ IIXP, 1y 6 (50%) ¢
BXP. ITpu couetannu HIXT+T'O OIIO nomyyeH y 3 (23%)
nanuenToB, npu BIXT+I'O -y 6 (50%). B 3aBucumoctu ot
kpatHocTu BBefieHuA 'O OIIO koncrartuposa npu 1I'0 -
y4(31%), 2I'0 - 0, 3T'O - 5 (62%) marenToB. OFHOMETHA
o61as (10B) u 6esperuansnas (16PB) BbpkuBaeMocTs co-
crasmm 26% (95%IM 6-46%) u 25% (95%IM 6-44%), co-
OTBETCTBEHHO. B 3aBMCcUMOCTY OT IIpOBeIEeHNS UK He TIPO-
BefienuA TT'CK nocrne tepanuu I'O 10b 1 1BPB cocraBuna
21% (95%[11 4-38) mpotus 8% (95%M 1-15) p=.02 1 19%
(95%M 3-25) npotus 6% (95%V 1-11) p=.01, cooTBeT-
cTBeHHO. VI3 oTBeTMBIINX Ha Tepanuio ['O ymepno 3 maun-
eHta ot nporpeccuyt OMJL, 1 maunmeHT oT MHGEKIUK 1 1 OT
reMOpparm4eckoro cuHzppoma. [leueHOuHass TOKCUYHOCTH
(Tpancdepasemust) 1-2 cTereHn y 3 manyeHTOB U 3 CTETIEHN —
y 2; cencuc y 9 marneHToB. CHUHYCOMAANBHBI 0OCTPYKTHB-
HBIil CUH/IPOM He OTMeYasICsl HU Y OIHOTO NAIVIeHTa.

3aKnyeHue

9To mccIenoBaHle MPOAEMOHCTPUPOBAIO 3HAUMMYIO -
(EeKTUBHOCTD 1 TIPUEMIIEMbIIT TPOGIIb TOKCUYHOCTHU HPU
kom6uHanmu 'O u XT. Couyerannoe npumenenne ['O u XT
MOJKeT paccMaTpuBaThcA 1A mannueHToB ¢ XP OMJI, kax
aTan moArotTosku K amno-TTCK.

KommeHTapuu

ABTOpBI 3asABJAIOT 00 OTCYTCTBMM CKPBITOTO KOH(QIMKTA
MHTEPECOB.

* 'O npepocTaBiAnCa B paMKax MPOrpaMMbl pacHIMpeHHO-
O JOCTYIIA 110 KM3HEHHBIM [I0Ka3aHIAM

Kniouesble c10Ba

OcTpblil MUSTTONTHBIN JTEIK03, TapreTHasA Tepalns, TeMTY-
3yMab 030raMULIMH.

CTT JOURNAL | VOLUME 7 | NUMBER 3 | SEPTEMBER 2018 31



