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Tabnuua 3. XapakTepucTMKN TpaHCIUIAHTATa U PeXXUMOB NPodunakTuku ottopxkenmns/PTIX

Naunent 1 NauueHt 2 MNaument 3 MNaunent 4 Maymnent 5
(D34(+)/kr 6,6:10%/kr 13,5:108/kr 13-10%/kr 8,1-10%/kr 8,0-10/kr
A/6 T/xr 150-10%/kr 316-10%/kr 98:10°/kr 44-10%/kr 181-10%/kr
[/n T/xr 7,7:10/kr 14,1-10%/kr 73:10%/kr 2,3:10%/kr 1,4-10%/kr
(D19/kr 62:10°/kr 343:10%/kr 22110%/kr 232:10%/kr 1986-10°/kr
NK/kr 6,410%/kr 13,810%/kr 7,6108/kr 24108/kr 3,2108/kr

Npodunakruka ortropxkenmna/PTINX

Takponumyc 0,015 mr/kr/cyt 0,015 mr/kr/cyt 0,015 mr/kr/cyt 0,015 mr/kr/cyt 0,015 mr/kr/cyt
MeToTpekcar 10 mr/m? 5 Mr/m? - - -

(+1, +4, +7, +11) (+1,43,+6)

[Tpumeuanne. A/6 T/kr - anbda/beta T-mudountsr/kr, I'/g T/kr — ramma/menpra T-mum§onmnTsi/Kr.
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Introduction fractory to prior bortezomib therapy are often responsive to
ixazomib treatment. As newly introduced agent, ixazomib

Multiple myeloma (MM) remains incurable relapsing disease requires further investigation.

and novel agents are under investigation in order to prolong
progression-free and overall survival of MM patients (pts). Patients and methods
Ixazomib is the first oral proteasome inhibitor that showed

3 . ) Retrospective analysis of a single-center experience was
effectiveness in relapsed/refractory MM. Patients (pts) re-

performed in 12 pts with MM. Efficacy and tolerability of
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ixazomibe-based regimen was assessed. These patients were
treated with ixazomib between December 2016 and July 2018
in Raisa Gorbacheva Memorial Research Institute for Pediat-
ric Oncology, Hematology and Transplantation. All of them
had at list one prior line therapy and relapsed or refractory
disease. Response to treatment was assessed according to In-
ternational Myeloma Working Group consensus criteria for
response and minimal residual disease assessment in multi-
ple myeloma (Kumar et al,, 2016). 11 pts (92%) received IRd
treatment regimen (ixazomib+ lenalidomide+ dexametha-
sone) and 1 patient was treated with prednisolone instead
of dexamethasone. Median age was 65.5 (44-75) years at the
time of diagnosis, and 70 (48-76) at the start of IRd treat-
ment. 67% (n=8) were males. To assess impact of prior lena-
lidomide therapy and number of prior treatments on overall
response rate (ORR) and rate of complete response (CR) and
very good partial response (VGPR) univariate analysis was
performed using Chi-square tests for categorical variables.

Results

The median follow-up was 10 months. Median treatment
cycles (range) was 8 (2-17). Overall response rate was 58%
(n=7), of which 8% (n=1) had CR, 17% (n=2) had VGPR,
33% (n=4) had partial response (PR) as best response. 3 pts
(25%) were considered to have stable disease and 2 pts (17%)
showed the disease progression. Median (range) time to
response was 3 (1-8) months and median (range) response

duration was 7 (2-13) months. Eleven patients (92%) had, at
least, one adverse event. 5 (42%) developed anemia: 2 (17%)
had grade 3 anemia), 6 (50%) had thrombocytopenia (2 pts
with grade 4); 4 (33%) had neutropenia: 2 (17%), with grade
3-4; 1 patient (8%) exhibited grade 1 diarrhea, and 3 patients
(25%) had upper respiratory tract infections. 33% (n=4) of
the patients had adverse events (grade >3). Before IRd, 6 pts
had multiple lines of treatment including lenalidomide and
6 pts were lenalidomide-naive and received only one line of
treatment. Difference in ORR was not statistically significant
between patients with multiple lines of previous treatment
(ORR=33%, n=2), and cases with one line of prior therapy
(ORR=87%, n=5) (p=0.079), but CR and VGPR rate were
significantly higher in the group who received IRd as sec-
ond-line treatment (0% vs 50%, p=0.046).

Conclusion

Ixazomib-based treatment showed good efficacy (ORR=58%)
and acceptable toxicity. Patients without prior lenalidomide
and one prior line of treatment had statistically significant
improvement in VGPR and CR rate. From this basis, it can
be assumed that use of IRd regimen as the second-line ther-
apy may improve depth of response in relapsed/refractory
multiple myeloma patients.
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Beepenune

MHoXeCTBEHHasA MMe/IOMa OCTaeTCA HEM3NIEYMMBIM pe-
LUVBYPYIOINM 3a00/IeBaHNEM, Y HOBBIC JICKAPCTBEHHbIE
CPEACTBA SABIAIOTCA MUILIEHBIO MCC/IEIOBAHNI, HAIIPAB/IEH-
HBIX Ha yBe/IndeH1e 6ecIporpeccBHOI 1 00Ieit BbDKIBA-
€MOCTM TIAIIMEHTOB C MHOYKECTBEHHOU muemomoit (MM).
Vxcasomnb — IepBblil II€POPAIbHBIN MHIMOUTOP HpoTea-
COM, TIOKa3aBIINiI CBOIO 3¢ (eKTUBHOCTD B JIeYeHNN Hal-
eHTOB C peLuuBUpYyolell/pedpakTepHOl MHOXKECTBEH-
HoII MuenoMoit. Kak HefTaBHO ITOABUBIIIEECs TIEKaPCTBEHHOE
CPeACTBO, MKCA30MUO HYXJjaeTcA B Ja/IbHENIINX MCCIefo-
BaHMAX.

[auneHTbl 1 meToAbl

Brin npoBenieH peTpoCeKTUBHDIN aHa/N3 ONbITA IPYMEHe-
Hs Iipenapara y 12 manuenToB ¢ MM. Bsinu onenenst a¢-
(EeKTUBHOCTD U MEePEHOCMMOCTb PEeXMMa TEpaINi, OCHO-
BaHHOTO Ha MKcazoMube. [TalMeHThI MOMTyYany Tepamnio B
nepuox ¢ fekabps 2016 1o nionb 2018 B Hay4HO-MCCIe[0Ba-
TEJTbCKOM MHCTUTYTE JETCKON OHKOJIOTMY, TeMaTONIOTUN U
TpaHcitantonoruy umenn P. M. Top6auesoit. Kaxxpprit ma-

IIVIEHT VIMeTT KaK MUHYIMYM OIHY IIPe/IIeCTBYIOLYIO IVHIAIO
Tepanuy ¥ peuyanuBupyollee Wi peppakTepHOe TedeHIe
3abonmeBanyusa. OTBeT Ha TEPAIMIO OLIEHMBAJICSA COITIACHO
KputepusaM oTBeta International Myeloma Working Group
(Kumar et al., 2016). 11 manuenToB (92%) mONMyYamu pe>xum
IRd (MKcasoMuO-+n1eHaINMIOMUI+IeKcaMeTa3oH), 1 mamu-
eHT IO/Ty4asl IPeIHU30/IOH BMeCTO JeKcaMeTasoHa. Mepnua-
Ha BO3pacTa COCTaB/IsIA 65,5 (44-75) 1eT Ha MOMEHT II0CTa-
HOBKM Ayarxosa u 70 (48-76) Ha MOMEHT Hadaja TepaIuu
MKcazoMmn6oM, 67% (n=38) 6puIM My>k4rHaMu. [/ oLeHKN
B/IMSAHUA IPEUIECTBYIOLEN Tepaluyl JICHAIMOMUIOM U
KO/IMYeCTBA MPEAIIeCTBYIOMMX TMHNUI TePAauM Ha YacTOTY
00111er0 OTBEeTa U YaCTOTY OYeHDb XOPOLIET0 YaCTUYHOTO OT-
BeTa (OXYO) 1 nmonuoro orseta (I10) 6p11 IpoBeneH ofHO-
(haKTOPHBIII aHA/IN3 C UCIIONb30BaHMeM KpuTepys Xiu-KBa-
Ipar Ajisl KayeCTBEHHBIX IePEMEHHBIX.

Pe3ynbrarthl

Menuana Bpemenu HabmoneHns: coctaBmna 10 mecsiies. Me-
IVaHa KOJM4YecTBa (fMara3oH) MMHUI Tepalyy COCTaBMIA
8 (2-17) mecsues. Yacrora ob1ero orBera cocraBuaa 58%
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(n=7), n3 xotopbix 8% (n=1) umenu I10, 17% (n=2) nmenn
OXY0 n 33% (n=4) ¥Menn YaCTUYHBIA OTBET, KaK Y4
orBeT. Y 3 manueHToB (25%) Obl/1a OTMeYeHa CTAOMIN3aIs
3abomeBanus 1 y 2 manueHtoB (17%) HabmOmanoch mpo-
rpeccupoBaHye 3aboneBanns. MennaHa (InamnasoH) BpeMe-
HI 10 oTBeTa cocraBmia 3 (1-8) mecsueB u MenuaHa (gua-
IMa30H) IINTETbHOCTY OTBeTa cocTaBmia 7 (2-13) mecsiies.
11 (92%) maumeHTOB MMeNM KaK MMHUMYM 1 He)elaTenb-
Hoe sBneHne. Y 5 (42%) manyeHToB HaOMIOIanach aHeMUs
(y 2 (17%) - 3 cremnenn)), y 6 (50%) — TpomMbOLMTOIEHNS
(2 mamyenTa uMenu 4 crenens), y 4 (33%) — HeliTponeHns
(y 2 (17%) - 3-4 crenenn), y 1 (8%) passmmach guapes 1
crereHy, u ¥ 3 (25%) manueHToB OGbIIM OTMeUeHbI HH(EK-
LUV BepXHMX [IbIXaTeIbHBIX IyTell. 33% manyueHToB (n=4)
MMeJI HeXKeaTenbHble siBjieHus >3 crernenn. [To IRd 6 ma-
LMEeHTOB VIMe/NM MHOXKeCTBEHHbIE JIMHWUM TEPaNuy, B TOM
qyCrIe TeHAMNIOMUJ-COilep)Kaline, 1 6 Tal[MeHTOB ObUIN
JIeHaIMEOMIUAI-HAUBHBIMM ¥ IIOZIYYMIN TOMBKO 1 JIMHMIO
tepanuu nepen IRd. Pasnmmuns B yactoTte 061iero otsera
MeX[y HalMeHTaMU C MHOXKeCTBEHHBIMM IIpeflIecTBYIO-
UMY TUHUAMHI Tepanuu (d4acToTa obiero orBeta=33%,
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n=2) U HalMeHTaMy, IOAYYMBIIMMM 1 JIMHUIO Tepanmu
nepen pexxumoM IRd (dacrora obiero orseta=87%, n=>5),
He OpuM cratmctmdeckn sHaummbiMK (p=0,079). Onnako
gacrora [10 1 OXYO 6bu1a 3HAYNTEIBHO BBIIIE B TPYIIIIE,
kortopas monydana IRd, kak Tepanuto Bropoit muanu (0%
nportus 50%, p=0,046).

3aKnyeHue

Tepanms, ocHOBaHHas Ha MKcasoMibe, TT0Kasara XOPOIIyio
a¢dexTMBHOCTH (dacToTa 061ero orBeTa 58%) U IIpUeMIIe-
MYIO0 TOKCMYHOCTb. [TalienTsl, He Io/Ty4aBIIne paHee 1eHa-
TUTOMUJL M MIMEBLINE TONBbKO 1 IpeIIecTBYIONYIO IMHNIO
Tepamnyu, MMEIOT CTAaTUCTIIECKM 3HAYMMO Ooree BBICOKYIO
gactory 11O n OYXO. Ha ocHOBe 3TOr0, MOXXHO IIPEeIIO-
JIOXMNTD, YTO MCIONMb30BaHMe pexkuMa IRd B kadecTse Te-
pamyy BTOPOIT TMHNMU MOXeT YIY4LINTb ITyOMHY OTBETa
HaryeHToB ¢ MM, BK/II0Yas pe3uCTEeHTHBIE POPMBL.

KntoueBble cnoBa

MuenomHasi 6one3Hb, pedppaxrepHas Gpopma, peLuanBbI,
nkcazomun6, 3¢ eKTUBHOCTD.

Evaluation of hematopoietic stem cells in peripheral blood and
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Background

The routine method for evaluation of hematopoietic stem
cells (HSC) is flow cytometry using labeled antibodies and
vital dye. Serious disadvantages of this method include the
difficulty of standardization, the lack of automation, the high
labor costs of qualified personnel, and the relative high cost
of consumables. Frequent evaluation of HSC in peripheral
blood (PB) and apheresis products are a high clinical need
test. The development of standardized, automated meth-
ods of HSC evaluation is an actual challenge. Sysmex-XN
is a clinical hematological analyzer which has already had
all the necessary facilities for standardizing the evaluations
conducted on it. Currently, the ability to evaluate the num-
ber of HSCs on Sysmex-XN in a WPC channel in the XN-
HPC mode has been developed. The evaluation of HSC by
this method is at research stage, but in the future it can be
introduced into clinical practice in addition to the routine
method in the case of obtaining comparable data. Aim of this
study was to compare the data of the quantitative evaluation
of HSC in peripheral blood and apheresis product after mo-
bilization with G-CSF by two methods, as well as labor and
financial costs.
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Materials and methods

As a standard, the HSC counting method was used: counting
of leukocytes in the Goryaev’ chamber and flow cytometry
with markers CD45/CD34/7AAD (BD, San Jose, USA) using
BD FacsCalibur and the ISHAGE protocol. A new method
is an automated method for calculating HSC, available on
Sysmex XN analyzers (XN-HPC) in the WPC channel, based
on measuring the size, structure, and fluorescence intensity
of cells. Samples of PB and apheresis product were taken for
research from same specimens. The HSCs were collected on
a COBE Spectra separator.

Results

We report a clinical case of the patient G., 2 years 4 months,
height 85.5 cm, weight 15 kg, with the diagnosis of medul-
loblastoma. The treatment of relapse has to include high-
dose chemotherapy with autologous hematopoietic stem cell
transplantation. Harvesting HSCs of PB was performed after
stimulation of G-CSF in a dose of 10 pg/kg once for 5 days.
Apheresis was performed on the fifth day of mobilization.
The volume of perfusion was 2900.0 ml, 230.0 ml of con-
centrate was obtained. The comparative results of the studies
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