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AyTonornyHas TpaHcnnaHTaLma reMono3TYeCKUX CTBONOBBIX KIETOK
y [eTei U NoApoCTKOB, CTpafatoLmnxX NMMPomMoin XomKKNHA
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Beepenune

[TpuMmeHeHMe CTaHJAPTHBIX CXeM Tepaluy yhaeTcs usfe-
yyBaeT 1o 70-90% maiyeHToB, CTpajaomux a1MpOoMOo
Xomxkuna (JIX). AyTonoruyHas TpaHCIUIAHTaLMs TeMO-
HO3TUYECKMX CTBOMOBBIX KmeToK (ayto-TTCK) sBrsercs
3¢ deKTUBHBIM CIIOCOO0OM Tepammy B CIydae XMMMIOYYB-
CTBUTETbHOTO pelUANBa U JOCTVOKEHNUS PeMUCCUU TIpU
nepBr4HO pedpakrepHoM Tedenuu JIX. Hecmorps Ha yrke
MHOTOJIETHEE MCIONIb30BaHNMe, HalMMuue KPYIHBIX paHJo-
MUSUPOBAHHBIX MCCIENOBAHMIL, TOATBEPAMBIINX 3 dek-
TUBHOCTb JIAHHOTO METOJA y B3POC/bIX, porib ayTo-TTCK
y metelt ¢ JIX n3ydyeHa B MeHbIlell CTEIIEHU M KOITUYECTBO
KPYIHBIX IYOIMKAINil, TOCBAIIEHHBIX TaHHOMY BOIIPOCY,
HEeBEJMKO.

Matepuansl n metoabl

B pabory BK/I0YeHO 66 maipyenTos ¢ JIX B Bo3pacte oT 4
no 18 ner (MenuaHa Bo3dpacTa — 16), IpOJIEYEHHBIX 32 IIe-
puop 1993-2017 rr. Pacnipenenenue 1Mo rucTONOTMYIECKOMY
BapUaAHTY 6bUI0 CIIEYIOIMM: HOJLYNAPHBIN CK/Iepo3 — 59
yenoBek (89%), cMelIaHHO-K/IETOYHBIT BapuaHT — 6 (9%),
miMpongHoe ucroutenue — 1 (2%). Ha MOMeHT OCTaHOBKM
mmarsosay 29 (44%) ormeuanach IV crapna JIX, 18 (27%) -
IIT cragust, 17 (26%) - I cragus, 2 (3%) - I ctapgus, B-cumr-
TOMBI — 43 4enmoBeka (65%), peLuuBUpYyOllee TeYeHNE —
45 (68%), pedpaxrepHoe TeueHue — 21 (32%). IlepBas nu-
HUA Tepanuy IpoBoAuIack o nporokony GPOH-HD y 37
nanyeHToB (56%), no mpotokory BEACOPP - 21 (32%),
o npotokony ABVD - 8 (12%). Bropas nmuHus tepanns —
IEP/ABVD B cnyuae ucnonbsoBanusa nporokoma GPOH-
HD u B cryvae mcnonb3oBaHUA JAPYTUX IPOTOKONOB —
DHAP v ICE. Panumit penmans JIX (<12 mecsines) oT-
Meyajica y 26 genoBek (58%), mo3pHmit penyaus — 19 (42%).

Mepnuana miHui Tepanun nepen ayro-TT'CK - 2 (1-6). IToxn-
Has pemuccrs Ha MoMeHT ayTo-TTCK 6bi1a guarnoctupo-
BaHa y 25 4ennoBek (38%), yacTnunas pemuccus — 25 (38%),
crabummsanust — 6 (9%) u mporpeccust saboneBanus — 10
(15%). B pamkax ayro-TT'CK HasHavamuch ciepyomye pe-
JKUMBI KoHpuonupoBauus: BEAM - 24 nmanuentTa (36%),
BeEAM - 22 (33%), CBV - 13 (20%), npyrue pe>KuMbl KOH-
mvuyonuposanua — 7 (11%).

Pe3ynbrath

Honrocpounas o6muiast BbpkuBaeMocts (OB) Bcex marjuen-
TOB cocTaBuia 48% ¥ BDKMBAEMOCTh 6e3 mporpeccrpoBa-
HuA — 41%. OB B ciydae XMMMOYYBCTBUTEILHOTO U XVIMM-
Ope3UCTEeHTHOro TeueHus — 64% u 33%, cOOTBETCTBEHHO
(p=0,005). O6mjast BBDKMBAEMOCTb IIPU MKCIIONB30BAHNUN
pexnMa KoHpunuonuposanusa BeEAM cocrasuma 62%,
BEAM- 51%. (p=0,6). TpaHcIlaHTallMIOHHAS JIETaTbHOCTD
cocraBuia 4,5%. [IpuunHbl 1€TaIbHOTO MCXOfa: MHDEKIN-
OHHbBIE OCTIO)KHEHUS — 2 YeloBeKa, TOKCUYECKUe OCITOXKHe-
HuA - 1 (pubpos nerkux).

BbiBogbl

[Tpn ncnonpzosanvm ayto-TI'CK ymaerca nsneunts mpu-
MEPHO TIOJIOBUHY JieTell ¥ MOJPOCTKOB, CTPAJAIOIINX peliy-
IMBUPYIOLIM Wy pedpakrepHbiM TedeHueM JIX. TTokasa-
HueM i ayTo-TT'CK y meTeit, Kak U y B3pOC/IbIX, SIB/IAETCA
XVMMMOYYBCTBUTE/IbHOE TedeHe. PeXXIMbl KOHAVIIMIOHNPO-
BaHusi BEAM u BeEAM opnHakoBo 3¢ dekTnBHBL

KntoueBble cnoBa

JIumpoma XomKKMHA, TETCKMIT BO3PACT, TPAHCIUIAHTALIVIS
reMOIIO3TUYECKMX CTBOJIOBBIX KJETOK, QayTOJIOTMYHasl,
YPOBHM BbIKMBAEMOCTH.
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Objective

Estimation of feasibility and safety of allogeneic hematopoi-
etic stem cell transplantation (HSCT) with TCRaf +/CD19+
cell depletion in patients with primary immunodeficiency
(PID) without usage of posttransplant immunosuppressive
therapy.

Patients and methods

Ten allogeneic HSCTs were performed from October 2017
to May 2018 to the patients with PID (Nijmegen breakage
syndrome, 1; Chronic granulomatous disease, 2; CID with
CD40L deficiency, 3; PID with PI3K-delta deficiency, 1;
X-linked lymphoproliferative syndrome type I, 1; leukocyte
adhesion deficiency; 1; severe congenital neutropenia, 1).
We carried out trans plants from unrelated (n=38) or haploi-
dentical donors (n=2) using TCRap+/CD19 + depletion.

Nine patients were conditioned for HSCT with treosulfan
42 g/m? fludarabine 150 mg/m?, melphalan 140 mg/m? one
patient (Nijmegen’s syndrome) — treosulfan 30 g/m?, fludara-
bine 150 mg/m?, cyclophosphamide 40 mg/kg. Antithymo-
cyte immunoglobulin - Thymoglobulin® (“Genzyme Europe
B.V, The Netherlands) was used as a serotherapy at the
doses of 5 to 7.5 mg/kg in all cases. Posttransplant GVHD
prophylaxis was not performed.

Results

Transplant engraftment was recorded in all the patients.
Acute GVHD was verified in 3 out of 10 cases, in 2 of which
GVHD of 2™ degree was limited to skin. Only one patient
(with Nijmegen syndrome) had acute liver GVHD stage 3
and combined immunosuppressive therapy was required.
All the patients are alive at 2 to 10 months after HSCT, with
good functional characteristics of the transplants.

Conclusion

Exclusion of posttransplant immunosuppressive therapy
after HSCT with TCRaf+/CD19+ depletion in patients with
PID has demonstrated safety in relation to the risk of GVHD
development. Severe visceral form of GVHD was recorded
only in a patient being at high risk of developing this compli-
cation, due to characteristics of the disease (Nijmegen syn-
drome). Currently, the recruitment of patients is underway,
and estimation of immune reconstitution rates reactivation
of viral infections, and other factors should be evaluated later.
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OnbIT TpaHCNNAHTALMM FEMOMNO3TUYECKUX CTBOMOBLIX KNETOK C
TCRaB+/(D19+ penneumen 6e3 NOCTTPAHCMIAHTALMOHHOK NpoduNaK-
TmKu PTIX vy naumeHToB € nepBUYHbIMU MMMYHOAEDULUTAMM
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Lenb

OmeHKa BBIIOTHUMOCT U 0€30IIaCHOCTU aJUIOTeHHOII
TTCK ¢ TCRaP+/CD19+ memmenueit y manueHToB C Iep-
BuuHbIMU uMMyHopeduiurtamu (IIM]I) 6e3 mcmonbpsosa-
HUA IOCTTPAHCIUIAHTALMOHHOM  MMMYHOCYIIPECCUBHOM
Tepanum.

auneHTbl 1 MeTofbl

C okta6ps 2017 mo mait 2018 npoefeHo 10 a/UIOreHHBIX
TT'CK ot HepopcTBeHHOr0(n==8) 1 ramoneHTNIHOro(n=2)
monopos ¢ TCRaP+/CD19+ pemenueil TpaHCIUIAaHTaTa y
narenTtoB ¢ [IM]] (cuppom Huiimeren — 1, xpoHudeckast
rpaHy/lIeMaTo3Hasd 6onesHb — 2, runep IgM cuHppom - 3,
I[NNI ¢ nedunmrom PI3K-nenbra — 1, X-CrienieHHbIi TuM-
¢dompomudeparusublt cuappoM I Tnmna — 1, ITN] ¢ nedex-
TOM ajresuy jaeiikounTos I Tuma — 1, TsoKenmas BpoKaeHHas
HeriTporienusi — 1). Y 9 maiueHTOB IPOBEEH PEXXUM KOH-
AULVOHNPOBaHMs — Tpeocyabdan 42 rp/m? ¢rymapabun
150 mr/m?, Menbdanan 140 Mr/M?% ogHOMY NalMeHTy (CHH-
npom Hwuitmeren) — tpeocynbdan 30 rp/m?, ¢mymapabun
150 mr/m?, nuxnodocdamuy 40 Mr/kr. B kadecTBe cepoTepa-

MY BO BCEX C/Iy4asAX MCIIONb30BAJICA aHTUTUMOLNTAPHbIA
nmmyHorno6ymu - Tumornobymu® (“Genzyme Europe
B.V2, Hupepnaunpi) B fo3ax 5-7,5 mr/kr. IlocTTpascianTa-
LIOHHAA MMMYHOCYIIpeCCUBHAA Tepamms i npoduiak-
tuka PTIIX He mpoBofmmace.

Pe3ynbrathl

[IpwKuBIeHNe TPaHCIUIaHTaTa OBIIO 3aperMCTPUPOBAHO Y
Bcex nmanmenToB. Octpas PTIIX Bepudnunposana B 3 3 10
cny4asx, B 2 us kotopbix PTIIX 6bi1a orpaHnyeHa MCKIIIO-
YUTENbHO NMOPaKeHUeM KOXM 2 cTeneHu. TolbKo y ofHOro
nanyenTa (¢ cuagpomoM HuriMeren) oTMevanoch pasBuTue
octpoit PTIIX 3 craguu ¢ mopakeHueM nedeHu, IoTpedo-
BaBIllel KOMOMHMPOBAHHOI MMMYHOCYIIPECCUBHOI Tepa-
nym. Bce TaIyeHThl )KMBBI Ha CPOKax oT 2 710 10 MecsAnes
nocre TTCK ¢ xopommmu GyHKIOHATbHBIMY XapaKTepy-
CTUMKaMM TPAHCIIAHTATA.

3aKnyeHue

VicknroyeHne MMMYHOCYTIPECCHBHONM Tepanuy U3 IPOTOKO-
nma TTCK ¢ TCRaP+/CD19+ pennenueii y manuentos V]
HIPOIEMOHCTPUPOBAIO CBOK 0€30I1aCHOCTh B OTHOIIEHWN
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pucka passutust PTIIX. Tsoxenas BucuepanpHas ¢popma
PTTIX 6bl1a 3aperncTprpoBaHa TOMBKO Y MAlMEeHTa C BBICO-
KUM PUCKOM PasBUTH JAHHOTO OC/IOXKHEHNsI, 00YC/IOBIIeH-
HOTO OCOOEHHOCTSIMM OCHOBHOTO 3abormeBaHus (CHHAPOM
Huiimeren). B HacTosiiee BpeMss Habop MauNeHTOB IPO-
momkaercsa. IloaToMy oIleHKa TeMIOB MIMMYHOPEKOHCTH-
TYLIMHM, 9aCTOTBI PEAKTUBAL[UY BUPYCHBIX MHDEKLUUIT U Psif
npyrux ¢pakTopoB OYAYT OLieHEeHbI MO3/Hee.
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TpaHcIIaHTaNMA TeMOIIO3TUYECKMX CTBOJIOBBIX KIIETOK,
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Introduction

Quality and efficacy of environmental (hospital) object dis-
infection performed using chemical disinfectant solutions
depend on contact between the active agent and the oppor-
tunistic microorganisms on the contaminated surfaces, se-
verity of contamination, and also composition of the disin-
fectant, its concentration, and time of exposure.

Objectives

To compare results of terminal disinfection performed by
using an aerosol generator (“an automated method”), or ap-
plying a backpack sprayer (“a manual method”).

Methods

From 06.2018 to 08.2018, the two aforementioned meth-
ods were used to spray disinfecting agents in the rooms of
Raisa Gorbacheva Memorial Research Institute for Pediat-
ric Oncology, Hematology and Transplantation. An aerosol
generator and disinfectant “Nocolyse” composed of hydro-
gen peroxide (6%), nonionic surfactant (1%), and contain-
ing silver ions, were used to perform automated aerosol
disinfection. A backpack sprayer filled with disinfectant
“Amixan” containing nn-bis(3-aminopropyl) dodecylamine
(3%), alkyldimethylbenzylammonium chloride plus alky-
ldimethylbenzylammonium chloride (25%) was used for
manual disinfection. While using automated method, three
operation modes were tested: 1:1 (1 ml of “Nocolyse” per 1
cubic meter), as well as 1 per 3, and 1 per 6 cubic meters.
Test swabs from enviromental objects were taken before
treatment (to determine total microbial counts), and after
terminal disinfection (to evaluate efficacy of the procedure).

Results

(1) Terminal disinfection by aerosol generator, 1:1 mode (5
cases). Sanitary and bacteriological tests showed presence
of the following microflora (before and after the procedure
respectably): E. coli, 3 (15%) vs E.coli, 0; Pseudomonas spp., 3
(15%) vs Pseudomonas spp., 1 (8.3%); Klebsiella pneumonia,
3 (15%) versus K.pneumoniae, 0; Acinetobacter spp., 1 (5%)
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vs — Acinetobacter spp., 1 (8.3%); Staphylococcus epidermidis,
7 (35%) vs S.epidermidis, 9 (75%); Enterococcus faecium, 1
(5%) vs E. faecium, 0; Bacillus, 2 (10%) vs Bacillus, 1 (8.3%).

Microbiology with 1 to 3 mode (3 cases) has shown: Pseu-
domonas spp., 1 (6.7%) vs Pseudomonas spp., 0; Staphylococ-
cus epidermidis, 8 (53.3%) vs S. epidermidis, 8 (88.9%); Kleb-
siella pneumonia, 2 (13.3%) vs K. pneumonia, 0; Bacillus, 3
(20%) vs Bacillus, 1 (11.1%); Staphylococcus aureus, 1 (6.7%);
S. aureus, 0.

1:6 mode (2 cases). Microbiological findings were as fol-
lows: Staphylococcus epidermidis, 2 (40%) vs S.epidermidis,
1 (100%), Acinetobacter spp., 1 (20%) vs Acinetobacter spp., 0
Klebsiella pneumonia, 2(40%) vs. K. pneumoniae — 0. Mean-
while, manual disinfection (4 cases) yielded the following
results: Klebsiella pneumonia, 1 (20%) vs K.pneumonia, 0;
Acinetobacter spp., 2 (40%) vs Acinetobacter spp., 0; Pseu-
domonas spp., 1 (20%) vs Pseudomonas spp., 1 (33.3%); En-
terobacter spp., 1 (20%); Enterobacter spp., 2 (66,7%). In cases
of positive bacteriological tests, the disinfection procedure
was repeated until the negative bacteriology results.

Conclusions

1. Automated method was not clearly confirmed to be more
effective than the manual method. 2. Automated disinfec-
tion done at the 1:1 mode can be a good addition to routine
disinfection. 3. Automated disinfection done at the 1:3 and
1:6 modes shows satisfactory results against the main dis-
ease-causing nosocomial pathogens, and it can be used as an
alternative to the manual method.
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