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Introduction

Infectious complications are the main cause of mortali-
ty among patients after allogeneic hematopoietic stem cell
transplantation (allo-HSCT). An increase in resistance to
antibiotic therapy is a problem of the choice of adequate em-
pirical therapy for patients with febrile neutropenia (FN).
Our objective was to analyze and evaluate the efficiency of
empirical antibiotic therapy (AB-therapy) at different time
periods in the patients after allo-HSCT during the neutro-
penic phase.

Patients and methods

In a retrospective study at the CIC725 clinic, we included
200 patients after allo-HSCT over the period of 2014-2015
(n=100) and 2018-2019 (n=100), with a median age of 35
years (20-64) and 34 years (19-69), respectively. For both
groups, there were significantly more recipients of MUD
allogeneic HSCT: over 2014-2015, 64%, and 56% during
2018-2019. Haploidentical (haplo) HSCT was performed in
11% (n=11) vs 24% (n=24) cases, myeloablative conditioning
(MAC) was used in 12% (n=12) and 53% (n=53), for 2014-
2015 vs 2018-2019, respectively. The ECIL-4 criteria were
used for the diagnosis of febrile neutropenia.

Results

Febrile neutropenia developed in 80% (n=80) cases over
2014-2015, and 82% (n=82) during 2018-2019. The medi-
an duration of FN from the beginning of agranulocytosis in
both groups was 4 days (1 to 6). The starting antibiotics were
ineffective in 29% (n=29) and 17% (n=17). Cefoperazone +
Sulbactam were used in 40% (n=40), and in 21% (n=21) cas-
es, carbapenems were prescribed in 12% (n=12), and 24%
(n=24), combination therapy as the first line was applied in
26% (n=26), and 23% patients (n=23), during 2014-2015
and over 2018-2019 periods, respectively. The starting ther-

apy with cefoperazone + sulbactam was ineffective in 47.5%
(n=19) for 2014-2015, and 28.5% (n=6) for 2018-2019 years.
The median terms before the shift of starting therapy were
3 (1-35) and 2 (1-21) days, respectively. Sepsis developed
in 13% (n=13) of cases in the 2014-2015 group, and 12%
(n=12) for 2018-2019. Venous catheter (CVC) replacement
was performed in 23% of patients in 2014-2015, and 16% in
2018-2019. The median day from the beginning of FN to the
CVC change was 5 (1-54) vs 6 (1-25) days for the groups of
2014-2015 vs 2018-2019 observations. There was no increase
in the FN incidence, despite more frequent use of myelo-
ablative conditioning (MAC) (p=0.732), and haplo-HSCT
(p=0.656). The overall 30-days survival (OS) from the onset
of FN was 93.8% vs 96.3% (p=0.457), OS 12 weeks, 83% vs
85% (p=0.7) in the groups from 2014-2015 and 2018-2019,
respectively. OS at 30 days in the group of patients receiving
cefoperazone + sulbactam was 91.9% vs 95.2% (p=0.56); OS
by 12 weeks was 81.1% vs 85.7% (p=0.649), respectively.

Conclusions

Febrile neutropenia remains an urgent issue in the patients
after allo-HSCT and occurs in 80% vs 82% of cases in the
2014-2015 cohort vs 2018-2019. The starting empirical an-
tibiotic therapy was effective in 71% and 83%. There was no
increase in the incidence of FN, despite more frequent us-
age of MAC (p=0.732) and haplo-HSCT (p=0.656). Despite
the effectiveness of using sulfaperazone + sulbactam, the OS
rates at 30 days were 91.9% vs 95.2%. There is a decreased
usage frequency of these antibiotics as a first-line empirical
therapy of febrile neutropenia (40% vs 21%).
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BeepeHune

VHpeKIMOHHbIE OCTIOXHEHNU ABMIAIOTCA OCHOBHO TPUYN-
HOJT JIeTaJIbHOCTU Y MALMEHTOB, MePEHEeCIINX a//IOTeHHYIO
TPAHCIUIAHTALMIO Te€MOIO3TUYECKUX CTBOJIOBBIX KIETOK
(amno-TI'CK). PocT pesncTeHTHOCTM K aHTMOAaKTepuasb-
HBIM IIpeIapaTaM SBIAETCA aKTyalbHOI Mpo6IeMoit, oc-
JIOXHAA BBIOOP SMIIMPUYECKOI Tepanuy i MalueHTOB C
¢debpunpHoit Heitrponenneit (PH). Lenbio paboTsr 65110
IpoOBeJleHNe aHAMN3a U OlieHKa 3G PEeKTUBHOCTU SMIUPU-
4yecKoit aHTMOakTepuanbHOi Tepamuu (AB-tepammnu) de-
OpU/IbHOI HEMTPOIEHMU B pasHble MEPUOMBI BPEMEHU y
manmeHToB nocie anno-1TCK.

naLlVIEHTbI N MeToAbl

B perpocnekTtnBHOE MccnepoBanne BKmoYeHbl 200 manm-
eHTOB, KOTOpbIM Obma mpoBefeHa awio-TTCK B mepuon
2014-2015 rr. (n=100) 1 2018-2019 rr. (n=100) B CIC725 ¢
MenuaHoil Bo3pacTa 35 net (20-64) u 34 roma (19-69), co-
otBeTcTBeHHO. [Ipeobmamany mauyeHTs! mocnie amio-TTCK
OT HEPOACTBEHHOrO JOoHOpa B nepuof 2014-2015 rr. 64% u
2018-2019 rT. 56%. lanmougentuynas (ramno) TTCK 6bita
BBHINONHEeHA B 11% (n=11) vs 24% (n=24) cny4aes, Muesno-
abnmaTyBHBLT pexknM KoHpunyonuposanna (PK) mcnosns-
3oBancsa B 12% (n=12) u B 53% (n=53), COOTBETCTBEHHO
2014-2015 rr. vs 2018-2019rr. [I;1g ITOCTaHOBKM JMarHo3a
¢bebpubHoil HetiTporennu (PH) ncmonp3oBanucy Kpure-
puu ECIL-4.

Pesynbrathb

®H passunacs B 80% (n=80) cmyuaes B 2014-2015 rr. u B
82% (n=82) B rpymme 2018-2019 rr. MefuaHa cpoKoB pas-
BuTuA OH or Hauaa arpanyIonuTo3a B 06€UX IPyIIax co-
craBuna 4 fusa (1-6). IlepBast TuHMS SMONPUIECKOI AaHTHU-
OakTepuanbHOI MuHNY 6blTa HeaddekTnBHA B 29% (n=29)
u 17% (n=17). ledomnepason + CynpbakraM KUCIIONB30BA-
nnch B 40% (n=40) u B 21% (n=21) cmy4aes, KapbarneHeMbl
HasHavamuch B 12% (n=12) u 24% (n=24), KoMOMHNPOBaH-
Hasd AB-Tepanus B KayecTBe IePBOJl IMHUY Ha3HAYA/IACh B
26% (n=26) n 23% (n=23), 8 2014-2015 rr. u B 2018-2019 rt,,

cooTBeTcTBeHHO. HasHaueHune uedorepasoH+cynrpbbakTam
OKas3anoch HeappekTnBHBIM B 47,5% (n=19) B 2014-2015 rr.
u B 28,5% (n=6) B 2018-2019 rr. Mennana gHeit 1O CMEHbI
HepBoil TMHMM Tepanuy coctaBmia 3 (1-35) u 2 (1-21) co-
orBeTcTBeHHO. Cerncyic passwica B 13% (n=13) cayyaes B
rpynme 2014-2015 rr. u B 12% (n=12) B 2018-2019 rr. 3a-
meHa IIBK mposefiena y 23% naunentos B 2014-20151r. n
B 16% B 2018-2019 rr. Mennana cpoxos ot Havyana ®H nmo
cmensl LIBK coctaBuia 5 (1-54) vs 6 (1-25) gHeli, B rpynmax
2014-2015 rr. vs 2018-2019 rr. bonee wyacToe ncnonb3oBa-
Hie mmenoabmatuBHeix PK (p=0,732) u BbImOIHEHME rall-
n10-TT'CK (p=0,656) He mpuBenM K yBEINYEHUIO YaCTOTHI
passutust ®H. O6uas BeoxkuBaemMocts (OB) uepes 30 mHeit
ot Hauana @H cocrasuna 93,8% vs 96,3% (p=0,457); OB ue-
pes 12 Hemennb — 83% vs 85% (p=0,7) B rpynmax 2014-2015
rr. 1 2018-2019 rr,, cootBeTcTBeHHO. OB uepe3 30 gHelt B
TpyIIle TAIJMeHTOB IOIy4aloliuX ledorepasoH+cynbbax-
tam coctaBmwia 91,9% vs 95,2% (p=0,56); OB 4epes 12 He-
menb — 81,1% vs 85,7% (p=0,649), cOOTBETCTBEHHO.

BbiBogbl

DebpuibHas HEMTPOIEHNUS OCTAETCA AKTya/lIbHOI Ipo6Ie-
Mot y nanuenTos nocne anno-TI'CK u cocrasnser 80% vs
82% cnmy4yaeB B KOropTe, COOTBETCTBEHHO, 2014-2015 rT. 1
2018-2019 rr. IlepBas MMHMA 3MIUPUYECKO aHTHOAKTe-
puanbHOI MMHUM 6bIMa addexTuBHa B 71% 1 83%. Homee
YacToe MCronb3oBaHne muenoabmarnsueix PK (p=0,732)
u BoinonHeHue ramio-TI'CK (p=0,656) He mpuBenu K yBe-
nmndenuio dactoTol passutusa OH. Hecmorps Ha addex-
TUBHOCTDb UCIIONb30BaHUA CynbganepasoH+cynibbakTam —
OB30 gueit 91,9% vs 95,2%, HabII0gANOCh CHIDKEHME Ya-
CTOTBI MCIIONIb30BaHMA NaHHOTO aHTMOMOTVIKA B KadyecTBe
SMIIVPMYECKON Tepanmiu IepBOJ JIMHUYU, COOTBETCTBEHHO
40% u 21%.

KnioueBble cnoBa

DebpubHast HENTPOIEHN s, NH(EKIVOHHbIE OCTIOXHEHN,
awto-TI'CK, anTnbakTepuaibHas Tepamys, SMIMpPUIecKast
TepamsL.
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Introduction

Acute graft-versus-host disease (aGVHD) is the main prob-
lem after allogeneic hematopoietic stem cell transplantation
(allo-HSCT) effecting patients’ morbidity and mortality.
Alternative aGVHD prophylaxis regimens are based on
graft manipulated procedure (TCR af-depletion) or post-
transplant cyclophosphamide (PT-CY) now available for

recipients of mismatched or haploidentical hematopoietic
stem cells. However it’s considered that applying of these
approaches is accompanying with prolonged immune re-
covery. But that should be established further. Our aim was
to evaluate an impact of different aGVHD prophylaxis reg-
imens on CD8+ T-memory cells reconstitution after allo-
HSCT in acute leukemia patients.
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