SHORT REPORTS |

Tabnuua 3. OgHodaKTOpHbIN aHanu3 GaKkTopoB pucka obuwei n beccobbiThitHoi BbiXuBaemocTn (Metop Kokca, cTar.

Kputepuii Xn-KBappar)

DakTop | OTHOWeHne pucKkoB | [loBeputenbHblii uutepBan 95% | P
061wwas BbDKMBaEMOCTb

B-cumnTombl B peunamuse 0,27 0n 0,62 0,002

OtcyTcTBMe oTBeTa no AaHHbIM KT 0,37 0,17 0,83 0,016

Mosbiwenue AT 038 015 0,95 0,037
beccobbiTMitHas BbKMBaeMOCTb

Otcytcrue otBeta no KT 0,36 0,18 0,68 0,001

Mo3utusHoctb no MITI 0,36 0,17 0,75 0,006

Mo3utnsHocTb no M3T2 035 0,15 0,82 0,01

B-cumnTombl B peunpmnse 0,47 0,24 092 0,002

lpeaneyeHHoOCTb 0,41 021 0,81 0,01

(bonee Tpex NUHNIA XMMUOTEpANNK)

MNoBbiwenue JIAT 0,45 0,21 0,96 0,04

Tabnuua 4. MuorodakTtopHblit aHanu3 ¢pakTopoB pucka beccobbiTnitHoil BbixuBaemoctn (Meton Kokca, kputepwnii Xu-

KBagpar)
DakTop OTHoweHune puckoB | [loBeputenbHblit uuTepsan 95% | P
Otcytcrue otBeta no KT 038 0,16 089 0,026
MosutnBHOCTL No M3T2 0,42 0,18 0,97 0,043
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Introduction

Invasive candidiasis/candidemia is a rare invasive fungal
disease, however, associated with high mortality rates in
hematological patients. Candidemia has been observed
particularly among patients hospitalized for a long periods
who have been on chemotherapy, including hematopoietic
stem cell transplantation (HSCT). The aim of our study was
to estimate epidemiology of candidemia in large HSCT re-
cipients’ cohort for the 10-year period transplant activity in
R. Gorbacheva Memorial Institute of Children Oncology,
Hematology and Transplantation of First Pavlov State Medi-
cal University of St. Petersburg.

Patients and methods

2430 stem cell transplantations have been performed at our
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BMT center (CIC 725) between 2008 and 2017 including
1647 allogeneic and 783 autologous HSCTs. A retrospective
study included 26 cases of candidemia in the period of time
in patients with hematological malignances and non-malig-
nant hematological diseases after HSCT. EORTC/MSG 2008
criteria were used for the diagnosis of proven candidemia as
well as to evaluate response to therapy.

Results

Incidence of candidemia for the 10-year period of high
transplant activity was 1%: 1.2% in allo-HSCT recipients
(n=20/1647), 0.7%, in auto-HSCTs (6/783). The most fre-
quent underlying diseases were acute leukemias (65%,
n=17). The median age was 10 y.o. (range, 1 month to 59
years). In the study population, allo-HSCT from unrelat-
ed donors was performed in 50% (n=13); haplo-HSCT, in
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Figure 1. Etiology of candidemia in patients following
hematopoietic transplantation

26% (n=7), and auto-HSCT, in 24% (n=6). Patients had no
complete remission at the moment of HSCT in 27% (n=7).
As a primary antifungal prophylaxis, the patients re-
ceived fluconazole (35%, n=9); echinocandins (15%, n=4).

6 patients (23%) were without specific prophylaxis, and
voriconazole was applied as secondary prophylaxis in 27%
(n=7). The median term for candidemia registration was 109
days after allo-HSCT (range, 3 to 1337) versus 20 days after
auto-HSCT (range, 8-33). Candida parapsilosis was the main
pathogen revealed (38% of the cases). Spectrum of different
Candida species found is shown in Fig. 1. Febrile fever was
the main clinical symptom, whereas septic syndrome devel-
oped in 60% of cases. Overall survival (OS) at 30 days from
the diagnosis of candidemia was 65%. OS at 30 days in pa-
tients with echinocandins as antifungal therapy in first line
was 100%, versus 65% in cases with other therapies (p=0.09).
Removal of central venous catheter (CVC) was the only fac-
tor that significantly improved OS at 30 days after candidem-
ia diagnosis (91% vs 17%, p=0.001).

Conclusions

Incidence of candidemia over 10 years of observation was
1%: 1.2% in allo-HSCT recipients, 0.7% after auto-HSCT.
Opverall survival at 30 days from the diagnosis of candidemia
was 65%. Removing the central venous catheter caused OS
improvement in hematological patients with candidemia.
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BeepeHune

VIHBasuBHBIN KaHAM303/KaHAUAEMUA — PENKUIl MHBAa3UB-
HBIil MMKO3, TPV 3TOM CBSI3aH C BBICOK/M YPOBHEM JI€Ta/lb-
HOCTH Y AL[EHTOB C F€MATOIOTNYeCKIMY 326 0/IeBaHNSMIL
Kanpgugemnss 0cobeHHO 4acTo HAOTIONAETCs Y MAL[VIEHTOB,
KOTOpbIe TOCIIUTA/IM3MPYIOTCA Ha JOITUIT IepHOf, TIOTyda-
fomyx xumporepamio (XT), TpaHCIUIAaHTAIMIO TeMOIO3-
Tdeckux cTBonoBbiX KaeToK (TTCK). Llenbro Haiero uc-
CIefoBaHVst OBUIO MYYUTD MUEMIOTIOINIO KAHAMAEMUN Y
OO/IBIION KOTOPTHI PELIUINEHTOB TeMOMOITIIECKUX CTBO-
JIOBBIX K/IETOK B TeUeHUe NeCATIUIETHETO Meprofja BBICOKOI
TpaHCIUTaHTauoHHoi akTusHoCcT HUM [leTckoit oHKOIO-
MU, TEMATOIOrNN U TpaHcItanTonoruu um. P. M. Top6ade-
Boit ITeporo CankT-IleTepOyprcKoro rocyfapcTBeHHOTO
MeIMIMHCKOTO YHUBEPCUTETA.

Matepuansl n meTtoabl

2430 TpaHCITAHTALMII T€eMOIIO3TUYECKMX CTBOIOBBIX KIIe-
TOK BbINONHeHb B kmHMKe CIC725 B mepmop ¢ 2008 mo
2017 rop: 1647 amnorennsix TI'CK (amno-TI'CK) u 783 ay-
tonornyHbix TTCK (ayTo-TI'CK). PeTpocnexTnBHOE MCCTIe-
TOBaHMe BK/IIOYaeT 26 CydaeB KaHAUJEMIUA Y TIALIIEHTOB C
remaronorndeckumu 3abonesanmsamu pennmrentos TTCK.
Kpureprn EORTC/MSG 2008 6bUmi MCIIONB30BAHBI IS
MIOCTAHOBKY IMarHo3a KaHANeMUN TAaKKe, KaK U I OLleH-
KI OTBETa Ha TEPAIMNIoO.

Pe3ynbrartbl

Yacrora kaHgugemMun 3a 10-71eTHMIT mepuop, y pelumnmeH-
toB TTCK cocraBuna 1%: y manuenTtos nocne amno-TTCK
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yacToTa coctaBuia 1,2%, npu ayto-TT'CK - 0,7%. OcHoB-
HbIM 3a60neBaHmeM y perunuentoB TTCK ¢ kananpmemueit
OB OCTPBIIL JIeliK03 ¥ 65% (n=17) maruentoB. MexnaHa
BospacTa — 10 et (1 mecan-59 net). B nccnemyemoit momy-
msupn anno-TTCK 6bima BeIIONHEHA OT HEPOACTBEHHOTO
moHopay 50% (n=13) maunenros, ranno-TTCK - 26% (n=6)
n ay1o-TI'CK - 24% (n=6). [lonHasa peMuccys Ha MOMEHT
TPaHCIUIAHTAIMY He OblIa JOCTUIHYTa y 27% (n=7) ma-
1ueHToB. [lepBuyYHass MPOTUBOTPMOKOBas MPOGUIAKTHUKA
BK/IIOYa/Ia HasHavYeHre ykoHasona — 35% (n=9), axuHo-
KaHAMHOB — 15% (n=4), 6e3 npopuraktukn yB 23% (n=6)
[IAL/eHTOB; B KaYeCTBEe BTOPUYHOI POMIaKTUKM ObIT MC-
[10/Ib30BaH BOPMKOHA30/1 Y 27% (n=7) manyeHToB. Mennana
ITHSI BOSHMKHOBEHMS KaHaumeMun octaBua 109 gHeit mocie
awno-TT'CK (3-1337) u 20 pueit (8-33) mocne ayro-TT'CK.
Hanbonee wacteiM Bo3OypureneMm 6bimm rpubnl Candida
parapsilosis (38%). DTronornsa KaHAUAEMNI IpeCTaB/IeHa
Ha pucyHke 1. @eOpunpHas nuxopasika 6blIa [ITaBHBIM K/IU-
HUYECKVM CUMITOMOM. CeNnTu4ecKuil CMHIPOM Pa3BUIIC
B 60% ciay4aes. O6mas BopKuBaeMocTs (OB) B Teuenue 30
OHEN OT AMAarHOCTMKM KaHAufeMmn cocrabsumia 65%. Ilpn
JICIIONIb30BaHMM SXMHOKAHAVHOB B KadeCcTBe CTApPTOBOI
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teparnuy OB B Teuenue 30 mHeit coctaBmaa 100%, u 65%
y MAlJeHTOB C IPMMeHeHIeM APYTUX IPOTUBOrPUOKOBBIX
npenapatos (p=0,09). YianeHne eHTpaJIbHOIO BEHO3HOTO
katerepa (LIBK) mpu nmarHoctmke KaHAMJeMuu — efuH-
CTBeHHBI1 (HaKTOP, [JOCTOBEPHO, YIyUMIAIOLINIT O06IIyIO
30-mHEBHYIO BBDKMBaeMOCTb (91% vs 17%; p =0,001).

3aKnyeHue

Yacrora xanpgupemmit y penunuentos TTCK B TedeHme
10-71eTHero mepuopa HabmopeHus cocraswia 1%: 1,2% y
nanyenTos nocie anno-TTCK n 0,7% mocne ayro-TI'CK.
O6mas 30-mHeBHas BDKMBAaeMOCTb C MOMEHTA IIOCTaHOB-
KM [iMarHosa cocTasuna 65%. Ypanenme IIBK ymydmaer
O0IIYI0 BBDKVMBAEMOCTb IeMAaTONOIMYeCKUX IIALVIEHTOB C
KaHOueMuen.

KnioueBble cnoBa

KaHIU/IJI[eMI/[H, TeMaTOJIOTUYECKIE 6OJIbeIe, TpaHCIJIaHTa-
ouA reMOIIOS3TUYECKMX CTBOJIOBBIX KJ/IETOK, BbBICOKOJO3HAA
XUMHMoTepanmns, 4acTora, 06U.Ia$[ BbDKMBA€MOCTDb, 3XMHO-
KaHOMHBI, LleHTpaT[beIf/I BEHO3HBIN KaTeTep.
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Introduction

Infection with HIV is associated with a significantly in-
creased risk of cancer, including Hodgkin lymphoma (HL)
and non-Hodgkin lymphoma (NHL) even when patients are
treated successfully with modern combination anti-retrovi-
ral therapy (cART). Immune preservation with cART has
changed the therapeutic approach to HIV-related lympho-
ma, allowing the use standard chemotherapy, including high
dose chemotherapy with autologous hematopoietic stem cell
transplantation (ASCT) [1]. Nivolumab is a salvage option in
relapsed/refractory (r/r) HL and NHL, but efficacy and safe-
ty in patients with HIV infection are still unknown. Patients
with HIV-related lymphoma may benefit not only anticancer
activity of nivolumab, but also from its potential anti-HIV
effect [2]. Just a few cases of HIV-related lymphoma treat-
ed with nivolumab were reported [3, 4]. We describe a case
series of r/r HIV-related lymphoma receiving nivolumab in
Raisa Gorbacheva Institute of Children Oncology, Haema-
tology and Transplantation, First Pavlov State Medical Uni-
versity of Saint-Petersburg.

Patients and methods

Six male patients with r/r HIV-related lymphoma were treat-
ed with nivolumab in 2017. Clinical response to therapy
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was the primary endpoint. Secondary endpoints were de-
termined by toxicity, relapse incidence and overall survival
(OS) at 12 months after first nivolumab infusion. Common
Terminology Criteria for Adverse Events (CTCAE v4.03) for
the toxicity analysis and immune-related adverse effects have
been used. LYRIC criteria for assessing FDG-PET/CT were
applied.

Results

The underlying diseases in the patients observed were as fol-
lows: HL was registered in four cases (66%), whereas NHL
and diffuse large B-cell lymphoma (DLBCL) were diagnosed
in two remaining patients (34%). Median number of prior
lines of therapy was 2 (range, 2-3). Three patients received
nivolumab as a bridge to ASCT. Relapse after ASCT was
treated in one patient, two patients didn’t proceed to ASCT.
Two patients with HL received nivolumab as monotherapy, 4
patients were subject to nivolumab in combination with ben-
damustine and gemcitabine, including one patient receiving
supplemental treatment with rituximab. The median dose of
nivolumab was 1 mg/kg (range, 0.5-1.5 mg/kg). The median
number of nivolumab doses received was 8.5 (range, 2-12).
The median number of CD4+ cells was 382 cells/pl (range,
45-490); 83.3% patients were on cART. One patient didn’t

@ cttjournal.com



