| SHORT REPORTS

Cellular Therapy and Transplantation (CTT). Vol.5, No.3(16), 2016

doi:

Submitted: 12 September 2016, accepted: 29 September 2016

retrospective study

Epidemiology and outcome of lymphomas
in HIV-infected patients: a multicenter

Marina Popova', Tatyana Shneyder?, Igor Karaygin? Olga Ponomarenko?, Ilya Zuyzgin>'', Olga Ryabykina?, Olga Ruzhin-
skaya?, Olga Uspenskaya?, Nadezhda Medvedeva®, Anna Klimovich?, Vsevolod Potapenko?, Natalya Kotova®>'" Elena Zini-
na‘, Natalya Popova’, Ylia Zhurba*, Alexander Myasnikov’, Svetlana Moshnina®, Alexey Evseev’, Tatyana Pospelova®, Ka-
mil Kaplanov’, Tatyana Ksenzova®, Elena Karyagina®, Zhanna Stolypina®, Svetlana Dzola', Alexander Levanov'’, Evgenya
Borzenkova', Anastasya Nekrasova', Natalya Mikhaylova', Ludmila Zubarovskaya', Boris Afanasyev'

'Raisa Gorbacheva Institute of Children Oncology, Hema-
tology and Transplantation, First Pavlov State Medical Uni-
versity of St.Petersburg;

’Leningrad Regional Clinical Hospital, St.Petersburg;

*City Clinical Hospital Ne31, St.Petersburg;

*Surgut District Clinical Hospital, Surgut;

*Republican Clinical Hospital, Petrozavodsk;

*Center of Hematology, Novosibirsk;

Contact: Dr. Marina O.Popova
E-maijl: marina.popova.spb@gmail.com

Background

Since the beginning of global epidemic, almost 70 million
of people have been infected with the HIV virus, and about
35 million people have died of AIDS. HIV infected patients
are at risk for cancer including lymphomas, despite the wide-
spread accessibility of highly active antiretroviral therapy
(HAART). In parallel with increasing number of patients liv-
ing with HIV, the number of patients suffering from HIV-as-
sociated malignancies of hematopoietic and lymphoid tissues
has increased as well. The aim of our study was to determine
epidemiological characteristics and the outcome of lympho-
mas in HIV-infected patients in Russian Federation.

Materials and methods

We performed a retrospective multicenter study. The inclu-
sion criterion was a diagnosis of lymphoma in HIV-infected
patients. Seventy-three patients were enrolled over a period
from May 2006 to Dec 2015. We analyzed data of medical
histories, laboratory tests, treatment in hematological hospi-
tals and AIDS Centers, as based on established local guide-
lines. The median follow-up of the patients was 24 (2-110)
months.
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Results

Epidemiological and clinical characteristics (diagnosis) of the
patients’ are presented in Figure 1. Table 1 presents clinical
features of the HIV patients with lymphoproliferative disor-
ders, characteristics of lymphoma status, and treatment data.
Opverall survival at 2 years in HIV-infected patients with lym-
phomas was 64% (HL, 80%; NHL, 60%; MM, 100%), time to
progression (TTP) was 17% (HL, 20%; NHL, 16.7%; MM, 0%).
Favorable prognostic factors for OS were: chemotherapy (ChT)
in combination with HAART, adequacy of ChT for the type
and stage of lymphoma. Favorable prognostic factors for TTP
were: adequate ChT for the type and stage of disorder. Adverse
prognostic factors for OS and TTP were: LDH level >500 U/L; B
symptoms. Usage of ChT+Rituximab improved overall survival
(67.6% vs 42%, p=0.07) and reduces the probability of progres-
sion of CD20+ B-cell lymphoma (8% vs 37%, p=0.01). Patient’s
age, ECOG status, disease stage, presence of B symptoms and
International Prognostic Index (IPI) had no impact on the out-
come, which indicates to presence of other factors, which could
include HIV Status (CD4+ cell levels, and viral load).

Conclusions

Aggressive DLBCL in HIV-positive patients was diagnosed
more often than other lymphoma types. The 2-year OS in
patients with HIV and lymphomas was 64%. Adequate ChT,
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with regard to type and stage of lymphoma in combination
with HAART improved overall survival. LDH levels high-
er than 500 U/L and B-symptoms were adverse prognostic
factors. Usage of Rituximab for CD20 B-cell lymphomas re-
duced the probability of progression. HIV status seems to
play an important prognostic role for the further outcomes.
Continuous prospective studies are required in the field.
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BeepeHue

Oxomo 70 MwuIMOHOB miomelt uHuuymposansl BUY n
oxorno 35 munmoHos ymepno ot CIIMa. ¥ manueHTOB C
BUY-undeximeit puck pasBUTHUS 37I0Ka4eCTBEHHBIX OIY-
XOJIelt, B TOM uycie muM(OM, 3HAUNTETbHO BHIIIE, YeM B
obmert monymsauny. C ydeToM pocTa MHOUIMPOBAHHBIX
BUY, goctynroctu anTupeTpoBupycHoit tepamun (APBT)
YBENMYMBAETCA KOMYECTBO NMAaIYeHTOB XuUBymmx ¢ BY n
BO3pacTaeT aKTYaIbHOCTD MPOOIeMbI AMATHOCTUKY U JIede-
Hus1 muMdoMm Ha pore BUYU-undekun. Llemp HacTosero
VICCTIElOBAaHNA OLEHUTDb SMU/IEMUOJIOTUIO U Pe3y/NbTaThl
JledeHNMs MalyeHToB ¢ nuMmdpomamu Ha pore BUY-undex-
LMY, TIOMY4aBUIMX IIOMOIb B T'eMaTOJOTMYeCKMX CTaly-
oHapax Poccumn. Meropnsl. B mcciemoBanne BKIO4eHO 73
MAaIIeHTa, Y KOTOPBIX ObIIM AMAarHOCTMPOBAHBI TMMQOMBI
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Ha ¢one BMY B 10 reMaTonornyecKux OTHeNIEHUAX CTALN-
onapos Cankr-Iletep6ypra, Cypryrta, [lerpo3aBopcka, Ho-
Bocubupcka, Bonrorpaga, Tiomenn u CaparoBa B IEepUOL C
Mast 2006 roga 1o gekabpb 2015 ropa. [IpoBoguics ananus
IDaHHDBIX AaHAMHe3a, Pe3y/IbTaToOB 00C/IETOBAHNUA U JIeIeHNs
B reMaronornyeckux cranyonapax u «CIIM]I-nenTpax» Ha
OCHOBaHMMU CIOXKUBILEICS MPakTUKM. MenuaHa Habmioze-
HUA cocTaBumia 24 (2-110) mecsana.

Pe3ynbrarl

OnuaeMIoNornYecKre XapakTepUCTUKY (IMar€os) manu-
€HTOB IIpefICTaBleHbl Ha pucyHKe 1. Xapaxkrepuctuku B/Y
U MUM(OMBI 1 JIeYeHN s, BKIIOYeHHBIX B MCC/IeOBaHMe T1a-
I[VIEHTOB IIpefiCTaB/IeHbI B Tab/mLe 1.
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Fig.1. Histological types of lymphoproliferative diseases in HIV-infected patients

Table 1. Clinical characteristics of the patients under study

HIV status % pts
HIV before the diagnosis of lymphoma 50%
(D4+ cell and viral load at the diagnosis known 40%
HAART at the moment of lymphoma diagnosis 25%
Co-infection with hepatitis C or B virus 42%
Lymphoma status
Ann Arbor 4 stage with extra nodular involvements 18%
B-symptoms 55%
ECOG 3-4 17%
IPI (3>) 51%
One of c-MYC, bcl2, bclb tested by FISH 8.1%
EBV tested 26%
Chemotherapy
(T with HAART of all Ly 89%
(T with Rituximab of (D20+ Ly 2%
HL BEACOPP 60%
ABVD 40%
NHL CHOP 36%
EPOCH (SC-/DA-) 32%
Hyper-CVAD / BFM 32%
MM VAD 50%
all diagnosis No (T or steroids 123%
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O6mas BBDKMBAaEMOCTb B TedeHMe 2X neT y BIY-undu-
L[IPOBaHHBIX MAI[MEHTOB ¢ nuMdoMaMu coctaBmna 64%
(JIX - 80%, HXJI - 60%, MM - 100%), Bpems [i0 Iporpec-
cupoBamma - 17% (JIX - 20%, HXJI - 16,7%, MM - 0%).
ITposepenne IIXT B couetanuu ¢ APBT n nasnauenne I[IXT
COOTBETCTBYIOLIEl AMATHO3Y U CTA/UM 3a00TIeBAHN JOCTO-
BepHo ynyumaer OB, u nasnauenue [IXT cooTBeTcTByIOMIElM
AMATHO3Y U CTafuy 3a60/IeBaHUs YMEHbBIIAeT BePOATHOCTD
nporpeccupoBaHus 3aboneBanus. Yposenb JIIT' Bbiie
500 U/l u Hamuune B-cUMIITOMOB sIB/ISI€TCSI IPOTHOCTUYE-
cky HebnmaronpusaTHeIMU (pakTopamu misi OB u Bpemenn
no mporpeccupoBanuda. Ilposemenue IIXT B coderanun
¢ purykcumabom yayduraer OB (67,6% vs 42%, p=0,07) n
yMeHbIIaeT BEPOSITHOCTD IIPOTPECCUPOBAHI 3a00/IeBaHIS
y nanyentoB ¢ CD20+ HXJI (8% vs 37%, p=0,01). Bospact
HalfeHTa, 00lecOMaTHYeCKMit CTaTyC, CTafus 3aboreBa-
HUA ¥ MEXIYHapOJHbI IporHoctndeckuit nHpaekc (IPI)
He OKasblBa/lM BJIVAHMA Ha VICXOJ JIEUEHUA IAIVEHTOB C
mumpomamu Ha ¢pore BUY, 4TO CBUAETEIBCTBYET O HAMNU-
4ye Apyrux GpakTopoB, K KOTOPBIM, BEPOATHO, OTHOCUTCS
BUY-craryc (ypoBerb CD4+ K/IeTOK ¥ BUPYCHAsA HarpysKa).
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3aK/oyeHue

Y maumentos ¢ B/Y vame guarnoctupyior JIBKKIIL, xo-
TOpble XapaKTepU3YIOTCsI arpecCUBHbIM TedeHreM. Obast
BBDKJMBAEMOCTD IAIMEHTOB C auMdomamy Ha ¢ore BIY
B TedeHMe 2X JieT cocTaBnAeT 64%. IIposenenne APBT B
coderanuu ¢ IIXT cooTBeTcTByIOIIEN AMATHO3Y M CTafuN
3aboneBaHust obecrednBaeT OMAarONPUATHBIN IIPOTHOS.
Yposens JIAT sbiute 500 U/l n nHamnune B-cumnromos siB-
JISI€TCST IPOTHOCTNYECKY HeOIarOnpUsATHBIMU (PaKTOPAMIL.
VcnonpsoBaHre Purykcumaba yMeHbLIaeT BepPOATHOCTD
mporpeccupoBaHus 3abomeBanus y manuentos ¢ CD20+
HXJI. BUY-craryc, no-BUAMMOMY, UTPAET BAKHYIO IIPOTHO-
CTUYECKYIO POTIb, A/IsI YTOYHEHUs TPeOYIOTCST IPOCIIEKTIB-
HbI€ MCC/IefOBAHNA.
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