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Beepenune

Lluromeranosupyc (LIMB) - 310 BO36ymuTens reprecBu-
PYycHoOI MHEKINY, TATeHTHO MepcucTupyommii y 70-90%
370poBoro HaceneHudA. Ilocne TpaHCITAHTaLMM a/JIOTeH-
HBIX reMomnoaTndecknx KaeTok (ammo-TI'CK) IIMB-un-
(e ABIAETCA OTHUM U3 Hanbojee YacTo BCTPEYaeMbIX
ocnoxkHeHmit. HecMoTpss Ha mIpuMeHeHNe COBpPEMEHHOM
IPOTUBOBMPYCHON Tepammu, IJMB-nHbexuns ocraercs
Ba>KHOIT ITPO6/IeMOil, TaK KaK OHAa CHVDKAeT OOILIYI0 BBDKU-
BaeMOCTb naryeHToB nocie ato-TTCK.

Matepuansi n metofbl

Hamu mnpoanami3upoBaHbl 00pasubl IepudeprdecKoin
xpoBu 39 manmenTtoB Ha +30 menp mocie amro-TTCK.
Omnpenenenne IIMB-cnennduynpix mMMEPOLUTOB IPOBO-
AMIOCH C UCIONIb30BAHMEM ABYXIUIAT(GOPMEHHOTO MeTOfa:
MIPOTOYHASA HUTOMETPI U TeMATO/IOTMIECKIUIT aHAIN3aTOP.
IIMB-cnennduansie T-mumdponuts UaeHTUPUINPOBAIN
METOJIOM IPOTOYHOI IMTOMETPUM, VICHONb3Ys KOHDBIOIU-
pOBaHHBIE C (QIIOOPOXPOMOM MOHOK/IOHA/IbHBIE aHTHUTENIA
nportus Monekyn CD3, CD8 u CD45, peareHT st onpeziene-
HVISI )KM3HECTIOCOOHOCTH, @ TAaK)Ke TeTpaMepbl, COCTOSIIIE
n3 moHoMepoB MHC kmacca I cobCTBEeHHOTO IIPOM3BOACTBA,
KOH'BIOIVPOBaHHBIE C ONHUM U3 [BYX MIMMYHOJLOMVHAHTHBIX
SMNTONOB BUPYCHOro 6etka pp65: mentupsl NLVPMVATV
(NLV) n TPRVTGGGAM (TPR), mpepcraBieHHble B ae-
max HLA-A*02 n -B*07, coOTBETCTBEHHO, B KOMIIJIEKCE CO
CTpeNnTaBUIMHOM, MEYeHBbIM PUKO3pUTpUHOM. Yuco jeit-
KOLIITOB B 00pa31jax OINpefe/sIOCh C NCIIO/Ib30BAHEM Te-
MaTOJIOTMYECKOTO aHanm3aropa. IlanueHTsl, BK/IIOUYEHHbIE

B aHanm3, 6pimu HLA-A*02 (n=22), HLA-B*07 (n=11) win
HLA-A*02-B*07 mosutuBHbIMK (n=6). [leTanpHble Xapak-
TEPUCTUKM TTAIVIEHTOB IpefCTaBIe bl B Tabmuie 1.

Pe3ynbrath

Ha pucynke 1 oro6paxeno komdectso IJMB-cnenduanbx
K1eToK Ha +30 meHb nocte awmo-TTCK y manyeHToB ¢ pas-
ymaHbIMK pexkumamyt Tpodwtaktuky PTIIX. ¥V mamyenTtos
c 6onee «arpecCMBHBIMI» peKuMaMu podumakTukm (oc-
HOBaHHBIX Ha IIPYIMEHEHNN BBICOKMX JJ03 TIOCTTPAHCIIAHTA-
LIVIOHHOTO LYKo ocdamMma, UCIonb3oBaHmy T-KIeTOYHO
JeIUIeln), OTMeYaeTcsl MeHbllee KomnuecTso [IMB-crenu-
¢uunbix T-x1eTok Ha +30 fmenp nocne awio-TTCK.

BbiBoabl

TakuM o6pazoM, Hambojmee BEPOSTHBIMU KaHIUTATAMU
UL KJIETOYHOI Tepanuy MOTYT SIB/IAThCS TALMEHTDI IOCTIe
«arpeccuBHBIX» pexumoB mpodmaaktukun PTIIX, a mpu-
MeHeHMe TIPODUIAKTIYECKO NH(Y3UN CEeeKTHPOBAHHBIX
mumountos (CD45RA- dpaxums, IIMB-cneruduyambie
T-nmuM¢OLNTHI) BepOsiTHEE BCETO MOXKET YITY4IIUTh PEKOH-
CTUTYLUIO IPOTUBOBMPYCHOTO MMMYHUTETA, CHUSUTD 9Ya-
CTOTY peakTUBALUY ¥ YBEIUIUTD OOLIYIO BBDKUBAEMOCTD Y
JAHHOJ KaTeropyy MalueHTOB.

KnioyeBble cnoBa

TpaHcrTaHTanMsA a/UIOTEHHBIX T€MOIIOITUYECKUX CTBOJIO-
BBIX KJIE€TOK, IJMTOMETajoBUPYC, IPOTUBOBUPYCHasA Tepa-
IS, afoNTHBHAA KiaeTouHas Tepamus, LIMB-crennguy-
Hble T-K/IeTKIL.
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Introduction

There is a continued unmet medical need in pts with re-
lapsed/refractory Hodgkins lymphoma (RR HL). There are
data available indicating that brentuximab vedotin (BV)
has proven effectiveness and safety and brings considerable
promise for the treatment of pts with RR HL. Information
about BV treatment effectiveness and tolerability both from
physician’s and patient’s perspective is worthwhile in this dif-
ficult patient population. We aimed to evaluate clinical and
patient-reported outcomes in RR HL patients receiving BV
as >2™ treatment line in the real world setting.

Patients and methods

Pts with RR HL who received BV 1.8 mg/kg q3w were in-
cluded in the multicenter observational real-world study.
Treatment response was assessed using RECIST criteria v.
1.0. Adverse events (AEs) were assessed in accordance with
NCI CTCAE v. 4. For QoL assessment pts filled out RAND
SF-36, for symptom assessment — ESAS-R questionnaire be-
fore BV treatment start and in 3 mos after; also pts filled out
PGIC scale for self-assessment of changes in their health in 3
mos after BV treatment start. For QoL analysis paired t-test,
Wilcoxon test and X2 were used.

Results

The analysis was performed in the group of 55 pts RR HL
(median age - 28 years, range 18-67, 54.5% males) who were
involved in the study: 63.6% pts had advanced stage (III-1V)
at diagnosis; 58.2% pts had Bsymptoms; 81.8% pts - ECOG
0-1. All the pts received a median of 3 previous treatment
lines (2-10); half of pts were primary chemotherapy-resistant
(49%); 25.5% pts failed to ASCT in the past. Before BV treat-
ment start QoL was dramatically worsened, the most QoL
impairment was revealed for role functioning, vitality and
general health (Means: 33-48 scores out from 100 scores).
All the pts experienced symptoms, 83.3% pts had moder-
ate-to-severe symptoms (>4 scores out from 10 scores). More
than half pts had moderate-to-severe tiredness, drowsiness,
lack of appetite, depression and worsened wellbeing before
BV treatment start. After 3 mos of BV treatment objective
response was registered in 55% pts with 27.5% complete re-
sponse. Adverse events of grade I-II were reported in 8 pts
(20%) and were consistent with known toxicities. In 3 mos
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after BV treatment start meaningful QoL Improvement and
symptom decrease were revealed. Significant QoL improve-
ment was observed for all SF-36 scales (p<0.05) excluding
mental health. Integral QoL Index significantly increased at
3 mos after treatment start as compared to baseline: 0.260 at
baseline vs 0.390 at 3 mos (p<0.001). QoL response to treat-
ment in terms of stabilization or improvement was registered
in 85% pts; in 50% pts the twice increase of Integral QoL
Index was registered. The most pronounced meaningful im-
provement was revealed for role functioning scales (A>20.0).
The severity of the vast majority of symptoms excluding de-
pression significantly decreased during 3 mos of treatment
(p<0.05). Total Symptom Score by ESAS-R significantly
decreased at 3 mos after BV treatment start (35.8 vs 25.4,
p<0.05). In 3 mo after BV treatment start the vast majority of
pts (90%) noted the improvement of their health according
to PGIC.

Conclusion

The first results obtained in this study demonstrate notable
effectiveness and safety of BV as a treatment modality for RR
HL in a real world setting. BV treatment was accompanied
with QoL response in terms of QoL stabilization/improve-
ment and significant decrease of symptom burden in the ma-
jority of pts already in 3 mos after the treatment was started.

Keywords

Relapsed/refractory Hodgkin lymphoma, brentuximab ve-
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BeepeHune

B HacToslee BpeMs COXpaHAETCA aKTYaJIbHOCTb IIOMCKa
aJleKBaTHOJ Tepanyy pepaKTepHO U peluUBIpYIOLIel
mimpombr Xomxkuna (PP JIX). OgHuM n3 nepcreKTMBHBIX
IIpenaparoB ¢ HOKasaHHON 9} (eKTUBHOCTHIO 1 Oesomac-
HOCTbIO 1A Tepamyu 6ompHbIXx PP JIX B HacrosIee Bpe-
MA sABAerca OpeHTykcumab Bemotun (BB). [na ouneHku
3¢ GeKTUBHOCTY U IepeHOCUMOCTH Tepamuyu BB momumo
KIVHUYECKUX NAaHHBIX NPEACTaB/IsAeTCs LIeHHOI nHpOopMa-
1y, IOJMy4eHHas HAIpAMYIo OT mauueHra. llenb faHHOro
MICCIIEOBAHNA — aHAJIU3 K/IMHIYECKOTO OTBETA M AMHAMUKI
kadectBa xusnu (KXK) y 6onpubix PP JIX, nonyyaromux Te-
pamnuio BB B yc/oBuAX peanbHOI KIVMHNYECKO IPaKTUKIAL.

auneHTbl 1 MeToAbl

B MmHoroueHTpoBOE HabmofaTeNbHOE MPOCIEKTUBHOE JIC-
cnemoBanue BKmodamm 6ompHbIX PP JIX, KOTOpBIE osy-
vanu Tepanuio BB (1,8 mr/kr xaxsie 3 Hep.). s oneHKn
omyxonesoro orBeta npumensamu RECIST kpurepun (Bep-
cua 1.1), pia oneHku HexenatenbHbix asiaenuit (HA) uc-
nonb3osamy Kputepyun NCI CTCAE (Bepcus 4.0). [Tanuen-
TBI 3aIIO/IHAM OINPOCHMK OLIeHKM KauecTBa XusHu RAND
SF-36 n onpocHuk onjeku cumntomMos ESAS-R - o Havana
Tepanuu u 4epes 3 Mec, mkany PGIC gna ouenkn nanuen-
TOM M3MEHEHNA CAMOYYBCTBIA — 4epe3 3 MecC. [I0C/Ie Havasa

nedenua bB. CrartmcTmyeckmii aHamus BK/IIOYAs IapHBIN
t-TecT, TecT BukokcoHna u kpurepuii X2.

Pe3ynbrath

B ananus Bimodenst 55 6ompHbIx PP JIX (Mennana Bospac-
Ta — 28 JjleT, fuanasoH 18-67 net; 54,5% — MY>K4MHBI), U3
Hux [II-1V cragun 3ab6oneBanus BepuduunpoBaHsl y 63,6%
OOJIbHBIX; CUMIITOMBI OIYXOJIEBOM MHTOKCUKALNU OIIpe-
menAnuch y 58,2% 60/bHbIX; ¥ 81,8% 60/MbHBIX — 061eco-
matmyeckuit craryc ECOG 0-1. Bee manueHTsl momyumm
2-10 nyHMiT TpefiIecTBYOLel Tepanyy (MegyuaHa — 3), 49%
OBUI XMMIOPE3UCTEHTHBIMY; ¥ 25,5% Oblla BBIIIOTHEHA
ayTo-TT'CK. Jlo Havyana Tepanuyu BB y 60O/IbHBIX BBLABICHO
cymectBenHoe Hapymenue KJK, B ocHOBHOM, 3a cueT po-
JIeBOrO (PYHKI[MOHNPOBAHIISI, )KU3HECIIOCOOHOCTH 1 061rie-
ro 310poBbs (cpemHuit 6amt 33-48 n3 100); cyuiecTBEHHO
BbIpaKeHHBIe (24 6a/10B 13 10) CMMITTOMBI MCITBITHIBATN
83,3% 00nbHBIX; Y 60/Iee IOTOBMHBI OOMBHBIX MMEUCh CY-
IIeCTBEHHO BBIPa’K€HHbIE YCTa/lOCTh, COHIMBOCTD, CHIKE-
HIe aleTNTa, IePeccus 1 IUI0X0e CaModyBCTBMe. Yepes
3 Mmec mocrte Havajga Tepanuy BB 06beKTUBHBIT OTBET 3a-
peructpupoBat y 55% 601bHBIX, U3 HUX y 27,5% — HOTHAs
pemuccya. HA 1-2 c1. ormedens! y 8 manueHTos (20%).
B uenom npodmib TokcuaHoCTH edenus bB coorBeTcTBO-
BaJI OIyOINMKOBaHHBIM JNaHHBIM. Uepes 3 Mec. Hab/roamm
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BBIPQXEHHYIO HONOXUTeNbHYI0 AuHaMuky KOK m cHmxe-
HJe BBIPAKEHHOCTM CUMIITOMOB. CTaTMCTMYECKM 3HAUM-
Moe yIydlleHue TI0Ka3aHo 1o BceM mkantaMm KOK (p<0,05),
KpOMe IICUXMYECKOTO 3[0pOBbs. VIHTerpajibHbIl IOKa3a-
tenb KXK cymecTsenno yBenmumunncs: 0,260 fo Hauasa nede-
Huda npotus 0,390 uepes 3 mec; p<0,001. OTBeT Ha neveHne,
ceasanublil ¢ KOK, B Bupie ynydutenns wim cTabummsanun
yCTaHOBJIEH y 85% 60MbHBIX; Y 50% ITal[IeHTOB 3aperucTpy-
POBAHO [IByKpaTHOE yBeNM4YeHle MHTeTPaTbHOro IoKa3aTe-
11 KOK. Haunbonee BoipaskenHoe ynyuinenne KK BoisiBieHo
II0 IIKaJIaM PO/IEBOTO SMOLIMOHATIBHOTO U POIEBOro prsnu-
veckoro (pyHkumonuposanus (A>20 6amwios). BouiBieHo
CTAaTUCTUYECKM3HAYMMOE YMEHbIeHNe BbIPAKEHHOCTH
Bcex cumntomoB (p<0,05), kpome perpeccun. O6uuit 6asn
BBIPQXEHHOCTY cuMNTOMOB 1o ESAS-R sHaumMo cHU3MII-
cs: 35,8 mpotus 25,4; p<0,05. IlopasiAmoliee KOIM4eCTBO
60mbHBIX (90%) uepe3 12 Hep. mocie Hauaaa Tepamuu bB

SHORT REPORTS |

OTMeTWIM Y/Iy4IleHUe CaMOYYBCTBMA B COOTBETCTBUM CO
mkanon PGIC.

BbiBogbl

[Tony4yeHHBIE Pe3yMbTATHI CBUAETENbCTBYIOT 00 3¢ eKTuB-
HocTH 1 6e3omacHocTy nedeHus BB y 6ompabix ¢ PP JIX B
YCNOBUAX peanbHONM KIMHUYECKO MPaKTUKU. Y TOflaBIA-
IolIero OOIBIIMHCTBA OONBHBIX Yepe3 3 Mec. Tepamuu bB
HalJ/IIofla/Iy OTBET Ha JIeYeHMe B BMMIE CTAOWIM3ALUM VI
ynyamenus KOK, a Takke yMeHbLIEHNs BbIPaKEHHOCTH
CHMIITOMOB.

KnioueBble cnoBa

Pedpaxrepnas n penuansupyomas mMpoma XomKKIHa,
OpeHTyKCMab BeZOTUH, KaueCTBO >XM3HMU, KIMHNYECKUI
OTBeT, peayibHask KIMHNYeCKas MPAKTHUKA.
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Introduction

Chronic lymphocytic leukemia (CLL) is one of the most
common types of lymphoma. While the development of
novel agents shifted the paradigm of CLL management, al-
logeneic stem cell transplantation (allo-HSCT) is the only
treatment that offers the possibility of a cure for relapsed/
refractory (r/r) cases. Allo-HSCT is also possesses the risk of
severe complications and mortality, therefore the optimiza-
tion of allo-HSCT patient selection, timing, and preparative
regimens is an actual problem. This report presents an analy-
sis of Pavlov University experience in allo-HSCT for r/r CLL.

Patients and methods

Retrospective analysis included 23 patients (pts) diagnosed
with CLL who underwent allo-HSCT at the First Pavlov Saint
Petersburg State Medical University between 2006 and 2019.
The male-to-female ratio was 20:3. Median age at HSCT was
48 years (33-66). In 30% of pts (7 pts) TP53 disruption was
detected prior to HSCT, 22% (5 pts) had del11q, 48% (11 pts)
had aberrant karyotypes. There was no cytogenetic data in one
case. Mutation status was properly defined in 4 pts (all had
unmutated IGHV). Among 9 patients with assessed CD38 ex-
pression, 6 was CD38+. One patient had Richter syndrome.
One patient developed fludarabine-induced bone marrow
aplasia prior to HSCT. Median number of therapy lines prior
HSCT was 3 (1-8). Disease status prior to transplant was CR
in 4 pts, PR in 10 pts, SD in 2 pts and PD in 7 pts. Novel agents
were used as bridge therapy to allo-HSCT in 7 pts (6 received
ibrutinib, 1 received venetoclax). Prior to transplant, 11 pts
had resistance to chemoimmunotherapy and 2 pts were resist-
ant to ibrutinib. Median EBMT score was 5 (1-7). The median
time to transplant was 46 months (2 to 132).
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Results

Eight pts (35%) had fully matched related donor HSCT, while
15 pts (65%) had unrelated donor HSCT (10 fully matched,
4 mismatches, 1 unknown). Most pts had fludarabine- and
bendamustine-based conditioning regimen (65%, n=15): 7
pts had FBR (fludarabine, bendamustine, rituximab) regi-
men, 8 pts had Flu+Benda only. In 13 transplanted patients,
cyclophosphamide was used as acute graft-versus-host dis-
ease (aGVHD) prevention strategy. aGVHD developed in 17
pts (74%). Of these, 12 pts (52%) developed grade 1-2 and 5
pts (22%) had grade 3-4 aGVHD. Median follow-up was 21
months. Median follow-up of surviving pts was 112 months.
Two-year overall survival (OS) rate was 62%. Two-year pro-
gression-free survival (PFS) was 53%. Non-relapse mortali-
ty was 22% (5 pts). The factors that significantly influenced
OS in univariate analysis were as follows: best response to
HSCT (p<0.001), stage 3-4 aGVHD (p=0.0002), disease sta-
tus at the time of HSCT (p=0.0008), fludarabine and ben-
damustine-containing regimen along with post-transplant
cyclophosphamide (p=0.0059), cyclophosphamide-based
GVHD prophylaxis (p=0.05), resistance to chemoimmuno-
therapy prior to HSCT (p=0.05), and del13q (p=0.0144).

Conclusion

Allo-HSCT is a feasible treatment method for patients with
r/r CLL. Patients who respond to treatment tend to do better
on HSCT. Disease status prior to transplant is an important
modifiable prognostic factor. Fludarabine and bendamustine
along with cyclophosphamide-based GVHD prophylaxis
regimen improve survival. NRM is of major concern in this
setting.
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