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Introduction

Aim of the study was to determine effectiveness and safety
of therapy with Nivolumab 40 mg in patients with relapsed/
refractory Hodgkin lymphoma.

Materials and methods

Intermediate analysis included 14 patients with relapsed/
refractory Hodgkin lymphoma who were treated with nivo-
lumab 40 mg once per 14 days until disease progression/
unacceptable toxicity. Response was assessed by PET/CT us-
ing LYRIC criteria every 3 month (6 cycles). The safety was
estimated by registration adverse effects according to NCI
CTCAE 4.03.

Results

Median follow-up time was 10 months. Median number of
treatment cycles with nivolumab was 17 (12-22). Median
dose of drug was 0,56 mg/kg (0.4-0.91 mg/kg). 9 patients
(64.3%) achieved an objective response, 5 (35.7%) a complete
response (CR), and 4 patients (28.6%) a partial response.
4 patients (28.6%) had intermediate response as their best

response. Two (14.3%) patients had progressive disease (at
the moment of 12 and 18" cycles). Ten (71.4%) patients had
adverse effects (AE). Grade % AE were reported in 3 (21%)
patients and included an anemia, arthritis and hepatitis. In
general, the treatment was well tolerated and the toxicity
profile was similar to the previously published data.

Conclusion

According to the intermediate analysis, the structure of the
response to therapy in patients treated with nivolumab 40
mg was comparable to patients treated with nivolumab in
standard dose (3 mg/kg). The distribution of frequency, time
of occurence and structure of adverse events was also similar
to the standard therapy group. In conclusion, our data in-
dicates that nivolumab 40 mg can be an effective and safety
treatment option for R/R HL patients, but it’s nessesary to
continue the study to obtain the final results.
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Beepenune

Ilenpio paboTel Opla oueHka s dekTuBHOCTM 1 Hesomac-
HOCTH Tepalyy HMBOTyMaboM B fjo3e 40 MI y TaIMeHTOB C
peranBuUpyroleit/pedpakTepHOIt MMMpoMoit XOmKKIHA.

Matepuansl n metoabl

B mmpoMe)xyTO4YHBIIT aHa/IU3 ObIIM BKTIOYEHD! 14 MaIeHTOB
¢ peruauBupytoieit/pedpakrepHot muMpomoit XomKKu-
Ha. HuBonyma6 B nose 40 Mr BBofuics 1 pas B 2 Hefienu A0
[IPOTPECCUPOBaHNUS 3a00/I€BaHNS TN PA3BUTHUS TSDKENBIX
HesKe/maTe/lbHbIX aBneHnit. Kaxxmpie 3 Mecaia (6 BBeJeHII)
MIPOM3BOAMIACH OLIEHKA OTBeTa Ha TePaNNIO IPY VCIOJb-

3oBaHuy kputepueB LYRIC no manubim [I9T/KT, a Takke
OLIeHKA Ha/lM4MsA He)Xe/laTebHBIX ABEHMII Ha TePaluio B
cootBetcTBuu ¢ kpurepusamu NCI CTCAE 4.03.

Pe3ynbrartbl

Menuana Habmomenus coctaBuna 10 mecaueB. MenuaHa
BBefeHNIT HUBOMyMaba 17 (12-22). MennaHa [o3bl Iperna-
para coctaBuna 0,56 mr/kr (0,4-0,91 mr/kr). O6'beKTUBHBII
orBeT 6bUI OMydeH ¥ 9 (64,3%) MaIMeHTOB, IOJIHBII OT-
BeT Y 5 (35,7%) 1 4acTUYHBII OTBeT Y 4 (28,6%) ImaleHTOB.
HeomnpeneneHublit oTBeT ycTaHOBIeH y 4 (28,6%) maijueH-
TOB. 3a BpeMs HaOmofenns y 2 (14,3%) manyeHToB ObLIO
3a(MKCUPOBaHO IIporpeccrupoBaHye 3aboneBaHus (mocsue
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12 u 18 BBemenmit). HexxenarenbHble sBIeHMs MI06011 CTele-
HI TsDKeCTHU ObUIY IpefcTaBiensl y 10 (71,4%) maijueHTos,
IIpu 3ToM 3/4 cTeleHM TSKeCTU TOMBKO Y 3 (21%), B Buze
aHeMMH, apTPUTA U TelaTUTa. B I[e7IoM, Tepammus XOPOIIO
[IepeHOCU/IACH TTALIEHTaMI, 4 TPOGUIb TOKCUYHOCTI ObLI
COIIOCTABUM C paHee OIyOIMKOBAaHHBIMIL JaHHBIMIL.

3aknyeHne

I[To faHHBIM IPOMEXYTOYHOTO aHA/N3a, CTPYKTYpa OTBeTa
Ha Tepaluio y IalYIeHTOB, II0/Iy4aBIIX HUBOIyMal B Jo3e
40 M1, comocTaBMMa C MaLMEHTAMM, ITO/IyYaBIIVMM IIpe-
rmapaT B IOHOM jjo3e (3 Mr/kr). Pacmpenenenne 4acToTsl
BCTPEYAaeMOCTH, BPEMEHM ITIOABJICHNS U BapMaHTOB HeXe-
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JIATE/IbHBIX SIBJIEHNII TaK)Ke CXOXKU C TPYIIION MAl[YIeHTOB,
[OTyYAOIINX CTAHJAPTHYIO Tepamuio. TakuM o6pasom,
MO>KHO IIPEIIOIOKUTD, YTO JAHHBI PEXUM H03MPOBAHUSL
Oynet apdexTuBeH U Ge30mMaceH y MALNEHTOB C PeLUAU-
Bupytoteit/pedpakrepHoit muMdpomoit XOmKKIHA, OTHAKO
HeOOXOAMMO TIPOJO/DKUTD MCCIIENOBAHME ISl TIOTydeHsI
3aK/IIOYUTENBHBIX PE3Y/IbTATOB.

KnioyeBble cnoBa
HI/IM(l)OMa XO]I)KKI/[Ha, HI/IBOHyMa6, I/IMMyHOTepaHI/IH,
PD1-mHrubutopsl, peumpuBupymomye muMQOMbl, pe3u-
CTE€HTHBbIC }'II/IM(l)OMI)I.
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Introduction

The aim of this study was to characterize patterns of cytoge-
netic changes in patients with acute leukemia who relapsed
after allo-HSCT, to assess the effect of cytogenetic evolution
upon survival; and to elucidate associations of cytogenetic
evolution with conditioning regimen.

Materials and methods

Our study included seventy-three patients (35 females and
38 males, at the age of 0.8 to 60 years) diagnosed with acute
myeloblastic leukemia (AML) or acute lymphoblastic leu-
kemia (ALL) who underwent allo-HSCT at our University
from 2009 to 2016. The bone marrow karyotypic changes
in posttransplant relapse (PTR) were compared with those
observed before allo-HSCT. Median time from transplant to
relapse was 87 days (range, 18 to 1280). Myeloablative con-
ditioning and reduced intensity conditioning was performed
in 39 (53%) and 34 (47%) patients, respectively.

Results

Karyotypic changes at PTR were noted in 29 AML patients
(71%) and 23 ALL patients (72%). The cytogenetic changes
were divided into five following groups: a) clonal evolution
of karyotype at PTR (n=30); b) clonal regression (n=1); c)
new unrelated clones (n=>5); d) clonal evolution of karyotype,
combined with clonal regression (n=15); and e) changing of
normal karyotype into abnormal at PTR (n=1). Moreover,
two or more cytogenetic subclones were detected in 6 (8%)
patients before allo-HSCT and in 24 (33%) patients at PTR
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(p<0.0002). Eight different ways of subclone formation has
been identified. Acquisition of 3 or more new chromosomal
abnormalities was the most frequent cytogenetic change, fol-
lowed by acquisition of both unbalanced abnormalities and
aneuploidy. The common losses in AML patients were 1q,
2q, 3959, 7q, 99, 11p, 13q, 14q, 17p, and 20q, whereas gains
concerned 1q, 11q 13q, 15q, and 21q. The common losses in
ALL patients were 1p, 8p, 11p, 11q, 17p, whereas the gains
concerned 1q, 8q, 18p, 18q, 21q, and Xp. In the group with
cytogenetic evolution at PTR, myeloablative conditioning
was used more often (p=0.01). Cytogenetic clonal evolution
frequently occurred in an unfavorable pre-transplant group
with complex chromosome aberrations (3 and more per
metaphase) (p=0.02). Overall survival after HSCT and sur-
vival after PTR were shortened in the group of patients with
karyotype changes in PTR (38% vs. 17%, p=0.03 and 41% vs.
6%, p=0.006, respectively) as well as in the group of patients
with two or more abnormal cytogenetic clones in PTR (31%
vs. 9%; p=0.04 only for OS). The emergence of a new unrelat-
ed clone was associated with decreasing of survival after PTR
(17% vs. 0%, p=0.04).

Conclusion

We have revealed evidence for a significant impact of cy-
togenetic evolution to clinical progression in acute leukemia
treated with allo-HSCT.
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