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Introduction

Chronic lymphocytic leukemia (chronic lymphoid leukemia,
CLL) is a monoclonal disorder characterized by a progres-
sive accumulation of functionally incompetent lymphocytes.
Richter syndrome (RS) is defined as the transformation of
CLL into an aggressive lymphoma, most commonly diffuse
large B-cell lymphoma (DLBCL). RS occurs in approximate-
ly 2% to 10% of CLL patients and is associated with very rap-
id disease progression and generally bad prognosis and poor
survival. The experience with intense combination chemo-
therapy-based regimens suggests that traditional chemo-
therapy (R-CHOP, R-DHAP, R-ICE) does not always allow
to achieve adequate response sufficient to proceed for alloge-
neic stem cells transplantation (alloHSCT) in most patients.
Ibrutinib is an inhibitor of Bruton’s tyrosine kinase (BTK),
is an effective drug for treatment of resistant CLL, including
bridge therapy to alloSCT. The role of ibrutinib in RS thera-
py has not studied enough. The goal of present study was to
analyze the case of ibrutinib as bridge-therapy to allogeneic
stem cells transplantation in patient with Richter transfor-
mation.

Materials and methods

Retrospective analysis of medical documentation, results of
instrumental (PET/CT) and laboratory tests.

Case description

A 35-year-old man was admitted to the clinic in September
2014. He presented with B symptoms and palpable peripher-
al lymph nodes enlargement. The CBC showed leukocytosis
up to 70x10°/1, 94% lymphocytosis and thrombocytopenia
below 52x10°/1. CT scanning showed enlargement of supra-
clavicular, mediastinal, axillary, retroperitoneal, mesenteric,
pelvic, inguinal lymph nodes. The peripheral blood and bone
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marrow FACS analysis revealed a monoclonal B-cell popu-
lation of lymphocytes with CD5, CD19, CD20 and CD23
co-expression. Based on this data, the patient was diagnosed
with CLL, Binet stage C.

Over Sept 2014 to Jan 2016, the patient had received three
lines of therapy: RB Ne6, FCR Ne4 and R-CHOP Ne3. Any of
these therapies was not effective, and the disease was con-
stantly progressing constantly. Further on, the patient re-
ceived 2 cycles of monotherapy of Rituximab as a palliative
treatment. In March 2016, the biopsy of neck lymph node
was performed. The IHC investigation revealed the histolog-
ical picture of DLBCL with retained CD5 and CD23 immu-
nophenotype. The patient was diagnosed with Richter syn-
drome. FISH assay revealed ATM gene deletion in 90% cells
in peripheral blood. In May 2016, Ibrutinib treatment was
started at the dose 420 mg/day per os. In November 2016, PR
was achieved, with B symptoms completely resolved, with
reduced size of lymph nodes. Due to young age and poor
prognosis in the patient, it was recommended to proceed
with alloHSCT.

In February 2017, the patient continued to be in PR. CT
scan demonstrated neck, supraclavicular, axillary, retrop-
eritoneal, mesenteric, pelvic lymphadenopathy and hepat-
osplenomegaly with mildly FDG-avid foci (max. Deauville
of 3). Bone marrow biopsy identified 25% lymphocytes, and
FISH showed deletion of ATM gene in 15% cells of bone
marrow. No leukocytosis was revealed by CBC. In March of
2017, a mismatched (9/10, locus A mismatch, O+ donor, A+
recipient) unrelated donor alloHSCT was performed with
reduced-intensity conditioning (RIC) of FBR (fludarabine,
bendamustine and rituximab). The acute graft-versus-host
disease (aGVHD) prophylaxis consisted of posttransplant
cyclophosphamide, tacrolimus and MME. The stem cells
source was PBSC. The patient was transfused with 4.0 x10%6
CD34+ cell per kg of body weight. During the posttransplant
period, severe complications were observed such as sepsis,
bilateral pneumonia, invasive aspergillosis, stage 3 aGVHD
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of skin, reactivation of CMV. The engraftment was achieved
on day +25 after alloHSCT. Ibrutinib was continued from
day +30 after HSCT for the relapse prophylaxis,. The com-
plete remission was confirmed of day +60 after alloHSCT,
and the patient remained in CR at the time of last follow-up
(05.08.2017). The Ibrutinib treatment is continued up to
now.

Conclusion

In this case report, Ibrutinib has shown a remarkable efficacy
in patient with Richter transformation with development of
CR after chemoresistance of disease. Ibrutinib can be used as

a bridge to allogeneic stem cells transplantation in patients
with poor responses to standard treatment, dismal prognosis
and Richter transformation.
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a/INOreHHON TPaHCNNaHTauuen reMonoITMYeCKnxX
CTBOJIOBbIX KJ/TETOK Y MaumeHTa C CMHAPOMOM Puxtepa
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BeepeHune

Xpounyeckuit mumboruTapHslit neitkos (XJIJI) - smokade-
CTBEHHOE KJIOHalbHOe nuMmdonpomdepaTrBHoe 3a607e-
BaHIe, XapaKTepu3syolleecs Ha/IIieM aTUIINYHbIX 3PeJIbIX
CD5/CD19/CD23-nmonoxutensubix B-mumdonntos. CuH-
npom Puxtepa (CP) ompepmensiercs Kak TpaHcopMaius
XJUI B arpeccuBHy0 muMdomy, daie Bcero muddysHyo
B-xerounyro kpynHoknerounyio mimdomy (JBKKII). CP
BCTpedaeTcst Npubnm3uTenbHo y 2% — 10% maiueHToB
XJUT u accouumpyercst ¢ OBICTPBIM IIPOrpecCHpPOBaHUEM
3a00/IeBaHNs, IVIOXUM IIPOTHO30M ¥ HM3KOII BBDKMBAEMO-
CTbI0. AJUIOTeHHasd TPAHCIUIAHTALMA TeMOIO3TIYEeCKUX
cTBONOBBIX Ki1eTok (anmnoTTCK) obnamaeT moTeHImasoM K
nsnedernto PC. OnbIT npuMeHeHMA MHTEHCUBHON IIONN-
XUMMOTEPAINM [TOKA3bIBAET, YTO Y OOMBIIMHCTBA MAL/eH-
ToB ¢ CP TpapguumonHsle cxembl xumuoTepanun (R-CHOP,
R-DHAP, R-ICE) He Bcerjga Io3BOJISIOT JOCTUYb afeKBaT-
HOTO OTBETa, JOCTATOYHOTO [JIA YCIENIHOrO IPYMEHeHNA
ammoTT'CK. B cBs13u ¢ 9TMM He06XO[MMO BHEAPEHME HOBBIX
TepamneBTUYeCKUX cTpareruit. I6pyTnHM6 — MHrMOUTOP TH-
posnHkuHa3sl bpyTtona (BTK), meMoHCTpupyeT BBICOKYIO
apdextuBHOCTD Ty edernu XJIJI, B ToM 4ncie 1 B Kade-
ctBe bridge-tepanuu nepen amnoTT'CK. Porb nbpyrununba
tepanuyu CP He JOCTaTOYHO sACHA 1 M3y4YaeTcA B HACTOAIee
Bpem. LlenbIo JaHHOTO MCCIeOBAHNA CTAJI AHAIN3 IIpUMe-
HeHMs NOpYTUHUOA B KaueCcTBe CII0C00a JOCTIDKEHNUS MaK-
cuManbHoro otseTa nepef a0 TTCK y manuenTa ¢ CP.

Martepuansl u metopbl

ITpoBoamICA peTPOCIIEKTYBHbII aHa/IN3 TaHHBIX MEJVIIH-
CKOI1 loKyMeHTanyu, nHcTpyMeHTanbHbIX (KT/II9T-KT) n
71a60paTOPHBIX METOJOB UCCTETOBAHNA.

Onucanme cnyyas

BonbHoit M, My>xunHa 35 f1eT BriepBble 00paTU/ICA B KIMHU-
Ky B ceHTs6pe 2014 ropa. OtMeyanuch B-cumiromsl, nans-
nypyeMoe yBenudeHue nepudepudeckux mumeoysnos. Y
HalMeHTa BBIABJLUICA JIeyikonuTos 70x10°/1, mumdonnros
94%, Tpom6bonyTonenus 52x10°/1. [To faHHBIM IPOTOYHOI
IUTO(IyOpPOMeTpUM BbISBIEHA MOHOK/IOHaNbHas B-kie-
TOYHAA IOMYIAIMA MMMQOINTOB ¢ Koskcmpeccueit CD5,
CD20, CD19 n CD23. ITo ganupiM KT onpenensocs yse-
JMYeHNe HaKITIOYMYHBIX, MeaCTVHATbHbBIX, TOAMbIIIEY-
HBIX, 3a0pIOIIVHHBIX, OpbDKEEYHbIX, Ta30BBIX, IaXOBBIX
nuMdaTIdecKux y3JIoB, IedyeHy 1 ceneseHku. Ha ocHoBa-
HuM 06cnenoBanns BeicTaBed guarnos XJIJI C craguu mo
Binet.

B nepuog c centsn6ps 2014 no siuBaph 2016 malueHTy mpo-
BefieHOo 3 muuuM Tepanuu: RB Ne6, FCR Ne4, R-CHOP Ne3.
Ha ¢oHe Tepanun orMeyanach mporpeccus 3a060eBaHus B
BUJie Ja/lbHelIIero yBenudenus nuMoysnos. [lanee manu-
€HT MOMY4N/ 2 Kypca Ha/lNMaTUBHON MOHOTEpaNy PUTYK-
cuMabom.
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B mapre 2016 BbImonHeHa 6uoIncKs 1eitHoro mumdoysia.
Ilo maHHBIM I'MCTONOIMYECKOTO UCCIIEf0BaHNA KapTuHa [1b-
KKIJI ¢ coxpaHeHneM UMMYHO(GEHOTUIINYECKNX TIPU3HAKOB
XJUL. Takum 06pa3oM y manyeHTa ObIT KOHCTAaTUPOBAH A1-
arHo3 cuHfipoM Puxrtepa. Ilo ganubim FISH uccnenosanus
BbIsiB/IeHa Aenenysi reHa ATM B 90% kieTok mepudepude-
CKOI1 KPOBIL.

C mas 2016 ropa Havat ubpytunu6 B fose 420 mr. Ha done
Tepammy JOCTUIHYT YacTUYHBIN OTBET C COKpallleHueM
pasMepoB nepudeprdecKux MMQOysnIoB, KyIMpoBaHUEM
B cummromoB. C y4eToM MOJIOEOTO BO3pacTa 60/IbHOTO, He-
6/1arONpUsATHOrO IPOTrHO3a MALMEHTY ObIIO PeKOMEH/I0Ba-
Ho nposenenne auto TTCK.

B ¢despane 2017 mo faHHBIM IIpefTpPaHCIUIAHTAIYIOHHOTO
pecragupoBanusa coxpansancsa YO c nmpusHakaMu ILeNHOI,
HA[IKJIIOYMYHON, OAMBIIIEYHO, OPIOIIHONM, 3a0OpIONINH-
HOJA, MaJIoro Ta3a miMda/ieHOaTiy ¢ HU3KOil MeTabomde-
CKOIT aKTMBHOCTBIO 1-3 1o Deauville. B 15% kmeTok KocCT-
HOTO Mo3ra BblsaBjIeHa fiennenyisi ATM rena. B mmuenorpamme
HalieHo 25% nuMQOINTOB, JIEMKOLUTO3 B KPOBM OTCYT-
CTBOBaJI.

B mapre 2017 BoinonHeHa annoTTCK oT yacTuyHO coBMe-
CTMMOTO HEpOJICTBEHHOTO JOHOpa (CTelleHb COBMECTH-
Moctu 9/10, mismatch B mokyce A, rpymma KpoBu JOHOpa
O+, peunnreHTa A+) ¢ pe>XMMOM KOHAMIIVIOHUPOBAHMSA
cHIDKeHHOJT uHTeHcUBHOCTY FBR (pnynapabus, 6engamy-
ctuH, putykcumab). Ilpopumaktrka PTIIX mposeneHa c
MCIIONIb30BaHNeM MOCTTPAHCIUIAHTAIMOHHOTO IMKIO(pOC-
¢damnpa, Takponumyca, MME VcTouHUK TpaHCIIaHTaTa:
PBSC. ITepenuto 4,0 x10*6 CD34+ MON0XXNUTENTbHbBIX KIETOK
Ha KT Beca IalueHTa. TedeH1e MOCTTpaHCIUIAHTAllYIOHHOTO
Heprofia COMPOBOXKIANIOCH PasBUTIEM TAXKEIBIX OCTIOXKHe-
HMIA: CeIICIICa, IBYCTOPOHHEl ITHeBMOHIY, MHBAa3MBHOTO ac-
neprumnesa, octpoit PTIIX koxxn 3 cTeneHy, peakTMBalun
LIMB. IlpmwxuBrenne TpaHCIUIaHTaTa 3a(pMKCUPOBAHO Ha
II+25 mocie TTCK.
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C uenblo mpodumakTuky penuausa nocte amto TTCK nbpy-
THMO OBl mponomker ¢ [1+30 mocme TpaHCIUTAaHTALN.
ITocre ycTaHOB/IEHSI TIOMTHOTO JOHOPCKOTO XMMEPHU3Ma,

08.05.2017 ([I+60) KOHCTAaTMpOBaHA MOJHAs PEMUCCUA 3a-
6o7eBaHMsI, KOTOPAsi COXPAHSAETCS TO JAHHBIM TOCTIEHETO
pecrapupoBanus (05.08.2017). B HacTosImii MOMEHT Ia-
I[VIEHT IPOJO/DKaeT Tepalnio NOPYTUHUOOM.

BbiBobl

B mpencraBneHHOM cy4yae MOPYTHHUO NIPOJEMOHCTPUPO-
BaJl BBICOKYI0 3(Q(PEKTMBHOCTDb IIpYU JeYeHUM MalUeHTa C
XxuMmopesucteHTHbIM TedeHreM CP. M6pyTtuHmu6 Moxet
OBITb UCIONIb30BAaH B KauecTBe bridge-tepamuu mepen an-
noTTCK y manuenros ¢ CP.
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