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D eKTHBHOCTD KOMOHHALIHN OeHIAMYCTHHA H PUTYKCHMAa0a B nepBoii
JuaaH Tepamun XJL1: pesyabtarel necaenopanus BEN-001

EA. CTAAHME, B.B. CTPYTOB, T.0. AHAPEEBA, 10.B. BMPLL, A.M. PYMAHLIEB, K2.B. MUPOAIOBOBA,
M.A. BYTBIAKMH, AO. 3APHUKHIA

HrcTimy T resaamoaorie OTEY « C3OMEFLL . BA. Asvasosas Muraapasa Pocows, Canst-Tetepbypr, Pocous

Pezsae

Ueas wocaeansanns. Cueska 3hihexTaHocTH M BeaonackocTn pexkva BR, cosepeamero DeHABMYCTHH, ¥ NAUMEHTOR C XPoHH-
SeCKHM AhoneRKoao (AN, pases HE NDAYHABIIMI CTIELMGHHECICY I TERANHID.

Marepuans w meToast MpoaHaAMIMPOBaHE PETYAETATE POCCHACKOND NPOCMEKTHEROND HaDANASTEARHOND MHOTOUEHTPOBOND
wocheaoBasus BEM-001 (2001 2—2015 ), s soroposm npusase yyactie 196 Gouwstene XAA 13 34 ventpos PocoxiickoR (Desspa-
UHH. AHATH03 MOATEERRAIAN PEIYALTATAMH HAMMYHODEHOTHMMPOREHMA AHMERUIMTOR Mepspepriec Kol KPOBH. AHIAHI MYTalM-
OHHOrD cratyca resos [GHV, FISH-WCCAeaonasse W OUBHEY MUHMMAALHOA OCTaTOYHOR G0 23HH MPOBOAKAH IEHTRAAWIDEIH0 N
CTAHAIPTHIMPOB HHEM METOAHKEM. M0Ka3aTEAH KAYECTEa XHIHW [KC8) DLIEHHERAW C MOMD LG onpocHukos EQ-50 u FACT-Leu.
BLHBAEMOCTE PACCYHTHEAAH MO METOAY Kanaava—Makepa.

PeayapTamit. Meaxana BOIpacTa nauMesTos cocTasuna 61 roa. Y 41% GoasHaE HaOAAAAOCE CHHMEEHHE PACYETHOMD KAHDEHCE
KPeaTHHHHE Meses 70 w1, 73 v, KouBsHaums GeHaAasMy cTHHa W pHTyKOHMata noasoamsa aocTidb ofwni oreet y 83,2%
MALHEHTDE, B TOM 4BCAS NOAHYED PEMECCHI0 ¥ 59, 7%, IpasHEaLmn MHHHMAAEHOR DCTaToMB0A GOARIHN A0CTHIHYTE ¥ 23 (27 4%
H3 B4 Bonbsbx. ABYXAETHSA BEOKHBAEMOCTE B3 nporpecorposaika cocTaskaa 85,99, Ha thoHe AsHEHHR 0TMEHEADCH YAYHIE-
HHE NosadaTesed K.

Jagasenne. Peay ATaThl HCCABADBAHHS NOKA3HBAOT XOPOUWYID NEPEHOCHMOCTE DEHAMYCTHHAE MPH N0 MCNOALIOSAHMH B KAW-
HuHerkoR npakThke. B CoRaM © BECOKDE CTOMMOCTEG HoBsX npenapatos (MGEyTHEnG, ofkwsyTysysal, odarysysmat u ap) u
TORCHMHOCTED peosiaa FOR oomGiHausm C axuoqeHnes DeHaasy CTHHa MoryT GeTh OnTHMansHEM BAPHAHTOM TEpanHH nepach
AMHHF AnF BoEx Donssb JAN, BHE JABMCHMOCTH OT BO3P2CTa M COMy TOTEY IWeH NaTon oK.

Kaovesse caoga: xpor-ecknid ugboseiixos, BR, Beraamycminn.

Efficacy of a bendamustine and rituximab combination in first-line therapy for chronic lymphocytic
leukemia: Results of the BEN-001 study

E.A. STADNIK, V.V, STRUGOV, T.O. ANDREEVA, YLLV. VIETS, A.M. RUMYANTSEY, YLLY. MIROLYUBOWVA,
F.AL BUTYLIM, AYL. ZARITSKY

Institute of Hematology, V.A. Almazov Morth-Western Federal Medical Research Center, Ministry of Health of Russia, Saint Petersburg, Russia

Aim. To evaluate the efficacy and safety of the BR regimen containing bendamustine in patients with chronic lymphocytic leuke-
miia (CLL} who have not previously received specific therapy.

Subjects and methods. The results of the Russian prospective observational multicenter study BEN-001 (2012—2015) covering
196 CLL patients from 34 centers of the Russian Federation were analyzed. The diagnosis was confirmed by the results of periph-
eral blood lymphocyte immunophenotyping. A centralized approach was employed to make IGHV gene mutational status analy-
sis, FISH examination, and minimal residual disease according to standardized methods. Quality-of-life (CXOL) indicators wene
estimated wsing the EQ)-50 and FACT-Leu questionnaires, Survival rates were caloulated applying by the Kaplan-Meier method.
Results. The patients’ median age was 61 years. 41% of patients had a decline in estimated creatinine clearance less than
70 mlfmind1.7 3 m?. The combination of bendamustine and rituximab could achieve a common response in 83.2% of the patients,
including complete remission in 59.7%. Eradication of minimal residual disease was achieved in 23 (27.4%) of 84 patients. Two-
year progression-free survival rates were 85.9%. The QOL indicators were noted to be improved during the treatment.
Conclusion. The investigation shows the good tolerability of bendamustine when it is used in clinical practice. Due to the high
cost of new drugs (ibrutinib, obinutuzumab, ofaturmumab, etc.) and toxicity of the FCR regimen, the combination including benda-
mustine can be the best first-line therapy option for all CLL patients, regardless of their age and comorbidity.

Keywornds: chronic lymphocytic leukemia, BR, bendamustine.

ECE — maoempacmocts B3 HefnaronpramHex noxonos («Goe- XTI — xpormaeckwii ausadoneiixna

CcobDETHITHAS ) BR — xosmGrHarmn GeHnaMycTHHD B pHTYKCEMaba

BEI — serxaeacsocTs Bez nporpeccHpoBasiHa CLL-TPI — scxayHapoaMsiil NporHOCTHMCCKHE WHICKS ATH
KX — savcomao xoiamHn XPOHHECCKO D aascanciinonsa

MOE — smnumanesan octaTodHas BoncaHe ECOG — Bocrormas kooncpaTHEHAA OHKOIIOMHMHCCKAN TPYIIA
HH — nexenaTensHeES SEACHHAS FCR — gosmfuaaums durymapafuna, umenodochadana o pa-
PC@r — pexom, coacpaamm duryaapabug TYKCHMaba

PCE — pexmm, conepxaumi GeHmamMyc THH FISH — dunopecuesTras rufpaassas i st

CK@ — cxopocTs nyGoukosoil duaisTpanms
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Xpoumueckwit mmadsoneiicos (XL, C01.1) — nanbonee
YACTHE! BAPHAHT JeiiKko3a v sapocnbi. Hamesnue craTHcTH-
YECKHE JAHHEIE 110 PACHPOCTPAHEHHOCTH M 3ab0/esaeMOCTH
XN g Poccufickolt Mepepanuy orcyTeteyior. B crpanax ¢
HAMGOIEE PAIANTHIMH OHEMTIOTHUECKHMM PErHCTpamMM odm-
HATEHAA 3a00MeEaeMOCTE Konefnerca ot 3 no 4.6 coyuan Ha
100 Teic. wenopex B roa. Pacnpocrpanennocts XU s CLIA
mocturaet | wa 2600 yenonex [1]. Dxcrpanonamnma sTHX qan-
HEIX TOZBOMAET NPHOIHIHTENLHD OLIEHHTE YHCH0 GONEHEX B
Poceuiickoft (Depepatmy B 56 Tric. venosex. B ceasn co cra-
PeHMEM HACENEHHA, YIYUIIEHHEM AHATHOCTHKH H MOBRIIE-
uHeM MhPeKTHEHOCTH TEPANMHY O0INEE YHCAO MANMEHTOR C
muarsozos X1 B Mupe yBeIHBaETCA.

Bonkwaee XU — p ocHOBHOM MOXMTLE THO0H C COOTRET-
CTEYIIIHM BOPACTY COUETAHHEM HECKONBKHX 3aGonenaHmii,
E TOM YHCTE HAPYIIEHHeM GVHEIMH NOYEK, KOTOPOE MOBET
ORITE BEEBAHO TMOIEPTOHHUECKOR DONEIHED, CAXADHEIM THA-
GeTom B pagos apyrHx. [To nanuesy National Health and Nu-
trition Examination Survey (NHANES), v 38% nuu crapme
70 neT pacueTHRN KnHpeHc kpeatHHrHA (hopayna MDRD)
memee 60 swoy/vm/1,73 s® [2]. Hapymenne doyuxonmsm novex
ARMNAETCH OIHHAM 13 (aKTOPOR, KOTOPHE IATPYAHAIT HCIIOE-
I0BEAHME pexHmon, copepsammy duynapadus (PCE), npa
XL B uacTHocTH, Bonee BHCOKAH TOKCHYHOCTE iy napabm-
HA ¥ MAIHENTOR CO CHUAXEHHEM KIHPEHCA KPeSTHHHHA NOKa-
saua B wecnenosamnuy CALGE 9011 [3], a Taoke » pame pe-
TpoCcTekTHRHEN Ha0momenuil [4, 5], Tlosunke OonsHEe Xy-
we nepedocar pexusm FCR. CoppemenHiie peKOMEHIALTHH
NPELTArainT HeNOALIOBATE ITY CXEMY TONEKD ¥ OTHOCHTEAEHD
MOMOIEX COMATHUECKH COXPAHHED MaIIHeHTOs [6].

Anrrepuarupoi PCOD aanamwTes KOMOGHHAITMH C BETIOUE-
uHeM DenamycTHHA (prbosycTHH sdstellass). C 2010 r. smor
Npenapar sapervcTpupoBan B Poccwiickoil Menepanyy LA
meuerps XJUT # mumone ITHEX HEXOTKKHHCEHX THMhoM (pe-
rucTpanmMorHoe ynocropepexne Ne/ICP-0065446/ 10 or 08 mio-
ma 2000 r.). Mo sexanmamMy gefcTams GeHIaMyCTHH SRTAETCH
ANMKWIATOROM ¢ HaB0pOM VHHEANTEHEIX XapakTepHcTHE [7].
DipdeKTHREHOCTE COYeTAHHA OEHIAMYCTHHA C PHTYECHMAG00M
(BR) mponeMoHCTPHPOBRAHA B PEAE HCCIEN0BANHA HeMerkod
rpy sl o BayaeHnn XU, B o yHCne B KPYITHOM MERUTY-
uapomsos nporoxone CLLI0 [E]. B rpynne naummentor crap-
me 65 1eT ToKCHYHOCTE cxeME BR anaunmensHo MeHBIE pe-
axmma FCR npw aGcomorno ommnaxonodl sdupexrinmocTs
KOMOHHAITHIL

Mo pazmyusrm onenkas, 8 Hactoamee spems PCE na-
XOMIATCH HA OIHOM H3 NEPEEX MECT 110 YACTOTE HCIOIBI0HEI-
wuA npr XU B CIIA u crpanax Erpone. B To e spemsa
NPOCIEETHEHEY MHOTOUEHTPOBRIX HCCHemoBamui  sthdhek-
THEHOCTH H OE30MACHOCTH NPENAPaTa B KIMHHYECKDH MpaK-
THEE (6e3 (hopsMankHoro oThopa NanHeEHTOR) B HayuHOi THTe-
patype HeT. Mecnenopanna TaKoro THINE BAOKHE S TIOHHMA-
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HHA B HAIIEH CTPaHE.

MarepHass H METOABI

Crpyerypa mecnenoeanmd. [IpocnexTHnnoe MHOMDUIEH-
Tpopoe Hafmosarensroe (IV dasw) neenegorame BEN-001
NMPOEOIHNOCE B nepHon ¢ wionA 2012 r. mo apryer 2015 . wa
fGaze 34 uentpos B Pocomiickof Menepammm. [nmasmodt sama-
ueil MCCAeNOBAHNA ARIANACE OUeHKA dMpeXTHEHDCTH Tepa-
mi nepeoit muaHn XU ¢ pxmovennes GeHIaMyCcTHHA HA
reppuropun Poccriickodt Menepaman. OcHOBHEIM KDPHTERH-
€M OUEHEM BHOpPaH yPOBRSHL ODIIEND OTESTA HA TEPAIHID H
YHCID MOTHEIX W YACTHUMEIX PEMHCCHIT B COOTBETCTHMH C
kpurepaAvy IWCLL [9]. B uccaenopanme nEmOQanH MAIH-
euTon crapue 18 ner ¢ puaruosom X1, xoTopsiy maumpo-
BANIACE HITH PAHEE HAIHAYEHA TEPAITHA MEPBOH THHHN C BEII0-
YeHHEM DEHTAMYCTHHE ITPH YCIORAN [I0IITHCAHHA HHAGMOPME-
POBAHHAOID COTAACHA, OTCYTCTEHA NPENNECTEYIONEH XHMMO-,
HMMYHO- B IVUeB0H TEpAITHH, 4 TAKKE MPOTHRONOKIIAHHHA K
HATHAYEHHID OEHIAMYCTHHE, NEPEYHCIEHHEX B MHCTPYKIHH
K nmpenapary. C yueToM HEMHTEPBEHIHOHHDTD XAPaKTepa He -
CNENOBAHHA ONPEJENEHNE TIOKASaHMi K Hauany TEPAHH ¢
BLIGOD CXEMEL TEMEHHA B KARIOM KOHKDETHOM CUYHAE OCY-
MECTATATH B COOTBETCTEMH ¢ 0OBMHBOH KIMHHuecKod mpak-
THECH, 3 TAKEE HHCTPYKUHER N0 NPHMEHEHHID DeHIAMYCTH-
ua. [IpoTokon wecnenopanua ¥ opya HHGODMHPORAHHOTO
COMMACHA ORoDpeHEl HEZIRHCHMEIM ITHYECKHM KOMHTETOM
(mporowon Me7 ot 14.12.201 1 1 Ma14 or 23.05.2012). Hudop-
mManmA 0f MCcaenoRAHMHE BOCTYTIHA Ha noprate clinicalinials.
gov (HueHTHgHKaHOHHLG Homep NCTO2110394),

Ciop manusx # nabopaTopeke wecnenosanns. B xone we-
CIENOBAHHA OCYINECTRAAIH cOop MHpopManny of aduper-
THEHOCTH M nepenocusmoctd PCE. Coomeercrame mMarnoza
XN kpurepnam IWCLL noameepxuany pesyisTaTaMHu oM -
MyHOPEeHOTHIHPOBAHKA 0OpaiUoE neprdepHYeckol Kponm.
[Mp# HeobxomMMOCTH TOT aHATHI BEnomHamH B KT
CIOMHIIL . BA. Anmasona smm naGoparopus GHOI0IHE
TICK @HEL AIMNOH wm. Jmurpus Porauesa. [Tosvawo ne-
MOrpahHUECKMX M ODIIEKTHHHUECKHX XAPAKTEPHCTHE COfH-
panH HHOpMaITHID 0 GHOIOrHYECKHY 0C0De HHOCTAX 0TIy X0~
NH B KAKI0M KOHKPETHOM CTy4ae (B TOM YHCAE MYTAHOH-
HEIH cratyc reHoB [GHV, HATHYHE THITHYHBIX XPOMOCOMHEIX
monomMoE o pesyiasrtarad FISH-wccnenopanma, yvpopeHb
axcnpeccuy CD38 urn). Tpe panmums ceegenwil 0b oteeTe
HaA TEPATTHID HOTHUTHHTETEHO JANDATIHEATH TAHHEE 00 YOE-
He MHHMMATEHOH ocTaTouroi DomesHH B KOCTHOM MOSTE HIIH
nepuieprueckoil kpoEH. B OTCyTCTEHE BOSMOMHOCTH BRI-
MOTHEHHA 3THX AHATHION B HCCAEI0BITENRCKOM LEHTPE GHO-
00pasikl NEPECEUTATH B UEHTPATEHYID maboparopmo. Mu-
thopMauHa H3 MEPEHYHON METHIHECKON JOKYMENTAIMH 12—
PEHOCHIACE HCCIENORATENMH B eIHHYE JMEKTPOHHYID Gasy
manuux (Viedoc, PCG Solutions) no mMepe npoxosne s na-
IHEHTOM OCHOBHEIX 3TANO0B nevedns (r3nTe [ —8).

Ouenka kavecrsa muzEm (KAK). Tna ouenkn dapmako-
IKoHoMHueCKHX mokazateneid u KoK manmenTon ua dowme Te-
parnMH HCNIEIOBAMH CTAHIAPTHIOHAHHEE WHCTOYMEHTH

Koumaxmuan ungopsanms;
Cmpyeoe Baaduwup Bradusuposuy — w.c. HH oxxoresanonorm;
197341 Campcr- [Terepbypr, yo. Axxypatosa, 2; c-mail: strugov@alm-

AzDvvcenine.mi
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FACT-LEU [10] (sepcua 4 or 09.02.07) w EQ-5D [11] (mep-
cu# 2 ot 2010 r.), KoToprEe SANOIHATHCE MAHEHTAMM NEPEN
KARIILIM KYPCOM TE[EITHH, 3 TAKKE HA BHIMTAX IOMERYTOY-
HOit # HTOTOBO# oneHEH focTHIHYTor Hhdexta. Hamepnpe-
TALHI PEIYNETATOR AHKETHPOBAHHA NPOBGTHIN B COOTHET-
CTEHM ¢ obmeEnpHHATOH MeTOnanorHed.

Cramuerimecksi anama. KonHuecTeeHHEe W KAYECTREH-
HEE NEPEMEHHEIE CPARHABLTH C MOMOITED HENADAMETHYE -
cEHX kprrepsen (kpurepuit O Manna—Y wrim, kpirrepit x*
Mupcoma). AEanyi BREKHBAEMOCTH TPOHIB0IHTH 0 METOIY
kpaea Kamnana—Maiiepas. Brsmpaemocts Ges pefinaro-
MPHATHEIX HMCXonon («OeccoOnTHiiHAN BROKMBIEMOCTE —
ECR) onpenenany ¢ MOMEHTA BENIOYMEHHA NAITHENTA B MCCTE-
JOBAHKE N0 PASEHTHA PEIMANEI MAH NPOrPECCHPOBIHEA 30—
fonesanHA THG0 cMEPTH GONMLHOMD, B 3AEMCHMOCTH OT TOID,
UTD HacTynano pansme, 06y enxeeaemocts (OB) onpe-
JENATH C MOMEHTA HAYATA TEPEITHH 10 JETH CMEPTH MAHEH-
Ta 0T moGo i opruHHEL. CTaTHCTHYECKH THIYHMEIMMN CORTATH
pazmauns mpe p<0,05. Crarmcrimecksil aHanis npoHIB0IH-
JH B nporpasye SPSS, peponn 16,

PeayasTaTsi

XapagTepuernEs nanwenTon. B amanuse mononsionaHi
aanuie 149 u3 196 nanmmesTon, npencTARIE HHEIN B ASKTPOH-
HOll KapTOTEKE MCCASIOBAHMA 10 COCTOANHID Ha 5 tespann
2016 r. Hoxmouensr w3 anannza 42 nauMedTa B CBA3H C OT-
CYTCTEHEM TaHHEX 00 MbheKTHEHOCTH TEPATHH, HE BOLUTH B
AHATHI B CEAIH C OTCYTCTRHEM CRENEHUI O 1aTe NOANMHCIHWA
HHPOPMHPORAHHOID COMMEACHA 5 namMeHToR.

XApaKTepHCTHEHN TALMEHTOR CyMMMpPOBAHE © Tabs. 1
Memuana pozpacta Beex GOALHEX HA MOMEHT BETUEHMA B
Hccnenonanne cocTapna 61 ron CadoMy MOnogoMy namm-
eHTy Grmo 35 ner, camomy noxmnosmy — 84 rona. B sospacte
&3 neT | cTapie OuUH 33 yUacTHHES — GOALIDE '/, Beex Gonk-
Hux. B srGopke nadmonanocs xapaxtepuoe ana X1 npeod-
nananue Myxuus (89 uenonex, 59.7%, snech M nanee — MomS
OT GOABHEX C WIBECTHHMMM JAHHEIMH), CODTHOUIEHHE MYy#K-
YHH L RKEHIIHHE COCTARMN0 npaGmmaamensno 3 : 2. B nocne-
JAOBAHHE HE BEJOUEHE NAITHEHTH ¢ COMETHYECKHM CTATYCOM
no mxane ECOG bonee 3 Gamnos. Comyrereyiomme 3abane-
BaHMA noEyMenTHposansly 120 (80%) nz 149 Sonsasi. Han-
BOMEE YACTHM EIDHAHTOM COMETAHHOMN MATONOIHE HRTHITHCE
3a00IERIHNA CEPABYHO-COCYIMCTON CHCTEMEL; H3 Npenapa-
TOH CONPOBOIHTENRHON Tepamus 20 MaHEHTOR TPHHHMATH
spananpun. ¥ 61 (41%) yuacTHHES pacUeTHRGT KIMDEHC KDe-
aruuHHa no fpopsyne Koxkpodra—Doyara cumannca no me-
mee 70 son/wmn/ 1,73 w2 Euge y 52 (15%) 310T noKazaTent Ha-
XOmHIcH B maTeprane o1 70 no 90 soy/mmm 1,73 wt. Mengnana
KnHpeHca nng peeil erbopim coctammma 75,9 s a1, 73 m?
(wHmepean 25,3—177,2 sy 1,73 w?).

BonsumrmucTeo HONBHLIX BEEXNIOYEHE B MCCIEO0BAHME HA
cragHH sabonesanna A ¥ B no Binet. Cramus C nokysenTH-
poBada npuMepHo v 23% yuactuukon. Mennana aGcomoTHo-
I'o YHCHa TefKouMToR B neprdeprdeckofl KpOBH COCTABMTA
37,5 10°/n (murepean | 1—759-10¢/0). ¥eenwuenne nepmde-
pPHUECKHX TMMbarHueckux yamon udenocs y 132 (88,6%) uz
149 GonsHe, remaToderanns — v 38 (25.5%), croeHomera-
A — y 58 (38,9%). Monoxwmensaai npasqoit tect Kywmbea
onpeaened y 13 (13,1%) u3 99 nausenron. Mo ouense necne-
nosareneit, ¥y 29 GOIEHEX HMENACH KIMHHUECKH IHATHMAN
AHEMHA, ¥V 26 — KIHHHYECKH SHATHMAR TROMOOIHTONEHHA.

TEPAMEBTMYECKMA APXMB OF, 2017

Tafamua 1. Xapakrepucriid 149 naumedTos

Mosazarens IrancHme Haneno ma-
LHCHTOR
Bozpact, rom: 61 (35—84) 149
Yncno BonbHEX B BO3pACTE
65 neT n cTapme 534(35,8) 149
MM
My KCEOi B9 {59,7) 149
MCHCKHA ol (40,3)
Cratye no ECOG
i} 32421,5) 149
1 §2(55)
2 29{19,5)
3 6(4)
CE® no dopuyne Kokpodma—
Toynma, soyfsmsy 173 w® 75,9(25,3—177.2) 149
< T0 w1, T3 61 (40,9)
= TO— 90 namnanenf 1,73 ma® 520{34M)
00wy 1,73 w2 361(24.2)
Cragma no Binet
A+B 115(77,2) 149
C 34(2LE)
MonormersHEE npasod TecT
Kymbea 13{13,1) L]
Peaynemar FISH-anansaa
dell7p 9(6,2) 144
delllg 27 (18,5)
dell3g 21 {14,6)
Tprcomu 12 9{6,2)
HET NIOA0MOK TE(54,2)
Hesyrrposannsii sBapuasT ro-
uon [GHVY B9 {59,7) 149
Shcerrpecenn CD3E »30% 364(31) 116
¥poecus fi,-suspornofymma 241 (0—93.3) 93
I'pynna prcka CLL-1P1
HHIEMI 27(31) 17
NPOMCEY TOSH B 33(38)
BLICOKHT 194(21,8)
OMEHE BEICOEN Ei{9,2)
Komreectao neiixoumTos, - 107/ 37.5(11=759) 149
Bpewma or yoTaHORMEHEA THA-
rHO3E, MEC T {0—178} 145

Hpumewanue. lanHee NpeqcTARICHE B BEHAC MEAMAHE (HHTEpEAT)
e afcompoTHOr Yncena GonkHex (%),

[MporHoCTHYECKH HEGNAMOIPHATHRE XPOMOCOMHRE TIOTOM-
¥ obHapyxeds v 36 w3 144 yuacrumxon: dell7p v 9 (6,2%),
delllg — v 27 (18,8%). [MpeoGranamnimm OKA3ATCH HEMYTH-
POBAHHLIN BAPHAHT CTPOEHHA NeHoR JGHV, reHOTHITHPORIH-
it y B9 w3 (59.7%) 149 Goneuen. He y Bcex nammenTor
HEMYTHPOBAHHEIMH reHamM# /G H F Hadmoganoct NoBLIIEHHE
axcnpeccun CD3E Gonee 30%. Perpocnexmuenan crparmgs-
KAITHMA MANHEHTOR Mo nporaocTHaeckoMy wumekcy CLL-TPI
nozpomuna otHecTd 27 (31%) w3 87 GonkHEIX K TPV IINEAM Bhi-
COKOTO M OYEHE BRICOKOrD prcka. Mennana speMenn oT Mo-
MEHTA VCTAHORTEHHA JHATHOAA 10 JATH BETIOYEHHS B HOCTE-
noBaure cocTasuna 7 sec (prrepaan 0— 178 mec).

Jlewenne B pexyisTarel. Boes 149 manmentam Germamy-
CTHH HATHAYATH B KOMOMHAIIMH C PHTYEKCHMabOM (pexmm
BR). HMcnonkzopanHee cXeMEl B LENOM COOTBETCTRORATH

59



E.A Crasnmk m COABT.

OpMrHHANLHOMY npoToKomy Heseuxolt rpynnm DCLLSG
[12]. Mensana uncna kypeop cocTanuna 6 (murepean 1—8).
Menuana wasHaueHHOH 103k GEHIAMYCTHHA HA KAXI0M H3
ereneHHi nocTHrana 90 mr/ . PHTykcHmal HasHavanM B 1ose
375 sy w? (ype Nel) s 500 mr/s?® (xypess Ma2—6). Kosmneio-
TepHan Tosmorpaua eemonnena 105 (70,5%) GOABHEM HI
149, MeTononors OUEHKH OTRETE HA TEPAITHID B LIETOM COOT-
percTRoBATa pexomernammsas WCLL.

Ha suaure #roronoi oueHxH addbeKTHEHOCTH, KOTOPEH
NPOBOTHACE MHHHMYM Yepes 2 MEC TIOCHE SaRepINEHHH TEde-
uua, v 124 (83, 2%) GoNBHEIX 10KYMEHTHPOBAH 00BEKTHEBHE
OTRET HA TEPAITHID, conepxanyio Genmamycrui. Ha nux y 89
(59.79%) uabmoaanachk NomHas peMuccHs Wy 35 (23,5%) —
uacTHunad (pue. 1). [To cpapnenio ¢ oCTANEHEIME GOIEHEIMA
MOTHOA PEMHCCHH DEKE TOCTHIANH NAHEHTRI CO CTATHER 33-
Gonepanna C no Binet (47,06% npomas 63,48%; p>0,05) n
IGHV-myTHposanumsm apuadTosM neikoza (56, 18% nporue
68,52%; p>0,05). ¥V naumedTon M3 rpyINEl OMeHE BEICOKOID
prcka no meane CLL-TP] nonuas pessiccus nabmonanack
PEKE, YEM ¥V NAHEHTOE M3 TRYIINE HH3IKOMD pHCKa (66,67%
npotue 73,33%; p>0,05). Vazannue painmaus craTHCTHYE-
CKM HEZHAYMMEL H MOTYT O0RACHATECA HEGOMBITHM PasMe POM
BRIGOPIH.

[Mpu MCclenoBaAHMH MHHHMATEHON ocTaTouHo#l Gomnes-
HH B KocTHOM Moare (v 81 GonkHoro) ® nepudeprueckoi
kponu (y 1) seromom nporodsoil UMTOMETDHH Hambonee
CIYOOKMHA OTBET (JPagHKALMA MMHMMANEHON OCTaTouHOH

Prc. 1. PeayAsTaTel OUeHKH OTBETA HA Tepanuo y 149 Hoak-
HIX.
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BCB, %

Gonesun — MOE, onpenenseman KaK KOIHUECTED OIYXOIE-
BuX knerok <10+ zapermctpupoean v 23 (27.4%) w3 B4
OoneHEx. CratMcTHueckd 3HauMMOoll KOpPesiMe  MenTy
cranue it 3abonesanma mo Binet, ypoauesm sxcnpeccnn CD38E,
HATHYHEM XpoMocoMHEX abeppaumit mo mamnesma FISH-
HCCASA0BAHAA, MYTAIHOHHEM CTaTyCcoM reHoB [GHV B no-
crimenseM HeratTHEnocTH no MOE ne nomyweno. QOonako
moctixenne no MOE uweraruanoro cratvea nocne 3 kypcon
TEPAIHNH Koppeisposano ¢ HeratueHocTeio no MOE ua sta-
ne wrorosod ouenkn orpera (F=0,0011, meTron norucTHge-
CKOil perpeccHi ). AHATOrHYHAN KOPPEnEIHA HAGoNANach y
nanuedTos ¢ yposdes MOB <10~ nocae 3 xypcon Tepamius
(p=0.014). Cooreercreennn, vporens MOE-3 6onee 10-? as-
JANCH TPEIHMKTOPOM OTCYTCTEHH ONTHMAIRHOTO OTRETA Ha
TEPAITHID.

[Mpu anamuze BCB no Kamnany—Mailiepy npn smakcH-
MATEHOM cpoke Hafmonenna o 36 mec y §5,9% (npu 95% no-
BEPHTENLHOM MHTEpEane ot 74,4 no 99,2%) DonsHLIX He O0-
E¥MEHTHOBAHO HH QIHOD H3 HEQIaronpHATHEY HCXOOO0B
(pue. 2). Taknm obpazod, senuana BECB uma 05 despansn
2016 r. we pocturuyTa. Juynersas srokMBaeMoCTs Ge3 npo-
rpeccuposannd (BBIT) coctanuna 85,9%. Ha mosmenT anamm-
33 B WCCASAOEIHMH 3APErHCTPMPORINO 2 NETANLHEDN HCXONA,
OMHAKD ITH NANHERTE HE TIHIATH B aHATHIHDPYEMYID KOTOpTY
149 pomebs. B ceasn © JTHM HA OCHOBAHMH NMPHCTAHHEX
mannex OB dopuansio coctanmaer 100%.

Peaymurars onensn KK, O6padoTra RaHHX oIpOCHHKA
EQ-5D noxazana Gonee auskme mokasarens KK y Gonkuex
2T no cpaEHEHHID C POCCHACKHMH MOMYTAITHOHHEMHE T3H-
urinmi | 13]. Tlpn orom naumen c Gonee paspepayToil cTamH-
efi saGonepanna no Binet 4anme HCNMTHEATH TPYAHOCTH ©
YXOMOM 33 coD0i, MOGMABHOCTEID H MPHELYHOA NOBCEIHER-
HOI TEATENEHOCTEID, 3 TaKoke 6ok 1 auckosdopT (pre. 3).

B pesynkTaTe neueHMs OTMEYANOCE VIVUIIEHHE MOKA3a-
tenedt KO nanMeHToR Bo BCEX 5 KATEropHAX MHCTDYMEHTA
EQ-5D. Ocofenno BHpAKEHHEE HIMEHEHHA HAGMIOIANHCE B
KATETOPHAX  +[PHBLIMHAR OBCENHEBHAR JEATENLHOCTE,
<TPEROTa,/ IENPECCHAs H «00IE MHcEoMbopT: (pre. 4). Yncno
NAMHEHTOR C OTCYTCTEHEM NPOGIEM B COOTBETCTEYBDIIHX K-
TETOPHAX YBEIMYHBATOCE B JHHAMMEE ¢ BHIHTA Ha9aNa Tepa-
MHH K BHIHTAM [MPOMEXYTOUHOH M HTorosndt oueHke adgwbex-
Ta (pHE. 5).

AHanM3 pPeIVAETATOR AHKETHPOEAMMA 10 ONPOCHHEY
FACT-LEU prsmmn TEHIEHITHIO K YEETHYSHHED NoKazaTensi
IMOLHOHANEHOND, COMATEHOTD, HIMIECKOrD ¥ dyHEIHO-

10

Puc. 2. BCB y 149 DoABHBIX.
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Puc 4. AHHAMMKD OTRETOR B KATETOPHAX «NPHELINHANA NOBCEAHERHAN AeATEALHOCTE> (a), «Tpesorafaenpeccuss (6) u «Goas/
anckomgpopTs (B). 1 — weT npoGaem, 5 — Hanboaumse NPpoGAemsl. YHcAo Goasmbx: 128 (auanT 1), 59 (mu3nT ouensm 1),

79 (mMauT ouensm 2).

HATEHOTO GAArCNOIYYHA, OIHAKD CTATHCTHYECKH IHAMHMBIX
pazniumit He nomyueno (lauuke He npercrannensn). Jomon-
HHTENERD NPOBEAEHA DUEHKS HIMEHEHHA ryHKIHOHATEHOTD
CTATYCA NALMEHTOR B Tpouecce Jevernd., CoOTHOIEHHE THE-
JiA MANMEHTOR ¢ paimuuHiM cratycod no ECOG ua puaume
HTOroRoH oueHEH MbhexTa N0 CpaEHEHHID © HAYATOM Tepa-
THH OTPAMEHD Ha pae. 6.

Hemenaremnse sanenns. B ananns TokcaumocTs v ne-
PEHOCHMOCTH TEPAMHH BXmoueHtl gaduke 19] nammewTa,

KOTODEM NpoBeneHo He Mense | kyvpea Tepanii. CyMMapHo B
a0l koropTe 3adukcHpoano 157 HemenaTenEHEIN ARTeHnlit

(HA), m3 xoroperx 103 (65,6%) no oueHke HecnenoRaTenedt
COOTRETCTEOBANH KPHTEPHAM KIHHHYECKH IHauMMu. ¥ 120
(67 ,5%) bonsssax HH we wabmonamucs. Memuana uswcna HHA
HA OAHOTO NauMenTa coctapuna 2 (wureppan |1—8). Bonn-
mmHcTeo HA (105 w3 157; 66,9% ) sapepiuunock BREAI0PORTE-
HueM Ge3 nocnescremii. [Ipucaanne cooBENNA NO3DOME-
0T OUEHHTE TEMATONOTHYECKYID TOKCHYHOCTL. B cooteet-
crenn oo mxanoit CTCAE v.3.0 cymmapro ua 843 mxawrax
(EXmIoNAR BHIMTEL IPOMEXYTOMHOR B WTOroBRo# oueHEH g

TEPAMEBTHWYECKMA APXMB OF, 2017

dexTHEHOCTH) 3aperscTprpoBano 6 (0,7%) smisonos ane-
s [II—IV cremenw, 83 (9,8%) amwsoaa wedtrporesm 11—
IV crenenn w 4 (0,4%) snusona tpovGourronemm [TV
crened. Yncno snHs0nOR AHEMHH M TPOMOOUHTONEHHH
III—IV crenenn yMEHLIIATOCE HA NOBTOPHRIX Kypcax (pme.
7). Beero noxymenmuposano 28 smuaonos HHOEKIHHE, 13 KO-
Toprix 19 pacuenent KaK scepieinaes. [pa mamedTa yMep-
JIH: OVTHH OT HHGEpKTa MEOKAPIE, APYTOi — OT NHENMOHHH,
ToKCHHECKorD moka i tubpunnamn npencepmwii. Coobme-
HHI O PAIENTHH BTOPLX OMyXONeHd ¥ y9acTHHEDR HCCHenoni-
HMS HE IOy YeH0.

Orcpovka BBENEHAA MPEIEPATE HA NORTOPHEX KYPCax H
YMeHEIEHHE 003 H3-33 HA nokymesTHpoBIHLEL MEHES 9eM Y
7% bomnibax (Tabm. 2).

Obcyxaenne

Hamu npopeien npocnexTHeHb cBOp B AHATHI TAHHEX

00 3hheKTHEHOCTH M TOKCHUHOCTH DEHIAMYCTHHA MPH &ro
MCTIIEI0BAHKMK B KIHHMYeCKOH NPAKTHKE B NEpBoil AMHHN
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Puc. 7. Temarorormueckan TokcHunocTs I—IV creness (% or scex esauTon).

Tepanui ¥ GonsHeX XU B page KpynmHEY reMaTonorHuecky
neurpor Pocouiickof Menepaimn. Bo poex sommmkax Genna-
MYCTHH HAIMAYANCH B KOMBHHAIMH ¢ pHTYKcHMaboM. ¥ Gome-
MMHCTES MEANHEHTOR HMENOCE HAPYINEHME (IYHKIIHH MOYEK.
MbphekTHEHOCTE CXEME B PYKAX POCCHACKHMX MeMaTomoron
NPEBLICHIA PeVILTATE HHOCTPAHHEX KOLTer: Tk v 16,8%

62

GOMLHLN OTCYTCTBOBAN OTBET Ha Tepanuio, Gonee ueMm v S0%
MAHEHTOR MOCTUTHYTa nonHas pesuccus. [pasepuo v
27 A% yuacTamkos satmoganack spagnkamas MOE, wro an-
MAETCH MpeTHKTopoM Hanbonee aucokoit BEIL

HH (e ToM yHCIE reMaToIorHeckad TOKCHYHOCTE ) Gsimn
YMEPEHHEIMH H PEIKD NMPHBOMHIH K HEOONOIHMOCTH YMEHE-
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TabGwma 2. OTCPOMKS HIHAAD TEPANHE M PEAY KIHA A03 DEHAAMYCTHHA H2-33 HEKEAITEABHLI ABAEHHA

H Orrepoqea wasam YuecusmeHse Aok Meamana paceeTHol 1036
Rt L abc. ancno GomsHEx % abc. ancno HomkHED ] NPH €€ ¥ MCHEIITHHH, Mrys®
2.4 9w 137 6.6 7w 137 5.1 0
3t 4ma 138 9 Gm3 138 4.3 T
4-01 4 w3 130 3,0 5ma 130 38 L1
5 5m3 13 38 4m3 131 30 60
f-if 2 pa 110 1.5 Imalll 27 iy

T

IIEHMID 03K MM OTCPOYMKH OUEpeIHOrND Kypca TEDAIHH.
B mconenoBaHHe 3apErdcTPHPOEAH TONEKO | AeTamsHui He-
NON OT THREMEX MHPeKIHOHHEY OCTOMHEHH, CoAsanuki ¢
TEpAITHEH.

[Mpx HETEPNPeTALHY PEIVALTATOR HCCASOBIHNA CIeIy -
ET YUHTHEBATE £0 HEMHTEPREHITHOHHE XApAKTEp, OTHOCH-
TENEHD MOI0I0H BO3PacT OONLIIMHCTRE GONBHEIX, WX dVHE-
HOHATEHY 0 coxpanHocTs no mkane ECOG, orcyrcmame we-
IARMCHMON BATHIAIHH TMYOMHED JOCTHTHYTOTO OTBETA, a
TaEKKE MANEH Mepron HalmoTe s,

B uenos pesyakTaTH HCCHIENOBAHAA MOKATLEAKT BHCO-
iyio adibexrnenocTs PCE v peex 6ot X1 nne sapncH-
MOCTH OT BOIPACTa B cormyTeTEyIomEX abonesamiol. Huono-
CTpALHEH XOPOIEH NePeHOCHMOCTH NPETapaTa COy RHT Yy -
menne nokasarened KK u dymoamonanssoro cratyca 6onk-
HHEX, KAK BO BpEMHA JEYEHHH, TAK H MOCIE SN0 OKOHYARRA
CpanpurensHo HEOOIEINAN MeMATONOMHUECKAN TOKCHIHOCTE
H MANDE YHCTO HEQEKIHOHHKY OCTOMHEHHA CHIDKAIOT 33-
TPATE HA MPOBEI2HHE PEXMME, TIOIBOMRINT TPHMEHNTE 800 Y
MHpoKoro KpyTa Gomsaex X1

ABTOPK IAARNHIOT 00 OTCYTCTERH EORGITHETA HHTEDECOR.

Komnanma sAcrennac Mapsma Hpons, opramwzamop u
cnoucop nporpassil BEN-001, yuacteopana s paspaGorke
NPOTOKONA HCCASIOBAHMA, MENOCPEICTEEHHD KOOPIHHHDO-
BANA €70 NPOBEAEHHE, KOMIEHCHPOBATA IATPAThH HA BRITON-
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