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Peamwe

Ueas wocreaopanms. CHapakTepH3oBaTe rPynmy GoabHEX @O0AAHEYARDHOR Anomoi DA © sefikemHIaumed W OUEHHTH
hChEKTHEHOCTE PasteEl BapuadTos Tepanwu (R-CHORR-FMC aacoknaoanol xanorepanan — BXT).

Mareprans H meToast. Ha 250 naurenTos C asarnoaos (DA, koTopee obcaesoBankcs W nowysank Tepamo B RIEY THL M3
P, y 18 (7,2%) neamsses sefkesvsecki Bapuant A (oBHapy ®EHE OMXOASELE KASTKH B MA3KAX Nepudepriectoi kposu
LMTOADTHHECKH H METOADM MPOTOMHOR LMTOMAKDPHMETRHH — MLUI¥A)L. % 8 13 18 naumenTon ONPEABARAKCE IKCTPAHOARA b~
HHE OHEMH NOPEXEHNS. BOBAEYEHWE ASTKHY, MEAYAKS, CEAEISHKH, NOBCHMYHLN MEWLY, BEprHeR YeocTH, nosmodkos. B 17 wa
18 cayyaes poBAEYEH KOCTHEA moar. Mopdononeecks B Ouonmate omyxosel ¥y SOABUMHCTES NAUWEHTOR OTMEYAAICE KAPTHHA.
HHADWEHTHOH ¥ I:y 10 12 18 I usToACrHMECKHA THN OMyXoad, ¥ 14 M3 18 HOAYARPHER W HOAY ARPHO-AM0]TY IHRR XapakTep
OMYXOASBOND pl::cm:l_ B kauecTse TEpanMH Nepeo A AHHMHM NaLUHeHTaM NPOBOAHANCE KYPos R-CHOPR-FMC mam BXT © MICCAERY B
wel TPaHCMIAGHTAUMER Y TOADTHHHER CTEOADELD KAETOK Kpoas (ayTo-TCKEK).

PeayanTarel MeanaHa HabamAEHHA COCTaBMA 66 mec (12—217 mec). MNaTeTHan ofiwan BHxMBaewocTE (O8] H BHAHBABMOCTE
fGea nporpeccHposaima (BNB) cocTapkan 7 0% (cTaHaapTHan owwbxa 10%:) 1 35% (15%] cooteeTcTReHHD. Meanada ofwed npo-
ADAMHTEABHOCTH KHIHH HE ACGCTHIHYTE, MEAHAHA NPOADAKHTEABHOCTH XHIHH DE3 NPOrpECCHPOBAHHA COCTaBMAZ 3 roaa.
3axaqenne. fAefkesirieckvi BapuanT (DA xapaxTepusyercs Huakuse OB u BB, Hawbonee 3hhe THEHEMH OKRIAAHCE CAEAY -
IOWME XHM HOTEpaNeBTHHeckke peamb: R-CHOP © nocaeayiowed BXT » ayto-TCKK B nepeoi pemmcoun wan R-FMC. Aannne
KYPCH MO3BOARIDT B BoALIER CTENeHH anGsTECH NOAHOR 3PEAHKILKHE OITy XOAEBOTD KADHA B KOCTHOM MO3re. B canan C peuman-
BHEYIOWHM TederHes (A, a Takae arpeccHBHOCTHD ABAKEMMHHECKOro BEapHanTta (A B nepeci pessccrk uesecoobpano npo-
BOAHTE 3y To-TCKK.

Kaoieswe cACBa: (ROAAHKYAR DHAR AMMGIOME, ABHKEMKEELIMSA, HEDAIrONDMATHLA NporHos.

Leukemization of follicular lymphoma: The features of diagnostic and clinical course of a rare form
of the disease

E.S5. NESTEROVA!, S K. KRAVCHENKO', Ya K. MANGASAROVA', LV, PLASTININA', V.M. DVIRNYK', A.M. KOVRIGINA',
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Aim. To characterize a group of patients with follicular lymphoma (FL) with leukemization and to evaluate the efficiency of differ-
ent therapy options (R-CHOP/R-FMChigh-dose chemotherapy (HDCTIL

Subjects and methods. 18 (7.2%) out of 250 patients diagnosed with FL, who were examined and treated at the Mational Research
Center for Hematology, Ministry of Health of the Russian Federation, were found to have leukemic FL (umor cells in the periph-
eral blood smears were detected by cytology and flow cytofluorometry. Eight of the 18 patients had extranodal foci of involve-
ment: lung, stomach, spleen, lumbar muscles, upper jaw, and vertebrae. Bone mamow was involved in 17 of the 18 patients.
Tumor biopsy specimens displayed a morphological pattern of indolent FL in the majority of patients (10 of the 18 patients had
cytological grade 1—2 tumors and 14 patients had a nodular or nodular-diffuse tumor growth pattern). The patients undensent
R-CHOPR-FMC) or HDCT cycles as first-line therapy, followed by autologous stem cell transplantation (auto-SCT).

Results. The median follow-up was 66 months (range 12—217 months). The 5-year overall survival (05 and progression-free
survival (PF5) rates were 70% (10% SEM) and 35% (15% SEM), respectively. The median OS5 was not reached; the median PF5
was 3 years,

Conclusion. Leukemic FL is characterized by low 05 and PFS rates. The most effective chemaotherapy regimens were R-CHOP,
followed by HDCT and auto-5CT in first remission or R-FMC. These oycles can to a greater extent achieve a complete eradication
af the bone marmow tumor clone. Due to the relapsing course of FL and the aggressiveness of leukemic FL, it is expedient to carry
out auto-SCT in first remission.

Keywords: follicular lymphoma, leukemization, poor prognosis.

Ayro-TCKK — tpancrnmanTanms ayToNorHuHEY CTBOMOBER

KICTOK KPOBH KM — ooy smoar

EIB — srmmeacmocTs Gos NporpoccHposaHnE JIY — mpcbamierecme yanu

EPB — BeapecumnnBHaa BHAHEACMOCTE JIX — mamadsoma XoupekHa

BXT — pnicok0aoaHAR XHMHOTCPATTI MITH — mexay HapoAHENT MPOrHOCTHEECKHN HHATKS
JBEKEN — audsbyasas B-spymioicnerounan o HX T — nexonsoorckan musdiosa

TEPAMEBTMYECKMA APXMB OF, 2017 45



E.C. HecTepoBa w coaBT.

(B — ofwas BEKHBACMOCTE

[P — nonxas pemmcens
[TXT — noanxeMHOTEpANHA

MUIPM — nporouasas mETOgUIDREME TR

D] — thormxynapHan oo

FLIP]1 — Follicular Lymphoma Intemational Prognostic Index —
MEAYHAPUTHEI TPOTHOCTHMCCER mHacks s O]

Ki-67 — uracke nponrdepaTHaR0N 3KTHEHOCTH

MonnHEyapHas mumposma (M) senserca sropoii no
PACTIPOCTPAHEHHOCTH HEXOIREMHCKON mumosoit (HXT),
xapaxTeprayiomedica g 0% cmyuace HHIOAEHTHEM TEYSHH-
eM. JaboneBauHe OTIMYAETCH CEOEH TeTEpOreHHOCTEIY. B TO
ppema kak npH [—I1 mmmonorvgeckonm Tine 97 % nanmeHTon
nepexuBawT 5 mer Gea nevenwa [R. Advami, Stanford
University MC, USA], apyrie 20% naiHeHTOR MMEET NOPAZI0
Domnee arpeccHBEHOE TeYeHHE OMyXonH ¢ HMIKOH obmel nri-
supaesmocTein (OB) [1]. [porsocTiueckie HHAEKCH, TAKHE
K4K MERIVHADOIHEN NPOrHOCTHYeCKHIT HEIEKE 1A (hO/UTH-
kymapusx  auscom  (Follicular Lymphoma International
Prognostic Index — FLIPL-1 w FLIPI-2) [2, 3], akTvBHO HC-
MOILIYHTCH B KTHHAYECKOR MPAKTHEE, HO HE HEIAIOTCH 10—
CTATOUMO HANEEHEIMH, T[OITOMY TOHCK JOMOUIHHTETBHEDR
KPHTEQHER NPOTHO53 OCTAETCH aKTyankHeM. Hi onun w3 cy-
IMECTEYIDIIHK ~ nporsocTiueckny  wHaexcon  (FLIPI-1,
FLIPI-2, mexmyuaponHeii NpoOrdoCTHUECKHH HWHOEKC —
MITH ® np.) HE YUHTHBEIET HATHUHE OMYXOAEBEIX KIETOE B
nepuipepuueckoil kxpoe (neikemmyeckan dasa/nefiKeMHsa-
mua). B 30% cmyuasen npu @J] wabmomaercs nopakeHue
kocTHoro moara (KM), » Tonkko B eIMHHUHEX Coyuagx Ha
MOMEHT YCTAHORIEHHA THATHOGE ¥ MAIMEHTOR THATHOCTHY-
eTcH neiikeMudeckad daza (MelKeMHIaNnHA), YT0 MOZB0TIET
OTHECTH e K peaxoil dopme nposamenmns GomesHm.

[Nepone oTeuecTEEHHEE PAGOTEL MO HIYUEHHID NIOPLKE-
uua KM npu mmsadsonmax omybmmiosans eme 8 80-e romw
npourors seka [4]. ABTopaME DAHO ONpPeleTEHHE «TefKeMH-
3aHH THMGOMER — nopakense omyxonko KM c pazermses
KAHHHYECKDH KAPTHHH «MeiK03as, MPH KOTOPOM Halmona-
NOCE HE TONEKD TEHEPANHI0BAHHOE NMOPAKEHHE, HO M IIHPEY-
TMANHA OIYXONEBRN KNETOK B nepudeprieckoil kxponn. B pa-
GOTe OMMCAHO TPH HAHOOMEE XApPAKTEPHEIN MOPDOIOTHUE-
cxHx BapuanTa nopaxesua KM: Gaactaeil, cMemaHHo-ke-
TouHkli, namboupTapusil. Muvenno or papmaura nopase-
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uia KM zanscut Mopdoaoris olmyxoiessx KIeToK B KPOBRH
(mahoMITHEE KAETEKH C «PaCINEMIEHHEM» SAPOM,/ THMG0-
HIHEIE KIETKH [0 THIY LEHTRpoAnacTon).

B smmmvueckodt xaprase I poMmaHpyeT HomansHOE
reHepamH3I0EaHHoe nopaxenne, Ho B 2% BCTpEYAIDTCA CIy-
UaH IKCTPAHOIAARHEN noxamanmni omyxomn [5—8]. @l c
nefikesmsanmedt sorpegaeTea B 4—23% cmyuaen [9], ve peerna
COMPOBONAAETCA AbCOMOTHEM AMMPOMHTOI0M NepuhepH-
yeckolf kpomn. Jlefikemimeckne npoAEneHnA @] game
pcTpeuaioTed B Anownm (45%) » otanuse or 3ananHEX cTpan
(7—9%) [10].

BeposmaocTh BRERNEHHA OOYNOISELLX KIETOK B nepude-
prueckoit kpond npu U] seTonom cranzapTHoil ceeToBodl
MHEPOCKOTIHH cocTamnsaeT 3%, meTonoMm nonHMepaiHoi
uenuoil peaximm — 60% [11]. [o napusm nureparype, ned-
Kemuueckan craran @J] MOXET COUSTATECH KAK C HOTATEHEM
H/HIH SKCTPAHOIANTEHEIM MODAKEHHEM, TAK B BCTPEYATLCA
HIVTHPOBAHHD, T.2. Gea mumbanenonaran. B pabore C. Al-
Mawakil u coaer. [12] omxcamo 10 coyuaer nelKeMMIAIMN
MJ1: n 6 HAGMIOAATOCE COMYTCTEYIOIIEE NOPAXKEHHE THMpATH-
ueckHx yanon (JIV), B 4 — onpexelenne OIyXONEREX KISTOK
TOUIEKD B KPOEH, UTO CERIAHO © HHAMIEHTHREM KIHHHYECKHM
Tegennes abonesanud. [lo sameganmo GOABIIHHCTES ABTO-
pon, @1 ¢ nefixemuzannedl npoTeaeT Oonee arpeccuaHo [13,
14]). Hampymep, no gauney B, Beltran w1 coapt. [10], #3 7 ma-
uHenToR gefikemmaanms O TonsKo 00HHE, KOTOPOMY BEITION-
HeHa BeICOKOn03HAR xumuoTepanus (BXT) ¢ tpancnnanra-
IHEH ayTONOTHUHKX CTRONoBRIX KneTok kposu (ayro-TCKK)
E MEPBOH THHHM TEPAIHH, XHE H HAXOAWTCA B PEMHCCHH 33-
GONeRAHHS; BCE OCTANBHEE IALIMEHTH YMERIH HIH HHEE C
npHadakave Goneann. [MonobHee pesyALTATE MPENCTARHITH
M. Kodaira 1 coasr. [15]: nefixemymeckan dopsa @I, Ha no-
mio koTopoit npuxomuTea 2 1% cayuaen, xapaKTEDHIYETCH Xy A-
el BHKHBAEMOCTEED 083 MPOTPECCHPORAHHA.

Mo nauuem C. Sarkozy w coast. [16], @I ¢ nefixemmsa-
umei cocTanaset 7,4% (37 w3 499) poex cayvuaen 3a00NCEAHHA.
M3 37 manmenTon » gannoit patore v 51% prmareno nopake-
uHe KM. Hammne W KoMMdecTBo MY THDY KITHY 0Ty X00E -
BEIX KJIETOK B NEPH(E PHUECKOH KPORH B HCCTEI0BAHNH OTPE-
mensm MeTonos [THMM. Pesynerars necnenosasia oKasa-
NHCE CASTYIOIHMH: K MPH HOPMATEHOM KOTHIECTRE e -
KOUHTOR W JHMbolHToE B nepadeprueckoil KposM He Ho-
KI0YASTCH (PAaKT HANHYMA OIYXOIEBLX KneToK B kposu; M1 ¢
nefikemMuzanmedi xapakTeprIyeTca Houee KOpPOTEOl BROKHEAE -
mocTE0 Ge3 nporpeccuposanus (BIIB) u OB; umpry s
OIMYXOAEBRIX MTHMOOMIHEX KIETOK B KOIMYECTEE GOree
4.0-10°/n ABRAASTCA HEZARMCHMEIM IMPOTHOCTHYECKHM (hakTo-
posm OB. Taxww obpazom, neiixemuueckan thopaa @I acco-
mHHponana ¢ Gonee koporkoit BITB, umeer sasscHmocTs or
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Bl Juropcknii np-, 4a; c-mail: nest cki@yandex. ru
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AeRREMAIALNA PPOANHKYARPHOR AHMEOME

FLIP), a taxxe HanpaMyo SAEHCHT OT KOHIEHTPAINH CHIBO-
poTouRONG [ -MHKPOrMoGY THHA.

@/ c nefixesmpEaHelt ARMRETCH HE TOALKO peaxod dop-
Moil 3a00NEBAMHA, HO HMEET OHOMOTHUECKHE OCODEHHDCTH
(HANMpHMED, MOTEPH OMYXOIERKEIME KIETKaMH (hakTopon amre -
IMH), YT0 BEPARIETCH BEICOKOH arpecCHBHOCTLID KTHHHYE -
CKOTD TEYEHHH,

Tepamua nefixevmueckoro napuanTa @I no HacTommero
ppemenH He onpeneaens. OCTaeTen HERCHEDM, CTOHT AH Ipo-
BOTHTE WHTEHCH(MKALG TEPAITHH AR TPYINTE NameH-
TOHE WIH Ae fiKEMHIALIHA HE SRIHETCH DITPENETHINITHM TPOrHO-
CTHUECKMM EDHTEPMEM H TEPANMI0 HEOONOIHMO NPOBOIATE
COMMACHD KAHHHYeCKHM pexoMennaimsM (kypewt R-CHOP
e R-B 8 xauecree nomyscimm).

MNoanepxuBA0mAaR TEPAMHA PHTYECHMAaGoM B TeueHHE
2 net, ocofenno v Gonsix Ol ¢ neitkemmueckoil hasol, oy-
IECTEEHHD CHHBEAET PHCK PEIHINED WIH MPOTPECCHPOBAHKA
sabonepanms | 16].

MarepHasl H METOALI

C 2001 no 2016 r. s THL M3 PO noa sabmoncHBcM HAXOIHR-
ek 250 Gonsa @1, v koropux 8 30% coyuace mafmoaanocs mo-
pazcunc KM aronexo v 18 (7,2%) apseacy roixcmac okl saps-
ant L Y 2 w3 18 nanmeHTOoR DMPKYNSOHE OOYXOACBLX KACTOK B
neprpcpiacckoi kposr nogrecpeacHEa MeTogos [THEM (8 ma-
drommaproM nomurode npeobmagam B-mmadbomrms, knosansese
Mo ACTKOH X-UCTH  MMMYHOrMoOYIMHOE, KO3KCIPCCCHpYRIIIe
CDICDI9/CD2Y). B ocranesmx 16 caywasx noarsepamcHme
ACITKCME M OCHOBKEBEATOCE HA MOBEIICHEH A0TH THMpoERToR
P noncyeTe nefikoumTaproi dopsy s (Gonee 45%) 1 xapaxTep-
HED Mophonormeck iy ocobeHHOCTAX ANMPOLMTOR, B MAIKE NE-
prdicprYCckoil EPOER ONPCACHUTHCE [TPCHMY IECCTECHHD ATHITHY-
HEE AHMOMIHLE EIETKH KPYIHLEX PAIMEPOR © «YPOLTHELIMHS
ANpAMHE ¢ OMOAORCHHON CTPYETYpOil xpoMatiHa, ?—3 ceeTanivme
ANpLITEAME, THMPONAREE KICTER CPEIHNX PAIMEPOE ©O Ipeaoi
CTPYKTYPOil SOpa, «paccedcHHOs CTpyRTYpoil aopa (pee. 1—4 em.
HA UE. BENSHKE).

Hz 18 GoneHux ¢ acikesmeecks sapuasToM O] Gumo B sy
quH ® 8§ menmman. Meanana soapacra cocrasina 34 roga (27—72 net).
¥ 5 boanHzx B noboTe mboncEaH A OOPCICUUTHCE Y XONCELIC KOH-
rnoMcpaThE paascpos Gonce 7 cm By TRROpmAOR wiH 3abpronmm-
Hoil aokamsamai (bulky). ¥ 3 naumesros vabmomnamics secTpano-
AATLHEC OMArH: ¥ 5 0TMCHANOCE NopaXcHIE Bersmx, ¥ | — wemyaxa,
¥ | — concxcnxn (srurantckass concacHxa), ¥ |— noscHesmMex
s, ¥ | — nopaxcuse scpxmcit wensocmy, ¥ | — nozsoxkos. Bo
Beex COYHANY IKCTPAHOAANEHOID NOPAXCHHA HAlTOIANOCL Cose-
TanHoe nopaxesne JIY pairuHoil fokamHm e, SKCTPAHOAATEHEX
oaaros 1 nopakenns KM, Y 17 nammesron msenocs nopasenmne KM.

Mo kperrepaas FLIPLE- ] maomwesTs pasaemanecs Ha 3 rpynne: &
|-it rpynne packa — 2 Gonsken, go 2-i — 5, 8 3-5— 11, B 13 coyqanx
Hafmmnanock Hamraee B-cuunromos, ¥ 10 narmenTos amarnocms-
poBar [—II uwmonorseccemit Tan @1, v § — A, To xsapakrepy
MpoIRCparie OMYXQMH PACHPCACACHEE OKAIANOCE CIICTYHHITMM:
HOIYNEpHEG xapakTep pocta — ¥ 10 Bonssso, nogyaspao-aadsdrya-
He — ¥ 4, maddey it — v 4. Hugexe npomndepamisnoi akmis-
nocT { Ki-67) B cpeanes cocrasmn 27% (1-705%).

HsanyHoosnaerccxoe mecneosaHne Heikos CRHIBOPOTEN KPOBEH
w sose mposcaeHo B 10 cmysas, M3 HHx NOBRIICHWE KOHICHTPR LK
crBopoToraHoro i, -smcpornodysa kak dakropa HeGnaronpRATHG-
ro MpOrHo3a AHACHOCTHPOBARO B OOHOM. AKTHEHOCTE MAKTATACT#N-
AporeHais npessmana HopMy (274—T000 ea/a) v 12 nammesTon, na
Huxy 5 Gonee 1000 ca/n.

¥ 14 GonsHuE BENOIHCHD WHTOMCHCTHYCCKOS HOCTCIOBIHME.
CraHaapTHO: UHTOMCHCTHHECKDS HOCHCIOBAHNE |(KapHOTHIHPORA-
Huc) BEmonncke 3 Gonekem. B 1] ma 14 cnymes senonmaanocs
FISH-nccncaosanme 10 BHSBICHAA MCPecTPOCk aokyca reHa BCL-
2(ui14;18Hg32;q2 |} » mapmarmex.
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[lpr craHaaprHOM UHETOMCHCTHMCCKOM HocncnoBaxmm (3 no
14 coyuacs) KAPHOTHIED GITYXOTH OEATUTHCE CUCTYBOMMMH. B TCPBOM
cayaae — sapaoran 48—49. XX, +7, +der(X (X 14;18), 1(17g)iqll),
+der{ 1B)del{ 18){gl2); so sropos — 47—48, XX, +2, den9)inv(9)?
if 14; 18){g32;q21), +20, t{14;18)({q32;g21); s rpereens — 46, XX, t{1;11)
{g32;gl0—11),0014; 18)g32;q21) [21]/46, XX[9]., Jarrwe sapsormm
npumﬂcn::hmuummcﬁmmruwrujmummmt
tpancrosup (14;18) ¢ apyrious reserrseckimm nonos@MK, TO
YEAILIEACT HA BRICOKY IO ArPEct HBHOCTE Y XOCB0ND MIEcca.

[pr FISH-seencnosamss (prnomaeno B 11 w3 14 cmyuacs) no-
Mo xapakreprod e O rpancrosaem t 14; 18){g32:q21), & oa-
HOM sumencHa del( 1 7pl 3)delibg), so sropos — (+der(18) t
{14:18){g32:q21), B TpeTREM cayuac — Tprcomua | B-i xposocoae.

Bo seex 14 cmysanx, npe KOTOPEIX BREMOAHCHD HHTOMCHCTHNC-
CKOC MCCACADBAH WS, BRMERcH Tpascaokamsa t{ 14; 18)(g32;q21).

Yuurmnasn kpaiinimo peaxocts aarsoi dopss @1, senpeacka-
IFCMOCTE ITHHHYCCKOND TCHCHHEA M OTCYTCTEHE MHPOBOND OILITa Bo-
AEHMS TAKHYX BOMBHEX, B KAMECTRE MHIYKIMOHHON TEPAmaM MpHMe -
MM BApHaNTHEE Kypes nomcemmorcparmes ([IXT): BXT, R-
CHOP, R-CHOP ¢ nocrenyomed BXT (R-DHAP), R-CHOP c
ayro-TCKK, R-FMC {es. abmuny).

CramucTwseckuii anamms. Brnonyecs SacToTHEN aHanms TaHHex
© HETOALIOBAHHEM TRENHI COMPSKEHHOCTH (¢ TOYHEM KPHTCPHCM
Pumepa). [lopor cramHeTHHCCKOE IHAMHMOCTH NREHAT PABHEM
0,05, PacqcTal npoBoIHIBch B CTATHCTHECCKOM nakere SAS 9.1

PeayabTaTe

BXT p neppoil mHEEH NpOBENEHA OBYM IALHEHTAM,
B nepmom coyuae (11 ummonorsgeckmit THO omyxomH, mad-
dryaueni xapaxrep omyxonesoro pocra, FLIPI-1 111} npopo-
munack [IXT cornacuo mporoxory mNHL- BEM-90 — Gmosm
A, C, A, C c prryEcHMadoM, NOCTE KOTOPRIX OIyXOIE COKDa-
THIACE He Gonee wem Ha 50%; nanee nmpopegeHO NOCTETORI-
TensHo 2 kypea R-DHAP, srcokme noasr unknohocthavmma c
PHTVECHMEDOM, TIOCTE YErn MOCTHTHYTA MOMHAS DEMHCCHH
(ITP) zafonepasms. YUHTEIEAH HEBOIMOKHOCTE MOOMIMIG-
mue knetox CD34+, nponoiskena nongepaHeanman Tepa-
miA puTyECcHMatoM | pas e 3 mec. Cryvera 42 mec y Gonseoit
PAIEMICH PENHIHE 3a00IERAHHA C PEIHCTEHTHEIM TEYEHHEM
dhommakynApHo# THMdoMEL K TPOBOIMMEIM PEXHMAM TEDE-
TIHH CO CMEPTENEHEM HCXOIOM.

Aevenne Goasnex DA ¢ AeAkesmpzauweR

Mepuon
Cxema Teparmm Peaynemar Tepammn .
I. BXT (n=2) | — nepasrtHo-pean- 2 mec
cTeHTHOE TeeHe — CM
| — noamgHwil perrHe 42 mec
{18 mec) — CM
II. R-CHOP+BXT 2 — P — muEw 25, 60 mec
(m=4) 2 — mepREMHO-PeIH- 12, 36 mec
CTCHTHOE TEHCHHE
111. R-FMC {n=1} 1 —TIP — s 45 mec
2 — noagHHE peIHIHE 128, 159 mec
(14, 24 mec)
IV. R-CHOP (n=T) 3— P — xuew 15, 62, 103 mec
4 — moamHEE perIHe 132, 217 mec
(41, 36, 45 u 60 mec) —
2CM
I — aymo-TCKK 60 mec
| — moaea 151 mec
V. Ayro-TCKK
{n=2) ¥ — xuBL 45, 186 mec

Hpuseenamue, CM — crouaeoii soar.
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Bo sropom coyuze (11 uawmonorsgeckmdt ™Mo omyxoomm,
HogynapHo- tHddy 3L xapakTep omyxoneporo pocta, FLI-
PI-1 IIT) manmendTke B KAYECTRE TEPANMK MEPROF THHHH OPO-
pominH Kypell R-ESHAP, conepaaniie oxcanunnaTiy, He-
CMOTPH Hi KOTODHE OTMEYANOCE TEPEHYHO-PEIHCTEHTHOE
TeueHHE oimyXomH. Cayuall OROHYHICH CMEPTENEHEIM HEX0-
A0M B 0UEHE KOPOTEHIT nepron HaGmonenns — 2 Mec.

Tepanua no cxeme R-CHOP ¢ nocrenyomeit BXT npo-
peneHa 4 GonsHev, B 2 emaasx (ITIA oemonorsgecksii Tan
OITY XOMH, HOTYIIpHo-THdsdry st xapakTep omyxoiesorno po-
cra, FLIPI-1 [1I) prOpannan cxesma TEpanHM MNO3BOAMIA 00~
criuk [TP saGonesapnn. [Tamsesma some o waxonsmea 8 [TF
A0 HACTORINEND BUEMEHH MPH cpoke Hadmonerms 25 1 60 mec.

B 2 cyuanx us 4 (11 w0 ITIA upmosorsuecksdi Tin omyxo-
i, mutdyannt xapakTep omyxoneporo pocta, FLIPI-1 11w
I1I), HecwoTpa Ha HHTEHCHQHKALTND CTAHIAPTHEX CXEM TE-
pariy (Tepamus kypcasvu R-CHOP ¢ nocnemywomms npose-
AEHHEM KYPCOE, CONEPXAIIMX LIHCTUIATHHY), HAOIIANOCE
NEpEHYHO-pe3cTeHTHOE Teuerme M1 npu nepuone wabmo-
nemnA 12 w36 mMec.

Kypcr R-FMC nposenensn 3 Gomsssms (11, T o ITLA e
TONOTHYECKHA THIT OITYXOUIH, BO BCEX 3 CIy4anAx HONYIHPHE
NAPAKTED OIMyXONEBOro pocta, B oguoM cmyuae FLIPI-1 11, »
2 — I—1IV): 8 | coyuae nocraruyTa [P 3abonesanna 1 na-
UHEHT XHE 10 HACTOAIIETD BpEMEHH NPH NEPHOIE Habmoge-
uHA 45 mec; B 2 coyuasx Tepanma noisonua noburesca [TP
@], po crovers 14 w24 mec pasEHIMCE MOSTHHE PELIMAMBEL,
NPH KOTOPEI MPOBOTANACE BTOREA THHAA TEPATTHH C T0CTH-
WEHHEM YACTHUHOH DEMMHCCHH.

Tepanus R-CHOP » nepeodi mMHHH TEDANTHH BEINOAHEH
T Gonenes. ¥ 3 marmenton noctarayTa [P saGonepanmn, ko-
TOPAA COXPAHSETCH 10 HACTOAIIETD BpeMEHH (Mepron Hafmo-
newnA cocTapnAer 15, 62w 103 mec).

¥ 4 Gonesesn npe pocTiskenny [TP @I pasemnscs moan-
HHe perMoHel (cmycra 36, 41, 45 u 60 mec). Ha 4 cmyuaen
MOFIHHX PEHHIHEOR Y 2 GOUILHKEX TEPANTHA OKOHYHNACE CMED-
TenbHEM wexonos (11w IIIA upronormueckmit THO, BomynAp-
HE THO pocta B oboux coyuasx, FLIPI-1 11 u IV). Jevsa na-
mserTam ([—I1 urmonorsmecioad TH, Homy TApHELT THIO poCTa
g obomx coyuasx, FLIPI-1 11 w I11) ¢ GraronpuarHesg mexo-
A0M TPOBOIHNACE CAEAYININAY TEPANHA. ONHOH IEIHEHTKE
npoBeneHa TepamuA kypeaMi R- DHAP ¢ nocnemyomed ayro-
TCKK (nammsenmsa xupa # saxogures B [TP npe mafmone s
6l Mec), B IpYTOM CVUAS C YUETOM BOIDACTA CTAPIIE 55 NeT |
COMATHYECKOTD CTATYCA NPOBNIMITACE HEMPOrPAMMHAS TEPaE-
MHH C AOCTHAEHHEM CTaAMIH3AIMH COCTOAHMEL

Jpows Goneresm @1 (11 usmonorvoeckmii THD, HoIy-
MAPHEI M HOMynEpHO-THgy3HEA THO pOCTa B 0BOMX CAyda-
ax, FLIPI-1 I s 1), yusTranan GONLINED Oy XOIESHEYED MAccy B
nefiore sabonenanms, encokmit wanexke FLIPI-1, wenocra-
TOUHYW HphekTHEHOCTE HHIYVKUHOHHOH TEPANTHH KyPCaMH
R-CHOP, g nepaodt masms repanmas ssimonsneda ayro- TCKE.
[ManmenTsr amae, vaxonaTca B [1P zabonenanna nps cpoke
uabmomenus 45 1 186 mec.

M3 18 naummenTos ymepnn 4 (25%) Ha paanmIHEX THHHAX
TEpPaIHH.

M3 npencranmeHHOrD AHANHIA PESYIETATOR NEYEHHH
18 ooneHBX nefikemydeckoro gapuanta @1 nanbonee ag-
hEKTHEHEIMH CXEMAMH TEPANHH, MOSBOIADIIMME T00HTECH
MOTHOH IPATHEAIHHE OMYXONEB0TO KI0HA, ARTAINTCE KYPCH
R-CHOP ¢ nocnemymwimeit aymo- TCEKK u R-FMC. Bdwbex-
THEHOCTE TAHHEIX CXEM TEPanmHH MOKET OOLACHATECA TEM,
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uTo npe coxpanensy omyxod B KM (a nopaxense KM npe
@J1 patmogaeres v 80% naumenTon; y peex |18 Gonrakm @]
¢ neftkesmaanuedt mopaxen KM) ameetcs sricoxcuit puck pe-
mHmaea. Pexoiu xonnuoHonnponansa nepen ayto- TCKK —
R-BEAM/R-CEAM u xypc R-FMC o cpasnensio ¢ qpyri-
MH EXHMAMHA B GOTLIIHHCTEE CIYYAER NO3B0AAET T00HTLCA
capary KM. B conan © nmcoxmsm pHCKOM paiaiTHa BhIpa-
wenHo#d remonnazsin KM penmonmnpyiommm Tedenmes
@J] mprMenenyte Kypeos © duyaapadHHoM B NEPBOH THHHR
Tepanuy Heuenecoobpazao [17].

Obcymaenne

Nedixempeckmtt papuant @I aerpeuaeTca kpaiine pen-
ko — 18 (7,2%) coyuaen v3 250; THATHOCTHDYETCH IPEHMYIIE-
CTHEHHD MPH MHKPOCKOMHA MAIK0R nepuhepuueckol Kpo-
B, a Taxse Metonom [MIEM. B zanmos MoccnenoBasHH y
2 w3 1§ nauMenToR IMPKYASIHA ONYXONERMY KIETOK B HEPH-
thepuueckoit xposn norreepaxnena MetonomM [THOM (B moa-
thoumTapuoM nonurode npeonatam B-mawdomsma, kno-
HANLBHEE MO0 NerKof X-UenmH HMMYHOrIoOYVITHHOB, KO3K-
copeccupyioume CD10/CD19/CD20). He mcerma wanwumue
ONYXOIERLIX KIETOK B NEpHpeprueckolil KponH accolMmpo-
BAHO C AgifkommTosoM B msdonmrTosonm [1E].

B wactosmee spesms munexc FLIPI sanmerca cameam ua-
CTO HCTIUTBIY EMEIM B MPAKTHEE MPOTHOCTHYECKHM HHAEKCOM
mpe @1 [2] 1 Tonexoe FLIPL-2 yusrasaer pormesenne KM B
KauecTse HednaronpuaTHoro thaktopa [3]. Tem ne menee nei-
KEMHZAINA KAK CAMOCTOATENLHLI MIPHIHAK HE OLEHEHA KiK
nporuocTHueckidl thaxtop. Kamumuecku B nefioTe He Bo Beex
Cyyany 33000eBAHKE BEeT cedn arpecCHEHD nonobHo nei-
KO3y, OIHAKD YaCTO PEMITHENPYET M YKE B PELHANEE Habmo-
AAETCH PEIMCTEHTHOCTE ONYXOJIM K MPOBOAHMEM Kypeam. Ha
|8 mpoamamManpoBaHHENX GonbHEX C aefixesmuanmedt @I
#meel 14 npr menmane madmoneana 66 smec (12— 217 aec).
B 2 cmyuanx mpu ol xe smenmade HaGmoneHHA MalWeHTE
MMEBEL, HO HMEIOT NEPBHIHO-PEIMCTEHTHOE TEYEHHE OITYXOTH.
[Maraneruna OB GonsHex ¢ nefikesmyueckny sapHadTom O]
coctapuna T0%, 5-meTumH GesPELMIMBHAR BEDKHEIEMOCTL
(EPB) — 35%. Tlpn ananw3e coyuyaeR CMEPTH BCIEICTEHE
NPOrPECCHPOEIHMA OMyXOIH Pe3yIETATE OKARUIMCE CIEIyI0-
s [— 1T umronormeckyil Tan v 2 B3 4 GOARMEX, HOTY-
MAPHEN B HODYAApHO-TAgMyIHED KEpaKkTep OIMyXONesorn
pocta — 3 n3 4, Ki-67 same 20% — v 2 cavuanx, FLIPI-1
M-IV — 3 w3 d. Wz 4 ymepmmx 3 oTHOCHIHCE K TPYTINE Bhi-
cokoro pucka. [Ipun aganmse ciyyaes paHHe CMEDTH M NEp-
EHYHO- PEIUCTEHTHOTD TEYEHHS OMYXOUIM HE BEARIEHO TANH-
CHMOCTH MERIY UMTOIOTHYECKHM THIOM omyxonH, Ki-67 u
XAPAKTEPOM ONMYXOAEROTD POCTA.

Tounrnl erGop TEpanHK HE OIPEIENEH; BEPOSTHEE BCE-
ro, MULKEH CEKAOHATECH B MOIL3Y HHTEHCHBHELX PEXHMOE.
Amanus pesynsraron nevenns |8 manmmedTon nokazan, gmo
sfupekTHEHEM NpeEnapaToM ARAReTCH  (UyIapadMH: M3
3 GONEMEIX, TIOMYYARNTHX TAHHE npenapar, nce wensl [Tpa-
MEHEHHE AHANOTOR IyPHHOE B MepRoil THHHH He PEKOMEHID-
BAHO, OCODEHHD ¥ MOIONEIX IAIHEHTOR, B CHEZH C MHEID-
afinaTHEHEIM  neficTomeM npenapaton.  MuenoabnatHoaoe
AefCTENE IYPHHOE CHU3HT BOSMOAHOCTE JATOTOBKH CTRONO-
BhiX KneTox kposH # nposeaeHnd BXT manmenras, xomopsiv
OHA GYIET NOKA3aHA B TanEHedme.

[Mpuverenne antH-CD2) sMoHOKIOHATEHEX AHTHTEND
npueeno K yeenmmuenmn OB w BEPB [19, 20]. B GonsummacTse
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ciyuaes MpeKTHEHOCTE PEXRHMOR HMMYHOXHMHOTEDAITHH,
HEHGONes MHPOKD NMPHMEHAEMEIX B KIHHHYECKOH NPaKTHEE,
CUNTASTCH HEqoCTaTouHo ddexTuanoit.

B nocnennes ppesa GOARITHHCTRO HCCAENDBAHHN MOCHT-
meno Guonoris mrsdarieckrx omy xaned [21—23], 5 uact-
HOCTH MIYMEHHW MOnexyn anreswn. Pan wccnenoparencit
NPENNOIATAIDT, UTO NOBLINEHHAN KOHUEHTPALMA MOJEKYT
KNeTouHoil anreiv B CHBOpOTKE Kpoan (Hanpusmep, CD44,
ICAMI, CD5 wm VCAMI, CD106) accoumuposana ¢ Ha-
JIHMHEM IKCTPAHOTATEHEN O4AI0E W ArPecCHAHEM TEYEHHEM
mvmMibomea [23]. Jansiie Monekyie NPHCYTCTEYIOT HA M0-
REPNHOCTH B-KIETOK M PEryIHDYIOT KK KIETONHEE BIANMO-
AEHCTEHS, TAK H MHTPaIHI0 KNeTok. OHE NOCTORHHG IMPKY-
JHPYIOT B KPOREH, HY KOHIEHTPAINA B CHEOPOTKE MOKET DETh
IMEDEHA € MOMOIITED HMMYHMDeDMERTHOD AHATHE.

B mccnemyesmoil made rpymme SonkHEx y 8 13 18 onpene-
MIMCE SKCTPAHOMANBHRE OYarH NOPAKEHEN BORTEYEHHE
JIETKMX, XeNyIKa, CeleseHkH, MOACHHIHEIY MBI, BepxHell
UEmOCTH, No3EcHKOR. OnHoR W3 BOIMOBHEX PHYHE HATH-
YA MHOMKECTEA JKCTPAHOIAMEHEN OUATDE MOKET SRIATHER
HMMEHHO MOTEPH (PAKTOPOE SIrE3HH OMYXOTEREMH KTETKAMA.
Hanpumep, norwmenne yposaa CO54 5 xpopn MomeT 0ih-
SCHATECH MPOTEQIMNTHUECKHM BRCBODOXIEHHEM (axTopon
ANTEIHH OT CIYXONH. STO CRHIETENLCTHYET O OTEPE AATEIHE-
HOo# cnocoOHOCTH OIYXOIER0H KIETEM H OORACHAET LIMPKY-
JIAIHID AaHHEX KaeTok B kpopd. TlonobHse wmccaemopamnms
npopegedsr npH guddyanoi B-kpymmoxnerounoil musgome
(IBEEI) [24—26].

Enerounsdi rmaonporenn CD44 peryanpyeTr nponade-
pamno knetok B wupazmo [27]. Bricokxas xonnentpamms
JAHHOTD TIROIY KT CEHIETEALCTEYET O METACTATHUECKOM [10-
TEHIMANE Oy Xonersx kietox [28, 29].

ICAM-1 npeacrarnaer coboil MONEKYTY AIreiMH KIETOK
cemelicTaa masyHornodymmHon. Mexanwame paboTe ganuo-
ro thaxTopa 3akmouanTed B cneayiomens: [CAM- 1 na B- -
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dhoumTax pzaumoneiictayer ¢ anmureson (LFA-1) ua T-mam-
dhoumTax, vro yeenwureaeT akTHeamun B-knerox [30]; cas-
aspanme ICAM-1 ¢ ero paznsuHEH THrAHTAME MOXET TPH-
BECTH K TOBHINEHHE HHBASHEHEIX CBOHCTE aHMdoImTa.
Munumansuoe nossmense 8 cuBopotee kpomn ICAM-1
mpa @I, IBEE u mimadone Xomsoomma (JIX) accoimmpo-
BAHO C PEINCTEHTHOCTHID OMYXOJIEERX KIETOK K TEPAITHH.

VCAM-| npencramnaer coboit MONEKyITy agresHH Kie-
TOK, KOTOPas ONOCPEIYeT CRAILIBANHE THM{OIINTA C 3HI0TE -
nmues. Baasmonedicrene VCAM-1 wa sunorenManbHex K1eT-
¥kax ® agrureda (VLA-4) wa mowdourrax mveer Gonkioe
IHAYEHHME MTA MMIPALMH [OCNETHEND YEPES COCYIMCTYI
cTeHky B B TEaHM [31]. Bzansmoceask NOBRINEHHA YPOBHH
VCAM-1 o cupopoTEE KpouM H HefIAroNpHATHOND NPOrHOE
nponeMoncTprposana mp HXTT, JIX, a Taxke npu ocrpom
nHmMiboGnacTHoM neftkose.

Jakawuenme

Ananms ocobeHHOCTER KnHHMdeckod kapriHe DT ¢ nei-
KEMH3AIHER M PeyALTATOR NPOBOIHMON TEPAITHH MOGROAAET
TIPEATIOIOMEHTE, YTO B JHATHOCTHES AeiKeMHUECKOTD BApHAH-
1a (/] onpenesEoIHM SRTRETCH IHTOIOMHYECKOE MCCIEDRS-
HHE MAIKOE NepHbepryeckoll KPOBH INA BRARTEHHA THPKY-
MPYIIHX OmyXoneakn kneTok. [Tpn obuapykensn omyxomne-
BEIX KNETOK B LUHTOIOTHYSCKOM npenapare nepudeprueckod
KPOBRM [HIKAZAH0 NPOBEIEHHE HMMYHODE HOTHITHPORAHHA,

Hambonee sdexTHRHEIMH DEXHMAMH TEDANTHH LNH Te-
uenHA GoneHeX O] ¢ nefikemuzaimeid apnaoTes B-FMC n
R-CHOP ¢ nocnemymomeit BXT u ayro-TCKK, onuaxo ua-
agauenne pexcimor R-FMC g nepeoit nurmMy Tepanuy Hewe-
NecoobpaszHo ¥ MOTOIEX GOABHEIX, KOTODEIM, BOIMORHD, M0-
namoduTea BXT [32—36].
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