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ABSTRACT

We present the combined experience of the leading centers
in diagnosis and treatment of Burkitt’s lymphoma (BL) in
children, adolescents, and young adults, that is the first one
in the national scientific literature. It includes immunolomor-
phologic and cytogenetic criteria of BL. The clinical features
of BL in various age groups and treatment outcomes
according to B-NHL-BFM 90/95 and CODOX-M/IVAC
programs are described. Also, the treatment outcomes ac-
cording to the original national LB-M-04 protocol are shown.
The place of rituximab in BL treatment is discussed.
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PE®EPAT

B pa6oTe npencraBneH 1 0606LLEH OMbIT BEOYLLMX POCCUACKUX OHKOremMaTtoso-
rMYECKUX KINMHUK. B cTatbe npnsoasaTcs MIMMYHOMOPAONOrM4ecKue 1 LMToreHe-
TUYECKME KpUTEPUW AnarHocTuku numadomsl BepkutTta (J1B) y petewn, nogpocT-
KOB 1 MonofbIxX B3pocsbIx. OnucaHbl KnuHuyeckne ocobeHHocTu J1b B pasdHbIxX
BO3pacTHbIX rpynnax. OcseLLeHbl BONpock! iedeHus J16 no coBpemMeHHbIM Mpo-
rpammamu B-NHL-BFM 90/95 n CODOX-M/IVAC. MNpuBopsaTca pesynsraTbl ne-
YeHUst N0 OPUTrMHAaNBHOMY OTeYecTBeHHOMY npoTokony J1I6-M-04. O6¢cyxpaeTcs
MecCTO putykcmumaba B Tepanum J1b.
KnioueBble cnosa:
numadoma bepkunTTa, AeTn, NogpocTK1, Monodble B3pochble, KIMHUKA, auar-
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BBEJJEHUE

Cpenn HexopKKUHCKUX umdom (HXJT)
BJIETCKOM Bo3pacte iuMpoma bepkurra
(JIB) cocrabasier okosio 40 % [1, 2].
Y Bapocabix JIB cocrasaser 2 % Beex
HXJI. Menuana Bogpacra y getedl —
4—8 ger, y B3pocabix — 30 Jjert, ¢
npeoOyaaaHueM JIULL MY»KCKOTo 1oJia
[3]. Bbiiessiior sHAeMUYeCKui, Cro-
paauyeckuil Bapuanthl JIb u Bapuanr,
CBSI3aHHbBII ¢ UMMYHOIE(DUIIUTOM [4].
OHJIeMHUECKHH BapHaHT BCTpeva-
ercsi B ctpanax Lentpanbron Adpuku,
Yraune, Hosoit [Bunee u Kosaym6uu.
XapakTepuayeTcsi aCTbIM MOPaXKeHHEM
Kocteil anuesoro ckesera (10 80 %),
peXKe OTMEUaeTCsl BOBJICUEHHE B OITyX0-
JIeBbIH MPOLECC OPTaHOB OPIOIIHON MO-
nocth (40 %), pasBuTue HeilpoJieiikosa
¥ TIopazkeHHue KOCTHOro moara [5—8].
Crnopajuueckuit  BapuaHT — peru-
CTPUPYETCS B HEIHIEMUUYHOH 30HE, H
JUIsl HETO XapaKTepHo HauboJiee 4acToe

nopaxKeHue OpraHoB OpIOUIHOH 10-
Joctu, Jumdarudeckux yajos, [THC,
FOHAJl U KOCTHOTO MO3Ta. XOT$ OMUCaHbI
C/lydad TIOpayKeHH§1 KOCTEH JIMLEBOro
CKeJieTa W MPH CIOpajnyecKoM BapH-
anre JIB[9—11].

Bapuanr JIb, cBsizgauubiii ¢ umMmy-
HojeduumMTOoM, passuBaercsi y BHY-
MHpULIMPOBAHHbIX nauueHtoB. BKY
CMOCOOCTBYET MJI0XO KOHTPOJMPYEMOK
npoJsiudepayn B-kiaetok, uHUmpo-
BaHHbIX BUpPycoM JmiuteitHa— bapp
(B3D), noBbilias puck peapaHKUpOBOK
¢-MYC. Boshukatomue npu BHY-
MH(PEKIHY LIHTOKMHOBBIC HapyLICHHUS
CMOCOOCTBYIOT IJIUTEJIbHON AHTUI€HHOH
CTUMYJIILMU € MOCJEYIOEH UMMYHO-
cynpeccuedi [ 12].

B sutepartype 1wmmpoko o6Cyx-
naetcsi pojib BOB B natorenese JIb.
[enom BAB o6napyxusaeres B 95 %
cJlyyaeB 3HJeMuyeckoro Bapuanra JIb
uB 15—30 % — cnopamuueckoro [10,
13, 14]. Cuuraercs, uTo JJMTE/IbHAS
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nepcucreHuns BOD u HakomuieHHe OMONHUTENbHBIX OHKO-
FeHHbIX COOBITHI CMOCOOCTBYIOT aKTHBALMH MPOTOOHKOTEHA
¢-MYC u xJoHanbHON Tiposinpepaunu B-kierok [15, 16].
JpyruM UH(EKIHOHHBIM areHTOM, POJib KOTOPOTo B JIMM(O-
MOreHe3e MPOJ0JKAET U3ydaTbest, siBjisietcst Plasmodium
Jalciparum, xotopblit mnopaBaser BIb-cneuuduyeckoe
T-knerounoe 3BeHO HMMyHHTeTa. [lomMMMO KJeTOYHOrO
ummynurera Plasmodium falciparum BivsieT Ha aKTUBALIUIO
MyTallMil B I'eHaX, OTBETCTBEHHbIX 3a CHHTE3 TUIepBapua-
OeJIbHbIX YYaCTKOB HMMYHOTJIOOYJIMHOB 3a CUET LMTHIWH-
Jle3aMUHasbl, YTO, BEPOSITHO, BJEUET 32 COOOH LIUTOrEHETH-
uecKue HapylleHus ¢ BoBjeueHneM rena MYC[17].

B ocnoBe narorenesa J1b siexkaT TpaHca0KaluK ¢ BOBJIE -
ueHneM npotooHkorena c-MYC: t(8;14)(q24;q32), 1(8;22)
(q34;q11) n t(2;8)(pll;q24). B pesyabrate 3THX TpaHc-
JIOKALMI MPOUCXOUT MEPECTPOrKa JIOKycoB reHoB c-MYC
(8¢24) M TsKeNbIX/JIErKUX Lieneil MMMYHOIJ106yIMHOB [ 18,
19]. Hecmotpsi Ha BbisiBJieHHe peapaHKupoBok c-MYC B
90—95 % cayuaes JIB, nepeuncieHHble LUTOreHeTHYECKHE
abeppalyy He CUMTAIOTCS CTpOro crelupuuHbiMU aas JIb,
UTO CO3MAET JIOMOJHUTENbHbIE CJOMKHOCTH B JIMATHOCTHKE
¥ TOC/EIyIOUIEM ONpeleJeHUd TakTUKM Jiedenus [20].
B 5—10 % cayuaen muddysnoii B-KpynHOK/IETOUHOMH JIMM-
cdombl (IBKJI) onpenensiercst nepecrpoiika c-MYC, uto ot-
HocuTes K hakropam HebJaronpusitHoro nporyHosa [21]. Tem
He MeHee MPH KOMIIJIEKCHOH OLleHKEe KJIHHUYECKOH, HMMYHO-
MOP(OJIOTHUECKON U LIUTOreHETHUECKOH KapTHHbI ylaeTcs
YCTaHOBUTb NMpaBUJ/bHbIN auarHo3. bosbubie JIBKJI crapuie
nauueHtoB ¢ JIb (B perckom Bospacre JIBKJI cocraBasier
okono 10 % Beex HXJI). Llutonornueckast KapTHHa MpH
JIBKJI xapakrepuayeTcsi KJCTOUHBIM aTHIIH3MOM H TOJIH-
MOP(U3MOM, CYLIECTBOBAHUEM LIEHTPOGJIACTHOTO, HMMYHO-
6JIaCTHOTO, aHAMIACTHUECKOTO THCTOJOTHYECKUX BAPHAHTOB,
a TaKKe BapHaHTa, 6oraToro T-KJaeTKaMu/THCTHOLUTAMH
[4]. Ha onyxoneBbix kiaeTkax oGHapyxupaiotes CDI19,
CD20, CD79a, BCL2, B ornnune ot JIb pexxe BeTpevaiotes
CD10 u BCL6, npakTHYeCKH OTCYTCTBYET 3KCIpeCcCHs
slgM. Onucansl CD5-nosutuBHble Bapuautsl JIBKJI, uto
He HaGJsonaercs npu JIB. IlposudepariBHasi akTHBHOCTD
omnyxoJsieBbIX KjeTok npu JIBKJI numke u cocraBssieT, Kak
npasuno, 60—80 %. B To e BpeMs CyLLeCTBYIOT cjydau
JIBKJI ¢ BbicOKMM npoJincepaTuBHBIM MOTeHIHaNoM. B psine
c/lydaeB BBICOKasi TpoJiHdepaTHBHAs aAKTHBHOCTb, 3IKC-
npeccusi 3pesiokaeTouHbIX B-kiertounbix mapkepos, CD10,
MopcoJioruueckie O0COOEHHOCTH, a TaKxkKe arpeccHBHOE
kanHudeckoe tedenue commkaiot JIIBKJI u JIB. Onucanue u
cucTeMaTH3alus nofoOHbIX norpaHuuHbix Bapuantos JIBKJI
C MOCJIENIOIMM aHAJM30M LIUTOreHETHUECKHUX MEPECTPOeK,
gatparuBatoix reubl MYC, BCL2 w BCL6, npuBesn K
BbIJICJICHHIO B KJacCU(UKALMKM OIMyXoJield KPOBETBOPHOH U
mumdounoit Tkanerr BO3 2008 r. Heknaccuduiupyemoi
B-ksieTouno# iuMboMbl, 3aHUMAIOLIEH TPOMEXKYTOUHOE T10-
aoxenue Mmexay JIBKJT u JIB [4].

Ha ocHOBaHMM KOMIJIEKCHOTO aHa/u3a HMMyHOMOP(O-
JIOTHIECKUX 0COOEHHOCTEN U KAPUOTHIIA OMYXOJIEBbIX KIETOK
U3 FPYNIbl JUMQPOM «Cepoit 30HbI» OblIH BbijieseHbl «double
hit» u «triple hit» numdombl B 3aBUCHUMOCTH OT KOJIHUECTBA
JIOMOJIHUTEJIbHBIX K TiepecTpoiikaM c-MYC LUTOreHeTHIe CKUX
abeppauuii. [laHHble BapHaHTbl JUM(OM XapakTepu3yloTcs
ArpecCUBHbIM KJIMHUYECKUM TeueHHeM, ObICTPOH Jucce-
MHHAUMEH, TMAarHOCTUKOH HAa MOMEHT oOpallleHHsl MO3IHUX
cTamuil 3a00J1€BaHUSA, BbICOKOH aKTMBHOCTBIO JIAKTATIErH-
aporenasbl (JIIAI') B cbiBopoTke. [epMHHaANBLHOKIETOUHOE
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npoucxoxjeHue «double u triple hit» numdom onpenensier
MopdoJioruueckue uepthl, Xapakrepubie st JIb u JIBKJL.
LluToreHeTHuecKoe MCCJAEIOBAHUE TO3BOJSET BbISIBUTH CO-
yeTauHble aGeppauuu ¢ Bosaedennem MYC u BCL2/BCL6,
a TakKe BO3MOXKHbI KOMIIJIEKCHbIE U3MEHEHHS KApHOTHIA B
BHJE yBeJHUEHHsl/yMeHbLIeHHs] 0OLIero KOJHUeCTBA Xpo-
MOCOM, JIOMIOJIHUTEJbHLIX ~HapylLIeHWH, 3aTparuBalolInX
Jokycbl 3927, 17p13 u 1p36 [22]. AkTuBHOE H3yUdeHHe PO
mukpoPHK (miRNA) B narorenese JIb mnossosnio Bbi-
SIBUTH crieluuueckue yisi 370l onyxosd miRNA, kotopbie,
BEPOATHO, MOTIYT CTaThb JOMOJHUTENbHbIMU JuddepeHi-
aJIbHO-/IMarHOCTHYECKUMU (pakTopaMu. Tak, OblI0 MOKa3aHo,
uto has-mir-20a, has-mir-17-5p u has-mir-9 peryaupyiot
aktuBHoctb ¢-MYC npu JIB. B 10 ke Bpems npu [IBKJI
AKTHBHOCTb HX KpaiHe Hu3ka [23].

Jleuenne JIb mnpoBoauTcss MO  BBICOKOMHTEHCHBHBIM
MHOTOKOMIMOHEHTHbIM  (6JIOKOBbIM) ~MporpamMmmam. Takoii
MOJXOJL MO3BOJSET MOJYUHTb BbICOKHE MMOKA3ATENH BbIKHU-
BaeMOCTH GOJbHBIX. Tak, y MalMeHTOB JAETCKOTo Bo3pacTa ¢
[—II cragueit 3abosieBaHus D-J1eTHsS 0OLLIAS BbRKUBAEMOCTD
(OB) cocraasier 100 %, Torna kak npu II—IV craguu —
T01bKO 75 %. [IpencTaBienHble pesyJ ibTaThl MoJydeHbl NpH
MPOBEAEHUN MPOrpaMM, peKoMeHAoBaHHbIX rpynmnoil BFM.
Y B3poC/bIX GOJIbHBIX MPOBOAATCS AJBTEPHUPYIOLIHE KypPChl
nosuxumuotepaniy  CODOX-M/IVAC  (uuknodochamus,
BHHKDHUCTHMH, JOKCOPYOULMH, MeToTpekcat/udochamus,
sTOnO3ul, UuTapabut), 3-aetusisg OB npu [—1V cramuu JIb
cocrapasier 80—92 % [24].

B CIIA 6blL10 MoKasaHo, 4To [oKa3aTesb D-JeTHEeH
OB B 1973—2001 rr. coctaBua 43 %, Torna kak B 2002—
2008 rr. — 56 %. Y nauuentos B Bospacte ot 0 10 19 et 3a
aHaJIM3UPYEMbIH MEPUOJ] MTPOU3OLIIIO TIOBbILLIEHHE D-JIETHEH
OB ¢ 71 110 87 %, ay mosioabix B3pocbx (20—39 siet) — ¢
351060 %. Y B3pOC/IbIX 00JbHBIX 40—59 et 5-sietHsis OB
noBsbicuaach ¢ 28 1o 48 %, a y natueHToB crapiie 60 jet —
¢ 25110 33 % [25].

B nacrosuee Bpems NCCN (National Comprehensive
Cancer Network) npusnaer CHOP u CHOP-nonoGHbie
cXeMbl JieueHust HeajekBaTHbIMU nipu JIB. B Kauectse npo-
rpaMM Teparuu NepBoi JHHHUU Y B3POCJbIX PEKOMEHIYIOTCS
R-CODOX-M/R-IVAC, R-HyperCVAD, uto nospoJser
nosyunth nosnbie pemuceun (ITP) y 89 % GosbHbIX npH
3-neTHell Ge3pelnaMBHON BbixuBaeMocTH — 88 % [26].
Pexxum CALGB 10002 (umknodocdamun v npelHU30J0H ¢
MoCJIe/TyIOLMMH GJI0KAMU, BKIIOYAIOLIUMH HochaMu/ IHK-
Jgodocdamui, METOTPEKCAT B BLICOKHUX J103aX, JICHKOBOPHH,
BHHKDHUCTHH, JEKCAMeTa3oH M JOKCOpyGMLMH/3TONn03ua/
uuTapabuH ¢ 0053aTesIbHbIM MHTPATEKAJbHbIM BBEICHHEM
MeTOoTpeKcara, InTapabuHa U NPEHU30JI0HA ) C BKIIOUEHUEeM
pUTYKCcMMaba MOXKeT ObITh TaKXKe PEKOMEH/IOBAH B KAUECTBE
Tepanuu nepsoit iunud JIB [27]. Eie onHo#t exemoit nepBoit
JHUU MoKeT cykuTh R-EPOCH ¢ o6s13aTesibHbIM MHTpa-
TeKaJbHbIM BBEJCHHEM MeToTpeKcata (3TOMo3ui, Mpes-
HU30JI0H, BUHKPHCTHH, LMKJIO(pOChaMu, NOKCOPYOHLIHH,
putykcumat). JIaHHbIH pesKUM MOKeT ObITb PEKOMEHJ0BaH
naupeHtam 6e3 nopaxenus LIHC, koTopbiM 1o Kakum-s160
MPUUMHAM HEBO3MOXKHO TPOBECTH BBICOKOMHTEHCHBHYIO
Tepanuio, a TakxKe y MoKUJIbIX NalkeHToB [28].

[Iporpammbl Tepanuud BTOPOH JIMHHM Y B3POCJbIX, CO-
rnacio pekomennauusiv NCCN, Bkiouator R-EPOCH,
R-ICE (putykcuma6, udochamu, kapooriaTiH, 3TONO3UN,)
1 R-IVAC (putykcuma6, ndocdamu, upurapabuH, 3TOMO3UN )
¢ 06s3aTe/IbHbIM MHTPATEKAJbHbIM BBEIECHUEM METOTpEK-
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Puc. 1. PacnpegeneHve 60nbHbIX nuMdomMoln bepkutta no Bo3-
pacty

cara. Coobuaercss 06 3ddexruBHocTH cxembl R-GDP
(putykcumad, reMiHTa0MH, IEKCAMETA30H, LMCIJIATHH ) [29].

B poccuiicKuX KJAMHHYECKHX PEKOMEHAAUMAX M0 Juar-
HOCTHKE M JICUEHHIO 3JI0KAUeCTBEHHbIX JUMQonpoaudepa-
TUBHbIX 3a00JIeBaHUI B KauecTBe Teparuu MepBOH JIMHUK
npu JIB npemnaraioresi  nporpammbl - R-Hyper-CVAD,
JIB-M-04 = R, LMB 95, CODOX-M/IVAC * R, R-NHL-
BFM 90/95, B-HXJI-2004Ma6. B xauectse Tepanuu
BTOPOH JIMHUM MOXKHO HCT0Jb30BaTh pexkuM R-1CE ¢ nocse-
Jytolllell aJJIoreHHOM TPaHCIJIAHTAUMENH TeMOIMOITHYECKHX
CTBOJIOBBIX K1eTOK [30—32].

Bonbiuyto npobaemy npu JIb npeacraBasiior noapoctku
1 MOJIOZIbIe B3POC/bIE, UTO CBA3aHO C OTCYTCTBHUEM UYETKHX
BO3PACTHBIX PAMOK JUIsl IAHHOH KaTeropuu mauueHToB. Tak, B
psiie paboT MOAPOCTKOBBIE BO3pACT cocTapiisieT 12— 18 jet, B
apyrux — 13— 19 jiet. [Iporpamma jieueHus noapocTka 0ObIMHO
onpenesseTcsl OTAC/NEHUEM, B KOTOpPOE TMOCTynaeT GOJIbHOM:
neaTpuuecKoe WK B3pocoe. MoJosible B3pocble — ellle
6oJiee TeTeporeHHast rpyrna, 1o IaHHbIM Psifia ucee1oBaTesieH,
BO3pacTHble rpaHulibl coctapstor 18—30 ser [33—37]. IToka-
3aHO, UTO pe3ysbTaThl JeueHusi JIB y GosbHbIX MOIPOCTKOBOrO
1 MOJIOJIOTO B3POCJIOrO BO3pacTa Mo MeadaTpuiecKum Mpo-
TOKOJIAM HECKOJIbKO JIydllle, YeM MPH MPOBEICHHH MPOrpamMm,
MPUHATBIX BO B3POCJIO OHKoremartosioruu [ 38].

B naiweil crpaHe paboThl MO H3yYEHHIO KJIMHHUECKHX
ocobeHHocTel JIB B pas/MuHBIX BO3pacCTHBIX Tpymnnax He
NPOBOAWINCh.  OTCYTCTBYIOT CPABHUTEJbHbIE PE3YJIbTaThl
tepanuu JIB y 1eTeil, nogpocTKoB 1 MOJIOJBIX B3pOC/IbIX. Bee
9TO TMOCJYXKUJIO OCHOBAHHEM /I COOCTBEHHOTO aHaJU3a
KJAMHHYECKOTO MaTepHasa M3 BeIylIMX IeMaTOJOrHYeCKHX
KJHHUK CTPAHBI.

MATEPWATbI 1 METO/Ibl

B uccnenoanue BitodeHo 120 60JbHBIX, KOTOPBIM € THBApsi
1996 r. no mapt 2013 . BiepBble Obla yCTAHOBJEH HATHO3
mumdombl bepkurra. BosibHble ObliM B Bo3pacte OT 2 10
29 ner. Pacnpenenenne GOJIbHBIX HA BO3PACTHbIE TPYMIIb
«JIeTU», <TOJAPOCTKU» W «MOJIOJbIe B3POCJbIE» COOTBET-
CTBYET JIMTEPATYPHBIM IaHHBIM (pHC. 1).

[TauyeHTbl HAXOMUINCH HA OOCEIOBAHUN U JIEUEHHH B
oTesieHusIX xumuortepanun remobsacrozos HVMM JIOT wu
HWHN KO ®I'bY «POHILI um. H.H. Baoxuna» PAMH, a
TaK:Ke B OTACJECHHM XUMHOTEPANUH IeMaTOJOTHYeCKUX 3a-
GosieBaHU# 1 UHTeHCHBHOM Tepanun PI'BY «lemarognoruue-
CKHil HayuHbId LeHTp» M3 P®. BeeM GosibHBIM IMario3 Obli
MOCTaBJIeH Ha OCHOBAHUH KJIHHHUYECKUX H HMMYyHOMOP)OJIO-
THYECKHUX JIaHHbIX. JI/1s1 ycTaHOBJIeHUs cTauK 3a60/eBaHus,
T. €. OUEHKH PACMPOCTPAHEHHOCTH OIyX0JIEBOTO Mpoliecca,

www.medprint.ru

[J R-CODOX-M/IVAC (n=11)
[ R-B-NHL-BFM 95 (n = 43)
l B-NHL-BFM 90/95 (n = 27)
[ NB5-M-04 (n = 39)

Puc. 2. Pacnpepnenexune 60nbHbIX nuMmdomon Bepkutta B 3aBucu-
MOCTU OT NPOrpamMMbl NPOTUBOOMYXONEBOrO feHEeHNs

NPUMEHSICA KOMIIEKC JIHATHOCTHUECKUX MeTonoB: ¥Y3U,
PKT, a takecke MPT roJsioBHOro mMosra mpu noj03peHud Ha
nopaxenue [LIHC. OnpenenieHre HMMyHO(EHOTHIIA OMyXOJIH
MPOBOAMJIOCH METOJOM HMMYHOTHCTOXHMHM C HCIOJb30Ba-
HueMm nanesu antuten K anturenam CD20, BCL2, BCL6,
CD19, CD22, CD10, CD3, TdT, CD79a, FOXP1, Ki-67.

Y 63 (52,5 %) GO0/IbHBIX BBINOJHEHO LIMTOEHETHYE-
ckoe wuccnenoBanue, Bkiouasg FISH (duoopecuenTtHas
rUOPUAM3aLUs (71 Sitil), Ha TUCTOJOTHYECKUX OJIOKAX C 1IeJIbI0
BBISIBUTb CeLU(UUECKHe peapaHKUpoBKH reHa c¢-MYC:
tpancaokaunu 1(8;14)(q24;q32), 1(2;8)(pl2;q24), 1(8;22)
(q24;q11). dnsa nposenenus FISH-ucenenosanus npumens-
mich eaenytomye JIHK-sonawr: LSI IgH/MYC, CEP 8 Tri-
color, Dual Fusion Translocation Probe u LSI MYC, Dual
color, Break Apart Rearrangement Probe (Vysis, CLLA).

Cranusi 3a60J1€BaHUs YCTaHABIMBAJIACH COTJIACHO KJac-
cudukauuu S. Murphy (1980).

[Iporpammbl jieueHUst GOJBbHBIX PEACTABICHBI HA pUC. 2.

Jleuenne nauueHToB aetckoro Bozpacta (2—11 Jjer)
npoBoauaock no nporokoiam B-NHL-BFM 90/95; nox-
poctkoB (12—17 ner) — no nporokonam B-NHL-BFM
90/95, CODOX-M/IVAC u JIB-M-04; MOMOALIX B3POC/IBIX
(18—29 sniet) — no npotokonam CODOX-M/IVAC u JIB-
M-04 (taba. 1). B nporpammbl Tepanuun B-NHL-BFM 95
1 CODOX-M/IVAC 6bl1 106aB/eH puTyKCHMao, KOTOPHIi
BBOIMJICS B 103e 375 mr/m? 3a 24 4 110 Hauas1a 6J10Ka MOJTHXH-
muotepanuu (ITXT).

CraTHCTHUECKUMI aHAJIU3 BBIMOJHEH C UCMOJb30BAHHEM
nakera nporpamm SPSS-19.00. OueHky napameTpHyecKux
JIAHHBIX TIPOBOJMJIM  MOCPEACTBOM CPABHEHUSI  CPEJIHUX
BeJIMUMH ¢ Tomoliblo Kputepusi CrbloieHta. Henapame-
TPUUECKHE JIAHHbIE CPABHHUBAJIM MyTEM TOCTPOEHUS TabJIULL
COTPSKEHHOCTH NPU3HAKOB 1o Kputepuio y [Tupcona. st
onpeJie/ieHUsT oKa3aTesiel BbKMBAEMOCTH CTPOUJIH KPUBbIE
no merony Kannmana—Meiiepa co cTaHmapTHOH OUIMOKOH
[punByna. [Tokasaresnn BbRKHBAEMOCTH OTPEAESIN 32 D JIeT
na6smonerusi ¢ 95%-m JIOBEPUTEJbHBIM HHTepBajoM. [
CPABHUTEJILHOTO aHAJIM3a BbIXKMBAEMOCTH PA3JIUUHBIX TPYII
UCIOJIb30BAIM  IByCTOPOHHHUH  JIOT-PAHTOBbIA  KPUTEPHH.
Pasinuusi Mexy rpynnaMi CuMTasach CTaTUCTHYECKH 3HA-
urMmbIME ipu p < 0,05.

Ta6nuua 1. PacnpeneneHne 605bHbIX PasvyHbIX BO3PACTHBLIX FPynm
B 3aBWCKYMOCTU OT NPOrpamMbl Tepanmu

R-CODOX- B-NHL-BFM  R-B-NHL-BFM
JI6-M-04 M/R-IVAC 90/95 95
Bo3spacT, ner  a6c. % abe. % abe. % abe. %
2-11 0 0,0 0 0,0 24 17 36 26,7
12-17 14 133 5 42 3 5 7 9,3

18-29 25
Bcero 39

19,7 6 5,0 0 0 0 0,0
330 11 9,2 27 22 43 36
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[Ipy aHanu3e pe3yabTaTOB JIEUEHHS] OLIEHMBAJHCD
nokasaresiu o61ell, 6eccoObITHIHON, Ge3pelUIUBHON Bbl-
JKHBAEeMOCTH W yacToTa goctuxkenus [ 1P,

Obuwas sowrcusaemocmo (OB) —  pacuer cpoka
JKU3HH — OT HauaJsla JiedeHHsl 10 OKOHYAHHS MCCIeJOBAHUS
(01.03.2013) nnu cmMeptH 60JILHOTO.

bespeyudusnas  soicusaemocms (bPB) —  or
MOMEHTA HACTYIJIEHHS PEMHUCCHH JI0 Pa3BUTHS PELUIMBA,
OLEHHUBAJIACh TOJIbKO Y GodibHbIX ¢ [TP.

beccoboimuiinaa sowncusaemocno (bCB) — or Hauana
JIeUeHUs JI0 MOMEHTA MpeKpallleHus] PEMUCCHH HE3aBUCHMO
OT ee TpuuKHbl. Kpome Toro, K «coObITHIO» OTHOCHJIM OT-
cytrerBue [P, cmepThb B nepuop unaykiuu pemuccuu unu [P
1o Jio6oMH MpHUHHE.

loanas pemuccus (I1P) — orcyTcTBHE MPU3HAKOB OITY-
XOJIEBOTO POCTa B TeueHue 4 Hell. Mocjie JAOCTHKEHHS MOJ-
Horo sdekra (OTCYyTCTBHE MPU3HAKOB OMYXOJH MO JAHHBIM
MHCTPYMEHTAJbHBIX METOJOB HccyenoBanus. [pu nexonaHom
BoBJieueHuH KocTtHoro mosra u L[HC npearnosaraercst ux
MOJIHAST CaHALMS ).

PE3YJNIbTATbI

Cpenu 60ibHBIX J1DB, BKJIIOUEHHBIX B HACTOSIILEE HUCCIEN0-
BaHWe, npeobJaaiu nalMeHTbl Myzkekoro nodia (n = 101).
CootHolenne Myxkunt/xenmmn — 5:1. Cpeauuii Bos-
pact — 14 et (qanason 2—29 set).

CHMNTOMbBI MHTOKCHKALMK (¢1a60CTh, BSIIOCTb, TOT-
JIMBOCTb, CHHKEHHe Macchl Tesia 6oaee 10 %, Jmxopaika)
nabsionanuck y 90,3 % GOJIbHDIX.

OTmMeuasach NpeuMyLIECTBEHHAS JOKANU3ALUS OMYyXOJIH
B OPIOLIHOK MOJIOCTH C MOpaXKeHHEM JIMM(pATHUECKUX Y3JI0B,
nevyeHH, KUIIEYHUKA W pasBUTHEM acliuta. Bbicokas mpo-
miepaTBHAs aKTUBHOCTb W ObicTpasi aucceMuHauus J1b
00DBSICHSIET yacToe nopaxkeHue koctHoro mosra u LIHC (30
u 11,7 % cootercTBeHHO). BoBp/euenne B onyxoJeBbiil
npouece LIHC xapaxkrepusoBasnoch 6JaCTHBIM LIHTO30M TIPU
LUTOJIOTHYECKOM MCCJICIOBAHUM JIMKBOPA WJIM  COJIUJHBIM
KOMIOHEHTOM B BeLIeCTBE TOJOBHOr0/CIIMHHONO MO3ra.
CJielyeT OTMETHTb, UTO MOpPaXKEHHE BELIECTBA TOJOBHOTO
Mo3ra Ob10 y 2 60JIbHBIX MOAPOCTKOBOTrO Bo3pacta. ¥ JeTei
1 MOJIOJIbIX B3pocJblx nopaxkenue LIHC xapakrepusoBasoch
MPUCYTCTBUEM OTYXOJIEBBIX KJIETOK B JINKBOPE.

Pexke nopaxanuch nepucdepuueckue Jumdarnieckie
Y3JIbl, KOCTH Uepena, cesie3eHKa U OYKH C Pa3BUTHEM OCTPOH
MOYeYHOH HeaoCcTaTOUHOCTH. CHHLPOM OCTPOTrO JIM3HCA OTly-
XOJIM, MOTPeOOBABLIMN MPOBEACHUS TeMoaradUIbTpalyH,
passunca y 13,3 %. IMopaxenne kocteii uepena npu JIB
ObLIO  TIpeicTaBjeHo  crieluduueckoil  MHGUILTpale
TBepAOro HéGA W TPUIATOUHBIX T1a3yX MOJIOCTH HOca (Bepx-
HEUEJIIOCTHOH U PELeTYaTol ), a TAKXKe TMOJBUCOUYHOMN U KPbl-
JIOHEOHOH IMOK, KOCTel HOca, OpOUTHI, BEPXHEUEJIOCTHON U
OCHOBHOJ KOCTEH, BEPXHEH U HUXKHEH Ue/I0CTel.

JKcTpaHosabHble nopaxkenus npu J1b nokanuzoBanuch
B TOHKOH M TOJICTOH KHILKE, EYeHH, TI0UKAX, KOCTSX, BKJIIOUasi
ueper, MoJLKEJyI0UHOH Keje3de U roHanax. Cpeau peikux
Jgokanusauuil npu JIB cienyer oTMeTUTh Jierkue U IJ1eBpY,
MOJIOUHBIE 2KeJ1e3bl, MOUEBOH My3bIpb, HAAMOUEUHHKH.

[Ipu Jokanusaluu onyxoau B OPIOLUIHON MOJOCTH aCLUT
Gbl1 oTMeueH y 35 % Gosbibix. OnyxXoseBblil MJIeBPUT Auar-
HocTuposan B 15 % nabaionenuii (taba. 2).

Anau3 4acToThl opaKeHusi opraHoB u cucrem npu JIb B
PAa3JIMUHBIX BO3PACTHBIX TPyMNIax MokasaJ, uTo y JeTel 1 noj-
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Tabnuua 2. KnnHnyeckas xapaktepucTnka naymeHTos
¢ numcomon BepkutTta

Yucno 60nbHbIX

(n=120)

Jlokanu3aumsa nopaxeHnus abe. %
JIumdhatnyeckue y3nbl GPHOLLIHONA NOOCTH 61 50,8
JTumchatuyeckue y3nbl 3a6PtoLLIMHHOTO 40 33,3

NpoCTpaHCTBa
[Mepuchepnyeckne numarnyeckmne yanbl 21 17,5
JTumchatuyeckue y3nbl Manoro Tasa 6 50
BHyTpuUrpyaHble numdarnyeckne yanbl 6 50
Toncras KuLLKa 32 26,6
ToHKas KuLLka 23 19,2
[MeveHb 37 30,8
CeneseHka 14 11,7
[Moyku 17 14,2
OcTpas noyeyHas HeA0CTaTOYHOCTb 16 13,3
BonbLUOi canbHUK 10 8,3
KocTu yepena 15 12,5
MwuHaanHbl 12 10,0
KocTHbI Mo3r 36 30,0
SNYKN/AUYHUKI 8 6,7
LHC 14 1,7
MomKenyaoyHas xenesa 13 10,8
Kenygok 18 15,0
KocTu yepena 8 6,7
Msrkne TkaHu 7 58
MomKenyno4Has xenesa 11 9,2
Acuut 42 35,0
Mnesput 18 15,0
[nespa, 6pbbKeiika TOHKON KNLLIKN, GPIOLLNHA, OTnenbHble

Nerkue, HaaNOYeYHNKM, KOCTU CKeneta (Kpome HabntoaeHns

4epena), MOJIOYHbIE XKenesbl

POCTKOB KOCTHbIH MO3T GbLT BoBJIeueH B 33 % cJyuaes, Torja
KaK y MOJIOZbIX B3pocabix — B 24 % (p > 0,05). C Bozpactom
MPOUCXOMUT ~CHUKEHHE YaCTOThl [MOpAaXKEHUs] MHUHIAJUH
(12,5 % cpenu nauuentoB B Bospacte 10 19 net u 3,5 % y
60JbHBIX 110 29 JieT). O6paTHas TeHIeHLUs Ha0MoaeTes Py
MopaX<eHWU 2KejiyKa. Tak, y neTeil xKeJynok Obll BOBJEUEH
B OMyXoJieBblil mpouece B 3 % ciydaes, y MOAPOCTKOB — B
20 % u y mMosoapix B3pocabix — B 41 %, nomkenyounas
wenesa — B 3, 23 1 27 % cJiyyaeB COOTBETCTBEHHO.

Has JIb xapakrepHo dhopMupoBaHue GOJBLIMX OMyXO-
JieBbIX KoHrJioMepaToB («bulky disease»), uto HaGJona10Ch
y 67 (55,8 %) Gobhbix (puc. 3). OnHoBpeMeHHOE nopa-
JKEeHHe JBYX U 60Jiee aHATOMUUECKUX 30H JIMArHOCTHPOBAHO
104 (86,7 %) 60/IbHBIX.

Knunuueckue cranun 3aGojieBaHusi yCTAHABJIUBAIN Ha
ocHoBanuu jJaunbix PKT, Y3U 6pioinoi obsactu 1 BHeab-
JIOMUHAJIbHBIX 30H mopaxenusi. [1pu nonospennn Ha mnopa-
»kenue LHIHC Boimosusnacs MPT rosioBHoro mosra (ta6i. 3).

Ta6bnuua 3. PacnpegeneHne 60nbHbIX nuMmdgomMon Bepkutta
no ctaguam (S. Murphy, 1980)

Cragus
1 Il ] \'}
Bospact, net abc. % abc. % abc. % a6e. %
2-11 (netn) 17 5 42 35 292 29 242

12-17 (noapocTKM)
18-29 (Monogble B3pocrble)
Bcero

08 3 24 9 75 10 83
00 5 42 11 91 10 83
25 13 10,8 55 458 49 408

W o = N
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Puc. 3. Jlumdoma Bepkutta. PeHTreHOBCKasi kOMMNbOTEpHas TO-
Morpadguma OprOLLHON MONOCTU C BHYTPUBEHHBLIM OGOSIIOCHBIM KOH-
TpacTMpoBaHMEM: CBOGOAHAs >XMOKOCTb B OPIOLIHOM MOMoCcTH,
YTOSLLEHNE CTEHOK TOHKOW KULLIKW U TONCTOM KULLIKUK, YTOSLLEHHAas,
VMHMUIBTPUPOBaHHAA OGpbIXeNKa TOHKOM KULLIKM

Ta6nuua 4. AKTMBHOCTb NakTaTaerngporeHasbl CbIBOPOTKU Mpu
nmmcome bepkutta

Yueno 6onbHbIx (1 =120)

YposeHb JIAT abe. %
<500 en./n 17 14,2
500-1000 ea./n 33 27,5
> 1000 en./n 70 58,3

Kpaiine arpeccuBHOe KJIHHHUECKOE TeyeHHe H ObICTpast
JUCCeMHMHALMST OMyXOoJau OOBSCHSIOT TOT (akt, uto JIb
JMArHOCTHPOBA/IACh HA NO3AHUX cTaausax. Y 45,8 u 40,8 %
60JibHbIX Obl ycTaHoBJeHbl [II u [V craguu cootset-
ctBenno. Pannue (I—II) craguu uamie peructpupoBanuch y
NaLUeHTOB JAETCKOTO U MOAPOCTKOBOrO BO3PACTA, UTO, BEPO-
SITHO, 06YCJIOBJICHO, TIOBBILICHHBIM BHUMAHHEM POAUTENEH K
COCTOSIHHIO 310POBbs I€TEH.

Buosornueckass aktuHocth JIB onpenensiiack 1o
yposHio JIII" chiBopotku (taba. 4). [Tokazatean JIII, kak
npasuo, coctasisa Gonee 1000 en./n (58,1 %). Axtus-
noers JIIT < 1000 en./n B ananusupyemoli HaMu rpyrnre
ormeueHa y 41,9 % nauueHToB. CTaTHCTHYECKH 3HAUMMDIX
pasnuunil aktuBHoctd JIJI' B 3aBMCUMOCTH OT Bo3pacTra
60JIbHBIX HE MOJY4EHO.

CneoBatesibHO, OAHOH M3 XapakTepHblx uepT JIb
SIBJISIETCS] BBICOKAsl OMOJIOTHUECKasl aKTUBHOCTb OIMYXOJIH,
oTpaskKeHHeM KOTopoii c/ykuT yposenn JIII > 1000 ex./ny
6OJIbLINHCTBA MALMEHTOB.

Bcem 60sbHBIM  TTPOBOAMJIOCH MMMYyHOMOPOJOrHYE -
CKoe HccJeloBaHue oIyxoseBoil TkaHu. Llurosoruueckas
KapTHHa Obl1a MpejcTaBjgeHAa MOHOMOP(HON MNomyJsiiueil
JUM@OUAHBIX KJIETOK CpPeIHEero pasMepa ¢ HHTEHCHBHOH
6a30(hHILHON LUTOMJIA3MOH, B KOTOPOH oOpaliajno Ha cebs
BHMMaHHe oOuJiMe BakyoJsiel. SlApo ¢ HEXKHOH CTPYKTYpoH
XpoMaTHHa cojeprkano 2—3 Hykjaeosbl. Hacto Berpevasnncs
hurypbl MUTO3a U Makpodaru (puc. 4).

B rucrosornyeckux mpenaparax BbISIBJEHbl OJHOE
CTHpaHHEe PHUCYHKA HOPMaJbHOH TKaHM JHM(aTHUECKOTO
yaJaa u 1uddysHblil pocT MOHOMOPhHON MOMyJIsLIUH JUMbO-
WIHBIX KJETOK OJHHAKOBBIX padMepa U (hOpMbl, C OKPYTJIbIM

www.medprint.ru

Puc. 4. Jlumcboma BepkutTa. LinTonornyeckasn kaptuHa. Okpacka
no PomaHoeBckomy—Im3e, X100

Puc. 5. Jlumcboma Bepkutra. MoHOMOpHbIE 61acTHbIE KNETKN C
BbIPaXXEHHbIMW MPU3HaKamy anonTo3a, pacrofioXeHHble B BuAe
«CnenkoB». BblpaXeHHble Mopdonormyeckme npuaHaku anonTo-
3a, YacTble MnTO3bl. OKpacka remaToKCUIMHOM 1 303UHOM, X 100

WK OBa/IbHBIM SIIPOM. B siipe mpucyTCcTBOBaMM HYK/IEOJBI.
O6unue MakpoaroB co3aBaso KapTHHY «3BE3AHOTO Heba»,
a MHOTOYHMCJ/ICHHbIE (DUIYPBl MHTO3a CBHAECTENLCTBOBAIH O
BBICOKOH MPOJIH(epaTHBHON AKTHBHOCTH OIYXOJIH (pHC. D).

[Tpy HMMYHOTHCTOXMMHUYECKOM MCCJIE/IOBAHHH OTMeua-
Jlach sKcrpeccust onyxosieBbiMH kiaetkamu CD19, CD20,
CD79a, CD10, BCL6, Torna xak peaxuusi ¢ TdT, CD3 u
BCL2 o6b1a orpuuaressHoil. [lposndepaTtuBnast akTus-
HOCTb OITyXOJIEBBIX KJETOK aHaJH3UpOBasach Mo MapKepy
Ki-67, nokasaresiu kotoporo npuéJkauch K 100 %.

[Ipu uMTOreHEeTHUECKOM HCCJEAOBAHHH TPAHCIOKALUS
1(8;14)(q24;q32) BuisiBaena y 79 % nauuentos (puc. 6),
BapUAHTHBIE TPAHCJOKALMU C BoBJeueHueM rexa c-MYC
1(2;8)(pl1;q24) n 1(8;22)(q34;q11) — B 6 1 5 % cayuaes
COOTBeTCTBEHHO. LluTorenernueckast peapaH:KUpoBKa reHa
c-MYC 6e3 nneHTHOHUKALME XPOMOCOMHOTO NTApPTHEPA HMesa
Mectoy 10 % GONbHBIX.

Bcem 120 GoabhbiM JIB Gblia nposenena [1XT no co-
BPEMEHHbIM NPOTOKOoJaM. C 11e/1bI0 OLEeHUTb 3(PPEKTUBHOCTD
tepanuu JIb ugyuanu nokasarenn OB, BCB, bPB u Bausitue
pas3yMuHbBIX (DAKTOPOB HA Pe3ysbTaThl JiedeHHs: (BO3pacT,
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Puc. 6. Jlumcboma BepkutTta. TpaHcnokauus t(8;14)(q24;932). Uc-
cneposaHue metoaom FISH, x1000

cTanus 3a0osieBaHUs, MporpamMmMa Teparnuud U BKJIOUeHHE B
npotokoJibl [IXT putykcumata).

[1P 6bina mosyuenay 113 (94,2 %) 6ombbix; 12-nethsis
OB cocraBuna 86,5 *+ 3,1 % c MemuaHoil HaGJIOAEHUS
150,6 = 5,9 mec. BCB okazanach pasia OB, a BPB — 96,6
+ 1,7 % npu Menuane nabaogenus 146,1 + 4,2 mec.

MHTepecHbIMU 0Ka3aJIMCh JaHHbIE, JE€MOHCTPUPYIOLIUE,
UTO pe3yJ/IbTaThl TEPAITHH [0 KOPOTKOMY BbICOKOMHTEHCHBHOMY
npotokoJy JI5-M-04 GblH HECKOJBKO Jiydllle, YeM M0 COBpe-
mennoii nporpamme R-CODOX-M/R-IVAC ¢ Bk/ioueHueM
purykcumata. HecMoTpsi Ha TO UTO MoJyueHHbIE JaHHbIE CTa-
TUCTHYECKH He3HauuMbl (p > 0,05) B CBA3H ¢ pa3HbIM UUCJIOM
GOJIbHBIX B aHAJIM3UPYEMBbIX IPYIINAX, BbISBACHHAS TEHACHIIMS
MOATBEPKIAET HEOOXOAMMOCTb MPOBEEHUST KOPOTKHX MHOTO-
KOMITOHEHTHBIX BbICOKOHMHTEHCUBHBIX OJIOKOB XUMUOTEPAITHH.
B To ke Bpemst posib putykcnmata B jiedennn JIb y nonpoctkos
¥ MOJIOJIbIX B3POCJ/IbIX HYK/IAETCS B JajIbHEHIIEM U3YUEHHH U
34CTaB/AET MPOAOIKUTH HCCIEIOBAHUS MO COMOCTABJICHHIO
pe3yJILTaTOB MPOBOIUMON TepaIuHy.

1 lo 1 ¥
£ -1l ctagusa
t Il ctagus
018’ ﬁ-—n—m—r#+—u+o—+«-—m ——— — — 4
IV ctagmsa
0,6
0
(6]
0
0,4
0,2
o_
00 50,0 100,0 150,0 200,0

Bpewmsg, mec.
Puc. 8. BeccobbITUIMHAA BbKMBAEMOCTb B rpynnax 60sbHbIX C pas-
NYHBIMK cTaguamu numdomsl Bepkutta (I-Il [n = 16] n llI-IV cTa-
oun [n = 49]; p = 0,04)
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1,04 % NAr < 1000 eq./n
=
5 NAr > 1000 eq./n
0,8-
0,6-
m
(@]
n
0,4-
0,21
0..
0,0 50,0 100,0 150,0 200,0

Bpems, mec.

Puc. 7. BeccobbiTniiHaA BbPKMBAEMOCTb OOMbHLIX C IMMAOMOW
Bepkutta B rpynnax c¢ pasnuyHbiM yposHeM J1[I CbIBOPOTKM
(J14r < 1000 [n =50] v 1A > 1000 ea./n [n =70]; p = 0,1)

OnHUM U3 OCHOBHBIX (PaKTOPOB, BKJIOUEHHbBIX BO MHOTHE
nporuoctrueckue mojenu npu JIb, cayxut JIII' cbiBopoTkH.
[pu yposue JIAT > 1000 ex./n nokasatesn BbKHBAEMOCTH
6oJibHbIX XyKe. B Haiem wuccienoBanuu 10-netnsisi BCB
B rpynre GoabHbix ¢ JIAL > 1000 en./n cocrapuia 83,1 +
4,2 %, Torna xax npu JIAI < 1000 ex./n — 94,6 + 3.7 %
(p=0,1)(puc. 7).

AHa/M3 TPOTHOCTHYECKOTO 3HAYEHHsI CTereHH pac-
MPOCTPAHEHHOCTH OMyXoJu MokazdaJs, uto npu [—II craguu
Bce OoJibHble ocTatoTes nof Habuonenuem. [1pu Il craguu
7-netusisi BCB cocraBuaa 89,38 + 7,52 % (menuana nab-
mopenust 88,06 = 8,71 wmec.), npu IV craqun — 76,34 *
9,65 % (memmana nabuogenus 114,16 = 15,21 wmec.)
(puc. 8).

Putykcuma6 BBojmiics B j1o3e 375 Mr/m? 3a 24 4 10 Ha-
yaja 6J0Ka XumMuoTtepanuu. [1pu BKIoueHnn putykcnmaba B
nporpammbl [1XT nosnnux cranuit JIB 5-nethsis BCB cocra-
Buna 95,9 + 2,9 %, Torna Kak npu nNpoBeieHHH TPOTOKOJIOB
[1XT 6e3 putykcumata — 78,6 = 4.8 % (puc. 9).

1,0
R+

=

0,84 R—

0,6+

BECB

0,41

0,21

0,0 50,0 100,0 150,0 200,0

Bpewms, mec.

Puc. 9. BeccobbiTUiiHas BbXMBaemMocTb 605bHbIX ¢ -1V cTagnen
nmd oMbl BepknTTa B 3aBMCMMOCTM OT BKITIOYEHUS B MPOrpamMmbl
Tepanuu putykeumaba (R+ [n = 54], R— [n = 66]; p = 0,05)
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Ta6nuua 5. MNprymHbI NeTanbHOCTU B pa3nuyHbIX rpynnax repanum

JIb-M-04 (n = 39) R-CODOX-M/IVAC (n =11)

B-NHL-BFM 90/95 (n = 27)  R-B-NHL-BFM 95 (n = 43)

Mpu4una abe. % abe. % abe. % abe. %
Peunguns 2 50 1 9 1 3,7 0 0,0
[TporpeccupoBaHne Ha hoHe Tepanun 2 5,0 1 9 2 74 1 2,3
VIHAYKUMOHHASA NeTanbHOCTb 2 5,0 1 9 2 7,4 1 2,3
JleTanbHOCTb, He CBA3aHHas C 3a60/1eBaHNEM U 1 2,5 0 0 0 0,0 0 0,0

NpoBOAUMbIM Ne4YeHnemM

B psne pa6ot 6bL10 MokasaHo, 4TO MOAPOCTKOBBIN BO3-
pact sBJsieTCsl HeOJAronpUATHbIM (haKTOPOM MPOTHO3a,
OTPHULIATEJILHO BJMSAIOIMM Ha pe3yJ/bTaTbl Tepanuu J1b [39,
40]. B nawem uccaeoBaHUU OblIH TMOATBEPKIAEHbI 3TH
nanuble. Tak, 7-netusas BCB B rpynmne nogpoctkos coctaBuia
79 = 7,5 %, B rpynre MOJIOABIX B3POC/bIX — 84,2 *+ 6.5 %,
y nereit — 91,3 = 3,8 % (p > 0,05). [TpoGaema neuenus
nozppoctkoB ¢ JIb He pelnena. B Haliem uccnenoBanuu noju-
pocTKOB 6b110 29 (24,2 %) 1 Bce OHM JIGUUTUCh 10 PA3HbIM
nporpaMmmam.

Bce naumMeHTbl TMOAPOCTKOBOrO BO3pacTa, KOTOPBIM
npoBojuaoch Jiedenne 1o nporpamme R-B-NHL-BFM
95 ocratorcst nox HabJonenueM. HeckoJibko HUxKe OKasa-
JMch pesysbrathl 3-etHedt BCB npu ucnosnb3oBaHuu mpo-
rpammbl R-CODOX-M/IVAC — 83,3 + 15,2 %. B rpynnax
JIB-M-04 u B-NHL-BFM 90/95 3-netusiss BCB cocrasuia
67,6 £ 11,91u66,7 = 19,2 % coorercrsento (p > 0,05).
B cBsi3u ¢ pagHbIM uHC/I0M HaGJIONEHUI B aHATU3UPYEMbIX
rpynnax MOXHO TOBOPHTb JIHIIb O TEHACHLMH, MOATBEPHK-
JIeHUEe KOTOPOH BO3MOXKHO B MOCJIEIYIOIIMX HCCIEI0BAHUSX.

[IpuurHaMK Heyaau Tepanuu y 4acTh OOJIbHBIX, BKJIIO-
UEHHbIX B HacTosillee uceaenoBanue (n = 120), cranu peuu-
JmBbI 3a60/eBanus (n = 4; 3,3 %) u nporpeccupoBanye Ha
done npotuoonyxosesoit Tepanuu (n = 6; 5 %). Jletann-
HOCTb Ha 9Tane HHAYKLUHK cocTaBuaa b % (n = 6) u Gblia 06-
YCJIOBJIEHA HH(MEKUMOHHBIMU OCJIOXKHEHUSIMH M CHHIPOMOM
Jquauca onyxosu (Bce GosbHble ¢ IV craguell u 6GoJblIOk
onyxoJieBoil Maccoil). B 1 ciyuae cmepTh Hactynuma nocje
najieHusl ¢ pasBUTHEM CyOIypasibHOH reMaToMbl B MEPHOLL
MHEJIOTOKCHUECKOTO arpaHyJioluTo3a U TPOMOOLUTOTIEHHH B
[1P ocHoBHOrO 3a60/eBanus (Tadi. 5).

Bkiiouenune putykcumaba He MPUBEJO K TMOBBILICHUIO
JIETaJbHOCTH, B T. 4. CBA3AHHOH ¢ HH(EKUMOHHBIMU OCJI0XK-
HEHUSMH.

OBCYXAEHUE

Jlumcoma bBepkutra npencraBssieT coOo# KpaliHe arpec-
CUBHYIO 3PEJIOKJIETOUHYIO OMyX0Jb H3 TepUpepUIeCKUX
B-knerok. Xapakrephble yepthl JIB — BbIcOKasi uactoTa
B JIETCKOM M MOJIOJIOM Bo3pacTte, ObICTpasi AHCCEMHHALMs
OMyXOJIM W JIMaTHOCTHKA HA MO3HUX cTajusiX. 3abo/eBaHue
XapaKTepusyercs: MPEeUMYLLECTBEHHOW — 3KCTPAHOJANbHOMN
JIoKaJIM3auuei B OPIOLIHON MOJIOCTH, a TaKKe MOpPaXKeHUeM
koctHoro mosra u [IHC. YeranoBseHo, uTo ¢ yBeJnueHHEM
BO3pacTa MOBBILIAETCSl YaCTOTa BOBJICUEHHST B OMYXOJIEBbIN
MPOLECC KeJYIKAa M CHHXKAETCSl 4acToTa MOpPaKeHHs! MHH-
JajuH. Ilpu MopdoJsiornueckoM HCC/IEI0BAaHUN BbIsIBJEHA
KapTHHa  MOHOMOpP(MHOU  rnpoJudepalud  JUMPOUIHBIX
KJIETOK ¢ 0a30(pUIbHON LUTOMIA3MON, HEMHKHO-CETYAThIM
XPOMATHHOM (B YacCTH §iIep BU3YAJU3UPYIOTCS SAPBILIKH ).
O6uane MakpodaroB ¢HopMUpPYeT KapTHHY «3BE3AHOTO
He6a». VIMMyHOJMIOrMUYECKH KJETKH OMyXOJH OTpHLATENbHbI
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npu peakuuu ¢ T-kaeTouHbIMH anTHreHamu. Ha kietkax JIb
onpeneasaucs CD19, CD20, CD10, slgM, BCL-6, TCL1
npu orcyrctBuu BCL-2. [TposudepatrBHas akTHBHOCTb Bbl-
cokast (Ki-67 okosi0 90—100 %).

Y jetefl, Kak MpaBWJo, BCTpedaeTcsl KJacCHUECKHi
MopdoJgioruueckuil  BapuaHt JIB, KOTOpbI  BbI3bIBAET
3HAUUTEJILHO MeHblle CJA0KHOCTEH B JuddepeHiualbHoi
nuartoctuke ¢ JIBKJI. Kpome toro, Tepanus JIb u JIBKJI
y JeTell npoBoauTcsl Mo eauHbiM nporpammam — B-NHL-
BFM 90/95 (£ putykcumat), N03TOMY PUCK <He JI0JIeUHTh>
JIB nnn «nepeneunts» JABKJI orcyrerByer. ¥V noapocTkoB
1 MoJIofIbIX B3pocbix JeueHue JIb u JIBKJI npoBoautes no
pasHbIM XHMHOTepaneBTHUeCKUM Tporpammam. [lpu JIb
MPUMEHSIETCA HHTEHCUBHOE GJIOKOBOE MHOTOKOMITOHEHTHOE
MPOTHUBOOIYX0JIEBOE  JleueHHe C 006s3aTe/IbHbIM HHTpa-
TeKaJIbHbIM BBEJICHUEM XHMHOTPENapaTtoB ¢ LEJAbl0 MPo-
dunaxruku nopaxennsi LIHC (Hyper-CVAD, CODOX-M/
IVAC, JIB-M-04). I[Tpu IBKJI y B3pociibix 0CHOBOI JiedeHuUst
octaetcs nporpamma R-CHOP [10, 41, 42]. lanubiii daxr
JUKTYeT HEeOOXOMUMOCTb 00513aTE€/IbHON LIUTOreHEeTHUECKON
BepuduKkauuu aquardosa JIb y mauueHToB M3 rpymnmnel moj-
POCTKOB M MOJIOZIbIX B3POC/bIX. B cnoxkubix caydasix JIB,
KOrjla MMMYHOMOP(OJIOTHIECKAs KapTHHA W KJIMHMYECKHE
JIaHHbIE He TO03BOJISIIOT HCkMouuTh «double u triple hit»
JqumMbombl, obsizatesibHo npoBeenue FISH ¢ wuccsenosa-
HueM nepectpoek reHos c-MYC, BCL2, BCL6. CraunaptHoe
LUTOrEHETHUECKOE HCCIE0BAHUE, BBITIOJHAEMOE B CIIOPHbBIX
JIMArHOCTHUECKHUX CHTYaLUsIX, O3BOJSET ONPEACUTD T0MOJI -
HUTEJIbHbIE XPOMOCOMHbBIE abGeppaliu, poJib KOTOPbIX B ATO-
reHese M MporHo3e Mpojo/KaeT udydarbes. [lepernekTuBHbIM
JIHArHOCTHUECKUM KPUTEPUEM MOXKET CTATh U3yUeHHE aKTHB-
noctd miRNA (has-mir-20a, has-mir-17-5p has-mir-9),
4TO MO3BOJIMT MPOBECTH GoJjiee TOUYHYIO AHarHocTuky JIb u
JIBKJI, oco6enno B ciyuasix, korna npu JIb He onpenensiercs
TpaHCJIOKALUs ¢ BOBJeUeHHEM MpoTooHKoreHa ¢-MYC.

Cospemennbie npotokoJbl [IXT JIB siBasitores MHOrO-
KOMIOHEHTHBIMH W BBICOKOMHTEHCHBHBIMH. JlaHHBIN MOAXOML
Mo3BOJISIeT MOJY4MTh AnuTenbhylo BCB y 74—95 %
6osbHbIX. DakTopaMu HeGIArONPUATHOrO MPOrHO3a CUMTA-
I0TCSl MIO3/IHUE CTauK 3a00JieBaHUsl U MOJPOCTKOBbIH BO3-
pact 6osbHbIX. BKitouenue purykcumabda B rejraTpuieckue
nporpammbl [IXT no3BosisieT HUBENUPOBATH OTPULIATENBHOE
BausiHue Ha nokasareau BCB nosauux crapuit 3a60/1eBaHust
6e3 MoBbIlIEHUs 001leHd TOKCHUHOCTH Teparnuu, TOraa Kak
B nporpammax Jedenust JIb B3pocsibix posib puTyKcHMaba
JI0 HACTOSILIEro BPEMEHU He onpefeseHa. Bonpoc seuenus
GOJILHBIX MOPOCTKOBOTO BO3PAcTa MPEACTaBIAsSeTCs KpaiiHe
AKTyaJIbHbIM, UTO MOATBEPKAACTCS IIHPOKUMH IUCKYCCUAMHU,
NPOXOJALIMMH B PaMKaX MHPOBBIX KOHIPECCOB MO remMaro-
JIOTUH (KOHIpece, MOCBSALIEHHbIH BONpPOCaM JMAarHOCTHKH H
tepanuy HXJI y neteil, nogapocTKoB ¥ MOJIOJBIX B3POCIBbIX,
Huio-HMopk, 2012 r.). CoracHo npeicTaB/ieHHbIM AaHHbIM,
JiedeHHe MOIPOCTKOB JIO/KHO MPOBOAUTBLCS 110 MeAraTprie-
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CKMM TIPOrpaMMaM, KOTOpPble MO3BOJIAIOT YJIYULLIUTh N0Ka3a-
Tesin BbkuBaeMocT. Ha IV Mexnynapoanom eBpasuiickom
KoHrpecce no remaroJorud (Typuus, 2013 r.) B noknanax
Sabina Chiaretti 1 Mohammed Said 6bl10 y6enuresbHo
M0Ka3aHo, YTO Tepanusi OCTPbIX JUMMOOJIACTHBIX JIEHKO30B
1 JTUM(OM y TTOZPOCTKOB H MOJIOJBIX B3POCIBIX T0/KHA TTPO-
BOJIMUTbCS MO MeJdaTpuuecKuM nportokosaM. M, Hakoner,
HallM JaHHble TIOATBEPKAAIOT OOLIEMHPOBBIE TEHAEHLHUHU:
3-netnsis BCB y mojpocTKoB, mMoJiydaBIlIUX JieueHHe 10
nporpamme R-B-NHL-BFM 95, cyuiectBeHHo Bhllle, YeM
NPY HCIOJBb30BAHWM MPOTOKOJIOB, MPUHSITBIX BO B3POCJIOH
oHkoremaroJsiorui. OJHAKO Ui OKOHYATEJbHBIX BbIBOJIOB
HeoOX0AMMO HAKAaIJIMBATh KIMHHYECKHE JaHHbIC.

CJ102KHBIM OCTaeTCsl BONPOC BbIpaGOTKU JieueOHOM TaK-
THKH NpU pa3BuTHi peunansoBs JIB. B naliem ucesenoBanuu
pelManBbl pasBunch y 3,3 % OGosbHbX. Bee peuumupbl
OblIM paHHUMM M IMarHOCTHPOBaHbI B TeueHne l1—3 mec.
nocJie OKOHYaHUsl porpaMMHON Tepanuu. He pelenst Bom-
pOCBI MPOTHBOOTYXOJIEBOTO JI€UEHHsT PE3HCTEHTHBIX (hOpM
JIB. B nawe#i paGore pe3HCTEHTHOCTb KOHCTATHpOBAaHA Y
5 % GonbHbix. [TOMBITKH BKIIOYEHUsT PUTYKCUMAGa B MPO-
rpaMMbl Tepanuu peaucTeHTHbIX hopM J1B, yBesnueHust 103bl
metorpekcata 10 7000 Mr/m2 He IPUBeJH K MOJ0KUTeNbHbIM
peayJibTatam. B HacTosilllee BpeMsl akTHBHO BeIETCs MOMCK
HOBBIX TapreTHbIX npenapaToB. [IpoBoasTcs KAHHHUECKHE
UCC/IeIOBAHUST  TYMaHU3UpOBaHHbIX —aHTH-CD20-autured,
KOHDBIOTHPOBaHHBLIX ¢ uTTpueM-90 (BesTy3ymad), aHTH-
CD22-antuten (snparydymad), 4To, BO3MOXKHO, TMOBBICHT
pe3yJibTathl JeueHust auM¢omsl bepkutra.

KOH®JINKTbl UHTEPECOB

ABTOpBI MOATBEPHKAAIOT OTCYTCTBHE CKPBITHIX KOH(JIMKTOB
MHTEPECOB.
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