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ABSTRACT

Obijective: To assess efficacy of chemotherapy regimens
based on nucleoside analogues (fludarabine or nelarabine)
followed by allogeneic hematopoietic stem cell transplanta-
tion (allo-HSCT) for refractory acute lymphoblastic leukemia
(ALL) in children and adolescents.

Patients and methods: The patients (n = 33) at the age of
1 to 21 years (median 11,5 years) with relapsed or refrac-
tory ALL received fludarabine- ((FLAG = Ida) (n=23) or
nelarabine- (n = 10) based chemotherapy for induction of
remission. Later on, 24 patients underwent allo-HSCT.

Results. Out of 23 patients who had received FLAG or
FLAG-Ida, complete remission (CR) was achieved in 11

(48 %). Out of 10 patients who had received nelarabine—
based regimen, CR occurred in 7 (70 %). Mean duration of
CR was 4.9 months (1 to 18 months).

Overall 3-year survival after alloHSCT performed during
remission or relapse was 58 % and 8%, respectively, having
been 0% with no alloHSCT.

Conclusion: Fludarabine- or nelarabine-based regimens
can be used as a preparatory step to achieve remission
prior to alloHSCT in children and adolescents with ALL car-
rying a poor prognosis.
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JleueHue pedpakrepHbix popM OCTpPOro
JuM(0o06JACTHOrO JIeHK03a y AeTel U MOAPOCTKOB:
PEUHIYKLIMS PEMUCCUHU C Noceaytollein
aJIJIOreHHOM TpaHcIJJAaHTaluen
reMono3THUECKHUX CTBOJIOBbIX KJIETOK

E.B. Cemenosa, H.B. Cmanuesa, C.H. Bondapenko, B.H. Basuaos,
A.A. Baeee, O.B. Ilauna, C.B. Pa3ymosa, A.C. boposkxosa,
T.A. Boikosa, A.A. Pay, JI1.C. 3yb6aposckas, b.B. Apanacves

PE®EPAT

Lenb nccnepoBanus. OueHnTb 3OHEKTUBHOCTL NPOrpaMm XMmMmoTepa-
nMu, cogepXallmx HyKneo3ugHble aHanorn (dbnygapabuH n HenapabuH),
C nocnegylowuym MpUMEHEHNEM anfioreHHoOW TpaHCcniaHTauMm remoro-
3TMYECKMX CTBONOBbLIX KneTok (annoTlrCK) npu pedpakTepHbix hopmax
ocTporo numdo6énacTHoro nervikosa (OJ1J1) y geTter 1 NOAPOCTKOB.
Matepuan n metogabl. NauneHtam (n = 33) B Bo3pacTte ot 1 go 21 roga
(megmana 11,5 roga) ¢ peumameamu 1 pedpaktepHbeiMmn dpopmamm OJJT ¢
Lenblo MHAYKLMX peMUCCUN NPOBOAMNACE XMMMOTEpanmsa no cxemam, co-
gepxawmm donypapabuH (FLAG + Ida) (n = 23) unm HenapabuH (n = 10).
B nocnegytoilem 24 nayneHtam BbinonHeHa anno Tl CK.

PesynbTatbl. VI3 23 nauneHTos, nonyumswmx FLAG n FLAG-Ida nonHas
pemucecua (MNP) pocturHyta 'y 11 (48 %). 13 10 naumeHTOB, KOTOPbLIM MPO-
BENN fie4eHne No cxemam ¢ HenapabuHowm, MNP nonyyeHa 'y 7 (70 %). Onu-
TenbHOCTb NP cocTtaBuna B cpegHem 4,9 mec. (gmuanasoH 1-18 mec.). O6-
Lan 3-neTHas BbXKMBaeMoCTb naumeHToBs nocne annoTl CK, BbinonHeHHON
B pemuccun, coctasuna 58 %, B peunamese — 8%, 6e3 annoTTCK — 0%.
3aknioveHue. CxeMbl XMMMOTEpPanuK1, cogepxaLume dnygapabviH unm He-
napabviH, MOryT NPMMEHATBCA Kak 3Tan NoAaroToBKM C Lenbilo JOCTUXKEHUS
pemuccum nepep annoTICK 'y geten 1 nogpoCTKOB C NPOrHOCTUYECKM He-
6naronpusaTHeiMu dpopmamu OJ1J1.

Kntoyesbie cnosa:
dnynapabuH, HenapabuH, annoTICK, ocTpbii NMM0O6MaCTHbIA NENKO3,
PEe3NCTEHTHbIE (POPMbI, AETWN, MOLPOCTKMU.

BBEJIEHUE

He6JIaFOHpMﬂTHbIM MPOrHOCTHYECKUM

CoBpemenHast  xumuotepanust  no- caxropom. [Ipu peunnnsax OJIJI no-
3BOJISIET  TIOJYYMTb MOJHBle  KJAM-  BTopHble [IP pocTturaiorest TOJMBKO Y
HHKO-TeMaToJIornyecKue pemuccun  40—50 % 6GosbHbIX (2-7€eTHsAs 0OLIAst

BbI2KUBA€MOCTb COCTaBJIdACT

(TTP) y 95—99 % neteii ¢ ocTpbiM
mumdoobactHbiM - siefikozom  (OJIJT);
5-J1eTHsis GecCOObITHIHASI BbDKHUBaAE-
MocTb coctasasier 80—92 % [1—4].
Onnako y yactn naiuentos (10 20 %)
Pa3BUBAIOTCS PELMIUBBI, UTO CJIYHKHT

[OB]
20%) [5]. Tlpu Jieyenuu BTOpOro
M Tpetbero peuuanoB [IP  moxer
ObITh MoJyueHa MeHee ueM y 15 %
naurentos. Kpome Toro, 10 1—2 %
COCTaB/ISIOT MALMEHThI C ePBHYHO-Pe-

WHCTUTYT AeTcKoi remaronoriv 1 TpaHcnnasTonorn uM. P.M. Fop6a4esoii, CaHkT-TeTepbyprkuii
rOCYIAPCTBEHHbII MEANULMHCKIA YHUBEPCITET M. akag. V.1, [aBnosa



Pedhpakrepubiii 0J1J1 u anno TICK

gucteHTHbIMU popmamu OJIJI [6]. [Tpumenenune aanoreHHOH
TPAHCIJIAHTALMH  TeMOMOITHIECKHX CTBOJIOBBIX  KJETOK
(a0 TI'CK) ciiesiasio BO3MOXKHBIM H3JieueHue JeTel U Mojl-
pocTkoB ¢ HeGaronpusitTHbiMU hopmamu OJIJT. DddekTns-
HocTb a0 TI'CK ocHoBbIBaeTCSs He TOJIBKO Ha BO3SMOYKHOCTH
HCI0JIb30BaHUS BLICOKHX 103 LIUTOCTATHUECKHX MTPENapaTos,
HO U Ha HMMYHOOIIOCPEJ0BAHHOM BO3/IeHCTBHH HMMYHOKOM -
MeTEeHTHBIX KIETOK aJlIOTeHHOr0 TPAHCIIaHTaTa — pPeakluH
«TpaHCIJIAHTAT MPOTUB JIeHK03a». Beicokast 3(h(heKTHBHOCTD
annoTI'CK nokasana npu ee npoBeJieHHH B CTAIUH PEMHUCCHH
[7, 8]. B cBsi3u ¢ 9TM BO3HHKAET HEOOXOAUMOCTD BbIGOpa OT1-
THMaJIbHOMN CXeMbl XUMHOTEPATHH JUI51 PEUHIYKLIUH PEMUCCHH
y nauueHToB ¢ pecpakrepubiM TedenueMm OJIJI B kauectBe
3Tana nojAroToBKH K nposefenuto amnoTICK.

B nocneanne romel B KauecTBe pe3epBHOH CXeMbl
XUMHOTEPANuK, HMHAyLHPYIOLlel peMHCCHH Yy OOJBHBIX C
KpariHe HeOJaronpHusaTHbIM TEUEHHEM OCTPbIX JIEHKO30B,
YCIMEIHO TMpHUMeHsTIoTCesT (putyapabuH-coaepKallie CXeMbl
FLAG u FLAG-Ida [9]. ®aynapabuna docdar — murocra-
THUECKHH MpenapaT M3 TpyMbl HYK/JIEO3WIHBIX aHAJOTOB,
YCTOMYUBBIX K WHAKTHBMPOBAHUIO a€HO3HHIE3aMHHA30H.
Mexanuam JefiCTBHS MIpenapara MnpejacTaBjaeH CleIyIoLIUMHU
stanamu [ 10, 11]. ®nynapabun npespaiaercsi B aKTUBHbIH
MeTaboJIUT BHYTPH KJETKH MyTeM (OCPOPUIUPOBAHUS JIO
¢baynapaduntpudochara (2F-Ara-ATP). dror merabosur
(2F-Ara-ATP) nomasasier cunres JJHK B kietke myrem
MHaKTHBalLMKM puboHykIeoTHapenykrasbl, JHK-npatimaser,
JIHK-nonnmepassl u JIHK-smrasel. Beneacrsue storo cHu-
JKAeTcsl BHYTPUKJIETOUHAS! KOHLIEHTPALUsT (PU3HONOTHUECKUX
HYKJICOTHJIOB, YYaCTBYIOLIUX B PEIUIMKALWM M pernapalui.
Kpome toro, 2F-Ara-ATP akTHBHO KOHKYpHpyeT ¢ (hu3HO-
JIOTHIECKUMH HYKJIEOTHAAMH, HAXONALIUMHUCH B KJETKe, 3a
Bkimovenue B JIHK, uto siBsisieTcst ocHOBOW MOTEHIMPOBAHHSI
cobetBeHHoro  aeidcrBusa - (self-potentiation).  ®enomen
BerpauBanns B PHK ¢ napymennem cunTesa mnocseHnx
JIEKUT B OCHOBE MeXaHH3Ma BO3JIEHCTBMSI HAa MOKOSILHECs
knetku. Berpansanne 2F-Ara-ATP B MPHK Bener k npex-
JeBpeMeHHOMY OKOHuaHuto cuHtesa PHK-Tpanckpuntos,
KOJIMYECTBO KOTOPBIX CTAHOBHUTCS HEAOCTATOUHBIM ISt
CUHTe3a OeJsIKOB, aJleKBaTHOMO MOTPEOHOCTSIM  KJETKH.
BrizBannoe caynapadutom mnpekpatienne cunreda PHK|
peanuayloleecst B HeJlesIsILMUXCS KNETKAX, HTPaeT OCHOBHYIO
poJib B €ro LIUTOTOKCHUECKOM jeHcTBHH. Hapylienne cuH-
te3a PHK B pesysbrate BcTpanBanust B Hee uyaapabuHa
SIBJISIETCS] XapaKTePHBIM CBOHCTBOM 3TOrO Tpernapara U He-
TUIIHYHO JJIs1 APYTHX MyPHHOBBIX aHAJ0TOB. Takum o6pasom,
thynapabuH ¢ OIMHAKOBOH aKTUBHOCTBIO JICHCTBYET Ha MO-
KOSILLIMeCs U JieJisiluecst KneTku. Kpome toro, onHnuM us 3Be-
HbEB MeXaHH3Ma eHcTBUS (h1yaapad1Ha sSBJIsIeTCs HHAYKIUS
anonrosa. Paynapabuna pocdar obaagaeT Tak Ha3biBAEMOH
KJIETOUHOH CreluUIHOCTbIO, T. €. JIEHCTBYeT B GoJibllei
CTeNeHN TMPOTHB OMyXOJeBbIX KJeToK. Takas usbuparesb-
HOCTb Mpernapara ecTb CJIeJICTBHE CeJIeKTHBHOTO TPAHCIOpTa
¥ YCHJIEHHOro (ocOpUIHPOBAHUS JI0 LIUTOTOKCHUECKOTO
MeTaboJiMTa HMEHHO B OMyXoJleBbIX KieTkax. Paynapabun
no3BoJisileT u3beKaTb WM MHHUMH3MPOBATh KOCTHOMO3-
rOByIO arjasuio M, Kak CJle[CTBHe, MAHLHUTOMNEHHIO, YTO B
pe3yJ/ibTaTe CHHXKAET PUCK MHOTHX TSXKEJIbIX OCJ0KHEHUH.

O6ocHoBanueM AJ1s1 BKJIOUeHHsT (hIynapabiHa B CXeMbl
XUMHOTEPAMUK OCTPBIX JIEHKO30B CJYXKHT MHOTOJIE THHI OTTBIT
Habumosienust 1 Jeuenus. Cxembl cocTosiT U3 Quynapabuna,
uurapabuna (Llurosun-apabunosun, Ara-C) u rpanysionu-
TapHOro KoJioHuecTumy upytoutero dakropa (I'-KCD) ¢ no-
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GassenueM unapyouina umu 6e3 vero (FLAG u FLAG-1da).
PalnoHanbHOCTb HCMOMB30BAHHUST TAKOH KOMOHHALMH LIUTO-
CTATHYECKHMX MPernapaToB OCHOBAHA HA CHHEpruaMe Quyna-
pabuHa docdara u uurapadua [ 12]. LlutoTokcnunocTs 1u-
TapaG1Ha 3aBUCHT OT BHYTPUKJIETOUHOTO €0 MpeBpallieHts B
akTHBHBIA MeTabosint 5'-Tpudocdar (Ara-CTP). drot mHo-
roCTyneHuaTelil npotece (hocHOPUIHPOBAHHST MPOUCXOAUT
MO BO3AEHCTBHEM JIE30KCHLUUTHAMHKHHA3EL. ~CHHUKeHHe
AKTHBHOCTH (pepMeHTa BeJIeT K YMeHbIIeHHIO (ocopUinpo-
BaHUsl LUTapaOMHa U MOTEpe LUTOCTATHUECKOH aKTHBHOCTH,
YTO CJIY’KHT OJHHM M3 BAXKHBIX MEXaHH3MOB (DOPMHPOBAHHUSI
PE3UCTEHTHOCTH JIEHKO3HDBIX KJIETOK K uuTapabuny. Kpome
TOTO, €CTECTBEHHAsl AKTHBHOCTb JE30KCHLNTHAMHKHHASHI,
KOTOpast B HOPMe y4acTByeT B MeTa0osn3Me (PU3HOoJ0rnye-
CKHMX HYKJIEOTHJOB, JUMHTHPOBAHA, YTO OTPAHHUHBAET BO3-
MOXKHOCTH 5CKaJIalNK 103 LIUTapabuHa.

Wurnbupyioiiee aefictsue aynapaduna Ha pubOHyKJIe-
OTHAPELyKTa3y TPUBOAUT K CHIXKEHHIO BHYTPUKJIETOUHON
KOHLEHTPALUHUK  (PU3HOJOTHUECKHX  HYKJIEOTHAOB,  UTO
CrocO6CTBYET MepeopHeHTallMd  aKTHBHOCTH JIe30KCHIIU-
THIMHKHHA3Bl U YCHJIEHHIO (hOCHOPUINPOBAHHS HE TOJBKO
thaynapaduna (self-potentiation), Ho u uurapaGuHa ¢ NoBbI-
lIeHHeM HMX BHYTPHUKJIETOUHOH aKkTHBHOCTH. MccienoBanus
in vilro Tmokasa/ju, 4TO MOMHMO 35TOr0 ONOCPEIOBAHHOIO
nyTH QuyrapabuH crnoco6eH HAMpsIMylo MOBLIIATL YPOBEHb
tocopunupoBanusi uurapabuHa. Ilpu  uMHKyGHpoOBaHHU
JIEHKO3HBIX KJETOK ¢ (hiyaapabuHOM M UUTApaGUHOM 00-
pasoBanue Ara-CTP Gbuio B 3 pasa Bbillle, 4eM TPH HHKY-
O6UPOBAHUU TOJLKO ¢ LuTapabuHoM. OnpeseseHo, 4To s
ONTHMAJILHOTO YCHJICHHs] JEHCTBHsI LUTAapabHHA BBeJEHHE
(hynapabuHa JO/LKHO OCYLIECTBJASITbCST HA 4 4 paHblile.
C 1e/bl0 YBEJMUUTh KOJHUECTBO KJETOK, HAXOMSIIUXCS B
(hase MUTO3a KJIETOUHOTO LIMKJIA, U TOBBICHTb HX IOCTYITHOCTh
JUISl 1eACTBHSA LIMTapaOuHa HUCIOJb3yeTCs NMPaiMUPOBaHHE C
nomotipio ['-KCD.

OcHoBbIBasICh Ha TePEUUCIEHHBIX BbllIe (haKTaX, MHOTHE
McCeoBaTeI  NPUMeHsIH  puryapabuH-cofepaKaline
CXeMBl /7151 JIeUeHUs] PELUANBOB OCTPhIX JIEHKO30B, B T. U. Yy
Jeteil. B pasnuuHbIX HCCIEIOBAHUSIX YACTOTA JOCTHIKEHUS
[IP naxomutcsi B npenenax 65—80% c 2-nerneii OB
24—45%[13, 14].

Daynapabun He o6a1aeT NepeKpecTHON Pe3uCTeHTHO-
CTbIO, CJIEA0BATE/IbLHO, OH MOXKET OBbITb IPenapaTom BbiOOpPa
TpH JIeueHHH pehpakTepHbIX PopM 3a60/1eBaAHUH.

[Tosnnee nns seuenus: T-KAETOUHBIX OCTPBIX JHMDO-
Gnactubx Jefikozos (T-OJIJT)/numdom (T-JIBJI) cranu
MCIONIb30BATh  JIPYrOM  LMTOCTATUYECKMH Mpenapar U3
TPYMIbl HYKJIEO3HAHBIX aHANOroB — HeJapabuH, KOTOPHIH
JIeMETHIUPYeTCsl aeHO3UHAe3aMHHA30l U MpeBpallaercs
B 9-B-D-apadunodyprosuiryauun (apa-I'). Apa-I" doc-
(hopusmpyercst B KJIeTKax JAe30KCHLUUTHAMH- U Je30KCHrya-
HO3MHKMHA3aMH JI0 apaOGuHOMYpHO3UTyaHHHTPU(OChaTa
(apa-I'Td). Apa-I'TO naxkarinBaeTcsi B K€TKaxX U yrHeTaet
cunre3 JIHK. Haxonnenne apa-I'T® mpoucxoaut npenmy-
ecTBeHHO B T-K/eTkax U siBjsietcst 6oJiee TOKCHUHBIM /151
T-numpobmacToB, UTO MOCTYKHIO OCHOBAHHEM /sl TIPH-
MeHeHHs HeJlapabuHA B KauecTBe Tperapara Julsl JeueHHs
T-OJ1J1/T-JIBJ1. Uccnenosanust COG (Childrens Oncology
Group) nokaszanu 3(heKTHBHOCTb HesJapabuHaA MPH peliH-
muBax v pedpakrepubix T-OJIJI/T-JIBJ y nereii. [TP 6buiu
nosydenbl y 23—48 % nauuentos [ 15, 16].

JIMUTeIbHOCTE MOBTOPHOH PEMMCCHM B TpyIIe MaliH-
entoB ¢ OJIJI BbICOKOro pHCKa, Kak MpaBujo, He OblBaeT
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E.B. CemeHoBa un gp.

MPOJIOJIKUTENIbHON.  AJleKBaTHasi KOHCOJIMJALHMS B 9TOM
cJlyuae T03BOJISIET MPOJIOHTHPOBATh PEMHCCHIO HAa BpeMs
noarotoBku K BbinojHenuo amioTT'CK, mnoucka asmio-
reHHOro JIoHOpa (pOACTBEHHOTO, HepoxacTBeHHoro). [lpu
pedpakrepnom Teuenun OJIJI npumeHeHne pe3epBHBIX CXeM
XUMHOTEPANUK J0KHO ObITh HAMPaBJAEHO HA yMeHbLICHHE
o6beMa OIMyXoJIeBOH Macchl 10 MAaKCHMaJbHO BO3MOXKHOTO
YPOBHsI KOMOMHALMSIMH TIPEnaparoB, 00JaaloUnUX MHHH-
MaJIbHOF OPraHHON TOKCHYHOCTBIO.

Lleabio uccnenoBanusi ObUIO OLEHUTb (PPEKTUBHOCTD
MPOrpaMM XUMHOTEPAMNHH, CoAepKalinX (ayaapabuH 1 Hesla-
pabuH, A71sl IOCTHAKEHHUST U MOIePKAHUST PEMUCCHH Y leTell U
NOPOCTKOB ¢ pedhpakTepHoit popmoit OJIJI B kauecTse sTana
MOJTOTOBKH /151 TTOCJIe/ytoliero BhinojiHeust aio TTCK.

MATEPWAIbI U METO[1bl

C mapra 2008 r. o okts16pb 2012 1. B ximmunke MIAIUT nm.
P.M. Top6aueBoii nox HabJoIeHUEM HAXOUO0Ch 33 nalueHTa
¢ OJIJI: nepBuuHO-pe3UCTEHTHOE TeueHHe (1 = 6), nepBblil
paHHHUI KOCTHO-MO3rOBOH PE3HUCTEHTHBIN peluaus (n = 8),
nepBebii pannuit komGunuposannsiit (KM + LIHC nan KM +
JIUM(DOY3JIbl ) PE3BUCTEHTHBIH PELUANB (72 = 3), BTOPOH KOCTHO-
MO3TOBOH peuuauB (n = 8), BTOPOH KOMOHUHMPOBAHHbIH
(KM + LIHC) peuynus (n = 4), I1l KocTHO-M03roBO# pelninB
(n = 1), mocTTpaHCIIAHTALMOHHBIH KOMOWHMPOBAHHBIHA
(KM + sumdoysnsl = LHHC) peuymus (n = 3) (taba. 1).
Bospact nauuentoB kosebancs ot 1 jgo 21 roja (memuana
11,5 rona). Manburkos Obu1o 23, eBouek — 10.

B-knerounstit Bapuant OJ1JI qnarnocruposan y 18 na-
unenton: Bl (n=3),B2(n=2),B2/B3(n=4),B3(n="6),
6e3 yrounenusi (n = 3). [luroreneruueckoe uccieoBaHue
nposoausiocs y 10 6osbhbix ¢ B-OJIJ1: HopmanbHbIi Kapu-
oTHN onpefessiics y 3 nauueHtos, 1(4;11) —y 3,1(9;22) —
y 2 U KOMIUIEKCHble MOJOMKH — y 2 nereil. Daxropbl
HeOJIaroNpUsITHOTO MPOTrHO3a, KOTOpPble ObIM BbISIBJIECHbI
y nauuentoB ¢ B-OJLJI Ha MOMEHT MOCTaHOBKH JHArHo3a:
Bogpact (> 10 siet, n = 6; < 1 roga, n = 2), crieHoMeraJsnus
6osiee 4 cM U3-10J Kpasi peGepHOl yrH (1 = D), TunepJei-
kouuto3 40— 1180 X 10%/1(n = 2), Tpanciokauuu 1(9;22) u
t(4;11) (n = 5), HHULMAJBLHBII HelipoJieliko3 (1 = 1), oTKas
poauTesielt oT xuMuotepanuu (n = 1).

T-knerounstit penotun OJIJ] qnarnoctuposan 'y 15 nereit
unoapoctkoB: T1(n=4),T2(n=06),T3(n=3),T4(n = 2).
[Ipn uMTOreHeTHUECKOM HCC/EIOBAHHH, MPOBEIEHHOM Y
11 GosbHbIX Meped KypcoM (ayaapabuH- wiu HenapaGHH-
COZIEprKALLMX CXeM JleueHHsl, OBbLIH BbISIBJEHB! CJEyIOlHe
XpoMocoMmHble nepectpoiiki: 1(3;4), 1(2;9), 1(4;12), t(11;14),
t(6;14), del6, dell7. HopmasbHelil KapHoTHn oTMedascs y

4 60J1bHBIX. ¥ ofiHOrO peGeHKa Obll BbISIBIEH XHMEPHBIH TeH
SIL/TAL. ®axropamu HeGJAroNpUATHONO MPOTHO3a KO Bpe-
MEHH T10CTaHOBKHU auarHosa T-OJIJ1 Oblin runepieikouuTos
40—411 x 10%/1 (n = 10), Bogpact ctapue 10 net (n = 8),
sKeTpamenysipable nopaxenust (LIHC, cenesenka n immdo-
yaiibl) (1 = 8). CyieJlyeT OTMETHTD, UTO y 9 NalMeHTOB He ObLIO
TOJTy4eHO PEMHUCCHH MOC/Ie HHAYKIIMOHHOH Teparnuu.

Y OOJIbLIMHCTBA [ALUEHTOB B KauyecTBe I[1POTHBOpeE-
LIUAMBHON Tepanuu 0 CXeM C HyK/JIE€O3WIHbIMU aHaJOraMu
[pUMeHsINCL OJIOKM XUMHOTepaluu U3 nportokoja BFM-
ALL-Rez. KosmmuecTBo KypcoB npejiiecTByoliel Tepaniu B
cpenHem cocraBuiio 3 (auanazon 0—8). Pemuccus Ha done
MPOTHBOPELMIUBHON XUMHOTEpANUH He JOCTUTHYTAa HH Y
OJIHOTO U3 BKJIIOUEHHBIX B HCC/IEI0OBAHHE NALMEHTOB.

B Hacrosieil paGoTe B kauecTBe PeMHIYKLHH PEMHCCHH
y 23 nauuentoB ¢ B- wiu T-OJIJI ucnosb3oBasn cxembl
FLAG nm FLAG-Ida (ta6a. 2). [ToBropHble yrapaGuH-
coliepkalliie Kypcbl ObLIH MPOBEIEHbl y 3 TalUeHToB (Y
2 — B KauecTBe KOHCOJMMJIALMHU pemuccuu, y 1| — ans pe-
MHIYKIMK peMuccun). ¥ 7 naupentos ¢ T-OJLJI HenapaGuH
MPUMEHSICS B KOMOUHALMM C JIPYTHMH LIUTOCTATHUECKUMH
npenaparamu: 610oku HRS (Bbicokuit puck) u HR6 npo-
Toxosa «MockBa-bepnun—2008» a5t pe3aucTeHTHBIX GopM
T-xnerounerx OJIJI. B kauecTBe MoHOTepanuu Hesnapabuh
ucrnosbaoBadscess y 3 GodibHBIX (cM. Tada. 2). [ToBTopHbie
KypChl ¢ HeslapaGUHOM MOJTYYHJI0 5 MalKeHTOB.

TokcHUHOCTB OlIEHHBAMACH COTJIACHO OOLIUM TEepMH-
HOJIOTHYECKHM KPUTEPHSIM HerKeslaTesbHbIX SIBJEHHH, Bep-
cust 3.0 (Common Terminology Criteria for Adverse Events,
CTCAE; Version 3.0)[17].

B nepuon xumuoTepanuu y Bcex NalueHToB NPOBOJAUIICS
nouck HepojctBeHHoro joHopa. AnioTICK BbimosnHena B
CpoK 2—8 Mec. OT Hauaja MPOTHBOPELUANBHON Tepamuu y
24 6onbHbIX. Ko Bpemenu amnoTI'CK pemuccusi coxpansiach
y 11 nauuenTos, peunuus passuicsay 13. Cxema FLAG = Ida
npumensiack y 18 naunenton (B-OJLJT — 15 neredi u noj-
poctkos, T-OJIJI — 3), nenapabun-coaepKatiye cxeMbl —
y 6 nereit ¢ T-OJIJI. PoncrBennasi coBmectumast ajioTTCK
npoBesieHa y 3 6OMBHBIX, HEPOACTBEHHASI COBMECTHMAsT — Y
8, ramyonsieHTHYHas — y 13. MuenoabyaTHBHbIE PEKUMBI
KOHMLMOHUPOBAHUS TPUMEHSINCh y 14 mnanueHTtoBs, pe-
JKHMBI CO CHH2KEHHOH HHTEHCHBHOCTBIO 103 — Yy 10.

Craructvueckuii aHajiu3 MOJyYeHHBIX JAHHBIX Bbl-
noJiHeH ¢ nomolibio nporpamm SPSS 17 n Statistica 7,0.
BbIKMBAaeMOCTb M KyMyJISITUBHAST BEPOSITHOCTb PACCUMTAHBI
no Merony Kamnana—Meiiepa. [TauueHtsl, coxpaHsiBline
pPEMHCCHIO HA MOMEHT aHa/lu3a JaHHBIX, LEH3YPHPOBaHbI
01.10.2012 r. OB u 6e3peunnnBHasl BEDKHBAEMOCTb pac-
CUNTBIBA/IUCH Y MAlUEHTOB, OTBETUBLIMX HA MHAYKLHOHHYIO

Tabnuua 1. immyHonornyeckun BapuarT n ctagus OJ1J1 Ko BpemeHu npuMeHeHns dnyaapaduH- nnu HenapaduH-cofepXalumx cxem Tepanum

Cragus 0J11
MepBbii
PaHHuii
pesucTeHTHbl  [epBbid paHHuit  BTopoil
MepBu4HO- KOCTHO- PE3UCTEHTHbII KOCTHO- Bropoii
AmmyHonoruyeckuii pe3UCTEHTHOE  MO3roBOW  KOMOWHMPOBAHHLIA MO3rOBOI KOMOMHMPOBAHHLIN TpeTud [ocTTpaHCNNAHTALMOHHBINA
sapuant 0J11 Cxema XT TeYeHue peuuans peuuaus peuuaus peuuaus peuuaus peuuans Bcero
T-01,n=15 FLAG + Ida 1 2 (1) 0 0 1 0 1 5
HenapabuH 3(3) 1 2(1) 0 2 0 2(1) 10
B-0/11,n=18 FLAG + Ida 2 5(1) 1 8 (1) 1 1 0 18
Wtoro 6 8 & 8 4 1 3 33

MTPUMEYAHWE. B ckobkax yka3aHO YMCN0 NALMEHTOB, KOTOPbIM NPOBEAEHbI NOBTOPHbIE KYPCbl hnyAapabuH- uin HenapabuH-CoaepKaLLnX CXeM fIeYeHus.
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Tabnuua 2. Pexxumbl Tepanum pedpakTepHbix hOpM OCTPbIX IMMAOBNACTHBIX NENKO30B

CxeMmbl xumuoTepanuu ¢ chnyaapabuHom

FLAG

®nynapabuH (FL) 30 mr/m?/cyT B/B nHy3us B TeveHne 30 MuH B 1-5- feHb

Liutapa6uH (A) 2 r/m?/cyT 4-4acoBas nHy3ns vyepes 4 4 nocne BeefeHns FL B 1-5-i feHb
[-KC® (G) 3—15 mKr/kr/cyT n/k exxefHeBHO 3a 1 feHb A0 Hayana XT

FLAG-Ida

®nypnapabuH (FL) 30 mr/m?/cyT B/B nHy3us B TeveHne 30 MuH B 1-4-i fieHb

Lintapabun (A) 2 r/m?/cyT 4-4yacoBas uHdy3ns Yepes 4 4 nocne BeeaeHus FL B 1-4-i fexb
[-KC® (G) 5-10 mKr/kr/cyT n/k exefHeBHO 3a 1 feHb fo Havana XT
Npapy6uuumh (Ida) 12 mr/m?/cyT B/B uHdby3ns B 1-3-i ieHb

CxeMbl XMMUOTEpPaNuK ¢ HenapabuHom

bnok HR5 npotokona «MockBa-bepnui-2008»

Henapa6ux 650 mr/m?/cyT B/B MH(y3ns B TeyeHne 14 B 1-5-i AeHb

Linknocpocchammg no 200 mr/m? B/B MHAY3us 2 pas3a B CyTku B 1-3-i1 AeHb
[lekcameTazoH 20 Mr/mM?/cyT BHYTPb Ui B/B B 1-5-i1 fieHb
M3r-acnaparnHasa (OHkacnap) 1000 ef./m? B/B uHy3us B Te4eHne 1—2 4 0fHOKPATHO

bnok HR6 npotokona «MockBa-bepnui-2008»

Henapa6ut 650 mr/m?/cyT B/B uHdby3ns B TeqeHne 14 B 1-5-it aeHb

Lintapabun no 300 mr/m?B/B nHy3us 2 pasa B CyTku B 1-3-11 ieHb

3tono3ug 150 mMr/m? B/B MHGY3ns B 1-3-i fieHb

[excameTasoH 20 Mr/m?/cyT BHYTpb Unn B/B B 1-5-i1 igHb

Mar-acnaparmHasa (OHkacnap) 1000 ef./m? B/B MHyY31s B Te4eHne 1—-2 4 0JHOKPATHO

Henapabuu B MOHOpeXume
nnm

Henapa6ut 650 mr/m?/cyT B/B uHdy3ns B Te4eHne 14 B 1-5-i1 AeHb

1500 mr/m?/cyT B/B MHGy3ns B TeveHne 24 B 1, 3 1 5-if AHKM

Teparnuio, cojieprkaliyto (ayaapaGuH uin HesapaduH. Cpas-
HEHHE BbIKHBAEMOCTH MALHEHTOB BBINOJIHSAIOCH C TOMOLIBIO
JIOT-PAHrOBOr0 KPUTEPHS, CPABHUTEJbHBII aHA/IM3 PA3HOCTH
noJieit — toutoro kputepust Pumepa. CraTHCTHUECKH 3HA-
UUMBIMH CUMTAMCh pad/inuus pu p < 0,05.

PE3YNbTATbI N ObCYXAEHUE

N3 23 nauwmentos ¢ T- win B-OJ1J1, nonyuusuiux FLAG uin
FLAG-Ida B kauectBe Tepanuu peuuausa [1P nocruruyra y
11 (48 %). U3 10 Gosbhbix ¢ T-OJIJT, y KOTOpbIX Gbla npo-
BeJleHa XUMUOTeparus ¢ HeJlapaOHHOM, PEMUCCHS TToJIydeHa
y 7 (70 %) neteii (taba. 3).

Jautensnocts TP oT MoMeHTa ee I0CTHKEHHS! JI0 pely-
JUBa, cMepTH o aApyroil npuunne wiu an1oTI'CK B cpeanem
cocraBusa 4,2 mec. (quanadon | — 18 mec. )y naileHToB 1nocJie
thaynapabuH-coep:kaliix nporpaMm M 6 mec. (1uanasoH
2—12 mec.) y 60/IbHBIX NTOC/IE XHMUOTEPAIHH C HeJIapaOHHOM.

AHasnz  0CJI0XKHEHHH, OOYCJIOBJIEHHBIX XHMHOTEPAIHEH,
MoKasaJj, 4To reMaToJIoTHUecKasi TOKCHUHOCTb nocsie iyna-
pabUH-COZIepKALIMX CXeM XMUMHOTEpAIWU B BHJIE JIEHKOMEHHH
IV crenenu, arpanysouurosa v tpombouuronenuu [V crenenu
na6monanack y 23 (100 % ) natmentos, anemust 111 creneny —
y7(30,4 %), alV crenenn — y 16(69,6 % ). Liutocratnueckas
rUnoniasus KpoperBopeHus (Jekikonenus IV creneHu, Tpom-
6oumronenus [V crenenu, anemust [V crenenn) BoisiyieHa y 4
(40 %) mauwenToB nocJie HeapaGUH-COePKAILIMX GJIOKOB.

BoccraHoBsieHHe KPOBETBOPEHHSI Yy MALMEHTOB MoOC/e
FLAG u FLAG-Ida na6mionanoch B cpeanem Ha 19-it netb

Ta6nuua 3. YacTtoTta v gnmMTensHocTb pemuccuin nocne FLAG + Ida
1 HenapabuH-cofepXallux CXem y AeTei U NoapOCTKOB
C MPOrHOCTUYECKN HebnaronpusTHeIMK chopmamm OJ1J1

Henapa6uH-
FLAG + Ida, copepxawue
MapameTp cpaBHeHUs n=23 cxembl, n =10 p
Yactota pemuccuii nocne XT, 11 (%) 11 (48) 7 (70) 0,124
[nutenbHocTs pemuccuii (Auanasot), 4,2 (1-18) 6 (2-12) 0,5
MEC.
MomeHT BOCCTaHOBNEHNSA 18,9 (12-38) 11,4 (4-24) 0,08

KDOBETBOPEHMS (AManasoH), AHU

www.medprint.ru

(manazon 12—38 nHeit), y 60JbHBIX Mocse HesJlapabUH-COo-
Jlepxkalnx cxeM — Ha 11-it jeHp (nmanason 4—24 nus).
CKOpOCTb BOCCTAHOBJIEHHSI Te€MOI033a KOppesaHpoBaga C
KOJIMUECTBOM OCJIO’KHeHHH. BoccTaHoB/IeHNsT reMornos3a He
otmeueno y 3 (13 %) maumeHTtoB mocsie npoBeeHHst Mpo-
rpamm FLAG u FLAG-Ida u y 3 (30 %) naunentos nocne
CXeMbl C Hes1apaOUHOM, YTO ObLIO CBSI3aHO € OBLICTPLIM I1PO-
rpeccupoBanuem OJLJ1.

3amecTuTesbHast reMOTpaHC(hy3HOHHAsT Teparnusi Mmpo-
Bojaach Beem GoabHbiM nocne FLAG = Ida u 5 (50 %)
natMeHTam rocjie cxem ¢ HesjapabuHom. B cpennem 1 na-
LIMEeHTY Mocjie HeJapabuH-COoleprKallUX CXeM BBITMOJHSNIOCH
1 =2 Tpancdysnn sputpouTos, a nocie FLAG + Ida —
3—5. Tpancdysun TPOMOOKOHLEHTPATOB MOCTE CXEM C
HeslapabUHOM TMPOBOAMINCH B cpeaHeM 3—4 pasa, nocie
FLAG = Ida — 5—8 pas.

Cpenyt JIpyrux TOKCHUECKHMX OCJIOXKHEHHH, THATHOCTHU-
poBatHbIX y 5 (22 %) GonbHbx nocie cxembl FLAG =+ Ida:
nocruutocratuieckas sureponarus [I—III crenenn (n = 4),
kapmuomuonatus Il crenenu (n = 1), Tokcuueckas sHueda-
qonatus Il crenenn (n = 1), daynapabuH-accouMHpOBaHHBI
remonns (n = 1). ¥ 3 (30 %) nauuentoB nocje Tepanuu
HeJlapaGUHOM OTMevaslach roJiuHeilponatus I crenenn
(n = 2), rpansuropHas Kapuuomuonatus Il crenenu (n = 2),
ToKcuueckas suteponatus Il crenenu (n = 1).

Ha doune neittponennn MI—IV crenenn y 10 (43 %)
nauuentos nocje cxembl FLAG * Ida otmeuanuch uHpek-
LIHOHHbIE OCJIOXKHEHHS: THEBMOHMUS (11 = 2), cencuc (n = 2),
MHBA3UBHBIN acreprusies Jerkux (n = 1), hebpunbHas Hefi-
tponenusi (n = 10). Y 3 (30 %) 60sbHBIX MOCAE HeapaGHH-
cojieprKalUX cXeM HabJoaMuch (heOGpUIbHast HEHTPOTEHHUST
(n = 2), UHBA3UBHBIN acreprusies jerkux (n = 1).

[TosyueHnHble pe3y/ibTaThl CBMAETENbCTBYIOT O TOM,
YTO MpeJACTaBJeHHble B paboTe CXeMbl XMMHOTEpPANuH Y
nauueHToB ¢ pedpaxrepueiM TedenueM OJIJI mossossitor
JIOCTHUb BBICOKYIO 4YacCTOTy PEMUCCHH MpPH TpUEMJIEMOM
CTIEKTPE TOKCHUUYHOCTH, OTHOCHTEJLHO HeOOJIbIIOM KOJHue-
CTBE cepbesHblx ocsoKHeHUH. Takum o6pa3om, NpuMeHeHHe
HYKJICO3UICOAEPKALIUX CXEM CO3[aeT YCJOBHS /sl TMPO-
BeneHust annoTICK Ges cyliiecTBEHHOTO yBeJMUEHHST PUCKA,
CBSI3AQHHOTO C JIEUECHHEM.
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E.B. CemeHoBa un gp.

3-netnsss OB jetefl W MoapocTKoB ¢ pedpaKTepHbIMH
1 peyuupytomnmu popmamu OJ1JI, BKIIOUEHHBIX B Ha-
cTosliee uccaenosanue, cocrasuna 27 % (puc. 1). Tlpu
cpaBHeHuH 3-jieTHeil OB B 3aBHCHMOCTH OT BBITNOJHEHHS
annoTICK  Obu  moJiydeHbl  CJEyIole  pe3yJbTaThl:
3-netnsis OB nauuentos, y kotopbix an1oTI'CK nposenena
B pEeMHCCHH, cocTaBuja o8 %, OB GOJIBHBIX ¢ peLUIBOM
na moment aanoTICK — 8%. B 1o xe Bpemst HUKTO U3
MalHUeHToB, KOTOPBIM M3-3a OTCyTCcTBHS JoHOpa amno T CK
He Obll1a MpoBejieHa, He JAOXKUJIM 0 3-JeTHEro Cpoka Ha-
omosiennst (puc. 2). CTaTHCTUUECKM 3HAUMMblE Pa3JIHUHs
(p = 0,0001) noarBepKaT HEOOXOAUMOCTb TPOBEIECHHS
annoTI'CK y neTefl 1 MOAPOCTKOB ¢ pethpakTepHbIMU U pe-
uuausupytouinmu popmamu OJ1J1. Hawnyuiine pesysbrathl
annoTICK JoCTHTHYTBI Yy MallMEHTOB, HAXOAMBILIMXCA B
COCTOSIHMH PEMHUCCHH KO BPEMEHH MPOBEIEHUS a/lJOreHHOM
TPAHCIIAHTALUH KOCTHOTO MO3Ta.

0,8 4

0,6

OB

0,4

n=33

0,2+

0 10 20 30 40
Mecsubl nocne XT

Puc. 1. O6was 3-neTHAA BbDKMBAEMOCTb OETEN M MOOPOCTKOB C
pedpakTepHbIMK 1 peunaneupyowmmn oopmamm OJ1J1 nocne pe-
VHAYKUMK pemuccun doriyaapabuH- 1 HenapabuH-cogepxaliyumm
cxemamu (27 %, n = 33, Bknodasa XT, XT + annoTICK)

1,0
0,8
0,6 4
[aa]
o
0,4 4
n=3
L n=13
—+ n=8
0,2
O .
0 10 20 30 40

Mecsubl

Puc. 3. O6L1as 3-neTHsAA BbDKMBAEMOCTb AETEN U MOAPOCTKOB C
pedpakTepHbIMY 1 peumansmpyowmmm chopmamu OJ11 nocne
annoTlCK B 3aBucMMocT OoT Tuna goHopa (p = 0,907, nor-
PaHroBbI KpUTEPUIA):

cuHas kpyuBas — rannouaeHTuyHas TICK, n = 13, 31 %; kpac-
Hasi — pogcTteeHHas annoTICK, n = 3, 33 %; 3eneHas — Hepopa-
ctBeHHas annoTlCK, n =8, 25%
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B cBs3u ¢ Tem, 4TO y psijia NMalMeHTOB ObLIM CJOXK-
HOCTH C MOUCKOM aJJIOT€HHOTO HEePOACTBEHHOTO J0HOPA, a
COCTOSIHME PEMHCCHH MOIJIO ObITb HEMPOAOJIKUTEJBHBIM,
13 manuentam nposesena ramsoupentuunast TTCK. Ilpu
cpaBHeHMH ToKazatesn 3-jetHeit OB B 3aBucHMOCTH OT
THMa JIoHOpa (puc. 3) cyllecTBeHHO He pasauuaiuch. OB
naiuueHToB (Bcex craauit) nocse ramiougeHtnunoi TICK
cocrasuna 31 %, nocae poxcteennoit — 33 %, mocie
HepoACTBEHHOH — 25 %, 4TO CBMETEJNLCTBYET B MOJIb3Y
BO3MOXKHOCTH MPUMEHEHHUS ranjoueHTHYHOTO JJ0HOpa Ha-
psity ¢ apyrumu kateropusimu gonopos I'CK. He nosyueno
3HAUMMBIX pas/nuuil npu cpaBHenun 3-netHedt OB neredt
1 nojapoctkoB nocse amnoTI'CK B 3aBUCUMOCTH OT HMMY-
HoJsiornueckoro Bapuanta OJIJI: OB naunentos ¢ B-OJ1J1
(pemucensi U peunmuB Ha MoMeHT anioTI'CK) cocraBuna
28 %, Gosbhbix ¢ T-OJIJT (pemMuccHust U peLUAUB Ha MOMEHT
annoTICK) — 33 % (puc. 4).

0,8 A

0,6

OB

0 10 20 30 40
Mecaubl nocne XT

Puc. 2. O6wasa 3-neTHAs BbDKMBAEMOCTb [eTel U MNOApoCT-
KOB C pedpakTepHbiMM U peumamsupyowmmm dopmamm OJ1J1
B 3aBMCUMOCTM OT npoBefeHus annoTlCK u ctagum ko Bpe-
MeHW TpaHcnnaHnTaumm (p = 0,0001, nor-paHroBbIN KpUTEpUIA):
cuHasa kpuBas — annoTICK B pemucceunm; 3eneras — annoTICK
npu peunauee; kpacHas — anno Tl CK He BbINonHAnach

1,04

0,84

0,6

OB

0,4

0,24

0 10 20 30 40
Mecsubl

Puc. 4. O6Las 3-neTHsAsA BbXXMBAEMOCTb AETEW N MOAPOCTKOB MO-
cne annoTlCK B 3aBMCUMOCTM OT MMMYHOSOrMYECKOro BapmaHTa
OJJ1 (p = 0,840, nor-paHroBbIN KPUTEPUIA):

3eneHas kpuas — T-OJ1J1, 33, n = 9%; cuHas — B-OJ1J1,
n=15,28%
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3AKNHOYEHWE W BbIBObI

Hecwmorps Ha ycniexu, nocturnytoie B jiedennn OJ1J1y nerei,

B pse ciaydaes (10 20 %) passuBaetcsi pedpakTepHOCTD.

[lepBHuHO-pe3ncTeHTHBIE (POPMBI U PE3UCTEHTHBIE PELHIHBDI

OJIJI cBUaETENbCTBYIOT 00 OTCYTCTBHM UyBCTBUTENLHOCTH

3JI0KaUeCTBEHHbIX KJIETOK K CTAHAAPTHOH XUMHOTEparHH.
Cyl1ecTByeT HECKOJIbKO MyTel NPeoioIeHUsT PE3UCTEHT -

HOCTH.

e Ilpumenenue HuTOCTATHUYECKHX MpENapaToB B coue-
TAaHUU C UIMMYHOAJANTHBHBIM 3P (PEKTOM aJ0reHHbIX
['CK (peakuus «TpaHCM/IaHTAT IPOTHUB JIEHK0O3a»).

e Jlns peanusaluu peakUUM <«TPAHCIJIAHTAT MPOTHUB
JiefiKo3a» HeoOX0UMO BHeipeHHe KOMOWHAL UK HOBbIX
npenapaToB M pPe3epBHBIX CXeM KaK 3Tarna MoAroToB-
kn K annoTT'CK ans nocTnikenust peMHCCHH, HEPELKO
KPATKOCPOUHOM, HJIH YMEHbLIECHHS OMYyX0J/JeBOH MaCChl.

e IlpuoTcyTcTBHH COBMECTHMOrO POACTBEHHOTO UJH He-
POACTBEHHOr0O JIOHOPA B KauecTBe aJIbTePHATHBHOTO
ucrounnka ['CK Bo3moxkHo nposenenue annol'CK ot
raryIonIeHTHYHOr 0 J0HOPA.

B nacrositiem ucese10BaHHH ObIIO MOKA3aHO, UTO CXEMBbI

Ha ocHOBe (paynapabuHa u HesnapabuHa 3(eKTHBHBI JUIs

JIOCTHKEHUST peMUCCHU Y natueHToB ¢ peumauBamud OJLJL.

[IpumeHenue 3Tux npenapartoB y GOJIBIIMHCTBA NALKEHTOB He

MPUBOAHUT K PA3BHTHIO BbIPAXKEHHOH OpraHHON TOKCHYHOCTH,

YTO T03BOJISIET HCIO/Ib30BATh JAHHbIN BHL XUMHOTEpAITHY He-

3azoaro 1o BeinosiHenust anno Tl CK. Hasnauenne pesepsubIx

CxeM He BbI3blBaeT JyMTesbHOH [IP y nanHoi kaTeropuu

OOJIbHBIX, TEM He MeHee KpaTKoBpeMeHHoe JocTHxxkeHHe [TP

noasosisier BoinosHuTe amnoTI'CK B 6naronpusithoit (pe-

MHCCHST) CTaanu 3a60JieBatusl. B cBsI3U ¢ TeM, uTo He /1715 BCex

MalUeHToB yaeTes NogoGpaTh COBMECTHMOTO POJCTBEHHOT0,/

Hepojcreennoro gonopa 'CK, a Bpemsi, Heo6xoaumoe /151 1o-

1CKa HEPOICTBEHHOTO IOHOPA, MOKET TPEBBICHTb 03KHAAEMYIO

JVINTEJIBHOCT  PEMHCCHM, TPOBEAEHHE TanJOHAEHTHUHON

TICK npencraBasieTcsi ONTUMAJbHONH aJIbTEPHATHBON 17151

JIAHHOH T'PYMITbI TALIHEHTOB.

KOH®NUKTbl UHTEPECOB

Asmopor nodmsepacoaiom omcymcemaue cKpolinblx KOH-
Gpaukmos urmepecos.
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