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PED®EPAT

M3BECTHO, 4TO C YBENMYEHMEM KONMMYecTBa (DakTOpPOB puUcKa
PeUMamMBOB OCTPbIX NMMMA06nacTHbIX nerko3os (OJ1J1) 6onee
BbIPa)XEHHbIMM CTAHOBATCS pasfivyuns B BbDKMBAEMOCTY NaLy-
€HTOB, MOMy4aBLUMX TOSIbKO XMMMOTEpanuio 6o XMMuoTepa-
N0 C TPaHCMNaHTaUMelR reMono3TUHECKMX CTBOMOBbIX KITETOK
(TFCK). Ona geten n monodbix B3pocnbix ¢ OJ1J1 ctaHgapTom
OCTalTCA MMWENoadbnaTMBHbIE PEXMMbl KOHOULIMOHMPOBAHUSA
nepen BbinonHeHnem TICK. Hanbonee BbiCOKMe nokasaTtenu
BbPKMBAEMOCTM AEMOHCTPUPYET UCTOPUYECKMIA «pexmnm TOT-
LI®d» ¢ nocnenytoienn TTCK oT COBMECTUMOrO pOACTBEHHOIO
[oHopa. BepkmBaemocTb naumeHToB ¢ peunavsamu OJ1J1 nocne
annoreHHo TFCK octaetca Hu3kol. lMNMostopHas TICK octa-
€TCA eOVMHCTBEHHbIM BO3MOXHbIM NEeYe6HbIM MOAXOAOM AJIs
OOCTVXKEHWS ANUTENbHON BbDKMBAEMOCTU He 6onee Yem y 10—
15 % 6onbHbIx. Mo3aHune peunamebl nocne nepeoit TTCK 1 Bos-
pacT naumeHToB MeHee 10 NeT SBNAIOTCA CTAaTUCTUHECKU 3HAYM-
MbIMW (hakTopamMun 6onee 6naronpuaTHOro NporHo3a. B ctatbe
NpUBOAMTCS COBCTBEHHOE KIIMHU4YECKOe HabmnogeHne 605bHOM
OJ1J1 13 rpynnbl O4eHb BbICOKOTO pUCKa, KOTOPOW NPOBOAMICH
XrmmoTepanus, 3 annoreHHbIx poacTeeHHbIxX TICK ¢ npmeneye-
HMEeM pasHbIX JOHOPOB, a TakXke A0MOSHUTENbHAs TpaHCdY3us
nepudepryecknx CTBOMOBbLIX KIETOK KpoBu oT BTOporo HLA-
COBMECTMMOro goHopa. Ko BpeMeHn MoAroToBkM nyGnvkaumm
(23 mec. nocne ranmnongeHtnyHon TICK) naumeHTka octaetcs
non HaontoaeHem B ®reHY «POHLL um. H.H. BnoxuHa».

Knroyesble cnosa: oCcTpbIi NIMM(O61aCTHLIV NENKO3,
KpanHe HebnaronpusTHbIA NPOrHO3, TpaHcnnaHTaums
remMono3TU4ECKNX CTBOSOBbIX KIETOK, PEXUM KOHOM-
LIMOHMPOBaHUS.
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ABSTRACT

The difference in the survival rate between patients receiv-
ing the chemotherapy alone and those receiving the che-
motherapy with hematopoietic stem cell transplantation
(HSCT) becomes more significant with the increased num-
ber of acute lymphoblastic leukemia (ALL) risk factors. My-
eloablative conditioning regimens remain a gold standard
before HSCT in children and young adults with ALL. The
traditional TBI-CPM based conditioning regimen followed
by HSCT from related HLA identical donor demonstrates
the highest survival rates. The survival rate of patients with
ALL relapses after allogeneic HSCT remains low. The sec-
ond HSCT is the only possible therapeutic option that pro-
vides a longer survival rate for not more than 10-15 % of
patients. Delayed relapses after the first HSCT and patient’s
age less than 10 y.o. are statistically significant factors of a
better prognosis. The article describes author’s own experi-
ence in the management of an ALL high-risk group patients
who have undergone chemotherapy, 3 allogeneic related
HSCT with involvement of several donors, as well as an ad-
ditional transfusion of peripheral blood stem cells obtained
from the second HLA matching donor. The patient remains
under medical supervision in the N.N. Blokhin Russian Can-
cer Research Center by the date of composition of this pa-
per (23 months after a haploidentical HSCT).
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BBEJJEHUE

Bnaronapst pazpaGoTke coBpeMeHHbIX PHCK-alalITHPOBAHHbIX
MPOTOKOJIOB HM3JledeHHe OT OCTPOro JnuMcpo6aacTHOro Jei-
ko3a (OJ1JT) BoamoxkHo y 80—85 % neteit [1—5]. Onnaxo
CyLLECTBYeT KaTeropust O0JIbHBIX C KpaiHe BbICOKUM PUCKOM
peuuarBa 3aboJieBaHust Jaxke I0cJe I[POBEeeHHs HHTEH-
CUBHOI1 IPOrpaMMHOl Tepanuu. Y HccieloBareseil pasHbIX
CTpaH CyILIECTBYIOT pa3Hble KpuTepuu Beicokoro pucka OJI1J]
¥ pasHble Moaxoipl K JeueHuio. OfHAKO, MO COBOKYMHBLIM
JIaHHBIM, BbKHBaeMocTb natuenTos ¢ OJIJ] Beicokoro pucka
ne npesbiaer 30—60 % [ 1]. B cuty pasiuunbix mpudnH no-
Ka3aTeJsd BbDKHBAEMOCTH MOAPOCTKOB H MOJIOZBbIX B3POC/IbIX
C OHKOJIOTHUeCKHMH 3aboJsieBanusMu B Lesom u ¢ OJIJI B
YACTHOCTH CYIIeCTBEHHO HUKE, UeM Y jieTeit [6, 7.

0b30P JINTEPATYPbI

JlocTrakeHUA U pe3yabTaThl PUMEHEeHHs JieueGHbIX MPOTO-
KOJIOB CTAHOBSITCS PUUHHON KOPPEKLIMK NOKa3aHUH K TpaHC-
MJIAHTALUKU TeMOIo3THYeCKHX cTBOJIOBLIX KjeToK (TI'CK)
npu OJLJI BeIcOKOrO pucKa B nepBoil pemuccuu. OpaHaxo
M3BECTHO, UTO UeM GoJibliie PaKTOPOB pUCKA PelUIUBA, TEM
CyllleCTBeHHee Pa3HULA B BBXKMBAEMOCTH MAlMEHTOB, MOJY-
YaBILIMX TOJBKO XMMHOTepanuto uiu xumnotepanuto u TICK.
[To naunbiM A. Balduzzi u coaBt., HauGOJIBIIYIO 3HAYHMOCTD
B yJIyullleHHH BbkHBaeMocTH jeteil ¢ OJIJI Bbicokoro prcka
uMesia ajnoreHHass tpaHcniaHtauus (ananoTICK) ot co-
BMECTHMOTO POJCTBEHHOTO JIOHOPA B IPyIiIe MalleHTOB, He
OTBETHBILMX HA HHJYKIMOHHOE JieueHue [8].

BrikuBaemocts nauuentos ¢ peuuausamu OJIJ] noce
aJIJIOTeHHOH TpaHcmiaHTaluu koctHoro modra (TKM) ocra-
eTcsl KpaliHe HHU3KOH. B nogoOHbIX CHTyalMsiX [10BTOpHAasi
TKM naet eaMHCTBEHHBIH 1AHC HA JUIUTENbHYIO PEMUCCHIO
3aboJieBanus. [To JaHHBIM SIMOHCKUX aBTOPOB, M3yYaBIIHX
pe3yJibTaThl MOBTOPHOH aJJIOTEHHOH TpaHCIJIAHTALUH Y
171 pe6enka ¢ peunausamu OJ1JI nocne nepsoit annoTI'CK|
2-netHsist o6was BbiKUBaemoctb (OB) Bo Bceit rpynne co-
crasmia 29,4 + 3,7 %: uacrora peLUNBOB U JIeTaJbHOCTh
uepes 2 rojia mocjie BTOpoil TpaHcmianTaiuu 6ot 44,1 £ 4,0
u 18,8 £ 3,5 % coorBerctBenHo [9]. ABTOPBI 3as1BASIOT, 4TO
KO Bpemeny BbirosiHenust noproproit TTCK 47 % nauuentos
He JIOCTUTJIH PEMUCCHHU. B mpeicTaBieHHOM aBTOPaMU CTaThU
PHUCYHKe K 5-My rojty HabJto/ieHus nokasaresb OB Haxoauscs
na yposne 20 % (puc. 1).

Takue nokasaresnu, Kak BO3pacT TMalMEHTOB MeHee
10 net, pagButue peuuauBa Gosee yem vepe3 180 mueit ot
nepsoit TT'CK, npumenenne npu nosropro#t TI'CK muesno-
abJIATHBHOTO KOHJMIIMOHHPOBAHUS C TOTaJbHbIM 00Jyue-
nHuem tena (TOT), a Takke JOCTHKEHHE PEMHUCCHU TEpej
nosropHoil TT'CK, 6bl1n cTaTHCTHUECKH 3HAYHMO CBS3AHbI C
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Jlydiieil BbKUBaeMocCThIo y fieteil (Taba. 1) [9]. Onnako npu
MHOTO(AKTOPHOM aHa/N3€e BbISICHUJIOCH, YTO JIMLIb MO3HUI
peunaus nocse nepsoit TI'CK 1 BogpacT nauueHToB oKasa-
JINCb CTATHCTHUECKH 3HAYUMBIMH (hakTopamu Gosee Gnaro-
TMPUSITHOTO MPOTHO3a. DJIM3KUM K YPOBHIO CTATHCTHUECKOH
3HAUUMOCTH OBl TAKyKe MoKa3aTe b JOCTHKEHHS MOBTOPHOH
pemuccun (taba. 2). Hu namuume ocTpoil peakuuu «TpaHc-
naantaT npotus xoasuHa» (PTIIX), uu tun nonopa I'CK ne
OKA3bIBAJIH BJIUSIHHUSI HA Pe3yJ/IbTaThl TOBTOPHBIX TPAHCIJIAH-
TalMil B paMKax LUTHPyeMoro neesenosanus [9].
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Pue. 1. O6Lwasn BbPKMBAEMOCTb MNALMEHTOB C peLnaMBamy oCTporo
numMdo61acTHOro nerkosa nocne nosTopHou annoTICK [9]

Fig. 1. Overall survival rate of patients with relapses of acute lympho-
blastic leukemia after repeated alloSCT [9]

Ta6nuua 1. ®akTopbl, BANSIOLLME HA BbDKMBAEMOCTb AETEN C
peumaneBamm ocTporo NMMco6acTHOro feriko3a nocne BTOPor
annoTlICK [9]

Mokasatenb 2-netHss 0B, % p
BospacT, net
<10 35,9 0,030
>10 234
Bpems no peunamnsa nocne 1-in TTCK, aHu
<180 17,7 0,00002
>180 423
Cratyc 60ne3Hu nepeg 2-in TICK
Pemuccus 47,9 0,0003
OTCyTCTBME PEMUCCHN 15,3
Pexum koHauumoHnpoBanus nepeg 2-it TTCK
TOT (> 8Tp) 41,9 0,003
By (> 8 mr/kr) 25,2
PKCK 28,0

by — 6ycynbgan; PKC — pexxum KoHANLUMOHNPOBAHNSA CO CHIKEHHOM
MHTEHCUBHOCTbHO; TOT — TOTanbHOe 06/y4eHne Tena.

KAMHUYECKAA OHKOIEMATOAOIMS



AnnoTKM npu octpom numcho6nacTHom neiko3e BbICOKOr0 pucka

Tabnuua 2. MHOrogakTopHbI aHann3 napameTpoB, BAVSAIOLLMX
Ha neTanbHOCTb Y NaUMEHTOB C peLnaMBamy 0CTPOro
numdo6nacTHoro nenkosa nocne sropon anno Tl CK [9]

Moka3sarenb oP p

Bospacr, net

<10 1

>10 2,17 0,002
Bpems oo peunamsa nocne 1-it TTCK, aHu

<180 1

> 180 0,59 0,040
Cratyc 60nesHu nepep 2-it TTCK

Pemuccus 1

OTcyTcTBME pemuccun 1,59 0,070
Pexum koHauunonuposanns nepep 2-it TTCK

TOT (> 8 Tp) 1

By (> 8 mr/kr) 0,87 0,690

PKCK 1,12 0,720

by — 6ycynban; OP — oTHocuTeNbHbIA puck; PKCU — pexxum
KOHZMLMOHNPOBAHMUS CO CHUKEHHON MHTEHCUBHOCTbIO; TOT — TOTanbHOe
06ny4eHne Tena.

[Tono6Hoe wuccsieoBaHHe Yy B3pOCHABIX OblJIO MpO-
Beneno B kaunuke M.D. Anderson (CILIA). [Torophast
annoTI'CK  Bemosinena 31 naumenty ¢ peuuanBamu
OJIJI mocne mnepBofl TpaHCTJaHTAUMH. Pemuccun Ha
momeHT BTopo# TI'CK He noctursim y 39 % TIalLHEHTOB.
OB 3-netusis Bo Beelt rpynne cocrasuia 11 % [10]. B
UCCIE0BAHUH PaboOueld TpyMIbl MO OCTPLIM JIEHKO3aM
EBponefickoro coo61iecTBa 1o TpaHcnaaHTallii KOCTHOTO
mosra (ALWP-EBMT — Acute Leukemia Working Party,
European Society for Blood and Marrow Transplantation)
13 465 B3pocabix nauueHTos ¢ peunauamu OJIJ] noce
nepsoit an1oTI'CK 93 nanuentam npoBoaniack NoBTopHast
TpaHcnaantauus. B sTolt rpynne 6ogbHbx 2-seTHas OB
cocrasunia 26 % [11].

B ycnoBHsIX OTCYyTCTBHSI COOTBETCTBYIOLIMX PAHAOMH-
3UPOBAHHBIX HCCJEIOBAHUI AKTyalbHBIM [0 HACTOsILIEe
BpeMsl BOMPOCOM U MPEJMETOM JUCKYCCHH OCTaeTcst BEIOOP
pexkuMa KOHAMLMOHMPOBAHUS (MHeN0abaTUBHBIE WJIH CO
CHIDKEHHOH HHTEHCHBHOCTBIO) npH nposeaennu amnoTI'CK
6osbHbix OJIJI. Tlo nmanubim ALWP-EBMT, wmHorodak-
TOPHBIIl CPABHUTEJBHBIA aHAMNW3 JBYX THIIOB PEXKHMOB
KOHJMIIMOHUPOBaHust y 576 naunentoB ¢ OJIJI B Bodpacre
45 jiet U craplle BbISIBUJ BBICOKHH PUCK PELUAMBOB 3a60-
JIeBaHUS TI0C/Ie TIPOBEACHHST pPeXKUMa KOHAMLHMOHHPOBAHUS
co CHWXKeHHOH uHTeHcuBHOCThIO (PKCH) no cpaBHeHHio co
CTaHJapTHBIM MHesoabaaTHBHBIM pexkumom (MAP). Kpome
TOTO, CTATHCTHYECKH 3HAUMMON pA3HMIIBl B IMOKA3aTeJsIX
2-netneft BPB (6e3peunausnast BekuBaemocts) 1 OB ne
OTMeU€eHO, UTO CBSI3aHO CO CTATHCTHUECKH 3HAUMMO MeHbllel
TPAHCIMIAHTALIMOHHON JIETATbHOCTBIO MALMEHTOB, MOJY-
uupiimx PKCH [12] (ta6a. 3).

Ta6nuua 3. BnvaHne pexxrMMoB KOHOANLMOHNUPOBAHNSA Ha
HacToTy peungmeoB, BbIXXMBAEMOCTb U TpaHCMIaHTaUNOHHYO
netanbHOCTb Yeped 2 roga nocne TICK: pe3ynbTaThl
MHOrohaKTopHOro aHanuaa [12]

MNoka3satenb OTHOCHTENbHbIA PUCK p
YacToTa peunamsoB 1,98 0,0001
EPB 0,84 0,230
0B 1,21 0,230
TpaHcnnaHTaunoHHas NeTanbHoCTb 0,59 0,030

www.medprint.ru

[TonoGHble pesysbraTbl ObLIM TMOJYYeHbl B CPaBHHU-
TesibHOM uccaenoBanud M3 [OxHoi Kopen y B3pociibix
naupentos ¢ OJIJI. B xone MHorodaxkropHoro anasnusa 6110
BBISIBJIEHO, UTO YaCcTOTa PeUMAMBOB MpH npoBeaeHrn PKCH
(n = 60) okaza/jach CTaTHCTUUYECKH 3HAUUMO BBIlIE, UeM
npu ucnosibzoBanu MAP (1 = 120): oTHOCUTEIbHbIN PUCK
(OP) 2,07; p = 0,019. CraTucTHYECKH 3HAYUMbBIX Pa3JIHUUI
B 5-sietHeit BPB He BoisiBsieno [ 13].

CpasHutesibhble neesnenopannss PKCHU u MAP y nereit
OrpaHUYEeHbl MaJIOUMCJIEHHOCTBIO TPYIM, PAsHOPOAHOCTbIO
MCCJIelyeMbIX MOMYJIALMH, YTO CBA3aHO C XOPOLLIEH B LEJOM
nepeHoCHMoCTbio JleTbMH  cTaniapTHbix MAP. Takum 06-
pa3oM, MO COBPEMEHHBLIM MPEJICTaBJEHUSIM, MPUMEHEHHE
PKCH o6ocHoBaHO Yy MalMEHTOB cTapllell BO3pacTHOM
TPYMIbl UK y NalMEeHTOB ¢ TMPOTHBOMOKA3aHUSMH K TMPO-
BeseHuio crannaptHbix MAP [14].

Jpyroii BaxKHbI Bonpoc, 0coOEHHO B JIETCKOH Mpak-
THKE, — 3TO IpUMeHeHHe ToTanbHoro obaydenns tesia (TOT)
B pexkuMax Koumuiuonnposauust mpu OJ1J1. AkryasbHOCTD
00ycJ/IoBJIeHa HAKOMJEHHBIMH 3HAHUSIMH 00 OTIaJIeHHbIX
ocnoxuenusx TOT, BeimosnenHoro B aeTckoM Bogpacre. K
HUM OTHOCAITCS HapylleHHus (DYHKUMH SHIOKPHHHBIX JKeJies,
3ajleprKKa pocTa, Katapakra, BTopble onyxosu. [To nokasa-
TeJisiM 3—D-J1eTHel BBDKHBAEMOCTH paHee ObLI0 MPOJAEMOH -
cTpupoBaHo npeumyiectBo TOT-comepKaliux peKUMOB
TMPU TPAHCIJIAHTALMH OT COBMECTUMBbIX POJICTBEHHBIX JOHOPOB
y nereii ¢ pemuccuein OJ1J1. B BbIBosax paHI0MH3HPOBAHHOTO
KanHuueckoro uceaenoBanust EBMT y neteit (1997—2000)
pe3yJibTaThl TPAHCIJIAHTALMH C T[PUMEHEHUEM pEKHMa
KOHJMIIMOHUPOBAHHUS Ha OcHOBe GycyJibdana (by) yerynator
takoBbiM Ha ocHoBe TOT [15]. Beumy masnounciaeHHocTH
TPYII CTATUCTHUECKH 3HAYMMbIMU 0Ka3aJIUCh TOJIBKO JIAHHbIE
3-seTHel 6eccoObITHIHON BbXKHBAEMOCTH Y JIeTeH ¢ TpaHe-
naauTauueii B nepsoit pemuceun OJIJI: By (n = 5) 33,3 %
vs TOT (n = 6) 83,3 % (p = 0,045). ¥ xeteii Bo BTopoii
M TOCJEAYIOIeH PEMHCCHAX CTATHCTHUECKH 3HAYMMOMN
pasHHLbl He BbIsIBJAEHO. [IpH olleHKe MpOrnopLHHOHAILHOTO
pucka Kokca 6blJI0 yCTAHOBJIEHO CTATHCTHUECKH 3HAUUMOE
yBEJIMUEHHE YaCTOThl PELMAMBOB MOCJE HUCMOJIb30BAHUS pe-
JKUMa Ha ocHOBe Dy, a JieTasbHOCTh OT TpaHCIIaHTALMOHHBIX
OCJIOXKHEHHH WJIM OT PELMIMBOB OKa3ajach B 3 pasa Bbillie
MpU UCMOJb30BAHUH PEKUMa HAa OCHOBe By Mo cpaBHEHHIO €
TOT (3 noanbix pemuccun; p = 0,025).

B pamkax Japyroro KpymnHoro KJIHHHYE€CKOTO HCCJIEN0-
BaHHUs TAKXKE CPABHUBAJIH PE2KUMbl KOHIMIMOHWPOBAHUS MTPH
BbinosiHenun anioTI'CK or HLA-coBmectumoro poncrsen-
Horo nonopa y aereit ¢ OJIJI [16]. [To pesysabratam mMHOrO-
(haKTOPHOTO aHa/M3a CTATUCTHUECKH 3HAUUMOTO Pa3J/HuHs
B BepositTHoCTH peuumuBa nocie TI'CK ¢ ucnosnb3oBannem
pexxnma Koumuuuonuposanust by-LI® (uuxnodocdamun)
B cpaBHeHnu ¢ pexkumom TOT-L1D ne BhisiBaeHo (OP 1,3;
p = 0,117). Yactora cMepTesbHBIX OCJOKHEHHIH TpaHc-
MJIAHTALMK OKasajach CTATHCTHUECKH 3HAUMMO BbIlE TMPH
ucroJb3oBanuy pexxuma by-LIdD B cpaBHeHHIO ¢ pexxuMom
na octose TOT (OP 1,68; p = 0,012).

B npuBeneHHBbIX Bbillle HCCJAENOBAHHAX, a TaKkKe BO
MHOTHX JIpYyrux OoJiee BbICOKasi TpaHCIJIaHTAlMOHHAS Jie-
TaNbHOCTL TPH  HCIMOJb30BAHUM XMMHOTEPANEeBTHUECKOTO
pexxuma by-11® Bo MHOTOM CBsi3blBasiach C YaCTbIM Pa3BHU-
THEM Yy MalUEHTOB (haTalbHON BEHOOKKIIO3MOHHOH 00JI€3HU
MeueHn, UHTEPCTUIMAIBHOTO MHEBMOHUTA U HH(EKIIMOHHbIX
ocsiokHeHui [16—21]. B ykasaHHbIX uCC/IEOBAHUAX He
M3yJaJuCh OTHANEHHbIE PE3YJbTAaThl BbITOJHEHHBIX TpaHC-
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MJIAHTALUHA, OHAKO B pab0oTax YyMOMHHAETCS MOBLILIEHHDIH
puck otaasennbx ocyoxkuenuin TOT y neteit n npuBoasTces
COOTBETCTBYIOLIHE JIUTEPATYPHbIE CChUIKY [22—24].

Takum oOpasoM, Ha OCHOBAaHMM aHaAIM3a JIMTEPATyPHbIX
JIAHHBIX MOXKHO 3ak/ounth, uto amioTI'CK onpaBnanua y
naupentoB ¢ OJ1JI Bbicokoro pucka. s netedl U MOJOABIX
B3pOC/IbIX CTAHIAPTOM OCTAIOTCSl MHesI0ab/aTHBHbIE PeXKUMBbI
koHmuuuonnposanusi niepen TI'CK. Hausyuue pesysbsraTbl
no BPB umeer pexxum TOT-LL® ¢ nocnenyioueit TITCK ot
COBMECTHMOTO POJICTBEHHOTO JloHopa. MasedeHne GO/bHBIX C
peunanBamu OJ1JI nocne nposenennort um panee aanoTI'CK
BO3MOXKHO y He6oibioro (< 15—20 %) uncsia naiwentos. B
MOZI0OHBIX CHTYALMSIX 1IAHChI HA yCreX Bhllile MpH GoJiee MO3IHHX
peunanBax nocie TI'CK npu yc/ioBUM IOCTHIKEHHST PeMHCCHH
nepen Bropoit TI'CK, a takke y neteii Miajiiero Bogpacra.

Mbl npexcrapssieM onucaHue KJIMHUYECKOTo HabJIio-
JeHust no nposeaeHuio noBTopHbix amnoTI'CK namuentke ¢
OJUJI BbIcoKOrO pHcKa.

KNNHWYECKOE HABJIOIEHUE

[Taunentka b. Bnepsbie 3a6osena B pespase 2010 . B BO3-
pacre 18 ner, xorna nosiBusachk peGpusbHast TUXopaaka,
HEUeTKOCTb 3peHHsl, BbIpa)keHHast caabdocTb. B kposu
0OHAPY>KEHbI THIEPJACHKOLUTO3 C YUCIOM JICHKOLUTOB JI0
83 x 10%/n (B nefikoumrapnoit popmyse 93 % GaacTHbIX
KJIeTOK), aHemusi (remorsiooun 102 F/Jl) M TPOMOOLUTO-
newus ¢ unegaom tpombotutos 50 x 10°/51. Tlo pesyasratam
o6cse1oBannst Obl YCTAHOBJIEH AMArHO3: OCTPHIH JAUM(O-
Os1acTHBIN J1eiiKo3, npo-B-ummyHonoaBapuaur, t(4;11);
MLL-AF4(+), ¢ nopaxenuem 1 IHC. Hauaro sieuenue mo
nporokosy BEM ALL 2002. K 15-my nHi0 B KOCTHOM M03re
coxpaHnsiioch 18,7 % 6JIACTHBIX KJIETOK, YPOBEHb MHHHU-
MaJsIbHOH OCTaTOUHOH GOJIe3HH, 10 JTAHHBIM MOJIEKYJISIPHOTO
uceaenopanust (otHowenue MLL-AF4/ABL), coctasun
3,2 %. K 33-My aHIO JleueHHsl KOJMUYECTBO OJACTHBIX
KJIETOK B KOCTHOM MO3Te yMeHbILIHA0ch 10 2 %, ypoBeHb
MHHHUMAJbHOH OCTAaTOUHOH Oose3nu coctaBua 0,4 %.
Takum oGpasom, y nauyeHTKH onpeesneHHo HabJoa1ach
pedpaKkTepHOCTb K J€UEHHIO H3HAYaJbHO OHOJIOTHYECKH
HeGJIaronpusTHOro Jiefikoda. MoJieKyJ/isipHasi PeMHUCCHS
BrepBble Oblia gocTurHyTa B MioHe 2010 1., crycts 4 Mec.
nocJjie Hauyajia NpoBeJleHHs] MPOTOKOJA MEPBOH HHAYKIUH
u nepsoro GJioka koncosaupauuun HRI1. Tlocne BToporo
6J10Ka KOHCOJMJALNK U KPAaHHAJBbHOTO 0OJyueHHs B 103€e
12 Ip nauuentke Obi1 BbinosHeH MAP, BkJjouaBiiHii
tpeocynbbhan 36 000 mr/m?, stonosua 30 Mr/Kr 0 UMKJIO-
docamua 120 mr/xr 3a kype, u 11.08.2010 r. nposesena
poncrBenHass HLA-coBmectumas amnoTKM. Xumuorepa-
MEeBTHUECKUI PEXKUM KOHAMIIMOHUPOBAHUS Obll BbIOpaH ¢
1esiblo M36€eKaTh BO3MOXKHBIX OTJIAJIEHHBIX TOKCHUECKHX
ocnoxkHennit TOT y moJsiono#i mauneHTkd. B KauecTBe
MCTOUHHKA TPAHCIJIAHTATA HUCIOJb30BAJCS KOCTHBIH MO3T
cuOJIMHTa, TMOJIydeHHBI B JIeHb TPaHCIJIAHTALUM TyTeM
skcthysud U comepxasiunii 1,8 X 103/kr maccel Tesia
pelMnuenta sapocojepKaukx kietok u 0,7 x 109/kr
ka1etok CD34+. TokcH4YHOCTb pexUMa KOHAHLHOHHPO-
BaHUs (MyKO3WT, KHIeuHasi, KOXKHas, MeyeHouHasi) He
npeseicuaa [ crenens. [Tomumo dpebpuibHoil HeliTponeHun
MOCTTPAHCIIJIAHTALIMOHHBIA  TEPHOJL  OCJIOXKHUJICSH — pas-
BUTHEM aJlJIEPrHUecKoll peakluu B Buje oTeka KBHHKe U
KparuBHUIBI HA BHYTPUBEHHbIE BBEJEHUS TAKPOJUMYyca U
unksaocrnopuHa A. B ¢Bsizn ¢ 3THM npoduaakTHKa 0CTpoil
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PTIIX npoBoansiach HUKJAOCTOPHHOM A JUIsi pHeMa BHYTPb
1 KOPOTKHUM KypCOM MeTOTpeKcaTta BHyTpHUBeHHO. Boccra-
HOBJIEHHE YiCJIa JeHKoLMTOB Gostee 1 x 10%/51 orMevasnoch
na J1+20, tpom6ountos Gosee 50 x 10°/n — na J+30.
[To 1aHHBIM MOJIEKYJIIPHOTO HCcaeoBaHus, Ha JLI+26 Obli
koncratuposat 100 %-it jonopckuii xumepusm. B teuenne
MOCTTPAHCIJIAHTALIMOHHOTO TMepHoja HaOJI0eH!s TpH-
3HaKOB ocTpoll nau xponudecko# PTIIX y nmauuenTtkH He
OTMeUaJsIoCh, 3a MCKJIOUEHHEM CJa00BBIPa’KEHHBIX MPO-
SIBJIEHHI CUHApOMa cyxoro riasa. Muuneke KaphHosckoro
cocrapisin 100 %. MmmyHOCynpeccuBHbIE Mpenapars
ObIIH OTMEHEHBI crycTst 3 Mec. nocae TKM.

[Ipn nnanoBom o6cnenoBanun B aekadbpe 2012 r.
B KPOBM Yy MAlLHUEHTKH OOHapy:KeHbl OJacTHble KJETKH,
cocrapasiBlune 66 % B JeiikouutapHoii popmyJe. Bou
JIMaTHOCTHPOBAH KocTHOMO3roBo# peunaus OJLJI, um-
MYHO(EHOTHTIHYECKH HWAEHTHUHBIH HCXOAHOMY BapHaHTy
3a00JieBaHUs U TaKxKe Hecyllit XumepHbii red MLL-AF4.
[Taunentke Obl1a HauaTa MHAYKLHS PEMHCCHH IO MPO-
tokony COG AALLO7P1 npenapatamu MpeaHH30JI0H,
BUHKPUCTHH, ULMKJIOpochamua, poxkcopyouuun, [I19I-
acnaparuHasa, Oopre3omu6. Ilocse nepsoro 6Jjoka
MHIYKLUK Oblla KOHCTATHPOBAHA MOJIEKYJISIPHAST PEMUCCHS
TPU BOCCTAHOBJIEHHH TTOJIHOTO JOHOPCKOTO KPOBETBOPEHHSI.
YuuTbIBast, 4TO KJAETKH JOHOPCKOH MMMYHHOH CHCTEMBl He
CIOCOOHBLI KOHTPOJIMPOBATL pasBUTHE peLUANBa, ObLIO
NpUHATO pelenue o nposeaenun nosropHort TI'CK ¢ npu-
BJIEUEHHEM JIPyroro A0HOPA.

B cembe natpentku 6b11 etite ogud HLA-coBMecTHMbIil
cubauur — cecrpa 10 ger. [locne nposeaeHust BToporo
6J10Ka HHIYKLHH, BKIIOUABILEr0 3TONO03U], LHKI0(ochaMuL
1 Gopre3omud, Obul npumeHeH BTopoit MAP, BKitouaBmii
mendanan 140 mr/m2 B J1—4, 60presomu6 1,3 mr/m? B J1—4,
TOT ¢ pasoBoii ouarosot#i 1030t 2 Ip 2 pasa B cyTku B 111 — 3,
—2, =1 (CO/ 12 Ip). Mudysust KocTHOro Mo3ra ocylecT-
BieHa 19.04.2013 r. oT cecTpbl ¢ KOJUYECTBOM SAPOCOIEP-
atwx kietok 0,8 x 108/kr maccnl Tesa peuunuentki. [1po-
¢unaxrika ocrpoit PTIIX npoBomuiach 1MkaI0CopuHoM A
JJIsT TpueMa BHYTPb. TOKCHYHOCTb pexHMa Bblpakasiach B
paszButun mykosuta Il crenenun. C JI+17 y nauueHTKH oT-
Meuasach eGpusbHAast JIMXOPAAKa U MOSIBUACH MATHHCTAS
KO2KHast Cbllb. COCTOSIHUE Pa3pelnnoch Noc/e MpUMeHeHH s
KOPOTKOT'O Kypca IJIIOKOKOPTHKOCTEPOUOB U CMEHbI aHTH-
OaKTepHaIbHON Teparuu.

K I+22 npu3HakoB BOCCTAHOBJIEHHS] KPOBETBOPEHUS
He oTMeuasnoch. [Ipu HcenenoBaHnKM KOCTHOrO Mo3ra Oblia
KOHCTaTHPOBaHA €ro arnJjasusi, XUMepHbIl TeH B MOJTy4eHHOM
MaTepuane He onpejessuics. FeenenoBanue n0HOPCKOro
XMMepHU3Ma T0Ka3aslo, YTO BCe HEMHOTOYHC/EHHBIE SIPOCO-
JepaKalliie KIeTKH KOCTHOrO Mo3ra MpHHAIeXAT BTOPOMY
JIOHOpY. YUMTBIBasl amja3nio KOCTHOTO MO3ra M OTCYyTCTBHE
PTIIX, ¢ J+23 ummyHOCympeccHBHbIE Mpenapathbl ObLIH
OTMEeHEeHbI. ¥ MaLUeHTKH COXPAHSIUCh LUTOMNEHHSs C UHCJIOM
nefikotwtos 0,5 X 10%/1, nefirpodunon 0,05 X 10°/n1 v Bbipa-
JKEHHAst 3aBUCUMOCTb OT TPaHCy3Hil KOMIMOHEHTOB KpoBH. Ha
TOT MOMEHT JIEHKOLKMTbI KPOBH Ha 75 Y% ObLIM MPEJICTABIEHbI
NK-knetkamu. IlpunuMasi Bo BHMMaHHe OTCYTCTBHE TeH-
JIeHLIMH K BOCCTAHOBJIEHHIO KOCTHOMO3TOBOTO KDOBETBOPEHHS,
BBIPAXKEHHYIO TPAHC(Y3HOHHYIO 3aBUCHMOCTb, a TAKXkKe PUCK
pa3BUTHSA (paTasbHOK HH(EKIMH C YUETOM COCTaBa KPOBH U
KOCTHOT0 Mo3ra B JaHHble cpoku nocjie TKM, Oblio npunsTo
petenue o cpounoit TI'CK oT ansTepHaTHBHOTO POACTBEHHOTO
noHopa — raruviouaentnytoro no HLA oTua natpeHTku.

KAMHUYECKAA OHKOIEMATOAOIMS



AnnoTKM npu octpom numcho6nacTHom neiko3e BbICOKOr0 pucka

[Tocne mpoBeenust UMMyHOa6IaATHBHOTO PEXHUMA KOH-
JMIIHOHUPOBaHUS, BKJtouaBliero quynapadud 120 Mr/m2
AHTUTUMOLIMTAPHbIA HMMYHOT0GY1H 30 MI/Kr B KypcoBofi
noze, 22.05.2013 r. BeinoaneHa tTpethst aanoTKM ot rammo-
WIEHTHIHOTO POACTBEHHOTO JoHOpa. KieTouHocThb mepesu-
TOT'0 KOCTHOTO MO3Ta, CTUMYJIHPOBAHHOTO TPAHYIOLHUTAPHBIM
KoJloHHecTumMyupytoum — akropom  (I'-KC®P), cocra-
BHJIA: slpocofepKalie KieTku — 4,5 X 108/kr, kiaeTku
CD34+ — 1,9 x 10%/kr macchbl Tena penunuenta. [Tpo-
cunakruka octport PTITX ocyuiectBasiiach oJHOBpeMEHHO ¢
NPOPUNAKTHKOA OTTOPKEHHS] TPAaHCIIAHTaTa (0XKHAaeMOTOo
C BBICOKOH CTeNeHbl0 BEPOSITHOCTH) PAaHHMM (HAuMHAS C
J1—5) HasHaueHHeMm wuKsocropuHa A 1 MuKodeHosaTa
ModeTHiia, BBeieHueM Linkaodochamuna B 1o3e 50 Mr/KT B
J+3, a TakKe TepesMBaHUEM BbICOKHX JI03 HMMYHOTJ100Y-
JMHa yesioBeka. OaHaKo, HECMOTPS HA MPOBOAUMBIE TPOPHU-
JIAKTHUECKHe MePOTNPUSTHS, Ha 3-11 Heflesle oc1e epecaiky
y MAlLMeHTKH HACTYMUJIO OTTOpKEHHEe TarJoHAeHTHUHOTO
TpaHCMJIaHTaTa, M el OTMeHeHa MMMYHOCYNpeCCHBHAs
tepanust. Cnyctsi 2 Hell. M0C/Ie OTMEHbI LIUKJIOCIOpHHa A Ha
(hoHe coxpaHsitoleiics uutonenuu [V creneHu y naiueHTKH
passusack octpast PTIIX II crenenu, nocse uero BHOBb OblH
Ha3HaueHbl MMMYHOJENPECCAHTh! (TJIIOKOKOPTHKOCTEPOU/IbI
1 LUKJIOCTIOPHH A).

B rteuenne mnocienyrommx 3 mec. HabJoAaN0Ch MO-
cTeneHHoe MoBbllleHHe ypoBHst JeiikotuTos 1o 1 x 10%/n
u TpomGouuToB 0 15 x 109/n, mocrenenno cHuxKanach
3aBHCHMOCTb OT TpaHCy3Hi KOMIOHEHTOB KpoBH. Mceseno-
BaHHe MyHKTaTa ¥ TPenaHoOHONTaTa KOCTHOTO MO3ra 4epes
100 nne#r nocse nocienneit TKM nokazasno ero Huskyio
kaeTouHocTb o 100%-M KpOBETBOPEHHEM 3a CUET BTOPOTO
HLA-coBmectmoro joHopa. XumepHblit ren MLL-AF4 B
SIPOCOEPAKALINX KJIETKAX KOCTHOTO MO3Ta He OMpese/IsiIcs.

CJrielyeT OTMETUTB, UTO HAPYLICHHIO (DYHKLIMH KOCTHOTO
Mo3ra TaLMeHTKH Crnoco6CTBOBAMa XPOHHUECKasl mepe-
rpy3Kka kese3oM ¢ yposHeM depputina 10 12 000 ur/mna
W YpPOBHEM >KeJsie3a ChiBOPOTKH 710 70 MKMOJIb/1. B cBsizn
C BBICOKHMH T10Ka3aTeJssIMH Teperpy3kn »ejie3oM Hauara
xeJiaTopHasi Tepanus aecepasupokcom. Yepes 4 mec. nocie
ranjionientHuHoil TT'CK cocTosinne nauueHTKH yXyinaoch
13-3a pa3BUTHS epOPATHBHBIX SI3B TOLIEH KHIIKK Ha (oHe
COXpaHsIBLIEHCSl MaHUUTONEHHH. $I3BeHHble JedeKThl OblLIH
yumtbl.  Tepamusi pedepasupokcom Obl1a MpeKpalieHa,
T. K. TIPUMeHeHHe TJIIOKOKOPTHKOCTEPOMJIOB U XeJaTopHast
tepanus nocie TOT noBeiIany pUCK MOBTOPHOTO Pa3BUTHSI
nepdoparuhbix 138 JKKT.

B BoccTaHOBHTE/IBHBII TOC/€0NepaLMOHHBII IepUHO], B
CBSI3U C BBICOKMM PHCKOM TSKEJIBIX MH(EKIHMOHHBIX OCJI0K-
HEHUH U COXPAHSAIOLICHCA MAHLUTONICHHEH, 110 2KU3HEHHBIM I10-
KazaHusIM Obl1a OCYLIECTBIEHA «JI0JUBKa» (JOTMOJHUTEIbHAS
TpaHcdyausi) ctumysmupoBaHHbix [-KCD nepudepuueckux
CTBOJIOBBIX KJIeTOK KpoBH oT Broporo HLA-coBmectnmoro
nonopa B no3e 0,6 X 105 CD34+ u 1,5 x 108 CD3+ na 1 kr
Macchl Tesla PelUMHeHTKH. Hepes Mmecsil nocse «JI0JHBKH»
nepudepHuecKiX CTBOJIOBBIX KIETOK KPOBH YPOBEHb JIEHKO-
LIUTOB Y MaLMEHTKH HOPMAJH30BaJICs, & TPOMOOLUTOB ObLIO
30—40 x 10/, remornio6us — 80 r/n. Ha ¢hone Boccra-
HOBJIEHHS JIEHKOLUTAPHOTO POCTKA Y MALMEHTKH TOSBUJINCh
npusHaku xponndeckoit PTIIX ¢ nopaxkenuem rias, Koxu u
CJIM3UCTEIX, TedeHn. [Tocse HazHaueHust MUKodeHoMaTa MO-
(heTHsIa, a TAKKe MPOBEAEHHS CEAHCOB IKCTPAKOPIIOPATLHOTO
dotocbepesa nposiesiennst PTIIX cyiiecTBeHHO yMEHbIIHIIHCE.
JlnutesbHoe OTCyTCTBHE reMoTpaHcy3uil MPUBEJO K 3HAUH-
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TeJIbHOMY CHHXKEHHIO [l0Ka3aTesiell [eperpy3ku Kese3oM:
deppuruna — 10 4000 Hr/ma, xeseza — 10 20 MKMOJIb/ 1.

B mapre 2014 r. (cnycrss 10 mec. mocse ramnjousieH-
tuuHoit TI'CK) B cBsI3M ¢ pa3BUTHEM TSKEJBIX TOKCHUECKHUX
MEeUYEHOUHBbIX OCJIOXKHEHHH (runepOunpyOrHeMust Gosiee
3 HOpM, MOBBIILIEHHE aKTUBHOCTH aJlaHMH- U acrapraTaMu-
HoTpaHcdepas) Ha (poHe TpueMa MHKodeHoaaTa MoeTHIa
(BbIMyCKAEMOro Jpyro#l KOMMaHUEH-POU3BOIUTENEM ), a
TaKyKe YUMTbIBasi OTCYTCTBHE KaUHWYecKH 3Haunmoi PTIIX,
MMMYHOCYIIpECCUBHAsl Tepalus Oblla I0JHOCTBIO I1pe-
kpauleHa. [Tocjie 0OTMeHbI HMMYyHOJENPECCAHTOB OTMeYeHa
HOpMa/IU3alHsl oKasaTeseil (hyHKLHH MeveHH.

Bmecre ¢ TeM H3-3a JYINTEIBHOTO HHTEHCHBHOTO JeUeHHsI
y MALMEHTKH HAOJ/IOA/ICS LE/bIH P OCTOKHEHHH: KAXEKCHS
Ha (hOoHe TIHUIOKAJOPUIHOTO MUTAHUS, MYKO3HT, Mepude-
puueckasl HelponaTtHsl, TUMEPNPONAKTHHEMHS, ATUTHUHAS
nHeBMoHust. IIpu nposenenun MPT rosoBHoro mosra Gbliu
BbISIB/ICHBI MHOXKECTBEHHbIE OUard JIeHKOMaISILUH,

Hanee naumentka HaGsogasiach 3a npeneiamu Poccui,
nojydyaja nporpammy peabunurauuu. [lo BosBpalleHHM B
Poccuto, criyerst 15 mec. nocsie rarmowentiunoin TT'CK,
Obl1I0 OTMEYEHO yCH/eHHe NposiBjeHui xpoHuyeckoi PTIIX|
MaKCHMaJIbHO BLIPAXKEHHDBIX Ha KOXK€ B BHUJE CKJIEPOLEPMHHU.
JanbHellllee JieyeHHe OCYLLECTBJISIOCh B OTAEJEHHH MHTEH-
CHUBHOM Teparuu 1 TpaHclantauuu koctioro mosra HHMH k-
nuueckoil oukosiorun @I'BHY «POHLI um. H.H. Baoxuna»,
rje Obl1 Ha3HaY€eH JJIUTe/IbHBII KyPC [IIOKOKOPTHKOCTE POHIOB.

Ko BpemeHH noAroToBKH craThi (23 Mec. nocJje ramio-
unentnunoi TI'CK) nauuenTka octaeTcst noj HaGJI0EHHEM,
BeJeT AKTUBHBIA 06pa3 »KU3HM, HECMOTPSI HA MPOSIBIEHHS
xponudeckolt pacnpoctpaneHHoit PTIIX u  ocsoxkueHul
Tepanuu (CKJIepPOAEPMHUIO, MYKO3UT, KaXeKCHIo, TepudepH-
yeckylo Helipornaruio, nHeBMoHHIO). [IpoBoamutest mocre-
[IEHHOE CHHXKEHME [103 IJIIOKOKOPTHKOCTepouaoB. HHueke
Kapnosckoro cocrasaser 80 %.

Kak npu nepsuunom OJIJI oueHb BBICOKOrO pHCKA, Tak H
MPH €ro peluuBax cieayer YeTKO OMpee/MThCs ¢ BbIOOPOM
BU/Ia JIeUeHHsI: CTaHAAPTHBIN WK ¢ BbinosHenneM TKM. Tpu
BbIOOpE noc/eaHer HeoOX0AMMO YAeNUTh 0cob0e BHUMaHHe
noa6opy pe:KUMa KOHAHIIHOHUPOBAHHUST — XUMHOTEparneBTH-
yeckoro uyd Ha ocHoBe TOT. Ha nawr B3ruisin, 9TH 1Ba BO-
npoca ceyeT pelaTh HHAWBUIYAbHO Y KayKI0r0 NallieHTa,
NpUHUMast BO BHUMaHue Takue (hakTopbl, KaK BpeMs OTBeTa
Ha nHﬂyKuu}o/peMHnyKumo, JUIUTEJIbHOCTb PEMHCCHH, BO3-
pacT nauueHTa, ero KJIHHHYECKMH W COLMasbHbIA cTaTyc,
MPUBEPKEHHOCTh K TEPATHH, a TaKKe BUJL TPAHCIJIaHTALMH 1
0’KMJ1aeMoe KauecTBO MaTepHaJia /sl ee BbirnoJsiHeHust. Heo6-
XO/lMa B3BellleHHas OlleHKA BCEX MepeurcieHHbIX (haKTOPOB
nepej MPUHATHEM pelleHnst o Buje JieueHus. [Tonck HOBbIX
croco6oB MpeooeHHst pePaKTePHOCTH JIEHKO3HBIX KJIE€TOK
K Teparnuu HeoOX0 UM /151 YIyUILIeHUsT Pe3yJIbTaTOB JleueHHs!
naureHToB ¢ OJ1J] oueHb BLICOKOTO PHCKA.

KOH®NIUKTbl UHTEPECOB

ABTOpBI 3asBASAIOT 06 OTCYTCTBHH KOH(JIHKTOB HHTEPECOB.
A.B. I'lona siBnsietcst uieHOM pelakIIMOHHON KOJIJIETHH 2Ky~
Hasna «Kymuundeckast onkoremartosiorusi. GyHnamMmeHTasbHble
MCCIIeIOBAHHUs U KJMHHYeCKasl [IpaKTHKa» W He y4acTBoBaJl B
peLeH3UPOBAHUH PYKOIUCH.
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