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O0mas xapakrepucTuka padoTbl

AKTYaJIbHOCTh

ATPO IIHC - 510 penkue, BBICOKO3JIOKAYECTBEHHBIC HOBOOOpA30BaHUs, KOTOPHIC
cocTaBisitoT 1-2% Bcex OmyxoJjiel rojioBHOro u cnuHHOro mosra y naereit (Frithwald M.C. et al,
2016; Frithwald M.C. et al, 2020). Bosnee 80% ATPO IIHC auarHocTupyrOTCs B BO3pacTe MJajiiie
3 ner, MearaHa BO3pacTa Ha MOMEHT IIOCTAHOBKH JMAarHO3a COCTABIISET | rojl, MajJbuuKHA OOJICIOT
HECKOJIBKO 4arre aeBouek B cootHomenun 1,3-2:1 (Ostrom Q.T. et al, 2014; Lau C.S. et al, 2016;
Buscariollo D.L. et al, 2012). Hau6onee yacro ATPO LIHC nokanu3yroTcs HHPpaTeHTOPUAIBHO,
IIPU 3TOM PACIOJIOKEHHE TEPBUYHOM OIMyXOJH B OOJNBIIMHCTBE CIy4aeB 3aBHCUT OT BO3pacra
MAIMCHTOB: OIyXOJM 3aJHEH YepermHod SMKU TpeolialaloT Ha TEpBOM IOy JKU3HH,
CYNPaTEeHTOPUAIBHBIC OIyXOJM Yalle BCTPEYAIOTCS y JETEH SCENIbHOTO BO3pPacTa, a OMYyXOJH
CIIMHHOTO Mo3ra vamie y aereid ot 3 net u crapme (Dho Y.S. et al, 2015; Ho B. et al, 2020; Fossey
M. et al, 2017; Li D. et al, 2019). Heobxonumo otmetutbh, uro ATPO cnimHHOTO MO3ra KpaiHe
penxu u coctaBisioT 1-7% ot Bcex ATPO IIHC (Athale U.H. et al, 2009; Tekautz T.M. et al,
2005). Hamuume MeTacTaTHYECKOrO pPACHpPOCTPAHCHHS HAa MOMEHT IIOCTAHOBKM JHMarHo3a
BeisiBisieTcst B 20-40% cnyuaes (Frithwald M.C. et al, 2020; Lafay-Cousin L. et al, 2012; Reddy
A.T. et al, 2020; Underiner R.M. et al, 2020). OTnu4UTEeILHOU MOJEKYISIPHO-ONOIOTHIECKOM
xapakrepuctukor ATPO sBnsercss Hanuune mHakTuBUpyromeid myranuu B reHe SMARCBL wnu
(penxo) SMARCA4 (Hasselblatt M. et al, 2013; Kieran M.W. et al, 2012; Lee R.S. et al, 2012;
Hasselblatt M. et al, 2014).

ATPO npencraBistoT coO60i OMyXO0JIH, CKJIOHHBIE K arpECCUBHOMY KIMHUYECKOMY TEUCHHIO
u pedpakreproctu k mpoBoaumoit IIXT (Frilhwald M.C. et al, 2016; Reddy AT et al, 2020).
MexTyHapOIHBIN OMBIT JIeUeHUs JAeTel ¢ JaHHBIM 3a0ojeBaHHeM Mpeojaosen nopor B 25 ner. Ho
TOJNBKO B TIOCJIEAHHWE TOABI OBUTM TIPEACTABICHBI PE3yJbTaThl HECKOJIBKHUX  KPYITHBIX
MYJBTHIIEHTPOBBIX HCCIIEOBaHUI: AMEPHKAHCKOH JneTckoi oHkonorudeckoil rpymmbel (COG
ACNSO0333), Espormeiickoro perucrpa Mo H3YYCHUIO pPAOJOUIHBIX OITyXoJel (pe3yinbTaThl
nporpammbl EU-RHAB), Kopeiickoii netckoit onkonorudeckoii rpymmsl (Reddy A.T. et al, 2020;
Frithwald M.C. et al, 2020; Sung K.W. et al, 2016, Park M. et al, 2020, Nemes K. et al, 2018, Zaky
W. et al, 2014, Bartelheim K. et al, 2016).

B crpanax CeBepHoil Amepuku cTpareruu jedeHusi manueHToB ¢ ATPO wu3HaganbHO
opueHTHpoBaIKch Oonbiie Ha ucnoib3oBaHue BJAXT c ayro-TI'CK c menpbro UCKIIOYSHHS WA
orcpouku mpoBeaeHus JIT. Ha ocHOBaHWM paHHHX YAOBICTBOPUTENBHBIX PE3YJIbTATOB
WCIIOIB30BaHUsI JAHHOTO TOAXO0/a, JETCKoW oHkosorumdeckoi rpymnmoit (COG) 0wl pazpaboTan
CHenuaIbHbIi TPOTOKON st JiedeHus: manueHtoB ¢ ATPO - ACNS 0333, Bximrouaromuii

nnaykuuonHyro XT ¢ tpems kypcamu BJIXT c¢ ayro-TI'CK u JIT B 3aBucumoctu oOT


https://www.ncbi.nlm.nih.gov/pubmed/?term=Frühwald%20MC%5BAuthor%5D&cauthor=true&cauthor_uid=31883020

Bo3pacTa. JlaHHOE uccieloBaHUE BKIIOYAIO 65 MAIMEHTOB M MO3BOJUIIO HOCTHYb YETHIPEXJIETHEN
BCB u OB 48% u 57% cootBerctBenno (Cohen B.H. et al, 2015; Finkelstein-Shechter T. et al,
2010, Reddy A.T. et al, 2020]. Slavc I. u coaBT. Takke COOOIIMWIN 00 YIY4YIIEHHH PE3yIbTATOB
neuyenust npu ucnodibzoBanuu pexkuma MUV-ATRT ¢ BJAXT ¢ ayro-TI'CK, pernonapuoit XT u
nokaneHoi JIT y 9 manuentos, npu 3Tom nokazarenu bCB u OB cocraBuim 88,9% u 100% (Slave
I. et al, 2014). B wuccinenoBanuun EU-RHAB, B kotopom ucmonb3oBaiack crangaptaas XT B
couyeranuu ¢ peruoHapuoii XT, a B psane ciyuaeB u BJIXT c ayro-TI'CK, u crpatuduurpoBaHHON
o Bo3pacty JIT, Obutn qocturnythl pedynbratsl nstuiietHeit BCB u OB B 30,5% u 34,7% ciy4aeB
coorBercTBeHHo (Bartelheim K. et al, 2016; Fruhwald M.C. et al, 2019).

Ha rteppuropun Poccuiickonn ®enepanuu IepBoe  KIMHMYECKOE  MCCIECIOBAaHHUE,
nocesameHnoe komiuiekcHod tepanmun ATPO ITHC (mportokon IRS III - ATPO-2006), 6nuto
ocHoBaHo Ha crangaptHoil X T, ucnonszyemoii B coueranuu ¢ UT/MB XT u agproBantHoM JIT. OT1a
MyJIbTUMOJIaJIbHAsA CTPATerusi, B KOTOPOW HMCHOJb30Bajack npepiyyeBass XT, mo3Bonmia 10CTUYb
neyxiyetHer bBCB u OB B 53% u 70% ciaydaeB COOTBETCTBEHHO, HO TPH STOM C BBICOKOM
BEPOSITHOCTBIO Pa3BUTHUS Kapano- u HeripoTokcuueckux 3¢ dexro (Chi S.N. et al, 2009).

B Teuenme mnocneaHero AecATUICTHS ObUIM BBIJEIEHBI HECKOJBKO MOJEKYISIPHO-
o6uonornueckux rpynn ATPO — TYR, SHH, MYC, SMARCA4 u B cOOTBETCTBUH C MOTYYCHHBIMU
JAHHBIMU Pa3padaThIBAIOTCS TEPAMEBTHYSCKUE TIOIXOBI C YIETOM CTpaTH(UKAIMK MAIUEHTOB Ha
IPYIIBI PECKAa B 3aBUCHMOCTH OT BO3pacTa M MOJIEKY/sipHOro cyoTuma omyxonu (Torchia J. et al,
2015, Torchia J. et al, 2016; Johann P.D. et al, 2016; Ho B. et al, 2020, Holdhof D. et al, 2021).

TakuM 006pazom, B CBSI3U C KpaifHEe OTpaHHUYEHHBIM KOJMYECTBOM KPYITHBIX MPOCHEKTUBHBIX
MCCJIEZIOBAHUI B HACTOSIIIIEE BPEMSI HET €IMHBIX CTaHAapToB jieueHus nanueHtoB ¢ ATPO ITHC.
CoBpeMeHHbIE TPOTPaMMbI  TEpaluu  XapaKTEPU3YIOTCA KOMIUIEKCHBIM ~ MYJIbTUMOJIAIBHBIM
MOJIXOI0M C IPUMEHEHHEM OIEPAaTUBHOIO 3Tana JieueHus, cTaHAapTHOH, pernonapHoit (MUT/UB),
BAXT u JIT ¢ yuetoM BO3pacTa MallMEHTOB M MOJEKYJISPHO-OMOJOTMUECKOW XapaKTepUCTUKU
omyxoneBbix kietok (Bartelheim K. et al, 2016; Biswas A. et al, 2016; Chi S.N. et al, 2009;
McGovern S.L. et al, 2014, Richardson E.A. et al, 2018; Slavc I. et al, 2014; Underiner R.M. et al,
2020; Weber D.C. et al, 2015; Yang W.C. et al, 2020).

Hean padoTsl

N3yuuts (akTopbl TPOrHO3a W OMNPENETUTh ONTHUMAIBHYIO TPOrpaMMy Tepanmuud y
nanuentoB ¢ ATPO IIHC, mnoka3zanus u 3(QPeKTHBHOCTP NPUMEHEHHS BBICOKO03HOM
XUMHUOTEPANHUH C ayTOJIOTMUYHON TPAHCIIAHTALIMEH T€MOTIO3TUYECKUX CTBOJIOBBIX KIIETOK.

3agaum uccjie0BaHUs
1. OueHutp BIAUSHUE PA3IUYHBIX KIWHUYECKUX, TEPANEBTUYECKUX M MOJIEKYJSPHO-

ounonornuecknx (axTopoB (Tojia, BO3pacTa, JOKAIU3AIMH TEPBHYHOTO OIYXOJIEBOTO OdYara u


https://pubmed.ncbi.nlm.nih.gov/?sort=date&term=Yang+WC&cauthor_id=32222933

pacrnpoCTPaHEHHOCTH OIyXOJEBOIO IMOpaKeHUs, 00BbEMAa ONEpaTUBHOIO YAAJICHUS OIYXOJH,
nposeaenue JIT, UT\UB XT, BAXT c ayro-TI'CK, mojekyssipHOW MOArPYIIBI OMYyXOJH) Ha
nokazarenu BBII u OB B paMkax peTpoCIEKTUBHO - IPOCIEKTUBHON KoropTsl nanueHToB ¢ ATPO.

2. YCTaHOBUTH NOKa3aHMs K MPOBeACHUIO B oleHUTh ddextuBHOCTh BJIXT ¢ ayro-TI'CK
y naureHtoB ¢ ATPO ITHC.

3. HccnenoBars Tokcuunocts BAXT ¢ ayro-TI'CK y mauuentoB ¢ ATPO LITHC.

4. Usyuurs BiusgHue JIT Ha BepKkuBaemocts nanuentos ¢ ATPO LHC.

5. Onpenenuts onTUMaNbHYIO AU((HEPEHUUPOBAHHYIO HPOrpaMMy XHMHO- U JIy4eBOH
tepanuu g 60abHbIX ¢ ATPO IHHC ¢ pa3nuuHbIMH COYETAaHUSMH MTPOTHOCTUYECKUX (PAaKTOPOB U
IpynI pucka.

OcHoOBHBIE 10J10KeHHS, BBIHOCHMbIE HA 3ALUTY

1. BeisaBnens! ¢akTopbl IPOTrHO3a, JOCTOBEPHO YJIYULIAIOIUME BBDKHBAEMOCTh MAllMEHTOB
¢ ATPO IHC - Bospact crapme 12 MecsueB, OTCYTCTBHE METAaCTa3HMPOBAHHUS HA MOMEHT
IIOCTAaHOBKM JMarHo3a, TOTajbHas pe3eKlus IEepBUYHOrO OIyXoJeBoro ouara, nposeneHue JIT,
WUTWMB XT, BAXT c ayro-TT'CK, monekyssipHas rpymma omyxonu TYR.

2. BIXT c ayro-TT'CK — sddextuBnsiii meron neuenus nauuentoB ¢ ATPO IHC; na
s dexruBrocTs BAXT ¢ ayro-TI'CK BiusroT Bo3pacT manueHTa Ha MOMEHT MIOCTAaHOBKH JIMAarHo3a,
OTBET Ha IMPEALIECTBYIOIIYI0 TEpaluio, paclHpOCTPAHEHHOCTh OIyXOJIEBOIO TOPaXKEHUs U
MOJIEKYJISIPHO-OMOJIOTUYECKasl XapaKTEPUCTHKA OIYyXOJIEBBIX KIIETOK.

3. Iposeaenne BJIXT c ayro-TI'CK nokazano manuentam ¢ ATPO IHHC npu ycrnoBuu
noctmxenuss 10 wm YO nocne nposenenus uHaykuumoHHoM IIXT, orcyrcTBuM ocTaTOYHOM
OMYyXOJIN/METAaCTaTUUECKOTO TOpakeHUus (y TMamueHToB Miaame 12 MecseB), OnpeaesieHun
MoJeKysipHoit rpymsl omyxomu ATRT-SHH, ATRT-MYC.

4. BJXT c ayro-TI'CK xapakrepuzyercs npuemieMoi TOKCUYHOCTBIO.

5. C yderoM TMOJIyYE€HHBIX pE3yJbTaTOB B KAayeCTBE ONTHUMAJIbHOM TepamneBTUYECKON
ctparerun BceM mnarueHtaM ¢ ATPO IHHC pekomeHmoBaHO Ha TepBOM JTare yaajeHue
MEPBUYHOTO OITyXOJIEBOT0 ouara ¢ nmocieayrommm rnposeaeanem [IXT mo nmporokoram ATPO-2006
wm MUV-ATRT c oOsa3arensHbiM npuMeHeHnueM perunonapHoit XT u JIT. Ilpu wHanmuuum
OCTaTOYHOM OMyXOJIM IIeJIeCOO0pa3HO IPOBEJCHHUE €€ MOBTOPHOW pE3eKIMH, a HpU HATHMYUHU
HeONaronpusATHBIX IPOTHOCTUYECKUX (pakTOpoB nokazano nposeaenue BJIXT c ayto-TI'CK.

Hay4yHnasi HOBU3HA

Bnepseie B Poccuiickoit ®Penepauyu B paMKax pPETPOCHEKTUBHO - IPOCIIEKTUBHOIO
HEPaHJAOMHU3UPOBAHHOTO HCCJIEIOBAHUS IPOAEMOHCTPHUPOBAHBI PE3YAbTAaThl JIEUEHUS OONbIION
koropthl areHToB ¢ ATPO ITHC, onpeneneHbl KIMHUYECKHE, TEPATIEBTUIECKHAE U MOJIEKYIISIPHO-

Oouosnornueckre (akTopbl MPOrHO3a, JOCTOBEPHO BIUSIOIIME HAa BBDKHUBAEMOCTH 3TOH TIpPYIIIbI



NalMeHTOB. B JaHHOM MyJIBTHULIEHTPOBOM MCCJIEOBAHUU YCTAaHOBIEHAa 3()()EKTUBHOCTE U
npuemiiemass TokcuuHoctb BJIXT c ayro-TI'CK, omnpeneneHsl nokaszaHus JJid €€ NPOBEACHUS,
MIPOU3BEICHO cpaBHEHUE d(H(PEKTUBHOCTH OJHOKPATHOW M TaHIEMHBIX TpaHCIUTAHTalui. BriepBeie
BBITIOJIHEH CPABHUTEIBHBIM aHAJIN3 BBDKMBACMOCTH IMALIMEHTOB B 3aBUCHMOCTH OT MOJIEKYJIIPHO-
OMOJIOTMYECKHUX TPYII OIYXOJM U IPOBEACHA CTpaTU(UKALMs MALKUEHTOB HAa IPYIIbl pHUCKA.
BriepBbie BBINIOTHEH CpPAaBHUTEIBHBIN aHaIN3 APQPEKTUBHOCTH pa3auyHbIX MpoTokosoB XT,
ompezaeneHa HeoOxomumocTh U A dextuBHOCTh TpoBenenus JIT y nereit ¢ ATPO IIHC.
ITpoBeneHa oneHKa BIMsHUA 00BEMA ONIEPAaTUBHOIO BMEIATEIbCTBA U HEOOXOAMMOCTh ITOBTOPHBIX
pesekiuit onyxonu y nanuentoB ¢ ATPO ITHC.
IIpakTHYeckas 3HAYUMOCTDb MCCICOBAHUA

Brimonnen ananu3 BepkuBaemoctu nanueHToB ¢ ATPO IIHC B 3aBHCHMOCTH OT pa3iMYHbBIX
KIMHUYECKUX, TEpaleBTUYECKUX M  MOJIEKYJSpPHO-OMOJIOTHYECKUX  (DAKTOpPOB  MPOTHO3a,
OIpeJiesIeHbl ONTHMaJbHbIE MPOTOKOJBI Tepanuu. D(pdeKTuBHbIMU BapuaHTamu JiedeHuss ATPO
HHC sBisirorest mporokonel  ATPO-2006, MUV-ATRT, koropble BKJIIOYAIOT NPUMEHEHHE
XUMHOJIY4EBOM TEpalMu C PETMOHAPHBIM BBEJIECHHEM XHMHOIIPENapaTroB I0CIe TOTAJIbHOU
pe3eKIUM TEPBUYHOIO OIyXOoJeBoro ouara. Ha OCHOBaHMM NPOTHOCTHYECKUX (AKTOPOB U
OIIpeJIeJIEHUs] MOJIEKYJIIPHON TpYNINbl MPOBEACHA CTpaTU(UKAIMs MAlEHTOB HA TPYIIbl PUCKA.
[TponemoHcTpHpoBaHa BO3MOXKHOCTH 3(dektuBHOTO wHcmonb3oBanus BJIXT ¢ ayro-TI'CK B
reTeporeHHol KoropTe mnauueHToB. [IpoBeneHHBIM aHanu3  (QakTOpOB, BIUSAIONIUX Ha
spdextuBHocTs BJIXT ¢ ayro-TI'CK, mo3Bonmi BbIIENUTH IpyNiy KpaiiHe HeOIarompusTHOrO
IIPOTHO3A.

Buenpenue pe3yabTaToB padoThl

OcHOBHBIE TIOJIOXKEHUS JIMCCEPTAllMd BHEIPEHbl B  IPAKTUYECKYyI0 UM  HAy4yHO-
UCCIIEIOBATENbCKYI0O  pabOTy  OTHENEHUS KIMHUYECKOHM OHKOJOTMM M KOHCYJIbTaTUBHO-
noysukauHudeckoro oraeneHus I'BY3  ropoma MockBel  «Hay4dHO-IIpakTH4ecKMil  LEHTP
CHEIUATU3UPOBAHHON MEIUIIMHCKON moMomu JeTsM umeHun B.®D. BoitHo-Sfcenenkoro [I3My;
Menuuunckoro Muctutyra umenu Ceprest bepesuna, otaenenus TpaHCIIIaHTAIMA KOCTHOTO MO3Ta
OCII Poccuiickoii perckoii knuandeckoil 0ompHUANEI PT'AOY BO «Poccuiicknil HallMOHAIBHBINA
UCCIIEI0BATENbCKUM MeauuuHckuil yHusepcuter uMm. H.M. Iluporosay M3 P®, oraenenus
TpPaHCIUIaHTAUU KOCTHOroO mMo3ra Juis aered Ne2 MHCTUTyTa NeTCKOM reMaToJ0THH, OHKOJIOTHU U
TpaHcmianTosoruu uM. P.M. I'opbauesoit ®I10 ®I'BOY BO ITICII6I'MY um. akan. N.I1. I1aBnosa
M3 PO.

AnpoOanusi U peaausanusi padéorTbl
OcHOBHbBIE TEOpETHYECKHE M MPAKTHYECKHE IOJOXKEHHS AMCCepTalMy IpPEJICTaBICHbI B

BUJC YCTHBIX JOKJIAAO0B Ha PA3JIMYHBIX HAYYHO-IIPAKTHYCCKUX KOH(i)epeHHI/ISIX " ChEe3aax: HAYUYHO-



npakTuueckass KoHpepeHuus «/HHOBallMOHHBIE METOABI JIEUCHHUS  OHKOJIOTUYECKUX U
remaroyiornueckux 3aboneBanuit y gereit» (Cankr-IlerepOypr, 16—17 ampens 2021 r.), Il
oobenunennblii kourpecc HOAI'O u POZIO «AkrtyanbHble MPOOJIEMBI M MEPCHIEKTUBBI PAa3BUTHUS
JIETCKOM OHKOJIOTHH M reMartosioruu B Poccuiickoit @enepanumn» (Mocksa, 25-27 Hos0ps 2021r.),
V IletepOyprckuii MexayHapoaHbIA oHKoJoTHueckuii opyMm «benbie Houn» (Cankr-IleTepOypr,
20-23 wmions 2019 r.), XV MexnayHnapoanas KOH(pepeHIHS «AKTyallbHbIE BOMPOCHI JETCKOM
reMaToOJIOTHH, OHKOJIOTMH H uMMyHolorun» (Munck, 31 oktsa6ps — 1 HosO6ps 2019r.),
XIIl Hayuno-npaktuueckass koHdpepeHuus «HHOBAIlMOHHBIC METObI JICUYCHUS B TEAMATPUU U
nerckoit xupyprum» (Mocksa, 3-4 urons 2021r.), a Takke B BHIE IMOCTEPHBIX JOKIaa0B Ha 6th
Biennial Pediatric Neuro-Oncology Research Conference(10-12 utonst 2021 r.), the 51th Congress
of the “Society International of Paediatric Oncology” (SIOP), the 52th Congress of the “Society
International of Paediatric Oncology” (SIOP), the 19th International Symposium on Pediatric
Neuro-Oncology (ISPNO), X konrpecce HarmuoHanbHOro oOIecTBa IETCKHX I'€MaTOJOrOB H
OHKOJIOTOB «AKTyaJbHBIE MPOOJIEMBI U TIEPCTIIEKTUBBI Pa3BUTHS JIETCKON T'€MaTOJIOTUH-OHKOJIOTHH
B Poccuiickoit ®enepanumn» (Coun, 25-27 anpenst 2019 r.).

[To Teme nucceprauuu onyOnuKoBaHbl 14 HaydyHBIX paboT, U3 HUX 4 CTaTbU B KypHalax,
pekomenioBaHHbBIX BAK.

Hayunple mosokeHHsI IUicCepTaliil HCHOJB3YIOTCS B padoTe OTAEICHHS KIMHUYECKOH
OHKOJIOTHM M KOHCYJIbTaTUBHO-TIONMKINHUYEeCKOTO oTaenenus ['bY3 ropoma Mockeel «Hayuno-
[IPAKTUYECKUM LICHTP CIELUAIU3UPOBAHHON MEIUIIMHCKOM moMomy AeTsM uMeHu B.d. BoiiHo-
SAceneuxoro /I3M»; Menuunnckoro Mucturyra umenn Cepres bepesuna, otnenenus TKM OCII
PJIKb ®I'AOY BO «Poccuiickuii HAIIMOHATBHBIN UCCIIEI0BATENbCKUN METUITMHCKII YHUBEPCUTET
uM. H.W. [Tuporosa» M3 P®, B nekuusx U NpakTUUYECKUX 3aHATUAX CO CTYJAEHTaMM, HHTEPHAMH,
KJIIMHUYECKUMH OpIMHATOpaMH.

JInyHoe yyacTue aBTopa

ABTOp JTUYHO IPUHUMAJA Y4acTUE BO BCEX ATamnax padoThl, pe3ylbTaThl KOTOPON U3JI0KEHbI
B JIUCCEepTally, BKIOYas BEJACHUE MAallMEHTOB, COCTABIIEHUE AJIEKTPOHHOM 0a3bl JaHHBIX, aHAJU3,
CTaTUCTHUYECKYI0 00paboTKy U oopMIIeHHE MOTyYEHHBIX Pe3yJbTaToOB, MOArOTOBKY MyOJUKaIuil
10 pe3yJIbTaTaM BBIIIOJIHEHHOTO MCCIIEA0BAHNU.

Crpykrypa padorsl

Huccepranuss coCTOMT U3 BBeIEHHUsS, 0030pa JIUTEpaTypbl, TJABbl MOCBSIIEHHOMN
XapaKTepUCTHKE MAIMEHTOB U METOMOB, JIBYX TIJlaB COOCTBEHHBIX HCCIIEAOBAaHUM, 00OCYXIAEeHUS
MOJTyYEHHBIX PEe3yJIbTaTOB, BBIBOJIOB, CHHCKa JUTeparyphl. Pabora u3noxena Ha 169 ctpaHumax

MalTMHOMUCHOTO  TEeKCTa. TeKCT WuIoCTpupoBaH 17  Tabmumamu, 58  pHUCyHKamH.



bubnmuorpaduueckuii ykazarenp BKIOuYaeT B ceOs 163 muTepaTypHBIX MCTOYHMKA, U3 HHUX 146
3apyOeKHBIX aBTOPOB.
OcHoBHoOe coepkaHue padoThI
XapakTepucTHKa MaTepHAJIOB, METOA0B UCCJIeJOBAHNUS U POTPaAMM Tepanuu
O01mas xapakTepucTUKa NALMEHTOB

B nanHoe nccnenoBaHue BKIIIOUEHO 155 manueHTOB M3 pas3IMyUHBIX PerMoHOB Poccuiickoii
Odenepanuu ¢ MOPPOTOTUISCKH M UMMYHOTHCTOXUMUYECKU TIOITBEPKICHHBIM quarnozom ATPO
ITHC, xotopeim B nepuoa ¢ 2008 no 2020 rr. npoBeIeHO KOMIUIEKCHOE JI€YEHUE MO OJTHOMY W3
cnenyromux mpotokosioB teparnun: ATPO-2006, EU-RHAB, MUV-ATRT. B psaae ciydaes
NPUMEHSUIMCh M Apyrue nportokousl, B ToM yucie CWS, like-HIT-2000 (HIT-SKK), COG ACNS
0333. Bozpact 60bHBIX HA MOMEHT ITOCTAHOBKH JUarHo3a BapbHpoBai oT 1 mecsua mo 16,5 ner,
MenuaHa Bo3pacta coctaBuiia 20 mecsueB [11.0; 33.0]. Cpeam mamuentoB ¢ ATPO IHHC
pacmpeiesieH|e Mo Bo3pacTy ObLIo ciieayromum: Miaie 12 mecsies - 31% (n=48), 13-24 mecsma
— 32,3% (n=50), 25-36 mecsueB — 17,4% (n=27), crapme 37 mecsues - 19,3% (n=30). Takum
o0pa3om, OOJIBIIMHCTBO MAIIMEHTOB ObLTH B BO3pacTte 110 2 yieT u coctaBwin 63,3%. CooTHomIeHHE
MaJbUMKOB U JeBouek coctaBuiio 1,2:1 cooTBercTBeHHO. llepBHuHas HelpoBU3yaln3allMOHHAS
muarnoctuka ATPO IHHC ocymiecTBisuiack ¢ MOMOIIBID MarHUTHO-PE30HAHCHOW ToMmorpaduu
TOJIOBHOTO MO3Ta HAaTUBHO M C KOHTPACTHBIM YycuieHueM. [lepBHYHBIN ouar OMmyXoJIeBOTO
nopaxenuss y 77 mamueHtoB (49,7%) noxamuzoBayics wuHppaTeHTOpHANBHO, v 74 (47,7%) —
CylpaTeHTopuanbHo U y 4 (2,6%) — B cnHHOM Mo3re. Becem manueHTaM WHUIMATBHO BBIMOJHEHA
pe3ekuusi mepBUYHOro omyxosieBoro ovara (Tabmuma 1). V 17 BbINOTHEHBI MOBTOPHBIE PE3EKIINH
ormyxonu (omeparus «Second-look») u y 24 - omepanuu 1o ygaJ€HHIO OMYXOJH MPH PEIUINBE
3a0oneBanusa. Y 53 maruentoB (34,2%) Obul ycTraHOBIIEH pe3zepByap OmMalis 17si MpPOBENEHUs
uHTpaBeHTpuKysipHoit XT, 52 mamumentam (33,5%) ObLIM BBHIMNOJHEHBI JIMKBOPOIIYHTHPYIOIINE
oTiepaIuu.

B cootBerctBuu ¢ knaccudukanueit no Chang (Chang C., 1969) y 6onpIMHCTBA allUEHTOB
(54,2 %) Obuta ycraHoBiieHa Jjokanu3oBanHas (Mo) ctaaus 3aboneBanus, y 32,3% - M1-Ms craaun
3aboneBanus, y 13,5% - My - cragusa. ¥ 2 manuentoB ¢ ATPO IIHC 6pima amarHocTupoBaHa
pabonHas omyxoib modek. Ha MOMEHT MOCTaHOBKU TMAarHO3a SKCTPaKpaHHAIbHBIX METACTa30B Yy

manueHToB ¢ ATPO ITHC BeisiBieHO He OBLITO.

Tabmuma 1 - KanHu4veckue, TepameBTHYeCKHE XAPAKTEPUCTHKH TIPYNN MANMEHTOB,
MOJIEKYJISIPHO-0H0JIOTHYECKHE XaPAKTEPUCTHKH OMYX0JI4 B 3aBUCHMOCTH OT MPOTrPaMM Tepanuu
ITokazarens ATPO- EU- MUV- Hpyrue p Bcero
2006 RHAB ATRT TIPOTOKOJIBI TAITUEHTOB
Mo (n=155)
MyKCKOM 42 18 13 12 0,183 85
Kenckwuii 39 9 6 16 70
Bospact Ha MOMEHT IMOCTaHOBKHM juarHo3a (n=155)




Ipoodonxcenue mabauyor 1
Mnananre 12 mecsines 29 7 9 3 0,043 48
Crapure 12 mecsieB 52 20 10 25 107
Jlokanu3anusi IEpBUYHOrO OIMyX0JeBoro ouara (N=155)

WudparenropuanpHast 35 11 12 19 0,014 77
CynpateHTopHanIbHas 45 13 7 9 74

CouHHOM MO3r 1 3 0 0 4

Cranus 3a6osieBanus (N=155)

Mo 54 9 5 16 <0,001 84

M+cranus 18 8 14 10 50
(M1, My, Ms)
M, 9 10 0 2 21
OOBEM pe3eKIMU IEPBUYHOr0 oyxoJieBoro oyara (N=155

ToranbHas pe3ekuust 26 7 4 9 0,063 46
CyOToTanbHast pe3eKLust 30 3 5 10 48
YacTuuHast pe3eKLust 21 14 10 9 54

Buorncus 4 3 0 0 7

ITposenenue JIT (n=155)

JlokaneHas JIT 48 15 9 8 0,075 80
KCO 7 2 3 8 20

JIT He npoBouIack 26 10 7 12 55

Iposenenne UT\MB XT (n=155)

[TpoBoauiack 77 11 19 15 <0,001 122

He npoBosunach 4 16 0 13 33

[Mposenenne BJAXT (n=155)

ITpoBoaunachk 0 12 11 7 <0,001 30

He npoBoaunacek 81 15 8 21 125
Mounekyisipaas rpymnma (N=57)

TYR 17 0 2 3 0,248 22

MYC 4 1 0 4 9

SHH 13 3 2 8 26

Bo Bcex cmywasx numarHo3 ATPO IIHC ycranaBnuBajics Ha OCHOBAaHUHU pE3YJIbTaTOB
THCTOJIOTMYECKOI0 MCCIIEIOBaHMS TKAHU OIyXOJIM U MOATBEPKAAJICS OTEPEH siIepHON IKCIIPECCUU
INI1 (mpu HaIMYUM MONOKUTETHFHOTO BHYTPEHHEIO0 KOHTPOJISI, HAIPUMEP Ha SHAOTEIUU COCY/I0B)
IIPY IPOBEJEHUM UMMYHOTMCTOXMMHUYECKOTO aHanu3a. [laHHbIE NCCIIEI0OBAaHUS BBIOJIHSINCH BCEM
nalueHTaM B pedepeHc-eHTpax — Heilpomopdonornyeckoit madopatropun HMUIL] HX wum.
bypnenko (3aBemyromias naboparopueit, A.M.H. PsbpkoBa M.B.), mnartonoroanaromMuueckom
ornenenun HMUILL AI'OU um. [Imutpusi Porayesa (3aBenyromuii otaenenuem, k.M.H. KoHoBasioB
J.M). DOkcnpeccusi 6enka BRG] He onenuBanack. MoseKylsipHO-TEHETUUYECKOE HCCIeI0BaHHE
obpasioB renomuoit JIHK, BbineneHHsIx U3 nenpHOM KpoBH, BKimrouatomiee [IIP ¢ mocnemyronmm
cekBeHnpoBaHueM 1o CoHrepy 3k30HOB 1-9 rena SMARCB1 Obiio BBITIONIHEHO y 8 HAIMEHTOB.
WuakTuBHpyolre repMruHaibHble MyTalluu ObuTH HaizeHsl B 25 % (2/8) cnyuaeB. OmnpeneneHue
ATPO 6aze Hemeukoro

MOJICKYJISIPHBIX OHKOJOTHYCCKOTI'O

TPy
uccleioBaTeNbckoro neHTpa B XainensOepre (I'epmanus) - German Cancer Research Center

IMPOBOAHIIOCH Ha

(DKFZ), Heidelberg, Germany (crapmmii Hayunsiii cotpynauk Marcel Kool). JTHK omyxomnu

HU3BJICKAJIaChb M3 Hapa(i)I/IHOBOFO 6HOKa, 3aTEM  HOPOBOJUIOCH HCCICAOBAHHUC

CTPYKTYpHI
metunupoBanus JJHK Ha ypoBHe reHoma ¢ uCrHoib30BaHHMEM Marpull MmetuwiupoBanHus Illumina

Methylation EPIC 850k. 3arem MonekyisipHas rpymnmna ONpeAesslach COTIACHO AJIEKTPOHHOMY
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KJIacCU(PUKATOPY OMYyXOJIEH TOJOBHOTO MO3Ta, CO3IaHHOMY Ha OCHOBe wucciemoBaHus [llumina
850k. B mamieli koropre ManuMeHTOB MOJCKYJsSpHas TPyIa OMyXoiw Obuia ompexaeneHa y 57
narueHToB: SHH - y 46% (n=26) namuenToB, TYR - y 39% (n=22) nauuentoB, MYC - y 16%
(n=9) manueHTOB.

B coOTBEeTCTBHM € MpPEIOKEHHBIMU TMpOrHocTHyeckuMu kpurepusimu Frilhwald M.C u
COaBT., mpoBeneHa crpatudukanus naueaToB ¢ ATPO HHC na rpynms! pucka:

- B TPYIIy CTaHAAPTHOTO PUCKA BOILIM MAI[MEHTHI B Bo3pacTe | roja u crapiie, y KOTOPBIX
ObL1a onpeaeieHa Moiekyisipaas rpymmna TYR (n=14);

- B IpyNIy IPOMEXYTOUYHOTO PUCKA BOILIM MAallMEHThl B Bo3pacTe 1 roma u crapuie, y
KOTOPBIX ObLTa ompeneseHa Mouyiekymsipaas rpymnmna He-TYR (SHH wim MYC) u mamueHTsl B
BO3pacTe Miasiie 1 roga, y KOTOpbIX Oblia onpeieieHa Mosiekyssipaas rpymnma TYR (n=6);

- B TPYIIIy BBICOKOTO PHCKA BOILUIM MAIlMEHTHI B BO3pacTe Miaiuie 1 rojaa, y KOTOpbIX Oblia
ompezenaeHa mosekyssipHas rpymnmna He- TYR (SHH wiu MYC) (n=37).

bonbummHcTBy nmanuenTos (N=81, 52,3%) npoBeneHO XUMHUOJIYYEBOE JICYEHUE IO TPOTOKOITY
ATPO-2006, 27 (17,4%) nauuenroB - EU-RHAB, 19 (12,3%) nanuentoB - MUV-ATRT, y 28
(18,1%) mammeHTOB MPOBOAWIIACH TEpalMs MO APYrHMM MpOTOKoiaM. B Hamem uccienoBanuu JIT
npoBeaeHa 100 manumentam: sokambHas JIT - 80 GompubiM (51,6%), KCO - 20 (12,9%). 16
narueHTaMm npopojwiack npotonHas JIT. MT/MIB BBeaeHHe XWMHOIPENApaToB IMPOBOAMINA B
OonpmMHCTBE ciydaeB (N=122): BBemeHWE MeETOTpekcara, mnurapabuHa, npeaHu3oiioHa — 96
(78,7%) nmarenTtam, Mmetotpekcara — 9 (7,4%), untapabuna, sronozuma - 17 (13,9%).

XapakTepucTHKa NALMEHTOB, KOTOPBLIM nposeaena BIAXT ¢ ayro-TI'CK

BIXT c nmocnenyromeii ayto-TI'CK mposenena 30 nmaruentam B Bo3pacte ot 0 g0 18 jeT Ha
MOMEHT TTOCTaHOBKHU JMarfHo3a (MeanaHa Bo3pacta coctaBuia 19,5 mecsa).

B 3aBucumocTH OT BO3pacTa MalMEHThl PACHPEIENSIUCh CIEAYIOIIUM 00pa3oM: JeTeit

miaamie 12 mecsues 6su10 11 (36,6%), crapiie 12 mecsues — 19 (63,4%) (Tabnuna 2).

Tabmuma 2 — KianHuYecKHe W TepameBTHYECKHE XapaKTePHUCTHKH TIPYNN MNAMEHTOB,
nonyynsmmnx BJAXT c ayro-TI'CK, B 3aBHCMMOCTH OT IPOrpaMM Tepanuu
IMoka3zarenb EU- MUV- Hpyrue p Bcero
RHAB ATRT MPOTOKOJIBI HalUeHTOo
B
ITox (n=30)
Mykckoi 10 10 1 0,003 21
Kenckuit 2 1 6 9
Bospact Ha MOMeHT TiocTaHOBKM auaraosa (N=30)
Miaame 12 mecaies 5 5 1 0,55 11
Crapuie 12 mecsinen 7 6 6 19
Jlokanu3anusi epBUYHOTO oryxoJieBoro ouara (n=30)
Wndparenropuanpaas 6 7 4 0,575 17
CynpaTteHTopHaabHast 6 4 3 13
Cranus 3a0oneBanus (N=30)



https://www.ncbi.nlm.nih.gov/pubmed/?term=Frühwald%20MC%5BAuthor%5D&cauthor=true&cauthor_uid=31883020
https://www.ncbi.nlm.nih.gov/pubmed/?term=Frühwald%20MC%5BAuthor%5D&cauthor=true&cauthor_uid=31883020
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Ipoodonscenue mabauyol 2
Mo 6 2 4 0,288 12
M-+cramust (M1, M2, M3) 5 9 2 16
Mx 1 0 1 2
OO0BEM pe3eKLnK NepBHYHOTO omyxoJieBoro oyara (n=30)
TortanpHas pe3eKus 3 4 1 0,582 8
CyOroTanpHas pe3eKIus 2 3 4 9
YactruHas pe3eKius 5 4 2 11
buorcus 2 0 0 2
[Iposenenue JIT (n=30
JlokaneHas JIT 7 8 3 0,31 18
KCO 1 3 2 6
JIT He npoBOaMIACH 4 0 2 6
ITposenenne UT\MB XT (n=30)

[TpoBonuiacek 6 11 5 0,049 22
He nporounack 6 0 2 8

Dddexr neuenns va momeHT nposenerns BJIXT ¢ ayro-TI'CK (n=30)
1o 4 7 3 0,289 12
q0 2 3 1 10
Cb 6 1 3 8

CooTHo1IeHHE MATIBYUKOB U JiIeBouek cocTaBmio 2,3:1. IlepBuunsblii onyxonessiit ouar y 17
narueHToB (56,7%) pacnonaraincs nHdpaTeHTOpHaIbHO. B aHanmm3upyemoi rpymme mpeobiaxanu
6onbHble ¢ M+ cramueil 3aboneBanus — 16 maunueHTtoB (53,3%). ToranpHOe M CyOTOTaJIbLHOE
yJaJIeHue OIyXOJH BbINOJIHEHO Yy 17 (56,7%) nanuentoB. Becem mauueHTaM mocie onepaTUBHOIO
JTana NnpoBejeHa ajbloBaHTHas Tepanus: 12 maumentam (40,0%) - no nporokony EU-RHAB, 11
(36,7%) - no nporokoiny MUV-ATRT, y 7 (23,3%) GOJbHBIX BBINOJIHSIM WHANBUIYaTbHBIC CXEMbI
tepanuu. U'T/VIB BBeieHne XuMuonpenapaToB NpoBOAUIN B OOIBIIMHCTBE ciiydaeB (n=22, 73,3%).

[Tepen nposenennem ayto-TI'CK y Bcex manueHTOB ObUIM 3aroTOBJIEHBI ayTOJOTMYHbBIE
CKIIK wmium kocTHbIM Mo3r. B kadecTBe nctoyHuka TpaHcmiantata B 90% (n=27) ciydaeB ObuIH
ucnoinb3oBanbl CKIIK, y 10% (n=3) 6onpHbIX npuMeHsiian komOuHanuio CKIIK u kocTHOrO Mo3ra.

bonpuimHCTBY manueHToB mnpoBeaeHa ogHokpartHas ayTo-TI'CK — 21 (70%), TannemHas
ayto-TI'CK Bemonnena y 9 (30%) narmuentos. OOmiee konuuecTBO mpoBeaeHHbIX ayTo-TI'CK y
nagueHToB ¢ ATPO IMHC cocraBmiio 39. CxemMa KOHOUIMOHUPOBAHUS MPU OJHOKPAaTHOW ayTo-
TI'CK Hambonee yacTo BKJIIOUANA CIEMyIONIHE Tpenaparsl: Trotena 300 mr/m?, kap6omnarua 500
Mr/m2, sTomosus 250 mr/m? B mEU -6, -5, -4 — y 13 mammenTos (43,3%). ¥V 8 marmenToB (26,7%)
HCTIOB30BATH PEKUAM KOHIMIMOHMPOBAHHSA 10 cXeMe Kapbommatun 500 mr/m2 u THoTema 300
mr/m? B gum -6, -5, -4. V 7 neteit ¢ ATPO IJHC npoBoaumu TaHAEMHYIO TPAHCIUIAHTALHUIO C
HICTIONB30BAHAEM B PEKHMME KOHAWIMOHMPOBAHMS KoMOWHarmm Kapbommatud 500 wmr/m? n
sromo3un 250 mr/m® B gmEm -8, -7, -6, -5 B nepByto BJAXT; u tmorema 300 Mr/M% ¢
nuknodochamumom 1500 mr/m? B mum -4, -3, -2 Bo BTOpyl0. YV 2 mnaummentoB (6,7%) B
KOH/IMITMOHUPOBAHKMH HCIOJIb30BaHA KOMOMHAIMSA Kap6ornatuaa 510 Mr/m? u tHotensl 300 Mr/m?

B JIHU -4, -3 Npu BHINOJHEHUH OOOMX TaHJAEMHBIX TpaHCIUIaHTauud. VHTepBanm Mexay mnepBoil u
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Bropor B/IXT cocraBnsan 4-6 Hepens. [locnme 3aBepiieHust pekrma KOHIUIUMOHUPOBAHUS BCEM
naruenTam B aeHb 0 mpoBoaminack peuHdysus ayronorndyabix I'CK, 3arotoBneHHbIx panee. J(Hem
NPYKUBJICHNS TPAHCIIIAHTATA CYUTANOCH JOCTUKEHHE YpoBHs HelTpodunos >0,5x10%m. Cpennee
KOIMuecTBO MHAY3MpoBaHHBIX Kietok CD34 + cocrasmsno 4,98 x108 / xr (1,9-9,2).

[Tocne BAXT c ayro-TI'CK JIT npoBenena 24 GonbubiM (80%): nokansHas JIT - 18
narueHTam (60%), KCO nmomyuunu 6 (20%) manuenTtos, y 6 601pHBIX (20%) JIT He mpoBOAMIH.

Onenka TtokcuyHoctu mnpoBogumoi XT ocymiecTBiasiiach € MOMOLIBIO CTaHJAPTHBIX
MexayHapoaHbix kpurepueB Common Terminology Criteria for Adverse Events (CTCAE) Version
5.0 Published: November 27, 2017(v.5.0: Nov 27, 2017) u OOBEKTUBHBIM ITOKa3aTEISIM TIO
Pa3IMYHBIM OpraHaM U CUCTEMaM.

COop naHHBIX, WX MOCJIEAYIOMmas KOPPEKIHs, CHCTEMAaTH3anus UCXOTHONH HH(pOpMAIUN U
BU3YyalH3alUsl MOJIYYCHHBIX PEe3yJbTaTOB OCYIIECTBISJIUCH B DJEKTPOHHBIX Tabnumax Microsoft
Office Excel (2016). Cratuctuueckas oO6paboTka pe3ylbTaTOB MPOBOAMUIACH CPEACTBAMH SI3bIKA
[Turon (Python 3.8.), crangapTHOro makera craructuueckux nporpamm IBM SPSS Statistics ver.
15.0. OB u BBII Beuucisum ¢ ucnoiib3oBanueM Mertona Karmman-Maiiep, mpu 01HO(MAKTOPHOM
aHanM3e ucnoib3oBan Metoa Log Rank, nmpu mHOrodakTopHOM aHanmu3e - MeToj perpeccun Kokca.

Pe3yabTaThl Hcc/ie10BaHUSA

Ha momenT nposenenus ananusa 01.05.2021 xuBst 70 (45,2%), BbIObLIN 13 HAOMIOAEHUS 2

(1,3%), ymepau 83 (53,5%) 60onbHbIX, 13 HUX 76 (91,6%) Bcneactue I[1b u 7 (8,4%) maueHTOB OT

ocnoxxuenut [IXT (Tabnuna 3).

Tabmuiia 3 — Crpykrypa codbiTuii 'y nammentoB ¢ ATPO IHHC, xoropble NOJy4YnH
NMPOrpaMMHOE JICYEHHE 10 Pa3JIMYHbIM IPOTOKO0JIAaM TePaNnu
Ioxa3zaTenn ATPO- EU- MUV- Hpyrue p Bcero
2006 RHAB ATRT MIPOTOKOJIEI MalEHTOB
[IponomKeHHbIH pocT 30 17 8 16 0,794 71
Pemmnus 14 3 2 5 24
®daranapHble CENTUUYECKHE 4 1 1 0 6
OCJIOKHEHHS
daTanbHbIE 1 0 0 0 1
HEeUH(EKIIMOHHbIE
OCIIOKHEHUS

[1b Ha pa3nuYHBIX 3Tanax Tepanuu orMedeHo y 95 manuentoB (61,3%), u3 Hux 17 pereit
KMBBI HA MOMEHT TIPOBE/ICHUS aHaJH3a, 8§ M3 KOTOPBHIX B HACTOSIIIIUI MOMEHT UMEIOT ITOJIHBIA OTBET
1ocje MOBTOPHO MpoBeAeHHOro JeueHus. Cpeau Bcex MalMeHTOB, Y KOTOPBIX BbisBIsIoch 16, y 3
OTMEUYEHO pa3BUTHE 3KCTPAHEBPAIBHBIX METACTATUYECKUX OYaroB: y OJHOM MAallMEHTKH BBISBICHBI
MHOXKECTBEHHBIE  IIYHT-aCCOIIMUPOBAHHBIE HMMIUIAHTAI[MOHHBIE METacTa3bl 10  OpIOMIMHE,
MeTacTa3bl B CATTLHUK, TUM(PATHIECKHE Y3JIbI OPIONIHON U TPYIHOW MOJIOCTEH; Y BTOPOTO MaIeHTa
— MeTracTa3bl B JHMM(AaTHYECKHe Y3IIbl, MOJKOXHYIO >KHPOBYIO KJIETYaTKy, 3a0pIOIIMHHOE

MMPOCTPAHCTBO; Y TPETHCTO — B J'II/IM(baTI/I‘{CCKI/IC Y3Jibl, TOJAKOXXHYIO JKXUPOBYIO KJIICTUATKY, MBIIIIBI 1
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KOCTH CKeJeTa, MOJKENyA0YHYI0 Kele3y. TakuM o0pa3oM, 4acToTa pa3BUTHs SKCTPaHEBPaIbHbIX
Mmetactas3os npu I1b cocraBuna 3%.

CTOUT OTMETUTbH, YTO CPEIU MAIMEHTOB, HAXOJAIIUXCS B PEMUCCUHU, Y OJHOMN MALIMEHTKHU
BBISIBJICHA BTOPHYHAs OMyXOJb — riroOiacToma (depes 84 mecdiia mocie OKOHYaHUs TEparuu), y
JIPYTroi — ocTpbIit TuM(OOIaCTHBIN JIeHK03 (uepe3 42 Mecsila OT OKOHYaHMs Tepanun). [larmenTka
C BTOPUYHOM riamo0imacromoii ymep:ia ot [1b, manueHTka ¢ OCTpbIM JICHKO30M B HACTOSIIIIEE BPeMsl B
pemuccun. [lepnon HaOMIOACHMS 332 MAIMEHTaMU COCTaBWI OT 2 10 183 mecsieB OoT MOMEHTa
MIOCTaHOBKM JuarHosa (Menuana 21 mecsir).

C nmoMOoIIbI0 CTaTUCTUYECKOTO aHalIM3a Bee rpynmbl (n=155) Obu10 ycTaHOBIEHO, 4TO 1-
netusis BBIT cocrasuna 0,59 [0,5; 0,66], 2-netuss - 0,35 [0,27; 0,43], 5-neruss - 0,33 [0,26; 0,41].
Menmuana BBIT — 16,0 mecsaues [13.0; 20.0] (1-135) (Pucynok la). Cimemyer OTMETHTh, YTO
6oabmuHCTBO peuuauBoB y OonbHbIXx ¢ ATPO IIHC nuarnoctupoBaHo B TedeHue 24 mecsieB
MocJje MOCTaHOBKHU nuarHo3a. 1-netusist OB cocrasuna 0,79 [0,72; 0,85], 2-nerusa 0,58 [0,5; 0,66],
S-netusisa 0,41 [0,32; 0,49]. Meaunana OB — 29,0 mecsitie [24,0; 47,0] (1-135) (Pucynok 10).

a 0

PFS - BblKMBaeMoCTh be3 nporpeccupoBaHns 0S - oblwan BuIXMBAEMOCTE

—— PFS - BLIKUBAEMOCTD 53 MPOrPECcMpOBaHIA ™ 05 - 06ua% BamMBAEMOCTD

0 2 2% 3% P &0 n 8 % 108 120 o 2 “ * @ © 7 o * 18 20
timeline Bmeline

Pucynok 1 — BBII (a) u OB (6) nanuentoB ¢ ATPO ITHC na Bcio rpynmy (n=155)

¢ ¢eKTUBHOCTH KOMILIEKCHOH Tepanuu nanueHToB ¢ ATPO HHC

Y Bceil KOropThl MalMEHTOB OBLTM TMPOAHATU3UPOBAHBI KIWHWYECKUe (TOJ, BO3pacT,
JOKaJIM3alMsl TEpPBHYHOTO ONYXOJIEBOTO oOdYara, HajJM4he METacTaTUYECKOro MOpa)XKEeHHs),
TepaneBTUYECKHe (paJMKaIbHOCTh MEPBUYHOrO OmyxosieBoro odvara, mposeaenne UT/MB XT,
BJAXT c ayro-TI'CK, JIT) u MonexynspHO-OHOIOTHUYECKHE (MOJIEKYJISPHBIM CYyOTHIT OITyXOJIH)
(akTOpHI IPOrHO3a, KOTOPHIE MOTJIIM OKa3aTh MOTCHIIMAILHOE BIMSIHUE HA OTJAJICHHBIE Pe3YIbTaThl
tepaniuu ATPO [HHC y nereii.

[Ton m nmokanu3anus IEPBUYHOTO OMYXOJIEBOr0 oyara He BiIusIM Ha nokazarenu BBII u OB.
S-netusis BBIT u OB ms Bceit koropTsl nanuenToB ¢ ATPO [THC Obuti cTaTHCTUYECKH 3HAYMMO
BBIIIIE Y AeTel crapiue 12 MecsaleB B CPaBHEHUH € MiIalIel Bo3pacTHOM rpynmnoi (1-12 mecsues):
s BBIT — 0,38 u 0,24 (p=0,0029), nns OB — 0,48 u 0,25 coorBercTBeHHO (p<0,001). IIpu 3TOM
HauOosiee Bricokue nokazatenu BBII u OB Obin 1OCTUTHYTHI B BO3pAacTHOM rpytime oT 25 a0 36

MecsIIeB, a camble Hu3Kue — 10 12 mecsmes (p=0,0171 nns BBII, p=0,0013 g OB).
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CpasnuBas 5-netHioro BBIT u OB y nanuentoB ¢ ATPO ITHC B 3aBUCMMOCTH OT CTailM Ha
MOMEHT IIOCTAaHOBKHM JWAarHo3a, ObUIM MOJYYEHBI CIEAYIOIIME Ppe3yJbTaThl: MAalUeHTHl ¢ Mo-
cragueil 3a00JeBaHUS HMMENM JIYYIIYI0 BBDKMBAEMOCTh, YEM MAIMEHTHl C METAaCTaTHYECKHM
MOpaXeHHEM M Yy MallMeHTOB, Y KOTOPBIX cTaius 3aboyieBaHus He Obuia ompeneneHa: st BBIT —
0,4, 0,29 u 0,16 (p=0,0090), st OB — 0,49, 0,31 u 0,32 coorBercTBeHHO, (p=0,017). 3HaueHus
Xapakrepa MmeracraTuueckoro nopaxkeHus (Mi-3) mis nokasateneit BBII u OB He ycraHoBieHo
(p=0,1516 u p=0,2528).

Taxxe OBbLJIO YCTAaHOBJICHO BIMSHUE 00bEMA BBHIOJIHEHHOTO OMEPAaTUBHOTO BMEUIATEIHCTBA
Ha AaHHble nokazatenu. [Ipu 3Tom nydmme pe3ynabtarsl S-netHeil BBII nmonydeHsl y nmaueHTos,
KOTOPBIM OBUIO BBIIIOJIHEHO TOTAIBHOE yJAJICHHE MEPBUYHOTrO omyxoiieBoro ovara (0,57, n=46) mo
cpaBHeHHMIO ¢ cyOTotanpHON peseknueit (0,36, Nn=48), wyactuunbiM ynaienuem (0,09, n=48) u
ouoncueit (0,0; n=7), p<0,001. Cnegyer OoTMETUTH, YTO y BCEX MAIMEHTOB, KOTOPHIM BBIOJIHEHO
orepaTHBHOE BMENIATEILCTBO B 00BEME OMOIICHU OMyXOJH, B AalbHeleM auarnoctuposano [1b.
VY mamumentoB ¢ ATPO IHHC OB Obmia cTaTHCTHYECKH TOCTOBEPHO BHINIE TPU TOTAIHEHOM
YIAJICHUU OMYyXOJH IO CPaBHEHHIO C CYOTOTaJbHOW pe3eKIHed, YaCTUYHBIM YIAJICHUEM U
ouorncueit — 0,69, 0,341, 0,12 u 0,14 coorBercTBeHHO, p <0,001.

Cpeau manueHToB, NpoXKUBIIKUX 5 U Oonee ser, BBII Obuia Bbime y getei, momydaBIInx
tepamuio 1o porokoiry ATPO-2006, vem mo EU-RHAB u apyrum nportokonam Tepanuu — 0,39,
0,25 u 0,2 coorBercTBeHHO. [Ipu onenke 3-nerneit BBII HeckoabKO BEINIE BHDKUBAEMOCTh ObLIa y
MAIMEHTOB, MOJYYUBIINX JIEYeHHE B COOTBETCTBUM C mpoTokoioM MUV-ATRT mo cpaBHeHuUro ¢
ATPO-2006, EU-RHAB u apyrumu — 0,43, 0,39, 0,25 u 0,2 COOTBETCTBEHHO, HO TMpPH 3TOM
CTaTUCTHYECKH JIOCTOBEPHOU pa3HUIBI B 3PPEKTHBHOCTH MTPUMEHSIEMBIX MPOTOKOJIOB MOTYyYCHO HE
obo  (p=0,1120). Taxxe u npu anamm3e OB cratucTUueckn AOCTOBEPHOM pa3HUIIBI B
3G HEKTUBHOCTH MPUMEHSAEMBIX TPOTOKOJIOB MOIydeHo He ObL10 (p=0,5660).

ITpoBenenune permonanpHOoM XT Taxkke ymydmiaao BbDKMBAaeMOCTh MmanueHToB ¢ ATPO
IMHC. BBIl Obuta BblIle cpeau NalMeHToOB, KoTopbiM mnpoBoauwnn WT/VB  BBenenue
XHUMHOIIpEnapaToB, 1o cpaBHeHuto ¢ rpynnoi 6e3 peruonapHoit XT - 0,4 u 0,09 cooTBETCTBEHHO, p
<0,001. IIpu stom cpenu nauuenTos, nomydyasmux UT/MB XT nyumas BBII BeisiBneHa y nereit,
MOJIy4aBIIUX KOMOWHAIIMIO METOTpEeKcaT, IUTapabWH, MPEAHU30JIOH, YeM Yy TeX, KTO IMOJydal
IUTapaOuH ¢ TOMO3UAOM KK TOJIbKO MeToTpekcat - 0,45, 0,35 u 0,0 coorBercTBenHo, p=0,0045.
OB Takxe Obula BbIIE Cpead MMalMeHToB, KoTopbiM mnpoBogwiu WT/MB  BBenenue
XUMHOIIPEnapaToB, MO0 CpaBHEHUIO C manueHTamu 6e3 Hee - 0,46 u 0,22 coorBeTcTBeHHO, p <0,001.

3HAYUTENbHOE TIOJOKUTEILHOE BIMSHUE Ha OTHAJCHHBIE PE3yJbTaThl JICUCHUS IETeH ¢
ATPO ITHC oxassiBasio mposeaenne JIT. BBII npu nposenennn nokansnoit JIT, KCO u 6e3 JIT

coctaBmia 0,5, 0,48 u 0,0 coorBercTBeHHO, p <0,001. [Ipoenenue JIT craTucTUECKH TOCTOBEPHO
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yiyumanio 1 OB: mpu nposenennn siokanbHoi JIT, KCO u 6e3 JIT OB cocraBuna 0,58, 0,51 u 0,13
cootBeTcTBeHHO, p <0,001.

IIo pe3ynpraTaM MNOpOBEAEHHOTO aHaidu3a BbIABIEHO, uro mnposeaeHue BJXT c
nocnenytomed ayro-TI'CK  ynydmiaer BbpkuBaemMocTh nereit ¢ ATPO. BBII y mnanueHTos,
nonyuuBmux BIAXT ¢ ayro-TI'CK, Oblia cTaTHCTHYECKH JOCTOBEPHO BBIIIE, YEM Y TAIMEHTOB,
nosyyaBmux cpenseno3oyro XT - 0,49 u 0,29 coorBercrBenno, p=0,0116. IIpu stom OB y
MAIMEHTOB 3TUX JBYX I'PYIII IPAKTUUECKH HE oTiauyanacsk - 0,44 u 0,4 coorBercTBeHHO, p=0,1324.

B cooTBeTCTBUM C MOJIYYEHHBIMH PE3YJIBTATAMH YCTAHOBJIEHBI CIEAYIOLIUE KINHUYECKUE U
TeparneBTHYECKUe MPOrHOCTHYECKHE (PAKTOPhI, KOTOPbIE JOCTOBEPHO BIMSIN Ha pe3ynbrarsl BBIT
u OB y nanmentoB ¢ ATPO ITHC: Bo3pacT Ha MOMEHT IIOCTAaHOBKHU JMarHo3a crapuie 12 mecsies
(B wactHOcTH, B BO3pacte 25-36 mecsmeB); Mo-cragus 3a00jeBaHUS; TOTAIBHOE YIaJICHUE
MEepPBUYHOTO omyxoneBoro ouara; mnposenenue JIT; WT/MIB BBeneHue XuUMHOMNpENaparTos;
npoBenenue BIAXT c nocnenytomieit ayro-TI'CK (tonbko nms BBIT).

B wuccnepoBanne BKiIOYEHbl 57 MAIMEHTOB, KOTOPBIM IPOBEIECHO MOJIEKYJISAPHO-

Ouosornyeckoe uccieaoBanue onyxoneBoil Tkanu (Tabmuma 4).

Tabmuma 4 — CooTHOIIeHHWE MOJIEKYJISPHOH MOATPYNNbI OMYXO0JHM W KJINHHYECKHUX,
TEPANEBTHYECCKHUX XaPAKTEPUCTHK IPYII NALMEHTOB
ITokazarenn TYR MYC SHH p Bcero
MAUeHTO
B
ITox (n=57)
Mykckoi 8 7 13 0,111 28
Kenckmii 14 2 13 29
Bo3pact Ha MOMEHT MOCTaHOBKH jauarHo3a (n=57)
Munazaure 12 mecsues 9 1 6 0,183 16
Crape 12 mecsmeB 13 8 20 41
Menuana Bo3pacra 17mecsieB 26Mecs1EB 19,5Mecsr1eB
Jlokanu3anus nepBUYHOrO OMyX0JieBoro ouara (N=57)
WudparerTopuansHas 16 3 14 0,111 24
CympareHTopHaIbHas 6 6 12 33
CruHHOM MO3T 0 0 0 0
Crajust 3abosieBanus (N=57)
Mo 17 5 15 0,037 37
M-+craaust (M1, My, Ms) 3 1 10 14
My 2 3 1 6
OO0BEM pe3eKlIMH NepBUYHOrO OIyXoJieBoro ouara (n=57)
ToTanpHas pe3exuus 14 2 5 <0.001 21
CyOToTanbHast pe3eKLust 7 1 13 21
YactuuHas pezexuus 1 4 8 13
buoncus 0 2 0 2
[porokox XT (n=57)
ATPO-2006 17 4 13 0,248 34
EU-RHAB 0 1 3 4
MUV-ATRT 2 0 2 4
Jpyrue npoToKoibl 3 4 8 15
[posenenue JIT (n=57)
Jlokanpuas JIT 15 4 8 0,143 27
KCO 2 1 5 8
JIT He mpoBoaMIIaCh 5 4 13 22
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Ipoodondcenue mabauywl 4

IMposenenne UT\UB XT (n=57)

[IpoBoaunacek 20 6 19 0,197 45
He npoBoaunacs 2 3 7 12
[Mposenenne BAXT (n=57)
[IpoBoaunacek 3 1 5 0,796 9
He nposoaunace 19 8 21 48
Crpykrypa cobsituii (N=57)
[IpomomkeHHbIR POCT 5 5 17 0,197 27
Permaus 0 4 4 8
dartanbHble CENTUYECKHE 1 0 1 2
OCJIOKHCHHUSI
daranbHbIe HEMH(PEKIIMOHHbIE 0 0 0 0
OCJIOKHCHHSI

B »T0i1 KOropTe MAlMEHTOB CTATHCTHYECKH nocToBepHO Jiyumas BBII Oblna y nmereid c
MOJIEKYJISIpHOH rpynnoi onyxonu TYR, no cpaBHenuto ¢ MonekyispasivMu rpynnamMu SHH u MYC
- 0,76, 0,15 u 0,0 coorBerctBenHo, p <0,001. Amamormuno m B OB, oHa Obula BBINIE Cpean
MAIUEHTOB ¢ MoJieKyJsspHOU rpynmnoi onyxonu TYR, mo cpaBuenuto SHH u MYC - 0,76, 0,29 u
0,0 cooTBercTBenHO, p=0,0061.

Crparudukanus Ha IpynIsl pucka B cootBercTBuu ¢ kpurepusimu Friihwald M.C u coasr.,

BBITIOJIHEHA BO BCEH Koroprte manueHToB (Pucynox 2).

[Tanuentsl ¢ ATPO [HHC, y koTOpbIX OompezesieHa
MOJIEKYJIsIpHAs rpyria omyxoiu (N=57)

o T~

Bospacr >1rona <1roxga
76% (N=43) 24% (N=14)
MorsekynsipHast TYR He-TYR TYR ue- TYR
rpynmna 25% (N=14) 51% (N=29) 14% (N=8) 10% (N=6)

A l A 4 \ 4

I'pynna pucka I'pynna I'pynmna I'pynna BeICOKOTO
CTaH/IapTHOTO PUCKa IIPOMEXYTOYHOTO PUCKA pHucKa
25% (N=14) 65% (N=37) 10% (N=6)

Pucynok 2 — Ctpatudukanus Ha rpynnbl pucka nanueHTos ¢ ATPO IHTHC

BBIl Bbllle y MNalMEHTOB CTAHAAPTHOM TpyNNbl PHUCKA, YeM Yy MAlUUEHTOB TPYyII
IIPOMEXKYTOYHOTO U BeIcOKOro pucka — 0,92, 0,19 n 0,0 coorBercTtBenHo, p <0,001. IIpn pacuére
OB BbISBIICHBl AHAJIOTHYHBIC CTATHCTHYECKH J0cTOBepHbIe pazmmuus — 0,93, 0,29 u 0,0

coorBercTBeHHO, p <0,001. IIpu crpartudukanuy NarUeHToB, MOIYYUBIINX TEPANHIO TOJIBKO IO


https://www.ncbi.nlm.nih.gov/pubmed/?term=Frühwald%20MC%5BAuthor%5D&cauthor=true&cauthor_uid=31883020
https://www.ncbi.nlm.nih.gov/pubmed/?term=Frühwald%20MC%5BAuthor%5D&cauthor=true&cauthor_uid=31883020
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npotokoiry ATPO-2006 monyudensl anamormunble pe3ynbrarbl (s BBIT p <0,001, mns OB
p=0,0002).

Takum  0o0pa3oMm, HCXOAd W3  BBIIIECKA3aHHOTO, YCTAaHOBJEHO, YTO  HaJU4ue
MIPUHAJICKHOCTH OIyXOJIEBBIX KJIETOK K MoOJeKkyasipHoid rpynne TYR sBasercs HauOounee
OJaronpUATHBIM MPOrHOCTHYECKHM (hakTopom. ITpoBepena konnenuus Friihwald M.C. u coaBt. 0
BO3MOYKHOCTH CTpaTH(HMKAIUU MAIMEHTOB Ha COOTBETCTBYIOIIME TPYNIbl pucka. IloaTBepkaeHb
6onee Bbicokue mokaszarenu BBII u OB B rpymnme cranmapTHOro pucka (mauueHTbl crapmie 12
MECSIEB MPU HAJUMYUU MPUHAAICKHOCTH OIMYXOJH K MojekyisipHoi rpymme TYR) kak ans Bceit
KOTOpThI MareHToB (N=57), Tak u B KOHTEKCTE mpoTokoa tedenus ATPO-2006 (n=34).

[Ipu mpoBeaennu MHOrO(aKTOPHOrO aHanmu3a Bcedl rpynmnsl namueHtoB ¢ ATPO ITHC
OTMEYEHO cTaTHCcTU4ecKu JoctoBepHoe BiusHue Ha BBII nposenenue JIT (p <0,001) u UT/UB XT
(p=0,0001), npoBeaenne BJAXT c mocnenyromeii ayro-TI'CK (p <0,001), na OB cratuctuuecku
JIOCTOBEpHO BiMsuin 00bEM pesexkuun u mposenenue JIT (p <0,001). Ilpu mnpoegenun
MHOTodakTopHoro anamusa (perpeccust Kokca) B rpynme naruertoB ¢ ATPO IHC, y koTopsix
ObuIa ompezesieHa MOJICKYJISIpHAst TPYIINa OIYXO0JIH, ObUIH TMOJTYYEHBI CIEAYIOIINE Pe3yabTaThl - Ha
BBII Bnusnu nposenenue BAXT (p=0,0038) u JIT (p <0,001), MonexynsipHas rpymnmna OmyxoJu
(TYR/He TYR) (p=0,0022), na OB Bnusun nposeaenue JIT (p=0,0223) u rpynma pucka (TYR/He
TYR) (p=0,0001).

IddexTuBnocts BAXT ¢ ayro-TI'CK y manuento ¢ ATPO HHC

Beuny nocrosepHoro BinusHus BAXT ¢ ayro-TI'CK (n=30) na BBII naunentoB ¢ ATPO
I[THC Hamu BBINIOJHEH aHaIU3 (aKkTOPOB, BAUSIOMUX Ha 3((HEKTUBHOCTh JaHHOTO METO/Ia JICUEHUs
B MOHO- U KOMIUIEKCHOM pexkume. Ha momeHT npoBenenust ananusza 01.05.2021 B ganHo# rpymnme
narnueHToB XuBbl 18 (60%), ymepmu 12 (40%) Gonpubix, u3 HEX 11 (91,6%) ot I1b u 1 (8,4%)
MaIMEeHT 0T HH(PEKIMOHHBIX OCIOKHEHUH B paHHEM MOCTTPaHCIUIaHTallMOHHOM niepuoze (Tabnuna

5). BropuyHble omyXxoiu B 3TOH rpymie 60JIbHBIX HE OTMEYAIIHUCh.

Tabmuia 5 — Crpykrypa codbiTuii 'y namuentoB ¢ ATPO IHHC, xoropble NOJy4YnH
nporpaMmmHoe Jiedenue ¢ npumedenneM BJIXT ¢ ayro-TI'CK
Ioka3zaTenn EU-RHAB MUV- Hpyrue P Bcero
ATRT HMPOTOKOJIBI MaIIEeHTOB

[IporoskeHHbIR POCT 6 1 2 0,136 9
Pennaus 0 2 3 5
QDaranbHble CENTUYECKHE OCT0KHEHUS 1 0 0 1
®daranpHbIe HCMH()EKIIMOHHBIC 0 0 0 0

OCJIOXKHCHUA
C moMOIIBI0 CTAaTUCTUYECKOTO aHajau3a ObUIO yCTaHOBJICHO, uTo 1-metHss BBII cocraBuna

0,87, 2-nerusis - 0,49, 5-neruss - 0,44 (Pucynok 3a). Menuana BBIT — 23,0 mecsia (6-102). 1-

netasst OB cocraBuna 0,97, 2-netuss - 0,7, 5-netnss - 0,44 (Pucynok 36). Menuana OB — 44,0
mecsiia (6-102).



18

a 0

PFS - BbkMBaeMocTh 6e3 nporpeccupoBaHns 05 - 06LLaR BLIKMBAEMOCTL

—— PFS - BrmmMBaemoCTL 63 NporpecCMpOBaHMA
05 - 06|85 BEKMESEMOCTE

Pucynok 3 — BBII (a) u OB(6) mauuentos ¢ ATPO IHHC, noayuusunx BJIXT ¢ ayro-TT'CK (n=30)

B rpynne nauuenros, nonyuuBmux B/IXT c ayro-TI'CK, B Tom uucie tTanaemuyto BJIXT c
ayto-TI'CK, Obumn mpoaHanu3upoOBaHBl KIMHHYECKHE (TIOJ, BO3PACT, JIOKAIHM3AIUsS NEPBUYHOTO
OITyXOJIEBOT'O OYara, HaJTHuue MEeTaCTaTUYECKOTO MOPaXKEHMs) U TepareBTUYecKue (paguKaibHOCTh
MEepPBUYHOTO omyxoneBoro ouara, nposenenue UT/MUB XT, JIT) d¢akropsl mporHosa, KOTOpbie
MOTJIM OKa3aTh IMOTEHLMAJbHOE BIUSHUE Ha oTHaneHHble pe3ynbrarhl Tepanuu ATPO IIHC y
NeTen.

B nanHO# KOropre nmanyeHToB HE BBISBJIECHO CTATUCTUYECKU JOCTOBEPHO 3HAYUMOTO BIIUSHUS
10J1a, BO3pacTa MAlMEHTOB, JIOKAJIW3alUU MEPBUYHOIO OIYXOJIEBOIO Oyara OMyXOJIU M CTaJIuU
3aboseBanus Ha roka3atenu BBIT u OB.

VYcraHoBieHa BaXHask poyib PaAUKAIBHOCTH ONIEpaTUBHOrO BMemarenbcTBa 10 3tana BJIXT ¢
ayto-TI'CK. Ilarunetnss BBII u OB y manueHToB ¢ TOTanbHOW pe3eKIMEN NMEPBUYHON OIYXOJIU
cocraBuia 1,0, 4TO 3HAUMTENHHO BHIIIE AHATOTHYHBIX TMOKAa3aTele B TpyINmax ¢ CyOTOTambHOU
(BBII 0,37u OB 0,62), yactuunoit peszexkuueii (BBII 0,0 u OB 0,15) u 6uoncueit onmyxonu (BBII u
OB 6butn paBusl 0), p <0,001. D10 B ouepeaHOM pa3 MOAUEPKUBAET HEOOXOIUMOCTh BBHITIOJTHEHUS
TOTAJIbHOM PE3EKLMHU OMYXOJIH.

B 3aBucumocTtu ot mporokona Tepanuu BBII Obina BbIe cpeny MAIMEHTOB, MOTYYaBIIUX
tepanuio 1o nporokoiny MUV-ATRT, uem no nporokony EU-RHAB u nunauBuayaibHbIM cxemam
tepanuu — 0,7, 0,4 u 0,29 COOTBETCTBEHHO, HO TIPH 3TOM CTATHUCTHUYECKH JIOCTOBEPHOU pa3HHUIIBI B
3¢ (HEeKTUBHOCTH MPUMEHSIEMBIX MPOTOKOJIOB TMonydeHo He Obuto (p=0,1826). AHnanorudnas
Koppeunsanus BeisiBiaeHa U B otHomieHuu OB: 0,5, 0,32 u 0,43 cooTBercTBeHHO, p=0,0854.

BeokuBaemocts namuentoB ¢ ATPO IITHC, kotopeim 6su1a BeimonHeHa BJIXT ¢ ayto-TI'CK,
3aBucena ot manpHeimero nposenenus JIT. JIT Ovima mpoBeaeHa 24 mamueHTaM, YTO TTO3BOJIHIIO
noctuyb S-netHeit BBIT 0,56 u OB 0,57, a y Bcex marmuentoB 6e3 JIT (n=6) B manmpHeinem
otMeyvanoch [1b u neranbubrit ucxon (p <0,001) (Pucynoxk 4, a).

[Iposenenune permonapHon XT nmo srama BJIXT Taxxke ynaydmiano BBDKMBAEMOCTb B ATOM

IpyIme manucCHTOB. 5-neTHss BEDKHUBAEMOCTH Oblila BBIIIIE CpE€ar ManuEHTOB, KOTOPBIM ITPOBOAUIIN
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NT/VB BBemeHue XUMHUOIMpPENApaToOB, MO CPAaBHEHUIO ¢ TarueHTamMu Oe3 permoHapHour XT -
BBI1=0,55, OB=0,56 u BBII=OB= 0,13 coorBerctBenHo, p <0,01(Pucynox 4, 6).
a 0

PFS - BeKMBaeMocTh be3 nporpeccupoBaHna PFS - BeixnBaemocTs He3 nporpeccupoBadns

Pucynok 4 — BBIl mamuentoB ¢ ATPO HHC, nmoayunBmmx BJIXT ¢ ayro-TI'CK, B
3apucuMoctu ot nposeaenus JIT (a) u UT/UB XT (6) (n=30).

CpaBuuBas S-netHioro BBII y GompHbix ¢ ATPO IIHC B 3aBucHMOCTH OT OTBETa Ha
MHAYKIMOHHYIO TEpPanuio, ObLIM MOJYYEHB! CIEAYIOIIME Pe3yNbTaThl: NAllMEHThI, Y KOTOPBHIX ObLI
nocturnyT [IO wumenu Ooisiee Bbicokuii mokazatenb BBII, cocraBmsromuii 0,88 (n=12), mo
cpaBHeHuto ¢ aetbmu, nocturmmmu YO u Cb — 0,47 (n=8) u 0,0 (n=10) cootBeTcTBeHHO, p <0,001.
CraTucTudecku J1I0CTOBEpHO Oosiee BBICOKMH moka3atess OB BbIsSIBIIEH y NAlMEHTOB, Y KOTOPBIX
obu1 ycranosieH [10 mepexn mposenenuem stana BJIXT, mo cpaBrenuto ¢ rpymmoii ¢ HO u Cb Ha
nposeaeHHoe aevenue - 1,0, 0,0 u 0,0 coorBercTBenno, p <0,001.

B HameM uccrienoBaHuM He OBUIO OTMEUYEHO CTAaTUCTHYECKU JOCTOBEPHON pa3HHUIBI B
BBDKMBAEMOCTH y NAILMEHTOB B 3aBUCHUMOCTH OT KonuuecTBa LukioB BJIXT: mpu mposenenun
tangemHon BJIXT c ayro-TI'CK BBII u OB cocrasuinu 0,44, a npu onnokpatHoii — BBII 0,43, OB
0,39 cootBerctBenHo (p=0,9284 s BBIL, p=0,8775 nns OB).

B 3aBHCHMOCTH OT HMCTOYHHMKA TpaHCIUIAHTaTa T'€MONO3TUYECKUX CTBOJIOBBIX KIIETOKHE
ObUIO TIOJIYYEHO JIOCTOBEPHBIX pAa3IMUMil TMoKas3aTened BbDKMBaeMocTu. S-netHsas BBII y
NaIMeHTOB, NoMy4YnBLIIMX B KayecTBe TpaHciuianTtata CKIIK (n=27) u xomOunanuto kietok KM ¢
CKIIK (n=3) B kauecTBE UCTOYHUKA CTBOJIOBBIX KJIETOK, coctaBmia 0,5 u 0,0, COOTBETCTBEHHO, HO
MIPU ATOM CTaTUCTUYECKH JOCTOBEPHOM pa3zHHUIIbI oJydeHo He Ob110 (p=0,10006).

OCHOBHBIMH (paKTOpaMHU MPOTHO3a, CTATUCTHYECKH JocTOBepHO ynyumatonmmu BEIT u OB y
naguesTos ATPO IHHC, nomyumBmmx BJXT c ayro-TI'CK, MOXHO cuuTaTh CleIylOIIKE:
TOTATBHOE yJAJICHUE TEPBUYHOrO omyxosieBoro ouara; mnposeaenue JIT, WT/B BBenenue
xumuonpenaparon; noctrwxkenue [10 Ha npoBeneHHyro Tepanuto nepen srarmom B/IXT.

IIpu npoBeneHnn MHOro(aKTOpPHOrO aHaimu3a BbDKHMBaeMocTH mnamueHtoB ¢ ATPO ITHC,
nonyuuBmux BJIXT c¢ ayro-TI'CK, ormeueHo cratucTuuecku AOCTOBepHOe BiusiHMe Ha BBII
craauu 3adoneBanust (Mo/M+) (p=0,0075), nmpoenenue JIT (p=0,0006) u UT/UB XT (p=0,0027),
noctmwkenne 10 mepen BIAXT c¢ mocnenyromern ayto-TI'CK (p=0,0050), KOIMYECTBO IMKIOB
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BJAXT(p=0,0087), nHa OB cTaTUCTHYECKH TOCTOBEPHO BIMSUIM Bo3pacT manueHtoB (p=0,0113),
00BéM peseknun omyxonu (p=0,0060), mpoenenue JIT (p=0,0013) u UT/MB XT (p=0,0029),
noctwkenne 110 nepen BJAXT c nocnenyromieit ayro-TI'CK (p=0,0067).

BoccranoBiienue kpoBerBopeHusi. Toxkcudyeckue ocioxkHeHusi y nauueHtos ¢ ATPO
IHC mnocae BIAXT c¢ ayro-TI'CK. Ilocne 3aBepuieHusi pexuma KOHJIUIIMOHUPOBAHUSI BCEM
naruentam B J10 npoBoannacek penngysus ayronornyasix ['CK. Jlo BoccTaHOBIEHUS HOPMAIBHOTO
KpOBETBOPEHUSI MALMEHTHl IIOJIydald CONpoBOAUTENbHYI0 Tepanuto. C J[+1 mposogumics
€KCTHCBHBII MOHHUTOPHHI ITOKa3aTesied nepudepruyeckor KpoBU C JICUKOIMTAPHON (OPMYIIOM.
JlHEM TPWKUBIICHHs] TpaHCIUIAHTaTa CYUTANIOCh JOCTH)KEHHE ypoBHsA HenTpodmioB >0,5x109 /m.
CpenHee KONMYECTBO MH(Y3HPOBAHHBIX CTBONOBHIX K1neTok (CD34 +) cocrapmusno 4,98 x10° / kr
(1,9-9,2). JlnuteapbHOCTh aIuia3uy CoCTaBwia OT 6 n0 24 aHed, ¢ mexauaHou B 11 gHEH oT AHS
peundys3uu ayronornynsix ['CK.

3a Habnrogaemblii nepuo 6bu10 BhimoaHeHo 39 ayTo-TI'CK, koTopbie ObUH OlleHEHBI 110 4-
oampHoil cucreme CTCAE xputepueB. ['emarosiormueckas TOKCHYHOCTH IV cremenm Obuia
BBISIBJIEHA Yy BCEX MalUMEHTOB. B cTpyKType HeremMaTojaoru4eckoil TOKCMYHOCTH OBbLIO MOIY4YEHO
clieqyroliee pacrpeneiaeHue mno cremneHu Tspkectu: I cremenu — 32%, 58 cmyuaes; Il crenenu —
46%, 83 ciyuas; III crenenn — 15%, 27 ciyuaes u IV crenenu — 7%, 13 ciyuaeB. OCHOBHYIO JOJIIO
ocnoxkHeHu IV cTemeHM cOCTaBWIM TSDKEIblE MYKO3UTBI CIIM3HCTBIX IKEJYIOYHO-KUIIEYHOIO
TpakTa), a TaKXe TsbKeJble MH(EKIMOHHBIE OCIIOKHEHHUS C pa3BUTHEM cercuca. PacnpeneneHnue
BUJI0B TOKCHUYECKHUX OCOXHeHuM [I-IV creneneit mo opranaMm 1 CUCTEMaM OKa3aJloCh CIEAYIOIIUM:
HauboJee 4acTO BCTPEUAIOIIUMUCS OCIIOKHEHUSAMU ObUIM MYKO3UTBHI C MOPAKEHUEM CIM3UCTON
pasnnusbix otAenoB XKXKT 90% (n=35), nundexnuonnsie ocnoxueHus 85% (n=33), TourHora/pBoTa
Ha (oHe mpoBeAeHUs pexuma KoHAuiuoHupoBaHus 49% (n=19), a Takke renaroTOKCUYHOCTb
xumuonpenapatoB 49% (n=19). IIpu nomnbITKe CPAaBHUTH TOKCUYECKUE OCTOKHEHUS, HAOTIOJaeMbIe
IIPU OJHOKPATHBIX M TAaHAEMHBIX TPAHCIUIAHTAIUSAX [0 pa3JIMYHBIM OpraHaM M CHUCTEMaM
3HAYUTENIbHBIX OTJIMYMMA BBISBICHO HE OBLIO.

Takum o00pa3oM, cCTpykTypa Tokcuueckux od¢¢ekroB npu mnposeneHun BJIXT ¢
MPUMEHEHHEM THOTEIbI, KapOomiaTHHa B codyeTaHuH uiaM 0e3 sromosunma ¢ ayro-TI'CK Obura
Mpe/ICTaBIeHa MPEUMYIIIECTBEHHO IeMaTOJOTHYECKOM TOKCUIHOCTRIO |V cTrenenu, nH(EKIIMOHHOM
U HeuH(EKINOHHOW TOKCHYHOCTHIO (HE(POTOKCHYHOCTHIO, T€MaTOTOKCUYHOCTHIO, MYKO3UTOM,
JTUCTIETITAYECKUM CHUHJIPOMOM).

BriBoabI
1. Ha BepkuBaemocts 0e3 nporpeccuposanus naureHToB ¢ ATPO HHC cratuctuuecku

noctoBepHo Bimsuta Bo3pacT (BBII y marmenToB crapmie 12 mecsnes 0,38, muamame 12 mMecsmes —

0,24, p=0,0029), nanuuue meracratuueckoro nopaxenus (BBII mpu M+ craguu 0,29 u Mo - 0,40,
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p=0,009), 06bEM pesekiuu nepBUIHOTO omyxosieBoro odara (BBIT mpu totansHOM pesekiuu 0,57,
cyororanpHor 0,36, wactuunoit — 0,09, 6moncuun — 0; p<0,001), mposenenune JIT (BBII mpu
nokansHO# JIT — 0,5, KCO — 0,48, 6e3 JIT — 0; p<0,001), perunonapuoii XT (BBII mpu UT/VB XT —
0,4, 6e3 — 0,09; p<0,001), BAXT ¢ ayro-TI'CK (BBII nmpu BJIXT ¢ ayro-TI'CK — 0,49, 6e3 0,29;
p=0.01), monexymnspuas rpymnmna (BBII npu monexynspuoii rpynmne TYR - 0,76, SHH — 0,15, MYC
— 0; p<0,001), cranmapTHas rpymma prcka B COOTBETCTBUU C KPUTCPHSIMHU CTPaTH(UKAIUH 10
Frithwald M.C. (BBII B crannaptHoii rpynmne pucka 0,92, aius npomexxyrounoro pucka — 0,19, ans
BbIcOKOTrO pricka — 0; p<0,001).

2. BIXT c ayro-TI'CK — saddextunbiii Mmeroa aedenus manueHToB ¢ ATPO [HHC mo
cpaBHEHHUIO co cpenHeno3oBoil Tepanueit (BbII=0,49, OB=0,44 mporus BbII=0,29, OB=0,40,
p<0,001) npu ycnoBum noctukeHus 110 ummu YO co CTOpOHBI OCTATOYHOM OIyXOJIM IOCTE
cranaaptHoi [TXT (p<0,001) y narrenToB muazmire 12 mecsies (p=0,386).

3. BIAXT ¢ ayro-TI'CK xapakrepusyercsi MNpUEMIIEMON HEreMaToJIOrH4ecKoi
TOKCHUYHOCTBIO (TOKcHYHOCTH |II-IV ct. oTmeuena mumb B 22% ciyuaeB). ['emartonmoruueckas
Tokcu4HOCTh IV c1. otmMeuanacs B 100% ciryuaes.

4. JIT sBnsieTcss €AWHCTBEHHBIM MPOTHOCTUYECKUM  (PAKTOPOM, CTAaTUCTHUYECKH
nocroBepHo yiyumaromuM BBII u OB kak B omno- (BBII=0,50, OB=0,58 mnpotus BFII 0,0;
OB=0,13; p <0,01), Tak u B MHOrO(akTOpHOM aHanu3e (p <0,01).

S. O¢pdextuBupivu nporpammamu jeuenuss ATPO LHHC 6buin ATPO-2006 1 MUV-
ATRT c nocnenytomum nodasnenuem JIT u BAXT c ayro-TI'CK npu Hanmuuuu nokasaHui.

IIpakTHyeckue peKoOMeHAAMT

1. C y4eToM arpeccHMBHOCTH, BBICOKOH YacCTOTHI METACTAaTUYECKOTO IOPAKEHHUs, PHCKa
pa3BUTHSA CHHXPOHHBIX M MeTaxpoHHbIX omyxoned y manumeHtoB ¢ ATPO IHHC neobGxomumo
BBINOJIHEHNE KOMILJIEKCHOTO 0O0CJIeOBaHUsl O Hayaja JIEYEHHMs C OLIEHKOH Bcex (akTopoB
MIPOTHO3a U 00S3aTENBHBIM ONpPEAETICHUEM MOJIEKYJIIPHOM T'PYMIbI OMYXOJU. DTO BIOCIEACTBUU
MO3BOJIUT paclpeNeNiaTh MAIeHTOB IO TPYyNIaM pHCKa, 4TO OYyAeT ONpeaessTh IMOKa3aHUsS K
nposeaenuto BJIXT ¢ ayto-TI'CK.

2. IlepBpIM 3TamoM JIEYEHUST PEKOMEHJ0BAaHO MAaKCHUMaJbHO BO3MOXKHOE YyJaJeHUe
onyxonu. [Ipyn HalIM4YMK OCTATOYHOM OMYXOJM Ha (JOHE XMMHUOIYYEBON TEpamul PEKOMEHIO0BAHO
paccMOTpeHHe BOMPOCca O IPOBEICHUH TOBTOPHOHN PE3EKITUH.

3. JIT pexoMeH0BaHa BCEM TMalMEHTaM: MPH Mo CTaauu JOKadbHOE oOiydeHue, mpu M+
craquu y nanueHToB crapme 3 jger — KCO c¢ OyctoM Ha o0iacTh MeTacTa3oB. Y MAIMEHTOB
MJIAJIIEro BO3pacTa — Ha IepBoM drare pekomeHnoBaHo nposenenue [IXT ¢ Bkarouenuem BJIXT ¢

ayto-TI'CK, mpu noctrxenuu apdexra — 10KkaapHOE 00TydeHHE JI0Ka OITYXOJIH.
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4. TIXT pexomengoBana BceM mamueHTaM. Bo3moxkHo mposeaenue IIXT mo mporokomy
ATPO-2006, MUV-ATRT c Bkmouenuem BJIXT ¢ ayro-TI'CK.

5. IIposenenue BIAXT c ayro-IICK pexomengoBaHo y manueHToB miajiie 12 mecsiueB u
npu onpenenenun moJekyisipHoi rpynmnsl ATRT-SHH, ATRT-MYC; npu noctmxenuun 110 nmm
YO na ¢one cranmaptaoit [1XT.
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Cnncok cokpameHui
ATPO — arunmanas TepaTona-padaonHas OmyXoib
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BCB — 6eccobbITriiHas BEDKUBAEMOCTh
BFII — BepKMBaeMOoCTh 6€3 IPOrpecCHpOBaHUs
BJIXT — BbICOKO03HAs TOJUXUMHUOTEPAIIUS
I'CK — remMnosTHyecKue CTBOJIOBBIE KIETKH
NT/UB — unTpaTekaibHas/HHTPABEHTPUKYJISIpHAS
KM — kocTHBII MO3T
KCO - kpannocnnHambHOE 00 1y4eHHE
JIT — myueBast Tepanus
I1b — nporpeccupoBanue 00JIC3HHA
[1O — nonHeIi1 oTBET
[IXT — nonuxuMuoTepanus
XT - xumMuoTepanus
Cb — crabunuzaius 00JIe3HI
CKIIK - cTBOJIOBBIE KIETKH IEPUPEPHUUECKON KPOBH
MHC — uenTpanpHas HepBHas cUCTEMa

YO — yacTUYHBINA OTBET
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