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BBEJIEHUE
AKTYaJIbHOCTh

Atunnuneie  Teparoug-padaounnsie  onyxonn (ATPO) ueHtpanbpHOI
HepBHOl  cuctembl (IIHC) — »3TO0 penkuwe, BBICOKO3JI0KAYE€CTBEHHbBIC
HOBOOOpPa30BaHUs, KOTOPBIE COCTaBISAIOT 1-2% Bcex OMyXoJied TOJIOBHOTO U
ciimHHOTO MOo3ra y aereit [58, 59]. bonee 80% ATPO IHHC mmarnoctupyrorcs B
BO3pacTe muiajuie 3 JeT, MeauaHa Bo3pacTa Ha MOMEHT MOCTaHOBKM JHArHo3a
cocTaBisieT 1 roja, MaIbUYUKH OOJICIOT HECKOJIBKO Yallle IEBOYEK B COOTHOIICHHH
1,3-2:1 [35, 87, 112]. Haumbonee wuyacto ATPO IIHC nokanu3yroTcs
UH(pPATEHTOPUATILHO, TP HTOM PACHOJIOKEHHE NEPBUYHON OIYyXOJU B
OOJBIIMHCTBE CIIy4acB 3aBUCHUT OT BO3pacTa ITAIIMCHTOB: OITYXOJH 3aTHEH
YEepernHoN SIMKUA Mpeo0sIalaloT Ha TMEePBOM TOAY >KU3HH, CYNpPaTeHTOPHUAIIbHBIE
OITyXOJIM Yallle BCTPEYAIOTCS y JETeH SCETbHOTO BO3PACTa, a OMyXOJU CIIMHHOTO
mo3ra (CM) wame y neret ot 3 jer m crapme [48, 56, 74, 93]. Ilpu >ToM
HeoOxoauMo oTMeTuTh, uTo ATPO CM kpaiine peaku u coctaBisior 1-7/% ot
Bcex ATPO ITHC [19; 142]. Haimune MeTacTaTUYeCKOro pacHpoOCTpPaHCHUs Ha
MOMEHT IOCTaHOBKH Auarno3a BeisaBisietcss B 20-40% cayuaes [59, 85, 124, 147].
OTIMYUTENBHON  MOJEKYJISIpHO-OMOJornyeckorn  xapakrepuctukon  ATPO
SBIISIETCSl HaJmMuue WHaKTHBHUpYylomied mytanuu B reHe SMARCB1 wmm (pemko)
SMARCA4 [69, 70, 82, 88]. ATPO npezactaisitoT co00H OMyXOJIH, CKIOHHBIC K
arpecCMBHOMY KJIMHUYECKOMY TEUCHHIO M pe(PpakTEepHOCTH K MPOBOIUMOMN
nomuxumuorepanun (ITXT) [58, 124]. B mocnennee Bpems cpeau ATPO Obuin
BBIJICJICHBI HECKOJIBKO MOJIEKYJIApHO-Ononorudeckux rpynn — 1TYR, SHH, MYC,
SMARCAA4 [74, 75, 78, 144, 145].

MexayHaponHbI OMBIT JICYCHHUS] JEeTel ¢ JaHHBIM 3a00JIeBaHHEM
npeojaodien nmopor B 25 net. Ho Tonbko B mocienHue rojibl ObUTH MPECTaBIICHBI
pe3yabTaThl ~ HECKOJBKUX  KPYIHBIX  MYJBTHIICHTPOBBIX  HCCJICIOBAHUMN:
AmepukaHckoit  gerckoit  onkosnormyeckor rpymmsl  (COG  ACNS0333),

EBpormneiickoro perucrpa mo H3YYEHUIO paOAOUIHBIX OMyXoJyied (pe3ysbTaThl



nporpammel EU-RHAB), Kopelickolt neTckoil OHKOJIOrM4ecKor Tpyribl [22, 59,
108, 116, 124, 141, 160].

B crpanax CeBepHOoll AMepHUKH cTpaTeruu jedeHus nanueHtoB ¢ ATPO
W3HAYaJbHO OPUEHTHPOBAJIUCH OOJBIIE Ha HCIOJb30BAHUE BBICOKOJIO3HOM
xumuotepanuu (BJIXT) ¢ ayTonornyHoll TpaHCIUIAHTAMEN TeMOMO3THUYECKHX
cTBOJIOBBIX KieTOoK (ayTo-TI'CK), c 1enbl0o HCKIIOYEHHUS WIM OTCPOYKHU
npoBenenuss JIT. Ha ocHOBaHMM paHHUX YJIOBJIETBOPUTEIBHBIX PE3YJIbTATOB
WCIIOJB30BaHUsl JAHHOTO TMOJAXO0Aa, JETCKoW oHKojoruueckoil rpymnmnoit (COG)
ObLT pa3paboTaH CHEIUANbHBIA MPOTOKON s JedeHus mnamueHTtoB ¢ ATPO -
ACNS 0333, coueraromuii uHAYKIHoHHYIO [IXT ¢ Tpems kypcamu BJIXT c ayro-
TI'CK u crparudunmposannoii mo Bo3pacty JIT [43, 53]. JlanHoe uccnemnoBanue
BKJII0YAJIO0 65 MalureHToB U MO3BOJIWIO AocTHYb uyeThipexsieTHe BCB u OB 48% u
57% coorBerctBenHo [124]. Slavc |. u coaBT. Takke cooOmMIM 00 yIy4IICHHH
pEe3yJbTATOB J€UEHHUs Mpu ucnosib3oBaHun pexxknma MUV-ATRT ¢ BxiroueHnem
BIAXT c ayro-TI'CK, peruonapuoit xumuorepanuu (XT) u nokampnon JIT
[138]. HanpoTuB, ctpareruss Headstart, ocHOBaHHas Ha HWHAYKIHHA C
WCIIOJIb30BAaHUEM BBICOKMX JI03 METOTpeKcara M MHET0a0JaTUBHOM PEXUME
BAXT c¢ ayro-TI'CK, He mpuBena K aHAJIOTUYHBIM peE3yJIbTaTaM, YTO MOKET
yKa3blBaTh Ha MOTEHIIMAIBLHO NaryOHbIA 3(DPEKT MpOoJOKUTEIBHON HHAYKIUU
[160]. B uccnenoBannu EuroRhab, B koTopoM ucnonb3oBaiack crangaptHas XT,
cocToslasi M3 AHTPAUUKIMHOB M QJIKWIMPYIOIIMX areHTOB B COYETAHUU C
MHTpaBeHTpUKyJsipHor XT merorpekcaroMm, a B psae ciaydaeB U BJIXT c ayro-
TI'CK, u crpatudunupoBanHoit mo Bo3pacty JIT, ObuM JOCTUTHYTHI PE3yIbTAThI
nsatunetnedr BCB u OB B 30,5% u 34,7% cootBercTBeHHO [22, 59].

B cBs3u ¢ kpaliHe OrpaHUYEHHBIM KOJIMYECTBOM KPYIHBIX MPOCIEKTUBHBIX
UCCJIEIOBAHUM B HACTOSIIIEE BPEMS HET €MHBIX CTAaHAAPTOB JICYEHUS MMALIUEHTOB C
ATPO IHC. OOwmenpuHsaTeiM siBasieTcss TOT ¢akr, yto B Tepanuun ATPO
HEOOXOJMMO COYETaHHE XHMPYPrHUECKOro »JTana JIeYeHHUs C TOCIeqyromen
anwioBaHTHON XT ¢ BrirouenueM JIT B 3aBUCHMOCTH OT Bo3pacTa marueHToB [31,

126]. JanHbIE MEXKIYHAPOIHBIX HCCICIOBAHUN IMOAYEPKUBAIOT YBEIWYCHUE 2-



JIeTHEH BhDKUBaeMOCTH 110 60—65% y marmeHToB ¢ TOTaJIbHON PE3EKIIMeH OIyX0Ju
10 CPaBHEHHIO ¢ cyOTOTaNnbHOMN/yacTrnuHoi — 22—-30% [30, 31, 125].

Ha Tepputopum Poccuiickon  ®@enepanuu  NOepBOE  KIMHUYECKOE
uccienoBanue, nocpsmieHHoe komruiekcHoi tepanuun ATPO ILHHC (npotokon IRS
11 - ATPO-2006), Obuto ocHoBaHo Ha crta”paptHoi XT, ucnosnb3zyemoil B
COYCTaHWM C  HMHTpareKaabHO/mHTpaBeHTpuKkysipuoit (UT/MB) XT wu
agptoBanTHOM JIT. DTa MynpTUMOAaIbHAS CTpPATETHsl, B KOTOPOW MCIIOJIb30BaIach
npetyueBas XT, mo3Bomwna goctuub apyxierHeir BCB u OB B 53% u 70%
CIy4aeB COOTBETCTBEHHO, HO IPU 3TOM C BBICOKON BEpPOSTHOCTHIO DPa3BUTHS
Kapano- U HelpoTokcuueckux ¢ dexton [40].

JIT — BaxkHBIN KOMIOHEHT JiedeHus 00abHbIX ¢ ATPO, oiHaKo mMpuMeHeHue
ee y Jnereil wmuaame 3 JeT OrpaHWYEeHO B CBSI3M C BBICOKUM PHUCKOM
HEUPOKOTHUTHUBHBIX  PACCTPOMCTB, HOHIAOKPUHOJIOTMYECKUX  HAPYLIEHUW U
pa3BUTHEM BTOPHYHBIX omyxosied. B To xe Bpems B mybnukanuu Yang W.C. u
COaBT. JOKa3aHO, 4To paHHee mnpoBeneHue JIT cmocoOCTByeT Hammydmien
BbDKHBaeMOCTH 00bHBIX ¢ ATPO [159]. C yderom mosiBUBIIEHCS BO3MOKHOCTH
npuMmeHeHuss npotoHHou JIT B Poccuiickont denepaunn, BO3pacT MALMEHTOB C
ATPO, KOTOpbIM BO3MOHO MPOBEACHUE TAHHOTO BHUJA JICYEHUS, CHUZWICS JI0 6
mecsieB. Panee B 1entpe MD Anderson mnpoBeneH aHanmM3 IOKa3aTelel
BbKMBaemMocTd 31 manuenta ¢ ATPO nocne npotonnoit JIT. Ilpu sTom mMenuana
BCB cocraBuna 20,8 mecsa, OB — 34,3 mecsua [101]. B uccnenosanuu Weber
D.C. u coasr. 2-netaue nokasarenmu OB u BCB cocraBunu 64,6 u 66%. [Ipu aTom
OCTpasi TOKCUYHOCTh OblJIa HE BBIIIE 2-U CTENEHU, a 2-JICTHSAS BBIKUBAEMOCTh 0€3
IPOSBIICHUI TOKCHYHOCTH cocTaBuiaa 90% [154].

HUT/IB (pernonapHoe) BBEICHHEC XHMHOIIPENAPATOB WCIOIL30BAIM B
koMmOuHaruu co crangaptHod [IXT wim BIAXT ¢ nenpio  JAOCTHXKEHUS
MAaKCUMAJIBHOW OSKCHO3WLMM XHUMHOTepaneBTuyeckux areHtoB B [IHC wn
MUHUMH3ALUN CUCTEMHON TokcuunocTH [22, 40, 138]. B HemaBHeM MeTaaHan3e
44 nuccnemoBanmii, BKiIrodaBmiem 123 mamuenTa ¢ meracratudecko ATPO, Obu1o

npoJeMOHCTpUpoBaHo yiyuiienne OB mocne npuMeneHusi uatparekaibHoil XT



(tpexnetnsisi OB 32% npotuB 22% COOTBETCTBEHHO), YTO B OYEPEIHOM pa3
MOJYEPKUBACT HEOOXOAMMOCTh HCIOJIb30BaHUSl JTAHHOTO MOJXO0Ja B Tepanmuu
narerToB ¢ ATPO [147].

Takum 06pa3zom, €eIMHOTO YHUPHUIIMPOBAHHOTO MOJAX0/a B JICUCHUU MAIMEHTOB
c ATPO HHC B Hacrosimiee BpeMmsi He cyliecTByeT. COBpEMEHHbBIE MPOrpaMMBbI
TEepalul XapaKTepU3yIOTCS] KOMIUIEKCHBIM MYJIBTUMOJAIBHBIM TMOJIXOJO0OM C
MIPUMEHEHUEM OTIEPATUBHOTIO ATarna JieueHusi, cranaaptHon XT, peruonapunon XT,
BJIAXT c¢ ayto-TT'CK u JIT ¢ yderom Bo3pacTa MalMEHTOB U MOJICKYJISIPHO-

OMOJIOrNMYECKOM XApPaKTCPHUCTHUKHU OITYXOJICBBIX KIICTOK.

Heab padoThl
N3yunth (akTopbl MPOrHO3a M ONPEAEIUTh ONTHUMAJIBHYIO IMPOrpaMMy
tepanuu y nauueHtoB ¢ ATPO LHHC, nokazanus u 3()eKTUBHOCTh TPUMEHEHUS
BBICOKOJIO3HOU XUMHUOTEPAIIUN c ayTOJIOTUYHOU TpPaHCIUIAHTAUEN

I'CMOITIOOTHYCCKHNX CTBOJIOBBIX KJICTOK.

3amauu ucciie10BaHUSA

1. OuieHUTh BIUSHUE PA3IUYHBIX KIMHUYECKUX, TEPANeBTUUYECKUX U
MOJIEKYJISIpHO-OnoNorndyeckux  (pakropoB  (mona, Bo3pacra, JIOKAIM3ALUU
MEPBUYHOrO  OMYXOJEBOIO oO4yara U  PaCOPOCTPAHEHHOCTH  OIYyXOJEBOIO
nopakeHusi, o0bEMa ONMEepaTUBHOTO YJAJICHHUS TMEPBUYHOrO OIMYyXOJEBOrO0 Odara,
nposenenue JIT, UT\UB XT, BAXT ¢ ayro-TI'CK, MOJeKyIspHOH MOArPYIIIbI
omyxonu) Ha mokazatenu BBII m OB B pamMkax mNpoOCHEKTUBHOW KOTOPTHI
nanuenToB ¢ ATPO IHHC.

2. BeIsBUTH MOKa3aHUs K MPOBEACHUIO U OLICHUTH 3¢ dexTuBHOCTh BJAXT ¢
ayto-TI'CK y manumenros ¢ ATPO ITHC.

3. UccnenoBate TokcuuHocth BJIXT ¢ ayto-TI'CK y mauuentoB ¢ ATPO
[HHC.

4. I3yunuTh BIUSHHUE Jy4YEBOM Tepalvu Ha BBDKMBAEMOCTH MAIMEHTOB C

ATPO I1IHC.



5. OnpenenuTs ONTUMaNbHYI0 AU dEepeHIpOBaHHYIO MPOrpaMMy XHUMHUO-
U nydeBod Tepamuu i OonbHBIX ¢ ATPO ¢ pa3nuuHbIMU COYETAHHUSIMU

POTHOCTUYECKHX (PaKTOPOB U TPYIII PHCKA.

OcHOBHBIE M0JI0:KE€HN I, BBIHOCHMbI€ HA 3AIIUTY

1. BeiBneHsl  (akTOpel  TMPOTHO3a,  JOCTOBEPHO  YJIyUIIAIONIUE
BbDKMBaeMocTh mnanueHToB ¢ ATPO IIHC — Bospact crapme 12 wmecsues,
OTCYTCTBHUE METAcCTa3UpOBaHUs HA MOMEHT IOCTAHOBKHM JMAarHo3a, TOTaJIbHas
pe3eKIus IEPBUYHOrO OImyXxojeBoro ovara, nposeaeuue JIT, UT\UB XT, BAXT ¢
ayto-TI'CK, monekymnsipHas rpynmna omyxoiu T YR.

2. BIAXT c¢ ayto-TI'CK — 3ddexTuBHBIII METOA JI€YCHHS MAIUEHTOB C
ATPO HHC; na sdpdextusnocts BJAXT c ayto-TI'CK BnusitoT Bo3pacT mnamueHra
Ha MOMEHT IIOCTAaHOBKM JMarHo3a, OTBET Ha MPEIIIECTBYIOIIYI0 Tepamnuto,
PacIpOCTPAHEHHOCTh OIMYXOJEBOr0 MOPAKEHUS U MOJEKYJISIPHO-OMOJIOTHYECKAs
XapaKTEPUCTHUKA OMYXOJIEBBIX KIETOK.

3. IIpoeenenme BJXT c ayro-TI'CK mokazano marmentam ¢ ATPO ITHC
npu yciaoBuM aoctuxenus 10 wnm YO nocne npoeaenuss uHAyKuuoHHON TTXT,
OTCYTCTBUU OCTAaTOYHOM OIMyXOJIM/METACTaTUUECKOTO TopakeHUsl (y MalMeHTOB
miaame 12 MmecdieB), ONpeAeeHUH MOJEKYJISpHOW rpynmbsl omyxoiau ATRT-
SHH, ATRT-MYC.

4. BIXT c ayto-TI'CK xapakrepuzyercsi IpueMiIeMOi TOKCHYHOCTHIO.

5. C y4eroM TONYyYEHHBIX PE3YJbTATOB B KAauyeCTBE ONTUMAIbHOM
TeparneBTuiyeckor crparerun Bcem nanueHtam ¢ ATPO IMHC pekomeHnnoBaHo Ha
MEePBOM dTare yAJICHUE IEePBUYHOrO OIYyXOJIEBOTO oOdYara ¢ IMOCIeayIOIUM
npoeneanem [IXT mo mnporokomam ATPO-2006 wm MUV-ATRT ¢
o0s3aTeNbHBIM NTpuMeHeHneM pernoHapHod XT u JIT. ITpu Hanuuuum octatoyHOM
OMYXOJIHM IeJeco00pa3HO MPOBEJACHUE €€ MOBTOPHOW PE3EKIMH, a MPU HAIWYUU
HEOJIAronmpUsITHRIX MPOTHOCTHYECKUX (PakToOpoB mokazaHo mposeaecHne BIXT c

ayto-TI'CK.



Hay4ynast HOBM3HA

Brnepseie B Poccuiickoii ®enepauvii B PETPO- H  IMPOCIEKTUBHOM
WCCJICIOBAHUH TIPOJIEMOHCTPUPOBAHBI PE3YIbTaThl JICUCHUS OOJBIIONW KOTOPTHI
nanmeHtoB ¢ ATPO I[HC, omnpeneneHsl KIMHUYECKUE, TEPANEBTUYECKUE,
MOJIEKYJIIPHO-OMOIOTHYECKHE (PaKTOpBI TPOTHO3a, JOCTOBEPHO BIHSIONIUNE HA
BBDKMBA€MOCTh 3TOW TPYIbl NAMEHTOB. B paMkax TaHHOTO MyJIbTHULIEHTPOBOIO
UCCJIEIOBAHUSI  TPOJIEMOHCTpHpPOBaHa  3(PPEKTUBHOCTH W INpUeMIieMas
tokcnyHocTh BJIXT ¢ ayTto-TI'CK, onpeznenensl nmoka3zaHus 1jisl €€ IPOBEICHUS,
MPOU3BEJCHO  CpaBHEHHUE dA(PGEKTUBHOCTH  OJHOKPATHOM U  TaHAEMHBIX
TPaHCIUIAHTALIMK. BriepBbie BBINOJIHEH CPAaBHUTEIBHBIA AHAINW3 BBLKUBAEMOCTU
MalMEHTOB B 3aBUCHUMOCTH OT MOJICKYJISPHO-OMOJOTUYECKUX TPYII OMyXOiIu U
poBe/ieHa cTpaTU(UKAIMA MAIMEHTOB Ha TPYMIbl PUCKA. BriepBble BBINMOIHEH
CpPaBHUTEJIbHBIA aHANIN3 3P(HEKTUBHOCTH PA3IMUHBIX MPOTOKOJIOB XUMHUOTEPAIIUH,
ompeesieHa Heo0xoauMocTh U 3pdekTuBHOCTH npoBeaeuus JIT y nereit ¢ ATPO
[MHC. IIpousBeneHa oreHka BIUSHUA OOBEMA OINEPATUBHOTO BMEIIATENIbCTBA U

HE0OXOIMMOCTb MOBTOPHBIX pe3eKuuii omyxoyu y nanuertos ¢ ATPO ITHC.

IIpakTH4Yeckasi 3HAYMMOCTb UCCJIeI0BAHUSA

Brimonnen aHanmu3  BeDKMBaeMocTd  nanueHtoB ¢ ATPO IIHC B
3aBUCUMOCTH OT PA3JIMYHBIX KIMHUYECKUX, TEPANEBTUUYECKHX, MOJIEKYJIIPHO-
Ononornyeckux (HakToOpoB MPOTHO3a, OMPENETEHBbl ONTHUMAJIbHBIE MPOTOKOJIBI
tepanuu. OddexktuBHbiMu Bapuantamu Jedenus ATPO IIHC ssastorcs
nporokoinsl  ATPO-2006, MUV-ATRT, kotopbie BKIIOYAIOT MPUMEHEHUE
XMMHOJIyYE€BOM Tepanmuu C peruoHapHbIM BBeaeHueM XII mocie ToTanbHOU
PE3EKIMU MEPBUYHOIO OMYyX0JIeBOro ovara. IIpogemMoHcTpupoBaHa BO3MOXHOCTD
sbdextuBHoro ucnonbizoBanus BJAXT c ayro-TI'CK B rereporeHHoil koropre
nanueHToB. [lpoBeneHHbli aHanmu3 (GakTOpoB, BAMSIOMUX Ha 3(P(HEKTUBHOCTH
BAXT c ayto-TI'CK, mo3Boiui BbLACTUTH TPYIIy KpaiiHe HEOIaromnpusITHOrO

nporHo3a. Ha ocHOBaHMM MPOTHOCTHYECKUX (AKTOPOB U OMNpEIEICHUS
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MOJIEKYJIIPHOTO CyOTHIIa OIYyXOJIEBBIX KIJIETOK TMpOBEJAeHa CcTpaTtudukanus

IMallMCHTOB Ha I'PYIIIIBI PUCKa.

BHeapenue pe3yabTaToB padoThl

OCHOBHBIE TIOJIOKEHHUS JUCCEPTALUHA BHEJIPEHBI B MPAKTUUECKYIO U HAy4YHO-
UCCIICIOBATENbCKYI0  pabdOTy  OTACJNCHUS  KIMHUYECKOHM  OHKOJOTMU U
KOHCYJIbTATUBHO-TIOIUKIMHUYECKOTO OTAENEHUS TOCYIapPCTBEHHOTO OI0JIKETHOTO
YUPEKICHUS 3ApaBoOXpaHeHuss ropoga Mocksbl «HayyHO-TIpakTHUECKHUN LEHTP
CIIELIMAJIM3UPOBAHHON MEIMIMHCKOM TMoMowmu jaetsasM uMeHu B.D. BoliHo-
Slceneukoro /lemaprameHnTa 3apaBooxXpaHeHus ropoaa MockBb»; MeauIuHCKOro
NuctutyTa nmenn Ceprest bepe3una, oTeneHns TpaHCIUIaHTAA KOCTHOTO MO3Tra
000C00JICHHOTO CTPYKTYpPHOrO  moapas3feicHus  PoCCHMCKOM  HOETCKOU
KJIIMHAYECKONW  OOJNBHMIBI  (peAepaqbHOTO TOCYJApPCTBEHHOTO  aBTOHOMHOTO
0o0pa3oBaTEIBLHOIO  YUPEXKJECHHS  BbIcliero  oOpaszoBanusi  «Poccuiickuit
HAllMOHAJIbHBIM MCCIEA0BATENLCKUA MEAUUMUHCKUM yHuBepcurer wum. H.U.
[InporoBa»  MwmunuCcTEpcTBa  3apaBooxpaHeHus  Poccuiickon — @enepanuu,
OTJACJICHUS TPaHCIUIAHTALIMK KOCTHOTO Mo3ra Jist Aereid Ne2 MHCTUTyTa IEeTCKOM
reMaToJIOTUH, OHKOJOTMU W TpaHciuiaHtojorun uM. P.M. Topb6aueBoit PIIO

OI'bOY BO IICII6GI'MY um. akan. WU.I1. ITaBnoBa M3 P®.

Crpykrypa padoTsl

PaGota BeIMonmHeHa Ha Kkadeape TeMaToJOTHH, TPAHCPY3UOJIOTUH H
TPaHCIUTAHTOJIOTUH (DaKyJIbTETa MOCIEBY30BCKOTO 00pa30BaHUs C KYpCOM JIETCKOU
oHkosioruu umenu mnpodeccopa b. B. Adanaceea, ®I'bY BO TICII6IMY um.
akan. U. I1. [TaBnoBa M3 PO (3aBemyrommii kadenpoit n1.m.H. Kymarua A.JL.).
Juccepranusi COCTOMT U3 BBEIEHMS, 0030pa JUTEpaTyphl, IJIaBbl MOCBSAIICHHON
XapaKTepUCTUKE IMAIMEHTOB W METOJIaM MCCJICIOBaHUs, TJIaBbl, MOCBSIICHHON
aHAIN3y PE3yJIbTaTOB, OOCYK/IEHUS TIOJYUYCHHBIX PE3yJIbTaTOB, BHIBOJIOB, CIIHCKA
autepaTypbl. PaboTta u3znoxena Ha 169 cTpanuiiax MalmHOMMCHOTO TeKcTa. TekeT

wuirocTpupoBan 17 tabnumamu, 58 pucynkamu. bubnuorpaduueckuii ykazarenb
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BKItOUaeT B ce0s 163 nurepaTypHBIX HMCTOYHMKA, U3 HUX 146 3apyOeKHBIX
aBTOPOB.
AnpobGanus u peajuzanusi padoThI

OCHOBHBIE TEOPETHUUECKHME M TPAKTHUYECKUE IIOJIOKEHUS JUCCEPTALNU
MIPEICTABIICHBI B BHJIC YCTHBIX JOKJIAJ0B HA HAYYHO-IPAKTHIECKOU KOH(DEPEHITNN
«/IlHHOBallMOHHBIE METOJbl JICUYEHUS OHKOJOTHYECKHMX M TIeMaTOJIOTHYECKHUX
3aboneBanuit 'y gereit», Il oObemmHenHom kourpecce HOAI'O u POJO
«AKTyaJIbHBIE TPOOJEMBI W TIEPCIIEKTUBBI PA3BUTHS JETCKOH OHKOJOTHU W
remarosiorud B Poccuiickoit deneparun», V IleTtepOyprckoM MexaTyHaApOIHOM
onkosiornueckoMm ¢opyme «bensie HOunm», XV MexayHaponHas KOHGEpEHIIUS
«AKTyalbHbIE BOMNPOCHI JIE€TCKOM TIE€MaTOJIOTUH, OHKOJIOTHMM W WMMYHOJIOTHM,
XIIl Hayuyno-npaktuueckoit koHpepeHinu « THHOBAaIIMOHHBIE METOJIbI JICUCHUS B
NeAUATPUHN U JCTCKOW XUPYPTrUW», a TaKkKe B BHJIC IMOCTEPHBIX JOKIAIoB Ha 6th
Biennial Pediatric Neuro-Oncology Research Conference, 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 Harrionansnoro
oOllecTBa JETCKUX TE€MaTOJIOTOB M OHKOJIOTOB «AKTyallbHble MpOOJieMbl U
MEPCIIEKTUBBl  Pa3BUTUS JETCKOW I'eMaToJOTHMH-OHKosorum B Poccuiickon
denepanumny.

[To Teme nuccepranuu onyOaMKkoBaHbl 14 HaydHbIX paOoOT, U3 HUX 4 CTaThU B
KypHanax, pexkoMmeHaoBaHHbIXx BAK. Hayunble mon0XeHUs AuccepTanuu
UCIIOJIB3YIOTCSL B pa00TE OTJEICHUS KIMHUYECKON OHKOJIOTHUH U KOHCYJIbTaTUBHO-
nonukianandeckoro oraenieHus I'bY3 ropoma Mocksel «HayuHo-mpakTuueckunii
LEHTP CHEIUAIIM3UPOBAHHON MEAUIIMHCKOW MOMOIIM AeTaM uMeHu B.®D. BoiiHo-
Sceneukoro [I3M»; Meauuunckoro WMuctutyta umenu Cepres bepesnna,
ortaencauss TKM OCII PAKb ®I'AOY BO «Poccuiickuii HalMOHAJIbHbBIN
uccleaoBarenbCckuii MmeauiuHckuil yausepeuter uM. H.U. TTuporoBay M3 PO®, B
JEKUUSIX U MPAKTUYECKUX 3aHATUSAX CO CTYJCHTaMH, MHTEPHAMU, KIMHUYECKUMHU

OpJIMHATOPaMHU.
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I'NTIABA 1
OB30P JIMTEPATYPHbLIX TAHHBIX

3nokadyecTBeHHbIe HOBOOOpa3zoBaHusi (3HO) 3aHMMaIOT OJHO W3 BEAYIIHMX
MECT B CTpykType nerckoi cmeptHoctu. Hons 3HO cpenu 3aboineBmiux aerei
BCEX BO3pPACTHBIX TIpynm cocTaBiseT MmMeHee | %, a mokaszareinb NEPBUYHOU
3a00J1€BaEMOCTH OHKONATOJIOTHEW B Mupe Konebsercs ot 50 no 200 cioyyae Ha 1
MJIH jgerckoro Hacenenus [15, 136, 140]. HecMoTpss Ha OTHOCHUTENIBHO PEIKYIO
BcTpeyaemoctb, 3HO sBmsAOTCS 2- MO 3HAYMMOCTH HMPUYMHOW B CTPYKTYype
JETCKOW CMEPTHOCTH B Pa3BHTBIX CTpaHax, cieays cpady 3a TpaBmamu [136]. B
Poccuiickoit @enepanun 3HO crosiT Ha 5-M MecTe cpead MNPUYMH CMEpPTU
nerckoro HaceneHus or O mo 17 nmer mocime OCNOKHEHMM B NEPUHATAIBHOM
Nepuojie, TPaBM U OTPABJICHUN, BPOXKACHHBIX aHOMAIUWA U OO0JIe3HEH HEpBHOMU
cucrembl [1, 16]. IIpu srom omyxomu IIHC ocrarorcs omHuMu U3 HambOoee
pacnpoCTpaHEHHBIX 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUM y JETEHl U MOAPOCTKOB,
3aHUMasl 10 YaCTOTEe BTOPOE MECTO Tocie reMobiacto3oB [86, 95, 102, 136, 113].

ATPO IHHC npeacTaBisitoT coO0M Tpyniy arpeCCUBHBIX 3JI0KaU€CTBEHHBIX
HOBOOOpPa30BaHUM ¢ KpaitHe HeOJIaronpusaTHBIM MPOorHo3oM. [lokazarens 3-netHen
OB Bapwupyet B npeaenax ot 20 1o 53,3% npu meauane HaOmoneHus ot 3,7 A0
34,3 mecsanes [30, 35, 49, 50, 54, 73, 85, 88, 93, 101, 112, 115, 130, 147, 152,
160]. B cBsi3u ¢ yeM jgaHHas rpymma omyxoJyied oTHeceHa K [V (HauBbICIIEH)
CTENEHU 3JIOKAYECTBEHHOCTM W TAIUEHThl C O3TUM JUarHo3oM TpeOyroT

NPOBEICHUSI HHTECHCUBHOTO KOMITJICKCHOTO MporpaMMHoro jeueHus [6, 58, 59].

1.1 Dnuaemuosaorus, kiaaccupukanus, KIMHUYECKAsh KAPTHUHA U
JAUATHOCTHKA 3200/1eBaHUS

ONHUIEMHUOJIOTUSA

Hecmotpsa Ha 1O, yto ATPO cocraBnser 1-2% Bcex OETCKUX OITyXOJien
[MHC, 3TO OTHOCHUTENBHO 4YacTas 3JIOKAYECTBEHHAsl OIyXOJb y JAETEH pPAHHEro
BOo3pacta: Tpu 4yeTBeptu marueHToB ¢ ATPO mmanme 3 mer. ATPO cocrtaBisitoT

oxoiio 20% smOpuonansHbIX omyxodei [[THC B aToit Bo3pactHoit rpymie u g0 40-
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50% Bcex 310kadecTBeHHBIX omyxoisieli [[HC Ha mepBoM romy »xwu3nu [58, 112].
[Tokazatens nepBuyHoii 3a0osneBaemoctu ATPO IIHC cocrasnsiet 0,12 cnydas Ha
100.000 merckoro nacenenus [102]. Ha ocHOBaHHMM MaHHBIX PETHUCTPa OMyXOJel
[HHC Coemnunénnbix IlltatoB Amepuku dYactoTa 3aboneBaemoctd ATPO
cHIXaeTcs ¢ Bo3pacToM: 8,1 Ha 1 MuH B Bo3pacTe no lroxa; 2,2 - B 1-4 rona; 0,6 —
B 5-9 jner m mpubmmxkaercs k Hymo B 10-14 jer [58]. Onmcanbsl eqWHHYHBIC
ciyqan ATPO y nmoapoctkoB u B3pocisix [18, 66, 104, 105, 109, 135, 128, 150].
Cpennuii BO3pacT MarieHTOB HA MOMEHT TTOCTAHOBKH JTHarHo3a coctanisieT 16—30
mecsites [22, 40, 85, 98, 138]. ATPO IIHC yarie BcTpevaeTcsi y MajdbuyUuKOB YeM Y
JICBOYEK B mpuMepHOM cootHomenuun 1,3-2:1 [35, 48, 55, 58, 74, 158]. Haubomaece
yacto ATPO IHHC nokanu3yroTcst nH(QpaTEeHTOPUAILHO, IPU ATOM PACIOJIO0KEHUE
MEPBUYHOM OMYXOJIM B OOJIIIMHCTBE CIy4YaeB 3aBUCUT OT BO3pacTa MaI[MEHTOB:
OMyXOJM 3aJIHEM YepenmHOW SMKU Mpeo0salaloT Ha MEPBOM TOJY JKU3HH,
CYMpaTeHTOPHUAILHBIE OITYXOJIM Yallle BCTPEUYAIOTCS Y ACTEH SICEIBHOTO BO3pacTa, a
omyxoJii crimHHOro Mo3ra (CM) yare y aereit ot 3 neT u crapuie [48, 56, 74, 93].
[Ipu sToM HeoOx0auMO 0TMETUTH, UT0 ATPO CM kpaitHe peaku, COCTaBISIOT 1—
7% ot Bcex ATPO IIHC u B MEXAYHApOABIX JIUTEPATypPHBIX JaHHBIX
MIPE/ICTABIICHBI JIMIIh CIMHWYHbBIC KIMHUYecKue Habmonenus [19, 21, 25, 93, 99,
103, 123, 134, 137, 142, 146]. OmnyxoseBas AWUCCEMUHAIIMS Ha MOMEHT
mocTaHOBKHM JuarHo3a BeisaBisieTcs B 20—40% caydaeB Bcex ATPO [59, 85, 124,
147].

Knaccuduxanus

DBOJIIOIMS TIPEACTaBICHUM O JaHHOM 3a0oJieBaHMM HauumHaetcs ¢ 1978 1.,
Korja oHO BIepBbie ObLI0 omucano Beckwith J., Palmer N. u paccmarpuBanoch
KaK pabIoMHOCapKOMATOUIHBIN BapuaHT HedpobiaacTombl (omyxonu Buibmca) Ha
OCHOBAaHUM MHUKPOCKOIMYECKOT0 CXOACTBa ¢ pabaomuodmactamu [23] (Tabnuna
1). IMo3anee, B 1996 romy Rorke L.wu coaBT. Ha3Bajau 3Ty OMyXOJIb ATHITHUYHOM
TepaTou-pabJOMIHON W yKa3aJid Ha COYeTaHWe B Hed padaoumaHoro,
MPUMUTHUBHOTO HEHUPOATUTEIIMAILHOTO, JIUTEIHAIBPHOTO W  ME3EHXUMAaJIbHOTO

KOMIOHEHTOB  [127]. DTO  TEepMHUHOJOTHYECKOE YTOYHEHHE  IO3BOJIHIIO
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paccmarpuBate ATPO kak HOBOOOpa3oBaHHME, THCTOJIOTMYECKH OTIMYHOE OT
repMUHATUBHO-KJIETOYHBIX U IpYTrUX dMOpruoHanbHbIX omyxonei [IHC.

Tabmuua 1 — JBoronms mpeacrabjieHuil 0 kiaaccupuxanuu ATPO
HOHC

Knaccudukanms l'on Huarnos Mopdomorudeckue 1 MOJIEKYJIIPHO-
ouonornueckue kpurepuu ATPO

J. Beckwith, 1978 | pabmomuocapkoM | MOp(HOIOTHYECKHUE KPUTEPUH -

N. Palmer [23] aTOU/IHBIN MHUKPOCKOIIMYECKOE CXOJICTBO C
BapHaHT pabaoMuobIacTaMu
He(hpoOIacTOMBI
L. Rorke [127] 1996 | ATPO MOPGOJOTHUECKUE KPUTEPUH - COYCTAHUE
paba0MIHOTO, IPUMHUTHBHOTO
HEHPOIMUTETUATLHOTO, SMUTEIUAILHOTO U
ME3EHXUMAJIBHOTO KOMIIOHEHTOB
Knaccudukanus 2002 | ATPO Mopdonoruueckue KpuTepuu

BO3 2002 [26, 27, + orcyrcTBHe 3kcnpeccuu Oenka INI1,

83] HAJIM4YUe MYTalluu B T€HE
SMARCB1(hSNF5/INI1),
JoKajau3yromemcs Ha 22011.2

Frihwald M.C. u 2006 | ATPO BrlsiBIIeHMEe MyTalluy B TeHE

coasrt. [57] SMARCA4/BRGL1, nokanu3yromnemcs Ha
19p13.2.

Knaccudukanus 2007 | ATPO Mopdonoruueckue KpuTepuu

BO3 2007 [94] + orcytcTBue dKcnpeccuu Oenka INI1,
HaJInYMe MyTall1 B TeHE
SMARCB1(hSNF5/INI1),
Jokanu3yomeMcs Ha 22911.2

Birks D.K. u coasr. | 2011 | ATPO 2 monekynsipabie moarpymmnst ATPO: BMP
[29] (BMP4, SOST, BAMB1, MSX2) —
MO3UTHBHBIN (COOTBETCTBYET
MoJekysipHoit rpynne TYR) u
HETaTHBHBIN BApHAHTEI

Torchia J. u coaBr. | 2015 | ATPO 2 monekysapusle noarpynnst ATPO:
[144] ASCL1-no3uTHBHBIH (COOTBETCTBYET
monekyispHoit rpynne SHH) u ASCL1-
OTPHIIATEIBHBIX

Knaccudukanus 2016 | ATPO Mopdonoruueckrue Kputepuu

BO3 2016 [44, 78, + orcytcTBue 3Kcnpeccuu Oenka INI1 wmu
95] BRG1, nanuune MmyTanuy B reHax
SMARCB1 i SMARCA4;

[TosiBnsitOTCS TIEpPBBIE TaHHBIE O 3
MOJIEKYJIpHBIX Tpynnax: TYR
(+xpubpudopMHas HeHpoIMUTETHATBHAS
omyxons), SHH, MYC

OMb6puoHanbHast | CxoacTBO ¢ MOp(hOIOrHuecKoi KapTUHOMN
ornyxons [IHC ¢ | ATPO, Ho 6e3 XxapakTepHbIX
pabouTHEIMHU MOJIEKYJIIPHO-OMOIOTUUECKHUX
IIpU3HAKAMHU ocobeHHOCTeH
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IIpooonscenue mabn. 1

Knaccudukanms 2021 | ATPO Mopdomornueckue KpUuTepuu

BO3 2021 [75, 78, + orcyrcTBue 3kcnpeccuu Oenka INI1 wn
79, 96, 122, 144, BRG1, nanuurie MyTanuu B reHax

145] SMARCB1 nmu SMARCA4. VcraHoBieHO

HaIM4Yue 3 MOJIEKYJISIPHBIX TOATPYI,
HOSIBIISIIOTCS TAHHBIE O 4 MOJIEKYJISIpHOU
rpyniie SMARCAA4.

Kpubpudopmuas | HepaOaouaHas OyXoib ¢ HATNYHEM
Heliposnutenuans | mytanuu B rene SMARCBL, kotopast

Hasl OIyXOJIb MUMEET MOJIEKYJISIPHOE CXO/ICTBO C
noarpynmnoid TYR, HO ¢ OTIMYUTETLHBIMU
MOP(OJIOTHUECKUMH OCOOCHHOCTAMHU

B 1990-x uccrnenoBanus CHHIPOMA MPEAPACTIOIOKEHHOCTH K padIouIHbIM
OMyXOJIIM  TO3BOJIMJIM  BBIIBUTH ~ MOHOCOMHIO 22  WIM  OYaroBYIO
neneryro\tpanciokamnuo chr 22q11.2, yTo B HajbHEHIIEM MPHUBEIO K OTKPHITHIO
rera SMARCBI1, taxke wu3BectHoro kak NhSNF5/INI1/BAF47 - omyxoneBoro
cynpeccopa Hu 3THONOrMYeckoro Qakropa B ATPO wu ngpyrux paOIouaHbIX
omyxoisax [26, 27, 28, 132]. B cootBercTBUM ¢ kiaccudukanuein BcemupHOi
Opranuzanuu 3apaBooxpanenus (BO3) 2002 rona ATPO BeiieneHa B OT€NbHbBIN
TUCTOJIOTUYECKU THUI B TPyINIe SMOPHOHAIBHBIX OMyXOJel Ha OCHOBAHHH
coueTaHus MOP(}OTOTHICCKUX KPUTEPUEB TPU 00S3aTEITLHOM OTCYTCTBHH
skcnipeccun Oenka INIL1 [83]. B nanbretimmem B 2006 roay Frithwald M. u coaBr.
MPEANOJIOKUIN HAJIWYUE €lle OJHOTO JIOKYCa, M3MEHEHHS B KOTOPOM MOTYT
MPUBOANTh K (OPMHPOBAHUIO 3JI0KAYECTBEHHBIX PaOMOMIAHBIX OITyXOJICH, YTO
noarBepauioch yxe B 2010 1., korga Ha IpUMEpPE OJHOM CeMbH Oblja BBISBIICHA
nHakTuBHpytomas mytamnus rena SMARCA4, koaupyrorias IpyTryr CTPYKTYPHYIO
cyobenuuuity kommuiekca SWI/SNF [32, 57, 129]. B knmaccuduxanmu BO3 2007
roga kpurepuu nocraHoBku auarHo3a ATPO ocraBamuch npexnumu [94]. B
kinaccupukanuu BO3 2016 roma guarHo3 ATPO Obul ycTaHOBJIEH € Y4€TOM
MOP(OJIOTHIECKHX, UMMYHOTUCTOXHMHYECKUX  KpPUTEPUEB  (OTCYTCTBUS
skcrpeccun OenkoB INI1T unmu BRGI B omyxosnieBbIX KiE€TKax) € HaJU4dUeM
myTtaniuu B reHax SMARCB1 wiu SMARCA4. B Tex ciyyasix, KOrja OIyXoJb

umena Mopdororudeckue ocooeHHocTn ATPO 6e3 XapakTepHBIX T€HETHYECKUX
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M3MEHEeHMH, Takas OomyxoJyib 0003Hauanach kak amMOpuoHaibHas omyxoias [[HC c
pabmouaHbiMu  mpu3Hakamu [44, 95]. B 2016 romy ¢ yuerom mpodus
metrupoBanus JIHK u tpanckpunromuku mytanmii SMARCB1 Johann P.D. u
COAaBT. BblAeWIN Tpu MosiekyJisipHbie rpymmbl ATPO - ATRT-TYR, ATRT-SHH,
ATRT-MYC [78]. BmocaenctBum Johann P.D. wm coaBr. omnmcam
Kpubpupopmuyio Heposnurenuanbuyto onyxonb (CRINET), npencrasmistornryto
coboli HepabIoMIHYIO OIyX0Jib, C HanuueM myTaruu B reHe SMARCB1, kotopas
MMEET MOJIEKYJSIpHOE CXO0ACTBO ¢ moarpynno TYR, HO ¢ OTIMyuTensHBIMU
Mopdoorudaeckumu ocodeHHocTsiME [79]. B HacTosiiee BpeMsi B COOTBETCTBUU C
nocinenuent kimaccudukanuer BO3 2021 roma ATPO wu xpubpudopmuas
HEHpOAIHUTENUANTbHAS OMYX0JIb BBIIETICHBI B OT/ICIbHBIC HO30JIOTHYECKHE (POPMBI B
rpymie sMopuoHansHbIX omyxosner IITHC (tadmuna 1) [96, 122].

Knunnueckas kaptuna

Kmmanueckne mposnennss ATPO IIHC Hanpsmyro  3aBUCHUT  OT
JOKaJIM3alliY OMyXOJIH U €€ pa3MepoB, TUIIA POCTa, BO3pacTa peOEHKa HA MOMEHT
maHudectanuu 3aboneBanus. BenymuMu B KIWHUKE SBISIOTCS CHMITTOMBI
MOBBIUICHHOTO BHYTPUYEPETTHOTO AABJICHUS, KOTOPBIE MPOSBISIIOTCS yTPEHHUMHU
TOJIOBHBIMU OOJISIMH, PBOTOH, KOCOTJIA3WE€M WM JIPYTUMH PacCTPONCTBaAMH
3peHus. Y AeTel MIaaIero Bo3pacTa npeodiasaroT Makporiedanus, OTCTaBaHUE B
Pa3BUTUH, ASMOIMOHATIbHO-BereTaTHBHbIC mposiBieHus [8]. [lpu nokamuzarmm
ATPO B MO3Keuke OTMEYAKOTCS HapyLICHHE IIOXOAKA W pPAaBHOBECHUS; B
MOJTyIIAPHUSIX MO3Ta — OYaroBble CUMITOMBI: CyJIOPOTH, BbINIaICHNE MOJIEN 3pEHus,
HeliponaTust WM JUCHYHKIUS KOPTUKO-CIIMHAIBHOrO TpakTta. CpenuHHO-
pacrooKeHHbIE CYITPaTeHTOPUATIBHBIC OMYyXO0JIM MOTYT BBI3BIBATh SHIOKPUHHHBIC
HapyIeHus — AudHIeaabHbI CHHAPOM (OTCTaBaHHWE B Pa3BUTHUU U Kaxekcus) [7].
B cimywae ATPO CM otmeuatorcs 6omum B cnuHe (B 50% ciyuaes),
PE3UCTEHTHOCTh TPH CTUOAHWM TYJIOBHWINA, CHa3M MapaBepTeOpaIbHBIX MBIIIIII,
nedopManusi CHHUHBI (IPOTPECCUPYIOLINI  CKOJMO3), HapylIeHHWEe TOXOKH,
CHIDKEHHE pEQIIEKCOB B BEPXHUX KOHEYHOCTSX W TOBBIIICHWE B HIDKHHX,

HAapymcHUC YYBCTBUTCIBHOCTH B 3aBUCHMMOCTH OT YPOBHS ITOPAXXCHUA,
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MOJIOKUTENbHBIA cuMnTOM baOuHckoro, HapymieHue padboTbl COHUHKTEPOB
MOYEBOI0 IMy3bIps M/uiu aHanbHoro [21, 25, 93, 103, 123, 134, 146].

JlnaraHoctuka 3a001eBaHus

OCHOBHBIM HEMPOBU3YyaIU3alMOHHBIM MeToAoM auarHoctuku ATPO ITHC
SIBJISICTCSI BBITIOJTHEHUE MarHUTHO-pe3oHaHCHON ToMmorpaduu (MPT) ronoBHOro 1
Bcex oTaenoB CM HaTuBHO U ¢ KOHTpacTHhIM ycuieHueM (KVY) ¢ nensio onenku
pacpoCTPaHEHHOCTH OITyXOJIEBOTO Mpolecca W IUIAHUPOBAHUSA XUPYPTUUECKOU
taktukn [153]. ATPO wmoryr Bo3nukath B Jobom oraene [IHC u moimKHBI
paccMaTpuBaThes B KadecTBe AU epeHIInaIbHOro AMarno3a npy OleHKe Jo0oi
arpecCMBHOM BHYTPHUYEPEITHOW OMyXOJHM y MalleHbKuX neredd. Hambonee yacrto
ATPO npencraBisitor coOOH  MAacCHUBHBIE HEOJHOPOJHBIE OOpa3oBaHUsl C
pa3IMYHOM  BBIPAXKEHHOCTHIO  TMPU3HAKOB  HEKPO3a, KPOBOUBIUSHUNA U
MEPUTYMOPAIBHOTO OTEKa, pacrojararoiyecs: mo CpeaHed JHUHUHM, HO KpaiHe
PEIKO BO3HUKAFOIIKE BJOJb YePEITHBIX HEPBOB WIIM JaKe B OCHOBaHUU uepena [71,
117, 157, 161]. U3-3a cBoeit Bbicokoi kiaeTouHocTH ATPO wacto meMoHCTpHpYET
orpannueHue MP-curnama B pexumax DWI/ADC  (diffusion  weight
imaging/apparent diffusion coefficient). MarHuTHO-pe30HAHCHOE HMCCJICIOBAHUE C
KY mnoka3piBaeT mepeMEHHOE YCWICHHE CHTHaJla, OTHOCHUTEIIBHO Cj1abo
BBIPAKEHHBIN MEPUTYMOPAJIbHBINA OTEK, HE COIMTOCTAaBUMBIN C Pa3MEPAMH OITyXOJIH.
[Io MHEHHIO psa aBTOPOB, HAJIWYME BOJHUCTOW M HEPABHOMEPHO YTOJIIIEHHOU
COJITHOM CTEHKH OIYXOJH, OKpY Kalollel IEHTPaIbHYI0 KHUCTO3HYIO 00JacTh,
MOeET ObITh OoJiee crienpuuabM npuzHakoM ATPO mo cpaBHEeHHIO C APYTrUMHU
OMYyXOJISIMU y JIeTed MIIAJIIEr0 BO3pacTta u MpUCyTCTBYET B 28% ciyuaes ATPO
[20, 111]. Nowak J. u coaBT. B CBOEM HCCJICIOBAHUU IIBITAIUCH
MPOJIEMOHCTPUPOBATh  ClIeM(PUIHOCT MP-kapTHHBI B 3aBHCUMOCTH  OT
Monekysipaoit  moarpynmnel  ATPO:  onyxonmum  moarpynmel  ATRT-TYR
MPEUMYIIECTBEHHO pacrojiarajiuch HHPPATeHTOPUATIBLHO U aKTUBHO HaKaIlIMBad
KOHTpPAacCTHOE BEIIECTBO; KHCTHl MO mnepudepur oOmyxoiaun Haubojiee YacTo
onpenemsuiuch B noarpynmnax ATRT-SHH (71%) u ATRT-TYR (94%) no

cpaBHenuto ¢ ATRT-MYC (40%); mnepuTymMopanbHBIM OTEK ObLT Oojee
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BolpakeHHBIM TIpu ATRT-MYC mno cpaBuenunto ¢ ATRT-SHH u ATRT-
TYR[111]. Ho jans moaTBepKAeHHs MJaHHONW THIIOTE3bI HEOOXOAHUMBI Ooiiee
KPYIHBIC KIIMHUYECKHUE MCCIICIOBAHN.

['uctonorunyeckoe, UMMYHOTUCTOXUMHUYECKOE u MOJIEKYJISIPHO-
OMOJIOTMYECKOE UCCIIEIOBAHUS

ATPO IHHC — 5310 sMOpuOHaNbHAsT OMyXO0Jb, KOTOpasi OTJIUYAETCS CBOUM
HU3KOAU(PHEPEHIIMPOBAHHBIM, MHOTOJIMHEHHBIM (PEHOTUIIOM, KOTOPBIM MOMKET
BKJIFOYATh Pa3JIMYHBIE KOMIIOHCHTHI TJHAIBHOM, ME3ECHXMUMAJIbHOU U JaXKe
snuTeNnanbHON  nuddepeHupoBku. PabmouaHple KIETKM TOYTH  BCerja
skcnpeccupyror  EMA  (epithelial membrane antigen, snuTenHaNbHBIN
MeMOpaHHbI AHTUTE€H), BUMEHTUH (MapKep ME3€HXHWMAaJIbHOTO MPOUCXOXKIACHUS
KJIETOK), MEHEE IMOCTOSIHHO — IJIaJIKOMbIIIeUHbId akTUH (SMA, smooth muscle
actin; Mapkep TJIAJKOMBIIIEYHON TKaHMU); KPOME TOTO MOKET OBITh BBISIBJICHA
skcnpeccuss GPAF (glial fibrillary acidic protein, rnuanbHblii QUOPUIUISIPHBIN
KHUCIIBI TIPOTEeMH; MapkEp ruaibHbIX KIeTok), NPF (neurofilament protein;
yKa3bpIBaeT Ha HAIMYWE HEUPO(PUIAMEHTOB W, COOTBETCTBEHHO, HEHPOHAIHHOE
MIPOUCXOXKJIEHUE KIIETOK), KepaTuH (pancytokeratin antibody, PCK; wmapkép
OpOTOBEBAIOIIETO SMUTENNA); OTCYTCTBYET IKCIIPECcCHs ASCMHUHA WM JIIOOOTO U3
MapKepoB TEPMHUHATHUBHBIX OMyXoJed. MeIKOKIeTOUYHbIe 3MOpPHOHAIBHBIE
ydacTku BapuaOenbHo dkcrnpeccupyior GPAF, NPF w/wmm necmun, a
STIMUTEMANTbHAS YacTh — KEPAaTHH M He Bceraa BuMeHTuH n/wan EMA [10, 127]. B
HefaBHeM uccnefoBaHuu Zin F. u coaBT. Obula MpeAmnpuUHSTA TOIBITKA
orpesieNieHusl maToreHernyeckux Mopdonorunueckux mnarrepuoB ATPO IIHC B
3aBUCUMOCTH OT MOJICKYJIIPHOTO CyOTHIIa OmyxoJjeBbIX KieTok [163]. B
monekysipaoit rpynne ATRT-TYR wame onpenensiacs «3NUTENHATbHBIN
BapuaHT» ¢ J3kcnpeccuer keparmHa (P<0,000001), B rpymme ATRT-SHH
OOJBITMHCTBO KJIETOK XapaKTEPHU30BAINCHh KaK «MaJICHBKHE, KpPYTJIbIE, CHHHE»
(p<0,01), a OompmmHcTBO O0OpasuoB rpymmel  ATRT-MYC  Gbiio
KJIacCU(PUIIMPOBAHO KaK «ME3CHXMMAJIbHBI BapWaHT» WIH «padJIouaHBINA

BapHaHT», HO 3Ta CBA3b OblIa MeHee YyOeautenbHOW. CregoBaTenbHO,
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Mopdornoruueckue ocodbenHoctu ATPO Moryr oTpaxarb MOJEKYJISpPHbIE
U3MEHEHHS, a TaKKe€ MOTYT JaTh NEPBYIO MOJCKA3Ky O CTAaTyce MOJEKYJSIPHON
NOJATPYNNBI, KOTOpas JODKHA OBbITh  MOATBEpXKIEHA MPOQPUINPOBAHUEM
MetuinupoBanus [JHK.

B cBere ocHOBOMOJIArarmMX MOJIEKYJISIPHBIX MCCIECIOBAHUN COBPEMEHHBIN
JIMarHo3 CTaBUTCA MyTEM BBIABIICHUS OTCYTCTBUA dKcmpeccun Oenka SMARCB1
(raxxke wu3BectHoro kak INIl, BAF47 wu SNF5). B coorBercTBylOIEM
KIMHUYECKOM U TaToOMOP(OIOrHUecKOM KOHTEKCTE OTCYTCTBHUE HKCIIPECCHU
SMARCB1 (INI1) sBnsercs muarHoctuueckuM mnpuszHakom ATPO [28, 95].
Hebonpbmas yacts omyxosieBbix kiIeToK ATPO MoXeT cOXpaHSTh 3KCHPECCHUIO
SMARCB1, u cpean HUX B OONBIIMHCTBE BRISIBISIIOTCS MyTarui B reHe SMARCA4,
cyobequnanibl  komiuiekca SWI/SNF, koTopble MOTyT OBITh OOHApYKCHBI C
noMmonipio cekBeHupoBanuss mo Conrepy [14, 32]. CnemoBatenbHo, I
nmoctaHoBku pauarHo3a ATPO B aiaropurme JOUAarHOCTUKH 3J0KAYECTBEHHBIX
onyxonei IIHC y ManeHbkux Aereid HEOOXOAMMO HCIIOJIIB30BAHUE HE TOJBKO
XOpOIIO 3apeKOMeHoBaBIlero antutena kK 0enky INI1, emie u aHTUTENO K OCNIKY
BRG1, He 3abbiBasi Takke W MPO CEKBEHUPOBAHME TEHOB, IOKa3bIBAIOIIUX
KJIFOYEBBIE TMOBTOPSIOIIMECS MyTanuu B aAeTckux omnyxoisix [[HC, momytHO
UCKJIIOYas WM MOATBEPKAasi HAJIMYME HE TAKMX YK U PEIKUX HACIeACTBEHHBIX
cuHapoMoB [14, 32].

BoisBieHHE y TMalnMeHTa MIIQJIIEr0 BO3pacTa MHOKECTBEHHBIX HMHTpa- U
AKCTPAKpaHUAJBHBIX OIyXOJIeM Ha MOMEHT mnoctaHoBku auarHoza ATPO IHC
JOJDKHO  BBI3bIBaTh  IMOJO3PEHHME HA  HajJMuyMe y  HEro  CHHJIpoMa
NPEPACIONIOKCHHOCTH K padaouaHbM onyxodisim [60]. Haimune repMuHAIBHBIX
myTaruii B reHe SMARCB1 roBopuT 0 cHHIpOME NPEApacroyioKEHHOCTH K
pabaougueiM omyxonsiM 1-ro tuna (RTPS1) (OMIM Ne 609322), noBpexnaeHnue
rena SMARCA4 - o cunapoMe mpenpacrnoaokeHHOCTH K paOJOUIHBIM OMyXOJIsM
2-ro tuna (RTPS2) (OMIM Ne 613325) [47, 139]. V peOenka ¢ pabmouaHOM
OIyXOJIbIO  IEJECO00pa3HO MPOBEICHHWE TEHETHUYECKOW JMAarHOCTHUKUA Ha

onpenenenue repmuHanbHor MyTaruu SMARCBL, a npu BBISIBIEHUU TaKOBOW —
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obcnemoBanue poaurtenacii u cubimuros [60]. Yacrora myrtanuii repMHHAIBLHOM
auaun SMARCB1 y nmamuentoB ¢ ATPO konebnercs B mpenenax 15-35%, a y
JeTe B BO3pacTe 0 OJHOTO roja Jyactora MoxeT mocturath 82% [33, 51, 70,
124]. B nempaBHem o030pe Kanamckoro perucrpa, BKIIOYABIIErO 26 MAlMEHTOB C
ATPO mnaame 1 roga, Fossey M. u coaBT. mpoJieMOHCTPUPOBAIIH, UTO Y 3 JeTeit
(11,5%) Ha MOMEHT NOCTAaHOBKM JMAarHo3a ObUIM BBISBICHBI MHOXECTBEHHBIE
UHTpa- M OKCTpaKpaHHaJbHBbIC padmouaHbie omyxomu [56]. B wuccinemoBanu
peructpa EU-RHAB cunxponHble 3KTpakpaHuaibHbIEC OIMyXOJIH ObUIH BBISBICHBI
y 9 manuenTtos (6,3%) [59].

Takum oOpazoM, B CTpyKType auarHoctuueckoro anroputMa ATPO ¢
HEeAbl0  MOPQOJIOTHYECKOWM M MOJEKYJISIPHO-OMOJIOTUYECKOW  BepupuKanuu
HEO0OXOUMO OIpesiesieHne padOUIHOTO, MPUMUTUBHOTO HEHUPOATUTEINAIBHOTO,
AMUTEIHATIBHOTO M ME3CHXHMAJIbHOTO KOMIIOHCHTOB OITYXOJICBOWM TKaHHU, C
MOCJICTYIONTUM HUMMYHOTHCTOXHMHYECKUM HCCJICIOBAHUEM JIJIsi BepU(HUKAITIN

orcytctBusa 3Kcrpeccuu 0enkoB INI1 unmu BRG1 u I[P cexkBenupoBanuem (c

BoisiBIIcHHEeM MyTanuii B reHax SMARCB1 u SMARCA4).

1.2 IlaTorene3 u MoJiexyJisipHble rpynnsl ATPO

ITarorene3 ATPO.

OpuruHanbHble HUTON€HETUYECKUE HCCIIEIOBAHUS, MPOBEIEHHBIE B KOHIIE
1990-x m mavane 2000-X, BBIIBHIN TMEPUOIUYECKHE TMOTEPIO YACTH WM IICJIOTO
mwieda 22-i1 XpOMOCOMBI KakK TOBTOPSIIOIIMECS COOBITUS TpU PabIaOuIHBIX
omyxoysix [28, 132]. Ananu3 mnepekpbiBaroImuxcs obmacteit nenmeruit 22q Ha
naHenau pabOMAHBIX OMYXOJIEBBIX KJIETOK BbIsiBMI notepto Chr22ql1.2, koropas
Hecér B cebe ren SMARCBI, ren-cympeccop OMyXoJIeBOTO POCTa, KOTOPBIU
KOAMPYET OJHY M3 ICHTpalbHBIX cyObeaunun komruiekca SWI/SNF [28].
Bonbiiolt 06beM HaydHBIX pabOT B TEUEHHUE CICAYIOUIUX ABYX JECITHICTHN He
TOJIBKO TOATBepAWwIn KiatoueByto poiib motrepu SMARCB1 B ATPO, HO Takxke
M03BOJIMJI TIOHATHh HOpMalibHYIO (yHKIMI0 KoMmiuiekca SWI/SNF u mposuth cBer

Ha HOBBIC SIITMT'CHCTHYCCKHUC MCXaHN3Mbl OHKOI'CHEC34.
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UccnepoBanus monHoreHoMHoro cekBeHupoBanuss ATPO mnoareepauiu
ounamtenbHyo nHakTuBauo SMARCBI1, 6yab To yepe3 Aeeluto [eyIoro reHa uiv
MYTallid CIBUTA PaMKH CUMTBHIBAHMS, HEBEPHO BOCIPUHUMAEMON MyTallMH WU
(penko) cinusiHUAA T€HOB, KOTOpOE B JaJIbHEWINIEM NPHUBOJUT K HECTAOMIBHOCTH
Oenxa [28, 40, 90]. Kpome Toro, pabmouIHbIe OMYXOIH YHUKATBHBI CPEIH APYTHX
TUIIOB OIMyXOJE€W 1O CBOEH XPOMOCOMHON CTaOWUIBHOCTH: OOJBIIMHCTBO
pabmouaneix omyxoser, Bkmouas ATPO, comepxar menee 10 3K30MHBIX
U3MEHEHUH, NPAKTUYECKM HHU OJHO M3 KOTOPBIX HE SBJSETCA OOIIMM IS
omyxoneid [90]. Tloka ocraércs He SCHBIM TOT (aKT, SBISIOTCS JIM OTH
JIOTIOJTHUTENbHBIE MYTAIllMU TMPOCTO «MYTAIUSIMHU-TIACCAKUPAMU» WU KAKUM-TO
oOpa3zoM cmocoOCcTBYOT oHKoreHezy. Omnako moteps SMARCBI, mecoMHEHHO,
SIBJISICTCS KITIOUEBBIM MOJICKYJISIpHBIM coObiTHeM B naroreHese ATPO [84]. benok
SMARCB1 sBnsercs ocHoBHOU cyobeaununeir SWI/SNF, AT®-3aBucumoro
XPOMATHH-PEMOAECTUPYIOMIETO  KOMIUIEKCA.  JTO  BBICOKOKOHCEPBATHUBHBIN
MHOTOKOMIIOHEHTHBI KOMILIEKC, CIIOCOOHBIM PEMOAEINPOBATh XPOMATHUH IyTEM
peopranm3alu U peno3uiuu HykieocoM B ATd-3aBucumoit popme, nenas ero
JOCTYIIHBIM JUIsi TiporieccoB pekoMmOuHanmu u pernapanuun JIHK. Kowmmiekc
B3aMMOJICUCTBYET C TPAHCKPUMIIMOHHBIMU (haKTOpaMud Ha MOPOMOYTOpax U
HPHXAHCEpax, TEM CaMblM BIUSAA Ha OKCOPECCHI0 T'€HOB, MPOIECCHI
nuddepeHMpoBkr 1 co3peBanus kietok [11, 156]. K cepenune 2000-x romos
notepss SMARCB1 Obuta mpuHsSTa B KauecTBE KIIIOYEBOTO JUATHOCTHYECKOTO
kputepuss s ATPO, HO wW3BeCTEH psAx CilydaeB COXPAHEHMSI SKCIPECCHUU
SMARCB1 npu ATPO. UWcnonb3yss METOIUKY CEKBEHUPOBAHHUE HOBOTO
noKoyieHus, Obw0 o0OHapyxeHo, uro ATPO c¢ coxpaHeHHOUW »3Kcnpeccuen
SMARCBL B 6ombnHCTBE cBoeM cojieprkat MmyTtanuu B SMARCA4 [32]. Myrarun
B SMARCA4 umeror mecto B 0,5-2% Bcex ATPO ITHC [59, 70, 78]. Tot daxT, uto
noteps SMARCB1 unayuupyer oOpazoBanue pabJIOUAHBIX OMyXOJei, ObLT Takxke
HOATBEPKAEH B UCCICIOBaHUM Ha Mbiax [68]. B aTom ciydae MonekyssipHbIit
cnektp ATPO uyenoseka BocnpousBogutcs nytéM norepu SMARCB1 B mogensix

Ha >KUBOTHBIX, HO MEXaHU3M, Ha ocHOBaHUM Kotoporo noreps SMARCB1 Bener k
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00pa30BaHUIO OIYXOJH, OCTAETCAd 1O KOHIIA HE SCHBIM. ODKCIEpUMEHTalIbHbIC
HCCIICIOBAHUSI  ONpeNesaioT akTtuBanuio EZH2  (rucron-mermnrpancdepasa
penpeccuBHoro komruiekca PRC2) ¢ mocneayromeil aeperyisiiueil CUrHaJIbHbBIX
nyTell B KauecTBe KPUTHUYECKOTO OHKOT€HHOTO COOBITHS, BTOPUYHO IIO
otHotreHuto k morepe SMARCB1 [55, 126, 156].

Mounekyinsaphsie rpynnst ATPO

Hecmotpss Ha moutu yHuBepcanbHbIM Xapaktep norepu SMARCBLl(u, B
MEHBIIIEH CTEIICHH, SMARCA4), MHOTOYHCJICHHBIC HCCIIEIOBAHUS
npojaeMoHcTpupoBai, 4To ATPO cOCTOUT W3 HECKOJBKUX MOJEKYISIPHBIX
KIIMHAYECKU 3HAYUMBIX TPYII. OBOJIONUS MPEACTaBICHUN O MOJIEKYJISIPHO-
ounonornyeckoi xapakrepuctukax ATPO IIHC Osbina nmpeacrasieHa B tabdinuiie 1.
B 2011 romy Birks D.K. u coaBr. BhepBblie Bbienwaun noarpymnmny ATPO ¢
BBICOKOM JKCIIpECCUEell FeHOB KOCTHOTro Mopdoiornueckoro nytu BMP: BMP4,
SOST, BAMB1, MSX2 [29]. B 2015 roxy Torchia J. u coaBT. BeImeImMan 1Be
rpynnsl ATPO, B 3aBUCUMOCTH OT aHATOMUYECKOM JIOKATU3allUU OITyXOJIH U OT €€
KIMHUYEeCKHX ocoOeHHocTel [144]. Dkcnpeccus rena ASCL1, ygacTByromero B
aktuBaruu curHansHoro nytd NOTCH, Owuta oOHapykeHa B TEpBOI TpYIIIE,
KOTOpasi XapaKTepH30Balach CyNpaTeHTOPHUATBHBIM DPACIIONIOKEHUEM OIMyXOIU U
Oosee BBICOKUM MoOKa3zareneM S-netHed OB, naxe npu ycnoBuu otcytctBust JIT
(34% u 9% nna mamuenTtoB ¢ ASCL1-mosutuBHBIM M ASCL1-HeraTMBHBIM
BapMaHTaMU OINYXOJIEBBIX O0Opa3llOB COOTBETCTBEHHO). Btopas rpymma c¢
CUTHAJIBHBIM oOoramenueM mmytdu BMP jokamu3oBanack NpenMyIIECTBEHHO
nH(PATEHTOPUATILHO U XapaKTepU30Baach arpeCCUBHBIM, YCTOWYUBBIM K T€pANuu
tedyeHueM. C yderom mnpoduins MerunupoBanus JIHK w Tpanckpuntomuku
mytarmii  SMARCB1 Johann P.D. u coaBr. B 2016 romy BBIIACIHIN TpHU
monekyisipabie Tpymnel ATPO - ATRT-TYR, ATRT-SHH, ATRT-MYC [78].
Takue Ha3BaHUS TPYNI OBUTH 3aKPEIUICHBI B HEaBHEM KOHCEHCYCHOM 3asBJICHUHU
[74]. B nampneiimem Holdhof D. wm coaBT. mnpoBenu aHanmu3 mpoduiei
metunupoBanus JIHK u nanneie cexBenupoBanusi PHK 14 o0OpasioB omyxosm ¢

mytareit  SMARCA4 u  npemnoxkunn  Beiienath ATRT-SMARCA4  kak
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ortaensHyto rpymmy ATPO [75]. BBuay Mmanoro koim4ecTBa HCCICIOBAHHBIX
obopasznoB B rpymnmne ATRT-SMARCA4, nannas knaccudukamus MOKa MOXKET
paccMaTpUBaThCA B KAa4ECTBE MPEIOKEHUS I JATBHEUIINX WCCIEAOBAHUN U
oOmenpuHsaThiM cuutaerca naeneHue ATPO nHa 3 MosekynsipHble TPYIIIbL.
KnuHnueckne M MOJNEKYJSIPHO-TEHETHUECKHE OCOOCHHOCTH Pa3IUYHBIX TPYIII

ATPO otpaxens! B Tabmuiie 2.



Tabnumna 2 — KiuHu4eckue U MOJIEKYJISIPHO-TeHeTHYecKUe 0co0eHHOocTH pa3anyHbIX rpynn ATPO (no nannsiM psina

aBTOpOB — [75,78,144, 145]

MonekynspHbie ATRT-TYR ATRT-SHH ATRT-MYC ATRT-SMARCA4
TPYIIIBI
[144] ['pynma 2 ['pynma 1 I'pynma 2
[145] ['pynma 2A ['pynma 1 ['pynma 2B
[78] ATRT-TYR ATRT-SHH ATRT-MYC
[75] ATRT-SMARCA4
Yacrora ~34% ~41% ~23% ~0,5-2%
BCTPEUAEMOCTH
[Ton Manbuuku 55% Manbsuuku 54% Manbuuku 54% Manpuuku 70%
JeBouku 45% JeBouku 46% JeBouku 46% JeBouku 30%
Bo3spacTtHbie [IpenmyniecTBEHHO [IpenmytiecTBEHHO [IpenmyiiecTBEHHO [Ipenmy11ecTBEHHO
0COOEHHOCTH netu 1o 1 roga 1-3 ner crapiie 3 jeT netu 1o 1 roga
(0-108 mecsirieB) (096 mecsteB) (0-191 mecsineB) (046 mecsiieB)
Mennana Bo3pacra Mennana Bo3pacra Mennana Bo3pacra 27 Mennana Bo3pacrta 3
12 mecsmeB 20 Mmecs1ieB MECSIIICB Mecsia
Jlokanu3anus Nudparenropuans- HNudparenropuap- HNupparenropuanp- NudparenToprans-
Hele 78% Heie 33% Hbie 38% Hble 33%
CynpareHTtopuanb- CynpareHTtopuanb- CynpareHTtopuanb- CynpareHTopuaabHbIe
Hble 22% HbIe 6 7% Hbie 50% 67%
Cnunnont mo3r 12%
I'eneTnueckue (dbokanpHbIE (dokanbHbIE AMMIIMpUIIMPOBAHHBI (dokaabHbIE U3MEHEHUS
0COOEHHOCTH U3MEHEHUS VU3MEHEHUS € KpYITHBIE JEJEIUn SMARCAA4, Bxirouas
SMARCB1, SMARCB]1, Bxirouast SMARCB1 TOYEUHBIC MYTAIIUU U

BKJIFOYAas TOYCUYHBIC
MyTallu1 1 JCJICONH

TOYCYHBIC MyTalluH
Hn acjaIcunun

eI
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IIpooonxcenue maban. 2

Hanuuue ~21% ~41% ~7% ~73%
TrepMHUHAIBHBIX
MYyTalun
[Tpoduns ['mnepmernnupoBan ['mnepmernnupoBan ['mnomernnupoBanue ['mnomernnupoBanue
METWINPOBAHUS ue ue
JTHK
CurHajabHBIE TEHEI TYR, TYRP, MITF, GLI2, BOC, MYC, HOX EPHA5, ROCK1, FGF-

OTX2, PDGFRB,
BMP4

PTCHD2, MYCN,
ASCL1, CBL, HES1

10




I'pynma ATRT-SHH cootBercTByeT rpynne 1 B uccinegoBanuu Torchia J. u
COaBT., KOTOpas oOoraiieHa MPOHEUPOHHOU AUPGEpPEeHIIMPOBKON TeHa C
BBIPOKEHHOU 7Kcrpeccued curHanbHoro nmytd NOTCH, a Ttakxke ¢ nepemauei
curHasioB SHH [145]. Onyxonu naHHOW TIpymmbl OOBIYHO BO3HHMKAKOT y JCTEd
OoJiee crapiiero Bo3pacta (IPEeUMYIIECTBEHHO 2—5 JIeT), MOTYT BO3HHUKATh KakK B
cylpa-, Tak U B uH(ppaTeHTOpHaTIbHOM mpocTpanctse. Jns rpynmet ATRT-SHH
XapakTepHa 6oJjiee BbIcOKas yacToTa (pokanbHbIX u3MeHeHut SMARCBI1, Bkirouas
ToueuHble MmyTauuu 1 genenuu. ['pynna ATRT-TYR coorBercTByeT rpyimie 2A B
uccienoBanuu Torchia J. u coaBT. U XapakTepuszyeTcs U30BITOYHON dKCIpeccuen
MEJIaHOCOMHBIX MapkepoB, Takux kak TYR, TYRP, MITF u me3eHXuUMaIbHbIX
mapkepoB OTX2, PDGFRB, BMP4 [145]. Onyxomnu 3To¥i rpyniibl BOZHUKAIOT, KaK
npaBuio, y JieTed panHero Bo3pacta (Miaame 1 roma), B OOJBIIMHCTBE CIy4acB
PacIookKeHbl HUHPPATEHTOPUATBHO (MO3XKEUYOK, CTBOJ MO3ra). AHAJIOTHYHO
rpynne ATRT-SHH, mns rpymmet ATRT-TYR XxapakTepHO BO3HMKHOBEHHE
TO4YeuHbIX MyTanuii U ¢oxanpueix aenenuit SMARCBI1. I'pynna ATRT-MYC
cooTBeTcTBYeT rpymnne 2B B uccienosanuu Torchia J. u coaBt., Xxapaktepusyercs
HapylieHueM peryssiiuu curHajgoB MYC u MOBBIIEHHOW JKCIpeccuel TEHOB
kinactepa HOX [145]. Onyxomim 3TOM Tpynmbl OXBAaTHIBAIOT 00JI€e Pa3HOPOJIHBIC
JOKaIIM3alliy ¥ BKIIIOYAIOT B ce0s1 nH(pa-, CynpaTeHTOPHAIBHBIE W BCE OMyXOJIH
CIMHHOT'O MO3ra, TakKe OTMedaeTcs 0osiee MMPOKOE BO3paCcTHOE paclpeesieHue,
IIPY ATOM OOJIBIIYIO YaCTh COCTABJISIOT JCTH B Bo3pacte crapiie 3 set [74; 145]. B
rpynne ATRT-MYC mnpeobnaganu KpyrnHble aMruidQUIIMPOBAaHHbBIE EJEIUH,
oxBarbiBaromme Bech SMARCB1 wu  okpyxkatomume rensl. ['pynma ATRT-
SMARCA4 nauboJsiee 4acTo BCTpeUaeTcsl y MaJIeHbKUX JeTel (MeauaHa BO3pacra
HAa MOMEHT TIOCTAaHOBKHM JMarHo3a — 3 Mecsla), KOTOpbIE HEPEIKO SBISIIOTCA
HOCHUTEJISIMH  MYyTalliii 3apofbIIIeBOM JUHHUH. DTa Tpylna XapaKTepu3yercs
n3obiTouHoit  skcnpeccueit  EPHAS, ROCK1, FGF10 u BO3HUKHOBEHHEM
ToueuHbIX MyTanuid u QokanpHbix Aenenuii SMARCA4. 3nauntenpHOU
B3aMMOCBSI3M  MOJIEKYJISIpHO-Onosiorndeckoid rpynnel ATPO Mexay mnosioM u

4aCcTOTOM MeTacTa3MpOBAHHUs OIyXOJIH BBIABICHO HE ObLTO [74, 78, 145].
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Takum 00pa3oM, MOHMMaHUE MOJEKYISPHO-OMOJIOTUYECKUX OCOOEHHOCTEH
pasnmuuHbix cyotunoB ATPO oTkpbiBaeT BO3MOXKHOCTb i Pa3pabOTKu

nepCOHUPUITMPOBAHHBIX MPOTPaAMM TEpPATTHH.

1.3 TepaneBTuueckue noaxoanl y nanueHtToB ¢ ATPO HHC

B cBsi3u ¢ HEOOJBIIUM KOJIUYECTBOM KPYMHBIX PETPO- M MPOCHEKTUBHBIX
MCCJICIOBAHUM B HACTOSIEE BpeMsI HET eIMHBIX cTaHaapToB jedeHus ATPO [HHC.
Crparerun neuyeHuss ATPO 5BOJIOIMOHUPOBAIM B CTOPOHY arpecCHUBHOTO
MYJIBTUMOJIAJIBHOTO TIO/IX0/1a ¢ O0IIeH TeHACHIIMEH K YIyUIIeHUIO Pe3yIbTaToB. B
CTPYKTYpE KOMIUIEKCHBIX ITPOTrpamMM TEpAIKH MAIIMEHTOB C JJaHHBIM 3200JIEBaHUEM
MIPUMEHSIOTCS CIEAYIOIINE TEPANEBTUYEKCKUE MOAXObI: OINEPATUBOE YIAJICHHE
nepBuYHOro omyxojieBoro ovara, XT (crangapthas, UT/UIB u BeicOKO03Has ¢
ayro-TI'CK), JIT [31, 87, 106, 120, 126]. IIpu 3TOM OTHOCHUTEIBHBIH BKJIAJ U
IIPOTHOCTHYECKAs pPOJb Kaxkzaoro Meroma tepanun ATPO moka ocrarorcs
HEJIOCTATOYHO XOPOIIO U3YYEHHBIMHU.

BobIIMHCTBO aBTOPOB CYUWUTAET, UTO XUPYPTHUUYECKOE JICUCHUE JOJIKHO
BBITIOJHATBCS NEPBBIM ~ ATAllOM C  [EJNbI0  JIOCTHXKEHHUS MaKCUMAJIbHOU
HUTOPEAYKIIUU, TUCTOJIOTUYECKOW BepU(HUKAIMK JUarHo3a ¢ MOCIEAYIOINIMMU
MMYHOTUCTOXMMUYECKMMU W TEHETUYECKUMHU HccienoBaHusiMu. Ilpu sTtom B
MEXIYHAPOJIHON JUTEpAType HET €AMHOTO MHEHHS O BIMSHUM 00BEMA PE3CKITUU
NIEPBUYHOTO OIYXOJICBOTO Oouara Ha BeDKMBaeMocTh narmeHtoB ¢ ATPO. Hilden
J.M. u coaBt. B 2004 roay coobmanu 00 yBeIMUYCHUH OS3pCIMINMBHOTO MEPHOIA Y
MalMeHTOB C TOTAJbHOW pE3EKIMEN TMEepPBUYHOTO OMYXOJEBOrO0 oOyara Mo
CPaBHEHHIO C MalMEHTaMH, KOTOPBIM BBIMOJHAIOCH CyOTOTaIbHOE yaanenue (14 u
9 mecs1eB COOTBETCTBEHHO). B cBOoeM aHanu3e aBTOpPHI MOJYEPKUBAIN BEAYLILYIO
pOJb XHPYPrUUECKOrO0 ATana WU PEKOMEHJOBAIM arpeCCUBHOE ONEPATUBHOE
aeuenue [73]. Chi S.N. u coast. B 2009 roay moaTBepauiIn, 4TO 00BEM PE3CKIUH
MEPBUYHOTO OMYXOJICBOTO OdYara BJHMSUI HAa BBDKUBACMOCTh W O€3pelMIMBHBIN
nepuoi: 2-JIeTHsISl BBDKUBAEMOCTh ObLJIa JOCTUTHYTA Y BCEX JIETeH C TOTAJIbHOM

pesekiueir omyxomu [40]. Athale U.H. u coastr. B 2009 roay mnpeacTaBuiIu
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pe3yabTaThl, B KOTOPBHIX 0OIas BBDKMBAEMOCTh Y TMAlMEHTOB C TOTaJIbHOU
pe3ekiuen omyxoiau coctaBuia 21,3 Mecsia, ¢ 4acTUYHOW pesekuuend - 12,3
Mmecsina, ¢ ouorncueit — 10,2 mecsia; npu 3TOM NOTYEPKUBAIOCH, YTO CMEPTHOCTH B
paHHEM IOCJICONIEPalMOHHOM Tiepuoje coctaBmia 4% [19]. B 2012 roxy Lafay-
Cousin L. u coaBT. MPOJAEMOHCTPUPOBAIN PE3YIbTATHI JieueHUs: 50 MalueHToB ¢
ATPO HHC ma 6a3ze 10 meaumuHCKUX [EeHTpoB, mpu 3ToM B 15 (30 %)
HaOMoIeHUsIX Obla BBIMOJIHEHA TOTajdbHas pesekuus omyxoiu, B 10 (36 %) —
cyorotanbHast U B 17 (34 %) - wacTuunast pesekmus u Oworicus. [larueHTs C
TOTAJILHOW PE3EKIINEHl OIMyX0oJu uMesHn 0osiee MPOAOTIKUTEIbHYI0 BHKUBAEMOCTD
110 CPaBHEHUIO C TEMH, KOTOPBHIM BBIMOJIHSIM HEMOJIHOE yAaleHue omyxoiu [85].
B pa6ore Isikay I. u coaBT. ToTasibHAsI pe3eKIUs IEPBUYHOIO OIMYXOJIEBOIO OYara
Oblma BbIMOJHEHa 13 mamueHTam w3 27, 4YTO TO3BOJMIO CTAaTHUCTUYECKH
noctoBepHo yiyumuTh OB B manHo# rpymme nanueHToB [77]. B cBoeM HenaBHeM
uccnenoBannu Richards A. m coaBT. mpoAeMOHCTPHPOBAIIM, YTO BBIMOJHEHHE
TOTaJbHOM PE3EKUMU MO3BOJISIET AocTUYb 3-neTtHed OB 64%, uro goCTOBEPHO
cratucTuuecku Bblie yemM OB npu cyOTOTambHOM, YaCTUYHOM pPE3EKIUAX U
ouorncun [125]. B cratbe Rao S.J.B. 1 coaBT. ObLIO MPOJEMOHCTPUPOBAHO, YTO TIO
pe3ynbrataM OJHO(GAKTOPHOTO W MHOTO(GAKTOPHOTO aHAJIHM30B BBIMOJHEHHE
TOTATFHOW PE3EKIMH MEPBUYHOTO OMYXOJIEBOTO OYara CTaTUCTUYECKH JIOCTOBEPHO
ynyumratlor 1 OB, u BCB [121]. ITo ganabiM Ma X.J. u coaBt., 3-i1etHsas OB vy
NAIMeHTOB C TOTaJbHOW PpE3EeKIMel MEePBUYHOTO OIyXOJIEBOrO  oOdYara
CTATUCTUYECKU JIOCTOBEPHO BHINIE IO CPAaBHEHUIO C JAPYTUMH TMAlUCHTAMH —
47,4% un 25,4% cootBerctBerHo (p <0,001) [98].

HecMoTpss Ha TO, 9TO MHOTHE HCCIIEIOBATENU MOMYEPKUBAIOT 3HAUCHUE
MaKCUMAaJIbHOW PE3EKIIUU OMYXOJHU JUIsl YIYUIIEHUS! BBIKUBAEMOCTHU TAIMEHTOB C
ATPO, Tem HEe MeHee, HEKOTOPhIE MCCIEAOBAaHUS HE TMOKa3alu MPOTHOCTHYECKU
3HAYMMOT0 BIIMSHUSA PaJUKAIBLHOCTH BBINOJHsAeMOM onepanuu [22, 35, 97, 106,
116, 126]. Takke HEKOTOpbIE aBTOPHI MPOJAEMOHCTPHPOBAIN  BaXKHOCTh
TIOBTOPHBIX OIEPAIUi C IEIbI0 JOCTIKEHUS MaKCUMalbHOW pe3ekimu («Second-

look» omeparus), COTJAaCHBIINCH C YTBEP)KICHHEM, YTO TOTaJbHAs PE3CKIIHSI
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OIyXOJIM SIBJISICTCS Ba)XKHBIM TMPOTHOCTHUYECKUM Mokasaresnem. Von Hoff K. u
COABT. OTMETWUJIM, 4TO 4YeThipeM U3 18 manueHToB (22,2%) ObLIM BBINOJIHEHBI
«second-looky ormepanuu ¢ 1ENBbI0 JOCTHKEHUS! TOTABHON PE3CKIIMU OITyXOJIH, U
PEKOMEHIOBAIM, II0 BO3MOYKHOCTH, BBIIIOJHATH IIOBTOPHBIE ONEPAaTHUBHbBIC
BMeEIIATENIbCTBA JIJIS YIIYUIICHUs BBDKMBAeMOCTH 0Oe3 mporpeccupoBanus [151].
boinee Toro, Fidani P. u coaBT. cooOmmiIyM, 4T0 pe3eKIus OMyXOIH MOXKET OBbITh
MOJIE3HOM Ja)X€ y MAlMEHTOB C PELMANBOM OIYXOJH, MOAYEPKUBAS BaKHOCTH
MIOBTOPHOTO XHPYPTUIECKOTO BMEIIATENIbCTBA [52].

Hcnons3zoBanne crapapTHeix 103 XT B HCCleNOBaHUAX IEPBOIO
MOKOJICHUS [TOKA3aJI0 HEYOBJIETBOPUTEIbHBIE PE3YJIbTAThI JIEUEHUS OOJIBIINHCTBA
naieHToB ¢ ATPO IIHC. PeBONIOLMOHHBIM 3TanoM SIBJISIETCS CTPATErws,
IPEJIOKEHHAsT TPYINIoON uccienosarened n3 YHusepcurera Oraiio, KOTOpBIE
YCIIELIHO MCnoab30Baiu B Tepanu ATPO mpoTokosibl 1edeHus padbIoMHOCapKoOM,
a UMEHHO, MHTEeHCUBHBIN pexuM npotokona IRSIHI (ATPO 2006). He BbI3biBaeT
COMHEHHUSI pPa3IMYHOE MPOMUCXOKJICHUE ITHUX HOBOOOpPA30BaHUM, MCIOJIb30BAHUE
TaKOW NPOrpaMMbl JIEUEHHUS OOYCIOBWIJIO YCIEX B JICYEHUHU 3JI0KAYECTBEHHBIX
pabIONIHBIX OMyXOJIeH SKCTpakpaHuaibHOro mnpoucxoxaeHus [6]. C uenbio
OpOQUIAKTUKA M JIEYEHHs] JIENTOMEHUHIe€albHOTO mnopaxeHus, kpome JIT,
IpPOBOJMIACH pPETMOHApHAs Tepamusi C  KCIOJb30BAHMEM  METOTpEKCaTa,
nuTapabuHa W nOpeaHu3osoHa. llpuMeHeHune MyJbTUMONAIBHOW CTpaTeruu, B
kotopoi ucnons3oBanack XT u JIT no3zBonuna noctnus npyxietHerd bCB n OB B
53% u 70% cinyuaeB coorBerctBeHHO [40]. B wmccnemoBanun EU-RHAB, B
KOTOPOM  HCIOJB30BAJACh  CTAHAApPTHAs  XUMHUOTEpPANMs, COCTOAIIAs W3
AHTPALMKINHOB M ATKUIUPYIOIIUX areHTOB B COYETAHUM C UHTPABEHTPUKYJIIPHOU
XT wmerorpekcatoM, a B psge caydaee u  BIXT ¢ ayro-TI'CK, u
cTtpatuduimpoBanHo mno Bo3pacty JIT, ObIM JOCTUTHYTHI PE3yJbTAThl
nsatunetHedr BCB u OB B 30,5% u 34,7% cootBercTBeHHO [22, 59].

Taxum 00pazom, pojb CXeM, OCHOBaHHBIX Ha MCIOJb30BaHUU METOTpEKcaTa
Y AHTPALUKIIMHOB, SIBISIETCS NUCKYCCUOHHOW: OJHM JaHHBbIE MOJYEPKUBAIOT UX

BaxHocTh [40, 55, 126, 162], a apyrue He OTMEUAIOT Pa3IMYMii B BBDKHBACMOCTH
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[55, 73, 126, 160]. ITpeamouTUTCIBHBIMHU SIBJISIFOTCS CXEMbI, OCHOBAaHHBIC Ha
BKJIIOYEHUM TMPENapaToB IUIATHUHBI U AJKAJUPYIOIIUX areHTOB, XOTS C y4eTOM
reTEpPOreHHOW 1 MHOTOKOMITOHEHTHOM Tepamnuu, npoBoauMol nauuentam ¢ ATPO
[MHC, Tounast pojib 3THUX IpenapaToB B TEPANEBTHUECKUX PE3yJIbTaTaX OCTAETCS
HesicHoii [55, 85, 126].

JIT — BaxHBII KOMIIOHEHT JieueHus 00sbHbIX ¢ ATPO, ogHako npuMeHeHue
ee y Jerell wuagmie 3 JIeT OTrpaHMYeHO B CBS3U C BBICOKUM PUCKOM
HEUPOKOTHUTHUBHBIX  PACCTPOUCTB, JHAOKPUHOJIOTMYECKMX  HAPYLICHUH U
pa3BUTHEM BTOPUYHBIX OMyXoOJed. B HEKOTOpBIX MPOTOKOJAX HCIOJIB30BAIACH
puck-anantupoBanHas JIT [40, 55]. Panee Von Hoff K. u coaBr. omucamu
OTCYTCTBUE CTATUCTUYECKH 3HAUUMBIX PA3IMUUi B BHDKUBAEMOCTH Y MAIMEHTOB,
KOTOpble noiyurin JokaibHyo JIT (n=10), mo cpaBHEHUIO C TEMHU, KTO MOTYYHII
KpaHuocnuHaiabHoe o0ydenue (n=19, p=0,578) wnu JIT B peuuause 3a0o0sieBaHuUs
(p=0,314) [Von Hoff K et al, 2011]. B wuccienoBanuu Lafay-Cousin L. u
coaBTopoB, 54% (6\11) monyunau BJAXT 0e3 JIT u 5kuBBI B TEUCHHE AIUTCIHHOTO
BpeMeHHM (MenuaHa HaOmronenus — 38,1mec) [151]. Hemernkue aBTOphI B CBOSM
MCCIIEIOBAHUH TAK)KE€ HE OTMETHIIU MOJIOKUTENbHOTrO BiusHus JIT Ha yBennueHue
OB [145]. Hanpotus, o npeumyiiectBax JIT cooOIianock B psae MCCIEA0BaHUM,
BKJIIOUas MeTaaHanus, mpoBefeHHbId Athale U.H. u coaBT., B KOTOpOM mMoOKa3aHa
TEHJICHIIUSI K YBEIUYEHUIO CPEIHEW MPOAOJIKUTEIbHOCTA U3HU Yy TAlUCHTOB,
nonyuuBmux JIT (18,4 mec mpotuB 8,5 mec) (p = 0,097) [19, 55]. Park E.S. u
COaBT. MOJYEPKUBAIOT BO3MOXXHOCTH paHHero BBeacHus JIT mepem TaHIaeMHOMN
BIXT c¢ ayto-TI'CK nns ynyumienusi BebkuBaemoct nauueHtoB ¢ ATPO HHC
[115]. Buscariollo D.L. u coaBT. Takxe NpOJAEMOHCTPUPOBAIM MPEUMYIIECTBO B
BbDKHBaecMocTH y manueHToB ¢ ATPO, koropsie monyunmm JIT [35, 55]. Baxkno
OTMETHUTh, UTO O0BEM XHUPYPruUueCKOTr0 BMENIATEIbCTBA W CTaaAus 3a00JieBaHUS,
BO3MOKHO, OKa3bIBAJIM 3HAUUTEILHOE BIMSHUE Ha Pa3JIMUHbIC PE3yIbTaThl B 3THX
peTpOoCIeKTUBHBIX HccienoBanusx [55]. TTo manHbIM 0030pa muTepaTypsl Schrey
D. u coaBrt., BKitouyasieM 332 nanueHTa ¢ nepBUYHO auarHoctupoBaHHoit ATPO

HHC, mposenenue JIT m BIXT c ayro-TT'CK B mnepBoil JIHHWUU Tepanuu
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cTaTUCTHYecKu AocToBepHO yayumano OB u BBII no nanueiM oHO(GaKTOPHOTO U
muorogakropuoro ananmu3oB [130]. B uccrnemopanmu Bartelheim K. u coasr.
IPOJAEMOHCTPUPOBAHO TMOJOXKHUTENbHOE BiusiHUEe TpoBereHus JIT Ha 6-1meTHIO
OB, nipu 3ToM 60% 00JTy4YeHHBIX MAMEHTOB OBLIM B Bo3pacTe muaimie 3 jet [22].
Omnenka uctuHHOTO 3HaueHus JIT B MaHHOM KOropTe OCIOXKHSIOCH TeM (aKTOM,
91O OOJBIIMHCTBO MamueHToB, He moiydaBmmx JIT, Obmm mmamme 3 JeT Ha
MOMEHT JIMarHo3a M JIEMOHCTPUPOBAIU OBICTPOE MPOTPECCUPOBAHKE OMyXoJyid. B
uccnenoBannn  Chen Y.W. wu coaBT. mokazaHa JOCTOBEpHas 3aBHCHMOCTH
ynyumieausi OB oT BpeMEHHOro WMHTEpBaja IMOCIE XUPYPIHMUECKOro JICUCHHS U
Hagasiom JIT (p = 0,031), a Takke BpeMEHEM OT OIEpaluu N0 3aBEPIICHUS
obonyuenust (p = 0,047) y nmereit B Bo3pacTe 3 JIET M CTaplle, YTO ONpPaBIbIBACT
PEKOMEHJIallM HEKOTOPBIX aBTOPOB K BKIIOUEHHIO JokaiabHOU JIT nmaxe y nmerei
mtaamiero Bospacra [39, 42, 131]. B paGore Lee J. u coaBt., 8 manueHToB u3 9
nonyuunu JIT (3 manuentoB - jokanbHyto JIT um 6- KCO) B xoMOuHamuu co
crangaptHoil I[IXT unu BAXT ¢ ayto-TI'CK, 3T0 M03BOJIMIIO JOCTUYb PEMUCCUU Y
5 nmereii co cpoxkamu HaOmogaeHus ot 10 go 22 mecsuer [89]. B mccnenoBanuun
Isikay |. 1 coaBT. B 0IHO(AKTOPHOM aHAIM3€ MYXKCKOW IOJI, BO3pacT Ha MOMEHT
MOCTAHOBKM JMarHo3a =>24 wMecsneB, ToTaibHas — pesekuus u JIT Obuim
accouupoBaHnbl ¢ 6osiee puTensHo OB; oqnako JIT ocTtaBaiach €TMHCTBEHHBIM
3HAYMMBIM TMapaMeTpoM B MHorogakrtopHoMm ananuse [77]. Park M. u coaBTt. B
CBOEM MHCCIIEIOBAaHUM, BKJIIOYaBlleM 43 mnanueHTa B BO3pacre A0 3 JIET,
oxapakrepuzoBaio mpoeaenne JIT B kadectBe (akTopa, CTaTUCTUUECKH
noctoBepHo yayurratoriero BBIT [116]. B nemasuei myOnukanun Yang W.C. u
COaBT. TOKa3zaHo, 4To paHHee mposenenue JIT cnocoOcTByeT Haumyuen
BbDKHBacMocTH OombHbIX ¢ ATPO [159]. Frihwald M.C. wu coasr.
IPOAEMOHCTPUPOBAIIM CTATUCTUYECKH JOCTOBEpHOE yiyumieHne OB y manueHToB
miaame 3 ser (N=143), noayuuBmmx JIT mo cpaBHEHHIO ¢ HEOOTyYECHHBIMHU
narmentamu — p=0,006 [59]. B mentpe MD Anderson mpoBeneH aHaiu3
nokasarenieid 31 nauuenta ¢ ATPO nocne o6mydenust npotonamu: meanana bCB

cocraBuia 20,8 mecsia, OB — 34,3 mecsna [101]. B uccnenosanuun Weber D.C. 2-
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netnue nokaszarenu OB u bCB npu nposeaennn nporonHou JIT coctaBunu 64,6 u
66%. Ilpu 3TOM OCTpas TOKCHMYHOCTH Oblla HE BbIIIE 2-i CTENEHH, a 2-JETHSSA
BBDKHBAEMOCTH 0e3 mposiBiieHni Tokcmanoctr — 90% [154].

Omnum u3 cnocoboB mnpeoposneHus: ¢uznongoruyeckux Oapbepo [HHC
sBisieTcs: npuMmenenne UT/MIB (pernoHapHoii) Tepanuu, OCHOBHAS II€Jb KOTOPOU
COCTOUT B JOCTHUXKEHUHM MAaKCHUMAJIbHON HKCHO3UIMH XUMHUOTEPANEBTUYECKUX
arenToB B [HHC u MUHMMHU3aIlUM CHCTEMHOM TOKCHYHOCTH IIPENAapaToB.
Hcnonb3zoBanue 3HAYUMO MEHBIINX  J103 XUMUOIPENnapaToB npu
WHTPABEHTPUKYJISIPHOM BBEJAEHUU MO3BOJSET IOCTUYD MX BBICOKMX KOHIIEHTpaLUl
B CIIMHHOMO3TOBOM >KHUJKOCTH, OOJiee TOro, MEepuoj IMojypacnajia OoJbIINHCTBA
MPOTUBOOMYXOJEBbIX areHTOB 3HAYKMMO BBIIIE B CHMHHOMO3TOBOM KUJKOCTU IO
CpPaBHEHHUIO C TIIa3Moil. MHorue myOJuKaluu JAEMOHCTPUPYIOT 3P (HEKTUBHOE
MPUMEHEHUE HWHTPABCHTPUKYJISPHON (IIPU HAJWYMU TOJKOXKHOTO pe3epByapa
OMMaiis) WM MHTPATEKAIbHONW TEpanvu B CTAHAAPTHBIX MPOTOKOJAX JICYEHUS
omyxoJieii roysoBHoro wmo3ra [12, 61, 114, 118, 119]. UT\MB BBencHue
XUMUOTPENapaToB ucnonb3oBajioch U B tepanun ATPO HTHC B xomOuHammu co
crangaptHor [IXT wmmm BAXT [22, 40, 138]. Haubosiee yacTo HMCHOIB3YIOTCS
meToTpekcat [22, 40, 50, 73), murapadbun [22, 40, 50, 73] u pexe TUITOCOMATLHBIN
uTapadbud (memorur) [138]. B HemaBHem MeTaaHanmuse 44 WCCIICIOBaHHMIA,
BKJIFOYABIIEM 123 narnueHTa c MEeTacTaTUUYCCKOM ATPO, OBLI0
MPOAEMOHCTPUPOBaHO yayuineHue OB nmocine nmpuMeHeHus uHTparekaibHOM XT
(tpexnetnsisi OB 32% mnpotuB 22% COOTBETCTBEHHO), YTO B OYEpPEIHON pa3
MOIYEPKUBACT HEOOXOAMMOCTh HCIOJIb30BaHUSI JTAHHOTO TMOJXO0Ja B Tepanmuu
ATPO [147]. OpnHako ecTb JaHHbIE O TPOTUBOPEYMBBIX PE3yJIbTaTax
ucnonb3oBanus UT/UB XT [55, 85, 130, 142].

HecmoTpst Ha nocturnyThie 3a nocnennue 20 JeT KoJoccalbHble YCIeXU B
MOHMMaHUU matoreHe3a u owosioruu ATPO, oOuime pe3ynbTraThl JEUEHHUS TOU
TPYIIBI TAIMEHTOB OCTAIOTCS HEYIOBIETBOPUTEIbHBIMU. MccaenoBanus in vitro u
onpenesienre MoyieKyJsipHbIX rpynn ATPO npuBenu K moneITkaMm cTpaTu@ukanum

naiueHToB ¢ ATPO Ha rpynmbl pucka u pa3paboTKe IENEeBBIX TePANEeBTUYECKUX
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METO/IOB C UCIOJIb30BaHUEM KIMHUYECKMX U MOJICKYJISIPHBIX KpuTepueB [59, 144].
[lo pe3ynbraraM COBPEMEHHBIX HMCCIEIOBAaHUN OTMEYEHO JOCTOBEPHOE BIIMSHUE
MOJIEKYJISIpHOM rpynnbl Ha BbbDKUBaeMocTh nanueHToB ¢ ATPO ITHC. Taxk,
Frithwald M.C. u coaBT. onpeaeiauin MOJCKYJSIpHYIO Tpyniy y 84 MaiueHToB ¢
ATPO IHC, npoaeMOHCTpUpOBaid B MHOTO()aKTOPHOM aHAIM3€ CTATHCTHUECKU
JIOCTOBEPHYIO 3aBUCUMOCTh OB 0T Bo3pacTa NalMEHTOB U MOJIEKYJISIPHOU TPYHIIbI
Y BBITIOJTHIIIU CTpaTU(UKAILIMIO TAIIMEHTOB Ha Tpymsl pucka [59]. B ctanmapTHyo
IpYIIy PUCKa BOLLIM MaMEHTHI cTapiue 1 roga ¢ MonekysapHon rpynmnoid ATRT-
TYR, B mnpoMexyTouHyl0 TIpymiy pucCKa - MNauuMeHTsl miagme 1 roga ¢
Mosekysipaoit rpymmoir ATRT-TYR u crapme 1 roga ¢ MOJEKYJISIpHBIMU
rpynnamu ATRT-SHH u ATRT-MYC, B rpymnimy BBICOKOTO PHUCKa — TMallEHTHI
miaame 1 roga ¢ MosekynsapHbiMu rpynmamu ATRT-SHH u ATRT-MYC.
Jlyumas S-netas OB onpezneneHa y malMeHTOB CTAaHAAPTHOW TPYMIIBI PUCKA TI0
CPAaBHEHUIO C MAlMEHTaMH MPOMEXKYTOYHOM M BbICOKOW rpymnn pucka — 71,5%,
62% u 20% cootBetrcTBeHHO (p<0,0001)[59]. B mampueitmem Upadhyaya S.A. u
COaBT. TakXke BbIABWIM Jyumyro OB y nanmeHToB MIIaamiero BO3pacra ¢
mostekysapHoit rpymmoit ATRT-TYR (p=0,02), a monekymnsipaast rpynmna ATRT-
SHH yamie xapakTepr30Bagach METaCTATHUECKUM PACIPOCTPAHEHUEM OMYXOJIH U,
KaK CJICJCTBHE, XYM Mporao3om [148].

Hcnonb3yst MONEKYJISIpHBIE JaHHBIE MO KAXKAOW MOATPYIIIE OIYXOJEH s
BbIOOpA JIEKapCTBEHHBIX CpelicTB, Torchia J. M COaBT. BBHIMOJIHUIN OrpaHUYCHHBIN
CKPUHUHT TIPENapaToB, HAMPABJICHHBIX Ha CHEHU(PUYECKHE MyTH B KIETOYHBIX
muansax ATRT-SHH u ATRT-MYC [145]. Pe3ynbraTsl 3TOr0 paHHEr0 CKpUHHHTA
JIEKapCTB JIEMOHCTPUPOBAIIM TEPANEBTUYECKYIO YSI3BUMOCTb, CHEHU(PUUHYIO IS
HOJIPYII, KOTOPYIO MOKHO MPEICKa3aTh M0 MOATUITY onmyXoJyid. OmyXoJu Ipynibl
ATRT-SHH, no-BugumMomy, 0Oojiee KPUTHUYECKH 3aBUCAT OT MHOKECTBEHHBIX
IIEJIEBBIX DIMUTCHETUYCCKUX PETYJIATOPOB MJisi BBDKMBAHHWS, Ye€M JAPYTHUE THITBI
omyxoniedt. [loreps SNF5 mpuBogut x cBepxakcnpecun EZH2 u abeppanTHOIM
aKTUBAIlMU HHUCXOJSAIINX CUTHAJIBHBIX KIETOUHBIX MPOTPaMM, 3TO MOXKET OBIThH

oOmuM npusHakoM Heckobkux rpymn ATPO, Ho 6onee xapakTepHO AJIS TPYIIIBI
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ATRT-SHH [156]. Ucnons3oBanue narubutopa EZH2 (UNC1999) uzbupareabHo
TOKCUYHO JUIsl KJIIETOUYHBIX JUHUM 3T0oM rpynmbl ATPO. AHanoruyHeiM 00pazom,
unrnouposanne BET/Bromodomain — 6ekoB sKCTiepuMEHTATbHBIM COSAMHEHUEM
JQ1l  mpoaeMOHCTpUpOBAJIO  3HAYUTENbHYIO  TOKCHYHOCTb  JJIS  BCEX
NpoTeCTUPOBaHHBIX KieTouHblXx JuHUd ATRT-SHH, a Takke HEKOTOPBIX
kieTounbx Jinaud ATRT-MYC [145].

Ucnbitanue  ¢a3et 1 Tazemeroctata B KadyecTBE  MHTHOUTOpA
metmitpancdepassl EZH2 miist petnanBUpyONMX UIH PE3UCTEHTHBIX OMyXOJIeH ¢
nedunurom SMARCBI mponomkatores u B Hacrosiiee Bpemsi (NCT02601937).
XOoTa CylIecTBYeT Mpeamnonoxenue, yro onyxonu rpynnsl ATRT-SHH moryt
pearnpoBath Ha uHruOuropsl nytd SHH, Takume kak BucMOAEeru® W TPHUOKCH]L
MblIlIbsika, orcyTcTBue mytanuit SHH-nytu PTCH1, SMO u SUFU, xak u 8 SHH
NOATUIIE MEAYJI00JIaCTOMBI, yKa3blBaeT Ha TO, 4TO nepeaada curHaioB SHH
SBIISIETCS. KOCBEHHBIM pe3yabTaTtoM moTepu SMARCBIL, a He HOMUHHPYIOIIHM
MOJICKYJIIPHBIM JPaiiBEPOM B 3TUX OIMyXO0Jisix [74].

B ormmune or ATRT-SHH, rpymnst ATRT-MYC u ATRT-TYR
JEMOHCTPHUPYIOT 3aBUCHUMOCTh OT PEUENTOPOB TUPO3MHKMHA3BI, B YaCTHOCTH, OT
PDGFR. MWuruoutopsl Tupo3unkuHasel (TKI) ngazatunu® W HWIOTUHUO
MPOSIBIISIIOT M30MpATENIbHOE BJIMSHUE B OTHOIICHMM KJIETOYHBIX JuHUM ATRT-
MY C, cHmkast KIeTOYHY0 pojudepaliiio B HAHOMOJICKYJIIPHBIX KOHIICHTPAIUAX
MyTeM WHTUOUpOBaHUs OeTa-perentopa TPOMOOIMTApHOrO (QakTopa pocTta
(PDGFRp). [lazaTuHu®O 3HAYUTENHHO YIIy4IIaeT BBDKHBAEMOCTh B MOJIEIH
MHTPAKPAHUAIBHOTO OPTOTOMUYECKOTO KCEHOTpaHCIIaHTaTa [145].
[IpoHrKHOBEHHE 4Yepe3 TreMaTo’HIePannueckuii Oapbep [enaeT uX KpaiiHe
npuBiekaTeabHbIMU B Tepanuu ATPO y nereit [126].

Nuruburopel ructoHoBbix feaneruniaz (HDACis) Takke NOpHUBICKIN
BHUMAaHHE B KauyeCTBE MOTEHLMAIBHOM Tepanuu AJis BCEX MOJIEKYJSPHBIX TPYIII
ATPO. Torchia u coaBTopsl ob0Hapyxwiu TokcmaHocTh HDACi LAQ824 B
HeckobkuX KieTouHblx JimHUAX ATRT-SHH um ATRT-MYC [145]. Bsuio

nokazaHo, uto HDACi BopuHocTar (Takke u3BecTHbI kak SAHA) oGmamaer
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3¢ (GEeKTUBHOCTBIO MPOTUB KieTouHblXx JjuHMi ATPO in vitro [81]. /[lBa
uccienoBanus ¢asbl I ¢ ucnosb30BaHUEM BOPHUHOCTATA C YYACTHEM MAI[UEHTOB C
ATPO Obun 3aBepuieHbl, HO pe3ynbTaThl eme He goctymHbl (NCT 00217412,
NCT 01076530).

SMARCB1 peiicTByeT Kak OMyXOJIEBBII CyIpeccop, YaCTUUYHO HHIYLHPYS
OCTaHOBKY KieTouHoro 1ukia B ¢asze Gl, a moreps SMARCB1 mpuBoaut x
yBeluueHuto akTuBHOCTHM Aurora Kinase A (AKA), 4To mpuUBOIUT K
IIPOTPECCUPOBaHUIO KiIeTouHOro mukia [155]. B cepun u3 4eThipex MaIeHToB C
pedpakrepubiM TeueHueM ATPO, momywaBmmx amuceptud (Alisertib), y Bcex
HalMEHTOB OblIa 3a)UKCHpPOBaHa cTaOMIM3aIHs OOJIC3HH M\HJIH PErpecc OIyXOIH
[155]. ITpu mpoBenenuu |1 da3pl B ccnenoBanne 3peKTUBHOCTH aTCepTHOA OBLIO
BKJItoueHO 30 MalMeHTOB C MPOJOHKEHHBIM POCTOM OIYXOJU WM PElUANBOM
3a00JIeBaHus, U3 KOTOPBIX ¥ 26 MPOBEIEHO OMpEIEICHNE MOJIEKYIISIPHOTO CyOTHIIa
omyxomu. [Ipu atom B 10 ciygasx BeisiBneHa SHH-noarpynma, B 10 - MYC, 6 —
TYR. INokazatens 1-nerueit BBIT coctaBun 15,8% [149].

B ¢aze | uccnenoBanus c skcamupoBaHHOW 1030M uHrmOuMTOopa CDKA4/6
puboruknmuba ¢ yvactueM 13 mamuentroB ¢ ATPO, nBa mamueHTa
NPOJIEMOHCTPUPOBAIIM ~ cTaOMiM3aIuio 3aboseBanus  [64]. Pannue (asbl
KIIMHUYECKUX MCIBITaHMKA JTux npenaparoB npu ATPO mnpopoipkarorcs
(NCT03387020, NCT01076530).

[ToMuMO  HU3KOMOJIEKYJSIPHBIX  KHHA3HBIX  MHTUOUTOPOB, KOTOPHIC
HalleJIeHbl MO0 Ha ompejesieHHble MOJIEKYJsipHble rpynmnbl, 1u6o Ha ATPO B
LEeJIOM, HMMMYHOTEpamusi Ha OCHOBe T-KJIETOK BCE 4Yalle NpU3HAETCAd Kak
MOTEHIUAIBHO 3(PGEKTUBHBIA MOAXO0M JIeUeHHUs] pabaouIHbIX omyxoseil. Leruste
A. ¥ COaBT. NPOAEMOHCTPUPOBAIM, YTO PaOJOUAHBIE OIMYXOJH BbBI3BIBAIOT
yCTOHUMBBIN UMMYHHBIN oTBeT [92]. Ucnonb3ys cunrennyro moaens ATRT-MYC
Ha UMMYHOKOMIIETEHTHBIX MbIIIax, O0mokaga PD-L1 mpuBena k 3Ha4UTENTLHOMY
CHIDKEHHUIO POCTa OIMYyXOJIM U YBEJIUYECHHUIO BBDKMBAEMOCTH MBILIEH C OIMyXOJbIO.
HuTepecHo, 94TO ATO UCCIIEeOBaHHUE TAKKe MTPOAEMOHCTPUPOBAIIO, YTO SHAOTCHHBIE

petpoBupychl (ERV) moBTOopHO sKcmpeccupyroTcs B pabIOMAHBIX OMYyXOJISX Ha
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ocHoBanuu nedurura SMARCBI1, ompenensiss MOTEHIMAIbHBIA MEXaHU3M HX
umMMmyHoreHHocti. Kpome toro, Theruvath J. u coaBT. npoeMOHCTpUpPOBAIIH, YTO
ATPO »skcnpeccupyror B7-H3, muiieHb HMMYHOTEpANEBTUYECKUX IPENApaToB,
KOTOpbIE B HACTOSIIEE BpEeMs TMPOXOMAT KIMHWYeCKue wucnbitanus [143].
Hcnonp3yss TOMyuYeHHYI0 OT TAallMeHTa MOJAENb KCEHOTpPAHCIUIaHTaTa, OHU
MoKa3ajy, YTO BHYTPUOIYXOJieBas HIIM BHYTPIIKETYJ0uKOBas MHbekIus B7-H3-
HaneleHHbIX T-knerok xumepHoro antureHHoro peuenrtopa (CAR) mpusena k
perpeccuy OMyXOJH y BCEX MPOTECTUPOBAHHBIX >KUBOTHBIX. ODTHU PE3yJbTaThl
MIOKa3bIBAIOT, YTO HMMYHOTEpAnus Ha OCHOBE T-KJIETOK MOXET O0Ka3aTbCs
MHOT000€IIAIUM TOTEHIUAIBHBIM METOJOM JI€UeHUsl paOAOUIHBIX OITyXOJIEH,
Bkiouasi ATPO, oco6enno monekymsipabix rpynn ATRT-MYC u ATRT-SHH.
Takum o00pa3zom, OOJBIIMHCTBO AaBTOPOB IMOAYEPKUBAIOT HEOOXOAUMOCTb
NPUMEHEHHUsI KOMIUIEKCHOTO MYJBTUMOJAJIBHOTO TOJXOAa B JICYCHUU JETEH C
ATPO HHC. D¢ dexTuBHbIX ONUUN TapreTHOW Tepanuu B HACTOSLIEE BPEMs HE

CYIIIECTBYET.

1.4 Ucnoab3zoBanue BJAXT c¢ ayro-TI'CK B JieyeHMH NalUEHTOB C
ATPO IHHC

Meton BAXT ¢ nocnenyroment ayto-TI'CK m3HauanbHO HMCHOJIB30BaICS B
KayecTBE HWHTCHCHU(PHUKAIMM TEpaliud MEpBOM JIMHUM C LEJIbI0 OTCPOYKH
npoeenenua JIT 'y gereld wmjagmero Bo3pacTa W OPOJAEMOHCTPUPOBAI
NOJIOXKHUTEIbHBIC pe3ynbTaThl [53, 55, 62, 67, 110]. Ha ceroaHsmHuii ICHB
OTCYTCTBYeT eauHoe MHeHue o poau BJIXT B neduenun ATPO BBuay
MaJIOYMCIEHHOCTH UCCIIEeTyEeMbIX rpynm, Pa3IMYHBIX PEKHUMOB
KOH/JIUIIMOHUPOBAHUS, a TAKXKE B psijie ciiydaeB ucnosibzoBanus JIT.

Bnepssie BIAXT c ayto-TI'CK Oblna onucaHa B KayeCTBE MHTEHCHUBHOTO
xommoHenTa tepanuu ATPO IHTHC B 1998 romy B padote Hilden J.M. u coasr.,
KOTOpbIE cooOuiM, 4ro y 2 maunuentoB, noiayuuBmmx BJIXT c¢ ayrto-TI'CK
yAaJ0Ch JOCTHYb PEMHUCCHU CO cpokamu HaOmoaeHus 19 u 46 mecsues [72]. B

nanpHeiimem B 2004 romy Hilden J.M. u coaBT. mpoaeMOHCTpUpPOBAIN CBOU
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pesyabtathl npumeHeHus BJXT y 13 mnaumentoB: 46% (9) mnamueHTos,
nonyuuBire BJIXT, »uBbl Ha MOMEHT MyOauKanuu 0e3 MPU3HAKOB 3a00JIeBaHUs,
n3 HUX 50% ObUTa BBIMOJTHEHA TOTAJTbHAS PE3CKIMs OMyXoidu U TOIbKo 33%
narueHToB noiydanu JIT [73]. Tekautz T.M. u coaBT. onyOiMKOBalId JaHHBIC
Jletckoii uccnenoBarenbckoit OompHUIBI CBAToro Wyapl, Memduc, KOTOpHIii
nokaszanu nosnoxxurensHoe BiusHue BJIXT Ha OCHOBE aNKMIMPYIOIUMX areHTOB B
couetanun ¢ JIT: y 9 nanmueHToB crapiie 3-X J€T HA MOMEHT MOCTaHOBKH
JIMarHo3a, KOTOpble NMONy4mn KpannocnuHaiasHoe oonyuenue (KCO) u BJIXT, 2-
x-netHsas OB cocraBuma 89+11% [142]. Garre” M.L. u coaBT. IpeCTaBUIIM OIIBIT
UTAJbIHCKOM acColMalMi  JIETCKUX TI'eMarojoroB u oHkojoroB (AIEOP),
BrmrouaBmnx 29 coyyaes ATPO [HHC, nomyyaBmux tepamnuto B nepuon ¢ 1995 no
2003 roap! [63]. Bee manuenTs! momyyanu audo cranaaptayto [IXT (n=11), 160
BAXT c¢ ayto-TI'CK (n=13), 5-netnsis BBIl He paznuuamack Mexay IByMs
rpymmnamu  (18,2% nnst rpynnsl crangaptHod [IXT u 15,4% npna rpynmel
Bmouennem BJIXT; p=0,61). Taxxke He ObUIO OTMEYEHO CTAaTHUCTHYECKHU
JOCTOBEPHOM pa3HHIBI U B S-1eTHedl OB Mex 1y STUMH TpylamMu manueHToB [46,
63].

B uccnenoBanuun Head Start II B kauecTBe KOHCOIMAMPYIOLIEH Tepanuu
npooauin 1-3 nukna BIXT ¢ kapOomnatuHOM, THOTENON U 3TOMO3UIO0M MOCIE
UHIYKITMOHHOW (Das3bl ¢ BKIIOYEHHEM BBICOKO03HOTO MeroTpekcata (HD-MTX).
Crnemyer OTMETUTh, YTO TalMEHTHI, noiydaBime cxemy HS I (6e3 HD-MTX),
uMenu xyamue pe3yastatel, yem peskum BJIXT HS II (6/6 manuenToB ymepiau ot
MPOTPECCUPOBAHUS B MPOTUBOIOJOKHOCTH 3/7 OONBHBIX, JKUBYIIUM 0€3
MPU3HAKOB 3a00JI€BaHUS COOTBETCTBEHHO), HUKTO M3 BBDKUBIIUX B TEUEHHUE
maTenbHoro Bpemenn He mosydan JIT [62]. Mccnenosanue Headstart 111 (n=19),
BKJIFOYABIIIEE XUPYPIrUYECKYIO PE3CKLIHIO OIYXOJIH, S [UKIOB UHAYKIMOHHOU XT ¢
MCIT0JIb30BAaHUEM BBICOKUX 7103 METOTpeKcaTa, MmuenoadnatuBHelid pexxum BIXT c
ayto-TI'CK, mnpomemonctpupoBana 3-netHioro OB u BCB 21% u 26%
coorBercTBeHHO [160]. ITlpm o3ToM OBUIM 3apeTUCTPUPOBAHBI 5 CllydaeB

JIETATBPHOCTU OT TOKCHYECKUX OCIOKHEeHU Ha (hoHe nHAYKIMoHHOU XT.
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C wrons 2005 roma KopeiickuM 0OIIECTBOM JETCKOW HEHPOOHKOJIOTHHU
MPOBEICHO MpocnekTuBHOe wuccienoBanue ¢assl | / I ¢ umcnonb3oBanuem
tanemMHo BJIXT ¢ ayto-TT'CK anst nereit muaaiie 3 JeT cO 310Ka4€CTBEHHBIMU
OITyXOJISIMU TOJOBHOrO Mo3ra. B uccnegoBaHue ObUIO BKIIOYEHO 9 MAIlMEHTOB C
ATPO IHC, xoTopbIM Ha 1epBOM 3Tarie Obula BBIIOJHEHA PE3EKIUS OIyXOIU U 6
uukinoB UHAYKIUOHHOM [IXT mo cxemam CECV u CEIV. V 5 u3 9 nanueHTos
ormeueHo IIb nHa Qone wuHmykumu, a 3 U3 ATUX S5 MANMEHTOB MOJIYYUIH
tauaemayto BJIXT c ayto-TI'CK (mpumensuucey pexxumbl CTE (xapOormmatu +
thoTena +atomo3ua) U pexxum CM  (uuknodochamun + wmendanan), B
JajapHelIeM y 2 nandeHToB HaOmoaancs peuuaus / I1b mocne Tangemuoin BJAXT
¢ ayro-TI'CK. JIT mpoBomunace B ciydae IIb wnmm penuauBa omyxosd, B
OPOTUBHOM ClIyyae €€ Ha3HadaJd Toclie 3-JeTHero Bo3pacta. B oOmei
CIIOHOCTH 5 TAlUEHTOB ObUIM >KMBBI CO CPEIHUM CpPOKOM HaOmoaeHus 20
MmecsiiieB (ot 16 nmo 70) ¢ MoMmeHTa MMOCTaHOBKM JAuartosa. YerBepo u3 35
nanueHToB, noayuuBimx JIT mocne penuauBa / mporpecCUpoBaHUs], >KUBBI. 3-
netHsass OB B nanHou rpynme cocraswia 53,3% + 17,3%. ABTOpBI IOJYEPKUBAIOT
BO3MOXHOCTh panHero BBeAeHus JIT nepen tannemuoi BJAXT ¢ ayro-TI'CK nins
yJIydieHus: BbbkuBaemoctr naruenToB ¢ ATPO ITHC [115].

Lafay-Cousin L. u coaBT. BeisiBHIH yiayulienne OB y manueHToB, KOTOPBIM
npoBeaeHa BJIXT c¢ ayro-TI'CK mo cpaBHEHHIO ¢ NAlMEHTaMU, MOJTYyYaBUIUMU
tonpko cranaaptHyto [IXT: 2-netnsas OB cocraBuna 47,9+12,1% u 27,3+9,5%
coorBeTcTBeHHO [85]. TeM He MeHee, CTOUT OTMETHTh, YTO CPear 9 BBDKUBIIMX
nauueHToB, nonyunBmux BIAXT, 55% wumMenn TOTanbHYIO0 PE3EKLHUIO OMYXOJHd U
67% wWMenu JIOKaJbHYK0 CTaJMI0 HAa MOMEHT TIIOCTaHOBKM JuarHosza. B
uccienoBannu EuroRhab, BximtouaBmiem 19 manueHTOB, BBHIMOIHSIN Pa3IMYHBIC
PEXUMBI KOHAUITMOHUPOBaHUS TIpH TaHJeMHbIX U oHOKpaTHBIX TI'CK. B cocTtaBe
BAXT npu omnokpatHoit TI'CK Hambosiee yacTo HMCHOJIB30BAIOCH COYETAHUE
KapOOIIaTHHA U THOTEIIbI, IPH TaHJAEMHON — KapOOIIaTHH+ITOTO3U L IS TIEPBOA
u Thorena st BTopoi. Ctout noguepknyTh, yTo BJIXT ¢ ayro-TI'CK B KauecTBe

MEepPBON JTMHUW Tepanuu ObUIa MpUMEHEeHa y 12 manueHToB, a y 7 — B KauecTBe
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JIONIOJIHUTENBHON TEpanuy y NalMEeHTOB ¢ NMEepBbIM peuuauBoM unu 11b. 2-neTHss
OB wu BbBIl pocturayta y 50% u 29% COOTBETCTBEHHO, JIETAIIBHOCTh B
MOCTTPAHCIUIAHTALIMOHHOM NEPUOJI€ OT TOKCUUYECKUX OCJIOKHEHUN HE OTMeYanach
[24]. TTo nanHbIM MeTaaHam3a Schrey D. u coaBT., BKio4aBieM 332 manueHTa ¢
nepeuuHo auarHoctupoBanHoit ATPO IIHC, nposemenwe JIT u BIAXT c
nocaeayonieit ayto-TI'CK B nepBoii IMHUU TEpanuu CTaTUCTUYECKU JOCTOBEPHO
ynyumiaio OB u BBII no panHbIM 0gHO(GAKTOPHOTO M MHOTO(AKTOPHOTO
anaim3oB [130].

OtnenbHO cTouT 006CYIUTh pe3ynbrathl JiedeHuss ATPO [HHC y nmanuentoB
¢ Mo-M3z craguein, IOJIy4YeHHbIE TPYNNOM ucciaenoBarened MenuimHCcKoro
VYuupepcutera Bennl (mpotokon MUV): cxeMa jedyeHus B MOCIeONepalioHHOM
nepuojie Bkiaovana 3 61o0ka 9-uenenpHoit XT ¢ UCMONB30BaHUEM aHTPAIUKIMHOB,
ATKWIMPYIOIUX [PENapaTroB, BBICOKOJIO3HOIO METOTpeKcara ¢ J00aBICHHEM
untparekanbHoil XT (3TOmO3Wj, 1UTapaOWH) W TMOCIEAYIOUUM MPOBEACHUEM
BJIXT c ayro-TI'CK. IIpoBeaenue nokanbHoi JIT oTkimagsiBanu 10 3aBEpIICHUS
XT. IIpu atom S-netnsisi OB y nanHoit koropthl 001bHBIX cocTtaBuia 100%, BCB =
88,9 %, uro mpu cpaBHeHuHU ¢ Tpymmoil koutposs (OB = 56,3 %; BCB = 52,9 %),
MOJY4YaBIIMX PA3IUYHBIE PEXKUMBI JICUEHHUS, OKazajgach TOCTOBEPHO BBIIIIE.
CornachHo JAHHBIM 3TUX aBTOPOB, IIEPEHOCUMOCTD XT ObL1a
YAOBIIETBOPUTEIBHON, BBIHYXKJICHHBIC MHTEPBAJIBI B JICUEHUHW W HEOOXOIUMOCTH
PEIYKIMH 103 MIPEnapaToB BBUAY TOKCHYHOCTH ObLIM MUHUMAIbHBI [ 138].

B uccnenoBanun Sung K.W. u coaBTOpoB mnpowu3sBe/eHa MPOCIEKTUBHAS
omenka »¢dextuBHoctu TanaemHo BJIXT c¢ ayro-TI'CK B ymyumieHuu
BbDKMBaemMocTH naueHToB ¢ ATPO IIHC npu oqHOBpEeMEHHOM CHUKEHUU PUCKOB
no3aHuX Mo0ouHbIX ddektoB JIT. B cooTBeTCTBHMU ¢ JaHHBIM HCCIICIOBAHHEM
1ocCJIe YAAJICHUS OMyXOJM NalMeHTaM MJIaIIIero Bo3pacTa NpoBOJMINCH 6 IUKIIOB
unaykinuonHout 1IXT ¢ uepenoBanuem nukinoB CECV (uucrmiatus + 3tono3up +
nukinopochamun + BuaKpucTuH) u CEIV  (kapOGomutatuH + »stomo3upa  +
upochamun + BuUHKpHUCTHH), a 3aTeM TanjaemMHas BJIXT c ayrto-TI'CK, JIT

OTKJIaabIBajJaCb 0 AOCTHIXKCHHA 3-J1eTHETO BO3pacTta, C€CJIM HC OTMCYAJIIOCh
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peunauBa unu I1B. Jletsim crapiiero Bo3pacta JIT npoBoauiacek aubo cpazy mocie
oneparuu, Jubo depe3 2 nukia uHaykKnuoHHo [IXT. 7 manueHTOB MOJy4HIIH
BJAXT c ayro-TI'CK B kauecTBe NEpBOIl JIMHUU TEPANMH U €€ 3 MOJIYYHIIU
BJIXT mocne mporpeccupoBanusi Ha poHE MHAYKIIMOHHON Tepanmuu. PexxuMbl s
nepoit U BTopoil BJIXT ¢ ayto-TI'CK 6 CTE (kapbormatun + THoTemna +
stono3un) u CM (mukimodochamug + mendanan) COOTBETCTBEHHO. TOKCHYHOCTh
Bo Bpems BTopoit BIAXT ¢ ayto-TI'CK Obuta cTaTHCTUUECKH TOCTOBEPHO HUKE IO
CpaBHEHMIO ¢ nepBoil. CMEPTHOCTH, CBSI3aHHOM C JI€YEHUEM, HE HAOJIIOJaI0Ch BO
Bpems TannemMHo BJIXT ¢ ayto-TT'CK. Bce nsiTb MalleHbKUX MAIUEHTOB YMEPIIU
or IIb. OgHako y 4YeTbIpeX W3 BOCBMH NAlMEHTOB CTapIIEro BO3pacra HE
Habmonaercs [1b, cpegnuit nepuoa HabmoaeHus: cocrariseT 64 mecsua (ot 39 g0
108 mecsmeB). s Bcex mamueHTOB S-netHue nokazarend BBIT u OB coctaBumu
38,5 % u 34,6 % COOTBETCTBEHHO. /{711 ManMeHTOB MIIAJIIETO BO3pacTa 3TH
MoKa3aTesd ObLIM paBHBI HYJIO, & Y MallMEHTOB CTapIlero BO3pacTa COCTaBIISIIN
62,5 % u 62,5 % coorBercTBeHHO [141]. DTO CBHUACTEIHLCTBOBAIO O TOM, YTO
nHTeHcuBHas cucrtemHas XT, Bkmoudas Tonbko B/AXT ¢ ayto-TI'CK kak meron
npenorparmieHus JIT, HeapdhekTHBHA Yy MaJ€HBKUX JIETEH ¢ TUCCEeMUHUPOBAHHOM
ATPO, a gnna pgereil crapmero Bo3pacta 03  JENTOMEHUHI€AbHOTO
pacnpoctpanenuss BJIXT ¢ ayto-TI'CK moxer cHuszuth Tpedyemyto nosy JIT, He
CTaBsl O]l yTPO3Y BbIKUBAEMOCTb.

B uccnenoBanuu KaHaJACKUX YUYEHBIX, BKJIIOUABIIEM KaK COOCTBEHHBIN OIBIT
aedenus (n=26), Tak u gaHHbIe JuTepaTyphl (n=120), OBLJIO0 MPOAEMOHCTPUPOBAHO
ynyumienue S-netHeil BBII y nanumentoB ¢ ATPO B Bo3pacte ao | ronaa,
nonyunBinx BJIXT c¢ ayro-TI'CK, no cpaBHeHuto ¢ TeMu, kTo He nosrydan BAXT
(50,1% u 11,3% cootBercTBeHHO, p <0,001). [Ipu 3TOM y manMeHToB, JOCTUTTIUX
noaHoro 3¢ dekra g0 nposeaenuss BAXT, OB Obuta 3HaunTenbHO BhIIe [56]. D10
CBUJECTEIBCTBYET O TOM, 4YTO craryc omnyxoimd n0 BAXT Baxken mis
MPOTHO3UPOBAHUS pe3yjbTaTa M HEOOXOJMMO TIIATETLHO paccMaTPHUBATh

nokazanus st BJIXT.
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B wemaBueMm ncciaenoBauuu Yamasaki K. u coast. u3 34 nanuenros ¢ ATPO
HHC 19 moayumsu BJXT c ayro-TI'CK, mpu stom HambGosiee yacto (n=13)
BBITIOJTHSIJIM  TaHJEMHBIC TpPAHCIUIAHTAllMM C HKCIOJb30BAaHUEM B COCTaBe
KOHJUIIMOHUPOBAHUM THUOTENbl M MeldasiaHa, 2 malueHTa MOoru0iv B paHHEM
MOCTTPAHCILIAHTAIIHOHHOM TIEPHUOJIEC OT CENTUICCKUX ociokHeHui [158]. ABTOpHI
npoaemoHcTpupoBaiiu yiyuiienue OB (p=0,025) u BCB (p=0,0825) y nanueHToB
¢ ATPO HHC, nonyunBmux BIAXT c ayto-TI'CK, o cpaBHEeHUIO ¢ maMeHTaMH,
kotopeiM He BbinodHsau BJIXT. Jlerckoi onkonoruueckoit rpynmoit (COG) B
HeJlaBHEM BpeMeHHM ObUT paszpaboran mpotokoin sedeHuss ATPO - ACNS 0333,
BKJIIOHaromui 2 1ukiaa wuHAyknuoHHod XT B cocraBe MeETOTpekcara,
BUHKPUCTHUHA, 3TONO3U/1a, ITMKIo(ochamMuia u IUCIITIATUHA B COYETAHUU C TPEMs
kypcamu BJIXT c ayto-TT'CK u JIT. B cocTtaB KOHIWIMOHMPOBAHUS BXOJUJIN
KapOoIIaTUH W THoTena. JlaHHOe ucclieoBaHue BKIOYAIO 65 mMalueHToB B
BOo3pacTe OT poxaeHus a0 22 net. 4-netusst bCB u OB cocraBunu 48% u 57%
cooTBeTcTBeHHO [124]. Park M. u coaBT. B cBOeM HCCIIeJOBaHNH, BKIIIOYaBIIEM 43
nanpedTa ¢ ATPO IIHC B Bo3pacte no 3 ner, B OJHO(AKTOPHOM aHAIN3E
dakTopamu, cBs3aHHBIMH ¢ Ooiiee BbicOKOM 3-metHedt BBII, Obuim oTcyTcTBHE
Metacta3oB, auarHo3 mocine 2011 r., pannsa apstoBantHas JIT m XT c
BkmoueHuemM BIXT c ayro-TI'CK [116].

Takum o00pa3oM, TMOCTENEHHO HAKAIIMBACTCA MEKIYHAPOIHBINA OMBIT
npuMenenuss BJIXT ¢ ayto-TI'CK B CTpyKType KOMIUIEKCHBIX ITPOTPAMM JIEYEHUS
neteit ¢ ATPO. OgHako, 4eTKUX KPUTEPUEB HEOOXOIMMOCTH TIPOBEICHUS TAHHOTO
BUJIa TEPANlUU HE YCTAHOBJIEHO, YTO B CBOIO OYEpe]b TPEOYyeT MOMOIHUTEIHLHOTO

W3YyYCHHUS.
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['JTABA 2
XAPAKTEPUCTHUKA ITAOUEHTOB U METObI NCCJIIEJOBAHW A

2.1 O0masi XapaKTepuCTHKA NALUEHTOB

HUccaenosanue Bomoaneno B PI'BOY BO ITICII6OIMY wuMm. axkan.
W.I1.ITaBnoBa MunsnpaBa Poccun, xadenpa remarosnoruu, TpaHC)y3HOIOTHH H
TPAHCIIAHTOJIOTHH C KYPCOM JI€TCKOM OHKOJIOTMH (hpaKyJbTeTa MOCIEBY30BCKOTO
oOpa3zoBanuss wumeHu mnpodeccopa b. B. AdanackeBa. CO0Op mnanueHTOB
IpPOBOJWICS Ha 0a3e OTAENEHUs KIMHHUYECKOW OHKOJOTMU U KOHCYJIbTATHBHO-
HNOJIMKJIMHUYECKOTO OTJEJICHUS TOCYJapCTBEHHOIO OIOKETHOTO YUPEXKIECHUS
31paBOOXPaHEHUs ropozna MockBbI «Hay4Ho-nipakTHYeCKHil LEHTP
CIICIMAJIM3UPOBAHHON MEIMIIMHCKOM TmoMomu naetsiM wumMeHn B.D. BoliHo-
Scenenxoro JlemapramenTta 3apaBoOXpaHEHHs ropoaa MOCKBBDY;  OTIEICHUsA
TPAHCIUIAHTALIMK KOCTHOTO MO3ra 000COOJIEHHOTO CTPYKTYPHOTO MOApa3AeIeHUs
Poccuiickoil 1eTckoi KIMHUYECKOW OO0NBHUIBI (PeAepalibHOTO FOCYJapCTBEHHOTO
aBTOHOMHOTO  OOpa30BaTENbHOTO  YUYPEXIEHUS  BbICHIETO  0Opa3oBaHMs
«Poccuiickuil HAaIMOHANBHBIM HCCIIEIOBATEIbCKUNA MEIULIWHCKUNA YHUBEPCUTET
uMm. H.W. [Iuporosa» MunucrepcrBa 3apaBooxpanenus Poccuiickon denepanny;
Menmununackoro HMuctutyta umenu Cepress bepe3nHa; OTAEICHHN HAy4YHO-
UCCIIEN0BATENbCKOTO  MHCTUTYyTAa  IETCKOM  OHKOJOTHH, TEMATOJOTHH U
TpaHciutantojorun uMmenun P.M. TopbGaueBoit ®I'BOY BO «llepsniii
CankTlleTepOyprckuii rocyJapCTBEHHBIM MEIUIMHCKUI YHUBEPCUTET HUM. aKa/l.
. II. [TaBnoBa», OTAEICHUS KIMHUYECKOW OHKOJIOTMA MOpPO30BCKOM TOpPOJCKON

KIUHUYeCKoH 00apHuIBI B ieproa ¢ 2008 mo 2020 rr. (pucyHok 1).
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19
nﬂI I

2008r. 2009r. 2010r. 2011r. 2012r. 2013r. 2014r. 2015r. 2016r. 2017r. 2018r. 2019r. 2020r.

Pucynok 1 — Pacnpenenenue manuentoB ¢ ATPO [MHC, BkitoueHHBIX B
WCCIIEOBAHUE 110 TO1aM

JlaHHOE HccienoBaHue BKIOYAET 155 ManmueHTOB W3 pa3iauyHBIX PErMOHOB
Poccuiickoit  ®eneparun ¢ MOp(OJOTUYECKM U HMMMYHOTHCTOXUMHUYECKU
noaTBepxAeHHbIM nuarnozom ATPO [HHC, koTopbiM MPOBOAMIOCH KOMILJIEKCHOE
JICYCHHE TI0 Pa3NUYHBIM NPOTOKONaM Tepanuu (tabmmma 3). M3 ananmza Obuin
UCKJIFOYEHBI TAlMEeHThI, TOJYYUBIIKME TOJBKO ONEpaTUBHOE JieueHHe 0Oe3

XUMHOJy4YE€BOU TEPAHH.

Ta6J'H/II.Ia 3— XapaRTepHCTHKa NannueHToB, BKJIIO4YCHHBIX B HCCJICI0OBAHHUE

Iloka3zaTeJib 3HauyeHuUe MoKa3aTeJis
Abc. | %
IToa (n=155)

MykcKoi 85 54,8%
Keunckuit 70 45 2%

Bo3pacT Ha MOMEHT MOCTAHOBKH JAuar{o3a (N=155)
Miaame 12 MecsueB 48 31,0%
Crapmre 12 mecstieB 107 69,0%
Pa30poc (MUHUMYM-MaKCUMYM ), MECSIIbI 1-201
Menunana, MecsILbI 20.0[11.0; 33.0]

Bo3pacT Ha MOMEHT MOCTAHOBKM aMarto3a (N=155)
Moamire 12 mecsieB 48 31,0%
13-24 mecsia 50 32,3%
25-36 MecsiieB 27 17,4%
Crapiie 36 mecsies 30 19,3%
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IIpooonocenue mabn. 3

Jlokajaun3anusi NnepBUYHOI0 OMyX0J1eBoro oyara (n=155)

NudpareHTOpraibHas 77 49,7%
CynpateHTopuaabHas 74 47,1%
COUHHOA MO3T 4 2,6%
Craaus 3a60eBanust (N=155)
Mo 84 54,2%
M-+cragus (M, My, Ms-cTtanun) 50 32,3%
My 21 13,5%
XapakTep MeTacTaTH4YecKoro nopaxkenusi (N=50)
M; 15 30%
M, 3 6%
M; 32 64%
O0BbEM pe3eKIIHM MEPBHYHOTO ONyX0JeBoro ouara (N=155)
ToTanpHas pe3eKIus 46 29,7%
CyOToTanpHas pe3eKIus 48 31,0%
YactruHasi pe3ekius 54 34,8%
buoncus 7 4.5%
IIporokoa XT (n=155)
ATPO2006 81 52,2%
EU-RHAB 27 17,4%
MUV-ATRT 19 12,3%
Jpyrre npoToKoIbl TEpaluu 28 18,1%
Ilposenenne JIT (n=155)
JlokaneHas JIT 80 51,6%
KCO 20 12,9%
JIT He mpoBOIMIIACH 55 35,5%
Iposenenne UT\UB XT (n=155)
ITpoBoanIOCH 122 78,7%
He npoBoaunock 33 21,3%
Buag UT\UB XT (n=122)
MeroTtpekcart, [lurapabun, [Ipenan3onon 96 78,7%
MertoTpekcar 9 7,4%
[{utapaOuH, STONO3U]T 17 13,9%
Iposegenne BJIXT (n=155)
IIpoBoaniack 30 19,4%
He nmpoBounack 125 80,6%
MousekyasipHasi rpynna onyxouu (n=57)

TYR 22 38,6%
MYC 9 15,8%
SHH 26 45,6%
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CooTHollleHHEe MaJbYMKOB M JIeBouYeK coctaBuiio 1,2:1. Bospact GosibHBIX
Ha MOMEHT MOCTaHOBKM JMarHo3a BapbupoBai ot 1 mecsua go 16,5 net, Menuana
Bo3pacta coctaBuia 20 mecsues [11.0; 33.0]. Cpenu nauuentoB ¢ ATPO IHHC
pacrpeniesiende Mo Bo3pacTy ObLIo cieayrommM: mutaame 12 mecsueB - 31%
(n=48), 13-24 mecsma — 32,3% (n=50), 25-36 mecsmes — 17,4% (n=27), crapme 37
mecstes - 19,3% (n=30) (pucyHok 2). Takum 00pa3oM, OOJBITMHCTBO MAIIHCHTOB

OBLIM B BO3pacTe 70 2 JeT U cocTaBuiu 63,3%.

60

50

48 20
40
30
30 27
20
10
0

< 12 mecaues 13-24 mecaua 25-36 > 36 mecaues
mecaues

Pucynoxk 2 — Pacnpenenenue Bcex 155 mammentoB ¢ ATPO IHHC mo
BO3pacTy Ha MOMEHT ITOCTAaHOBKHU JUArHo3a
2.2 Kpurepum JAMArHOCTHKM 3a00J1eBaHUsl, IPOrpaMMbl Tepanmud |
crpaTuduKanys NAalUEHTOB HA TPYNIbI PUCKA

[lepBuunas HenpoBusyanusanmonHasa auarHoctuka ATPO ocymecTBisnach
¢ oMo MPT-uccinenoBadus rojIOBHOTO W/HIIM CIIMHHOIO MO3Ta HATHBHO U C
KVY. Onyxonp y 77 nanuentoB (49,7%) mokanu3oBaiack HHPPATCHTOPHUAIBHO, Y
74 (47,7%) — cynpaTeHTOpHaIbHO U Y 4 (2,6%) — B CIIMHHOM MO3Te€.

Bcem nmnanueHTaM  HMHUIMQIBHO  BBINOJIHEHA PE3EKUUs NEPBUYHOIO
OIYXO0JIEBOI0 oyara. PagukanbHOCTh XUPYPIHUECKOTO JICUCHUsI ONpeaensiiach Ha
OCHOBaHHUM MPOTOKOJIOB oneparuu (kputepuit S) u MPT, BbINnoIHEHHOW B paHHUE
cpoku mocne omnepanuu HatuBHO W ¢ KY (kpurepuit R) B coOTBEeTCTBUU C

pexomenaanusmu SIOP [65]:
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S1 — ToTasibHOE yIaJeHUE OIMYX0JIM — MAaKPOCKOMMYECKH MOJTHOE YalIeHHEe
OITYXOJIM TIO MPOTOKOJTY OIepaliy;

S2 — Cyb6totansHoe — ynanenue He meHee 90% o0bEMa ormyxomu, pasmep
pe3unyanbHoi yactu He 6onee 1,5 cM Ky0., BO3MOKHA JIOKalibHAsI HHBA3USI.

S3 — Yactuunoe — ymanmenue 6onee 50%, HO menHee 90% omyxonu mo
MPOTOKOJIy OMepaluu, pa3Mep pe3uayalibHoi yactu 6oiee 1,5 cm ky0.

S4 — OTkpsiTas OUOIICUsI — OCTaTOYHAsl OIYXO0Jib cocTaBiisgeT Oonee 50% ot
CBOET0 NEPBOHAYAILHOTO O0BEMA.

Jist  omneHkd oO0BbEMA OMEPaTUBHOTO BMEMNIATENICTBA  MPOBOJIUIIOCH
CpaBHEHHE TPEIAONCPAIMOHHBIX U paHHHUX mocieonepannoHubix KT w\vaum MPT
0e3 u ¢ KY 1o cienyronmum kpurepusm [65]:

R1 — "er mpusHakoB ocratouHoi omyxoiu Ha KT\MPT, o0béM pesekiuu
TOTaJIbHBIN;

R2 — kpaeBoe HaKOIUICHME KOHTPACTHOTO BeEIIECTBa (TOJBKO B MECTE
orepalyun), OCTaTKu omyxonu <1,5¢cwm;

R3 — ocrarounas omyxonb pasmepamu>1,5cM2, mpu 3TOM yKa3bIBaeTcs 2
pasmMepa;

R4 — ocrarounas omyxoiab HE HW3MEHWIACh IO CpPAaBHEHUIO C
JOOTIePAITMOHHBIMH UCCIICIOBAHUSIMH.

Takum 00pa3om, UCTIOIB3YS JaHHBIE MPOTOKOJA omnepanuu (Kputepuit S) u
KT\MPT (kputepuit R) 00BEM omnepaTuBHOrO BMEMIATEILCTBA OMPEICIISIICS
CJIC YoM 00pa3oMm:

1. S1 u R1 — ToTanpHOE ynalieHHe OIMyXOJIH.

2.S2 u R1-2 — cyOTOTaNIBHOE YaTICHUE.

3. S1-3 u R3 — wactuunoe ynaneHue.

4. S4 u R4 — Ouoncust omyxoJu.

B nmanHOM mMccnenoBaHWM TOTadbHOE yAaJeHHE MEPBHYHOTO OITyXOJIEBOTO
ouara ObLIO BBIMOJHEHO Y 29,7 % (N=46) mamuenToB, cyoTotamsHoe — 31,0 %

(n=48), yactuunoe - 34,8 % (N=54), ouorncus - 4,5 % (N=7) (tabnumua 4).
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Tabnumna 4 — O0bEM onepaTUBHOIO BMENIATEILCTBA B 3aBUCUMOCTH OT
Jokaauzanun ATPO ITHC

Jlokamuzanus | CynparenropuanbHas | MHGpaTeHTopuanbHas | CHMHHOM Bcero
PanuxansHOCTB MO3T
oreparuu
ToraneHoe 19 (12,3%) 27 (17,4%) - 46 (29,7%)
CyOToTanbpHoe 25 (16,1%) 22 (14,2%) 1 (0.7%) | 48 (31,0%)
YactuuHoe 25 (16,1%) 26 (16,8%) 3(1,9%) | 54 (34,8%)
Buorncus 5 (3,2%) 2 (1,3%) - 7 (4,5%)
Bcero 74 (47,7%) 77 (49,7%) 4 (2,6%) |155 (100%)

[TokazaHueM K TUTAHOBOM MOBTOPHOM XUPYPTUUECKOW pe3eKIuu (omeparus
«second-looky») ObLTO HaMUYKE OCTATOYHOM OMmyXoH mocie 6—16-ueaensHon [TXT
B pamkax mportokona ATPO-2006.

Cpenu Bcex mainueHToB y 17 BBITIOJHEHBI MOBTOPHBIE PE3EKIIMU OIMyXOJH
(omeparust «second-look») m y 24 - onepanmuu 1Mo yAaJeHHUIO OIYXOJU TIPU
peuuauBe 3abosieBaHus. Y 53 marueHToB (34,2%) ObLT YCTAaHOBJIEH pe3epByap
OmMaiis nnst npoBeAeHUs WHTpaBeHTpUKyssipHon XT, 52 marumentam (33,5%)
OBLITM BBITIOJTHEHBI TUKBOPOIITYHTUPYIOIIAE OTICPAITHH.

CramupoBaHue  TAIMEHTOB  TNPOBOJWIOCH B COOTBETCTBHUH  C
knaccuduxanuent onyxosnein [[HC, xotopas Owuia BrepBbie mpemsiokeHa B 1969
rogy aokropom Chang u coaBropamu. JlaHHas knaccuukanusi y4UTbIBaJa
JokanbHOE pacrpocTtpanenue omyxonu (T — tumor stage) u meTacTazupoBaHUE B
npeaenax I[HC (M — metastasis stage), 4To, B MNpPHUHIIUIIE, COOTBETCTBOBAJIO
kiaccuyeckod TNM knaccudukanuu aisi Ipyrux COJUIHBIX HOBOOOpa30BaHUM,
HO OBLTO aIanTHPOBAHO TSI OIyXO0JIel ToIoBHOTO Mo3ra (Tabmuua 5) [38]. lannas
Kiaccudukanys ObUla MpeasioKeHa sl ONpelesieHus] CTaauu 3a00JIeBaHUS Y
MaIMeHToOB ¢ Memyiuioomactomoil. B teuenne mocieannx 10 et wcmosb3yercs
JUIS  CTQAUpPOBAHUSI BCEX OIMYXOJIEH TOJOBHOTO M CIIMHHOTO MO3Ta C y4YeTOM

OIpEICIIEHUS TOJIBbKO M-cTaanmu.
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Ta6nuna 5 — Kuaccndukanus no Chang C. (1969r.)

Craagus Pacnpoctpanenue

T1 Onyxob <3 cM B AMaMETPE, PacoioKeHa B OJTHON U3 YacTel M03-

kKedka (4epBb, TeMHuc(epbl MO3KEUKA WM KPBIIIa 4-TO JKeTy109Ka)

T2 Onyxoap> 3 cM B AMaMETPE, MOJTHOCTHIO TOPAXKAET OJIHY U3 YacTeil

MO3KeUKa MJIH 3aHuMaeT VI KEIYyJOYCK I'OJIOBHOI'O MO3ra

T3a OnyxoJp opaXkaeT ABE MPHIIeKAITUE CTPYKTYPhl MO3KE€UKA UITU TOJI-
HOCTbIO 3anoaHseT VI kemynodek ¢ pacnpocrpaHeHreM Ha CUIIbBUEB
BOJIONPOBOJ, OTBepcTHE Makaniu uiu JIronko, BbI3bIBasi BHYTPEH-

HIOIO THAPOIIEhaTHIO

Tab Onyxomb pactet U3 aHa VI xkenmyouka v MOJTHOCTHIO €ro 3aroJHSAET

T4 Omnyxonb pacnpocTtpansercs yepe3 CHUiIbBUEB BOJONIPOBO U IOpaXkKa-
et III sxemyao4ex U cpeHUI MO3T WM MOPa)KaeT CTBOJ MO3Ta U BEpPXHUE

OTACJBI CIIMHHOI'O MO3ra

Mo OTtcyTcTBUE NPU3HAKOB CyOapaxHOUJAIbHBIX U TEMAaTOT€HHBIX METACTA30B
M1 MHUKpOCKONINYECKOE BBISIBJICHHE OITyXOJIEBBIX KJIETOK B JIUKBOPE
M2 BrsiBiieHHe MeTacTaTUUeCKUX y3J10B CyOapaxHOMJAIBHO 110 000J104-

KaM MO3XeuKa, O0JIbIINX MOJyIIapHii TOJIOBHOTO MO3Ta UJIU B CyIIpa-

TEHTOPHUAJIBHON KEITYJOYKOBOU CHCTEME

Mz, MaKpOCKOHI/I‘IeCKOC pacnpoCTpaHCHUC MCTACTATUYCCKUX Y3JIOB 11O

CY6aanHOI/II[aJ'IBHOMy MMPOCTPAHCTBY CIIMHHOI'O MO3ra

Map Makpockonu4yeckoe pacipoCTpaHEHUE METACTATUIECKUX Y3JI0B 110

CY6aanHOI/II[aJ'II>HOMy MMPOCTPAHCTBY CIIMHHOI'O U T'OJIOBHOT'O MO3ra

My Mertacra3ssl 3a npenenamu [THC

C uenpro omnpeaeneHus pacpoCTPaHEHUs! OIyXO0JIEBOTO Mpoliecca, OLUEHKH
OCTAaTOYHOM OIMyXO0Jik ITPoBOAUIN MPT rosiloOBHOrO M CIMHHOTO MO3Ta HATUBHO U C
KOHTPAaCTHBIM YCWJICHUEM B TE€UE€HUE 72 4acoOB MOCJE ONEPATUBHOTO YyAaJCHUA
MEPBUYHOTO OMYXOJIEBOr0 ouara, Jubo cmycts 14 mHei mocie omepammu. Takue
BPEMEHHBIE PAMKH CBA3aHbI C TIOSBIICHUEM OTE€Ka B 30HE OIEPATUBHOTO
BMEIIIATEILCTBA, PA3BUTHEM IeMOCHICPO3a U TJIM03a B 3TOM 00JIACTH, YTO 3HAYUMO

3aTPYAHSCT OLEHKY PaIUKaIbHOCTH yaaneHus onyxomu [13].
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B 3aBucuMocTu OT cTaauu omyxoseBoro mpoiecca Bce OonbHbie ¢ ATPO
HHC nmnocine onepaTUBHOrO yAaJ€HUs NEPBUYHOIO OIYXOJEBOrO oOdara
pacrpeAeIIsIICh CISAYIOMUM 00pa3oM: OOJBITUHCTBO MaUeHTOB - 54,2 % (n=84)
UMEIIM  JIOKAJIM30BaHHYI cTaauio 3aboneBanus - Mo, y 32,3% (n=50)
peructpupoBai Mi-Mj ctaguu 3aboneBanus, y 13,5% (n=21) nmo pa3nu4HbIM
TEXHUYECKUM MpuunHamM M-ctaaus 3a0oneBaHus He Oblia onpexaeneHa - My. Y 2
nanueHToB ¢ ATPO IHHC 6buta guarHocTupoBaHa pabiouHas ONMyXoJb IMOYEK.
Cpenu 50 marueHToB ¢ METACTaTUYECKUM PacpOCTPaHEHUEM OMyXoiau Mi-cTtanus
3aboseBanus ObUTa quarHoctupoBana y 30 % (n=15), Ma-ctamus —y 6 % (n=3),
Ms-cranusa —y 64 % (n=32). Takum 06pa3oM, cpenu manueHToB ¢ MicTatycom y
OOJIBIIIMHCTBA TAIMEHTOB OblIa BepudulrpoBaHa Ms-ctaaus 3aboneBanusi. Ha
MOMEHT TOCTAaHOBKHM JMAarHo3a 3KCTPaKpaHHAIbHBIX METACTA30B y MAlUEHTOB C
ATPO LIHC BbIsiBIEHO HE OBLIO.

Bo Bcex cmywasx mmarHo3 ATPO IIHC ycranaBnmBancss Ha OCHOBAaHUU
pe3yJIbTaTOB TMCTOJOTMYECKOTO UCCIAEAOBAHUS TKAHU OMYXOJIU U MOJTBEPKAAICS
notepeit aaepuoit sxcrpeccuu INI1 (mpu HaTUYMK MOJOXKUTENHHOTO BHYTPEHHETO
KOHTpOJISl,  HalmpuMep Ha  DBHJAOTEIUMU  COCYJOB) MpH  NIPOBEACHUU
MMMYHOTUCTOXMMHUYECKOTO aHanu3a. J[aHHbIE MCCIIeIOBAHUS BBIMOJHSIIUCH BCEM
namueHTaM B pedepeHc-1ieHTpax — Heipomopdosioruueckoit nadoparopun HMUI]
Heiipoxupyprun um. bypaenko (3aBemyromas nabopatopuei a.M.H. PpDkoBa
M.B.), naronoroanatomudeckom otaenennn HMMUAI] Jletckoit I'emaronoruw,
Onkoniorun 1 Ummynonoruu um. JImutpusi Porayesa (3aBenyrominii OTeICHHEM
k.M.H. KonoBanmoB JI.M). Oxcnpeccuss Oenka BRG1 He onenuBanace.
MonekynasipHO-TeHETHUECKOE  HucclieqoBanne  oOpasnoB  reHomHor  JIHK,
BBIJICICHHBIX W3 LEJIbHOM KpoBH, BKmouaromee I[P ¢ mnocnenyromum
cekBeHupoBanueM 1o Conrepy 3k30HOB 1-9 rena SMARCB1 65110 BBITIOJTHEHO Y 8
nainueHToB. HaKTUBUPYIOIIME TepMUHAIbHBIC MyTallMK ObUTM HaiieHbl B 25 %
(2/8) cityqaes.

Omnpenenenne MosekysipHeix Tpynn  ATPO  npoBogunock Ha 0asze

HeMenkoro OHKOJIOTHYECKOTO HCCIIEIOBATENhCKOTO IIeHTpa B XaiiaenboOepre
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('epmanus) - German Cancer Research Center (DKFZ), Heidelberg, Germany
(crapmmii Hayunsiii corpyauuk Marcel Kool). JIHK onyxomu u3Biekangach u3
napaguHoBoro  Ojoka, 3aTeM MPOBOAMIOCH  HUCCIEIOBAaHUE  CTPYKTYpPBI
metuiupoBanuss JIHK Ha ypoBHe reHOMa C UCHOJIb30BAaHUEM MAaTPHIL
metrupoBanus [llumina Methylation EPIC 850k. 3aTem monexymnsipHas rpynma
OTIpeeNsAyach COTJIACHO 3JIEKTPOHHOMY KJIACCH(PHUKATOPY OIMYyXOJied TOJOBHOTO
Mo3ra, co3fgaHHoMy Ha ocHoBe ucciemoBanusi I[llumina 850k, Bkimouaronemy u
pacno3HaIIEMy METWIALMOHHbIE Ipynnbl Oojee 80 HHTpaKpaHHUAIBHBIX U
CIIMHAJBHBIX OMyXOJIeH, a Takke 9 METWIAIMOHHBIX TPYII HOPMAJIbHOW U
PCaKTHUBHO U3MEHEHHOM MO3roBol TKaHu [36, 37].

B mame#i koropre NalMeHTOB MOJEKYJspHas TPYMIa OIMyXOoidu ObLia
ompeneneHa y 57 mamuentoB: SHH monekynsapuas rpymma - y 46% (n=26)
nareHToB, TYR - y 39% (n=22) nmaruentoB, MYC - y 16% (n=9) manueHToB
(pucynok 3). Takum o00pa3oM, y OOJBIIMHCTBA MAIlMCHTOB OBLIN BBISBIICHBI

moutekysapabie rpynnsl SHH u TYR — 85%.

30
25

20

10

u

TYR SHH MYC

Pucynok 3 — Pacnpenenenue nanmentoB ¢ ATPO ITHC B 3aBucumocTu ot

MOJIEKYJISIPHOM TPYIIIIBI

Knacrepuwiii anammu3 oOpasuoB ATPO, kotopsiM Obula oOmpezesneHa

MOJIEKYJISIpHAs CPYIINa, MPE/ICTaBIEH HA PUCYHKE 4.
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Pucynok 4 — KiactepHslil aHany3 MOJEKYJSIPHBIX TPYII BceX 00pasIioB

ATPO

Ha ocHoBanmm kpurtepues, npemioxenusix Friihwald M.C. u coaBt., B

HaIlleM UCCleIoBaHuU ObLTa mpoBeaeHa crpatudukamms namueHToB ¢ ATPO ITHC

Ha rpymmsl pucka [59].

- B IPYINIy CTaHAAPTHOTO PUCKa BOILIM MMALIMEHTHI B BO3pacTe 1 roga u crapiie,

y KOTOPBIX OblIa onpesiesieHa MoJieKysipHas rpymmna T YR;

- B Ipyniy NPOMEKYTOYHOTO pHCKa BOIUIA IMALMEHTH B Bo3pacte 1 roma u

cTapiiie, y KOTOpPBIX ObLIa ompejeicHa MosieKysipHas rpynmna ve-TYR (SHH

wm MYC) u manueHTHl B BO3pacTte Miadme | roja, y KOTOpBIX Oblia

onpezeneHa MoJjekyasipHas rpynmna T YR,;

- B I'PYIILY BBICOKOI'O pHUCKa BOOUIM ITAOMCHTHBI B BO3PACTC MJIAIIIC 1 rozaa, y

KOTOPBIX ObLIA ompeieieHa MoJieKysipHas rpymnmna ve- T YR (SHH wiu MYC).

IIporokosbl, npumensembie B Poccuiickoii ®eaepanumn Ui Tepanuu

ATPO ITHC.

IIporoxoa ATPO-2006.

Uctopuueckn mnepBbiM mpoTokosioM JjeueHuss ATPO B Poccuiickoit

®enepanuu 6611 mpoTokoa ATPO-2006, xoTOpBIM OBUT MPEIIOKEH YUEHBIMH
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uHctutyta Oraiio st tepanuu padmomuocapkom (IRSIII). Xots He BbI3BIBaET
COMHEHHUS PA3JIMYHOE NPOUCXONKIACHUE ATUX OIyXOJIEH, HCIOJIB30BAHUE TAKOMN
IporpamMMbl  JIEYEHUs OOYCIIOBHMJIO YCIEX B JICUEHHH 3JI0KAYECTBEHHBIX
pabJOUIHBIX OIMyXOJEH HSKCTPAKPAHHAIBHOTO MPOUCXOXKIEHHUSA. Y UHUTHIBAs
BBICOKYIO0 arpeccuBHOCTh ATPO 1o cpaBHeHHIO ¢ PabIoOMHOCApKOMOM,
IPUMEHSIN MHTEHCUBHBIN pexxuM npotokosia IRSII. Cxema mpotokona ATPO-

2006 nipejcTaBiIeHa Ha PUCYHKE O.

Onepamma

I

Apamms INI 1 rega, HMMYHOTHCTOXHMHYECKOE HOCIeOEAHHE

¥

[Mpegmyaepan uxayrkrmonnan [IXT 1-6 negemn

«Second-Look» olepalina ¥ NallHEHTOE ¢ OCTATOYHOH OMYXOIBED

i

My-cTanus- ece BozpacTa HIH M+ <3 metr — Micramms & = 3 ner — KCOHIXT 7-12
mokaneHas JIT u [IXT 7-12 gegenn HEJemH

l l

Tloctnyvaerpan nagyxkumonsas [TXT
13-18 wmepenu

¥
«Second-Looky» omepammid v DanHeHETOE ¢ 0CTATOYHOH

OIIVXOIBED

r

Toppepamearoman [TXT 1944 gegenn

k4

Her KCO —TITXT ¢ noxocopyommamom 4551 KCO —TIXT oes gokcopyboHHEa

HeJEeTH
45-51 gegemn

Pucynok 5 — Cxema npotokosaa ATPO-2006

JIaHHBIN MPOTOKOJI BKJIIOYAET 6-HENEIbHYIO0 MPEIITYyUYEBYI0 UHAYKIUOHHYIO

[IXT B cocraBe: MOKCOPYOUIIMH, MaKTHHOMHIIMH, MUKIopochamMus, MUCIUIATHH,
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sTono3ua U BUHKpUCTUH, JIT nokansHo y aereit muaame 3 ner u KCO y perei
crapuie 3 jer ¢ Micranueit, nocieayrwoiyw noaaepxupatomy [IXT B Bume
YepeayIOIIUXCS [IUKJIOB VAC/VADC (BUHKPUCTHH, JIAKTUHOMMIIMH,
nukiIoQgochaMu i/ BUHKPUCTHH, TaKTHHOMUIIMH, ITUKI0(pochamMua, JOKCOPYOUIINH)
no 52 nHemenb. C menblo MpOGUIAKTAKA M JICUECHUS JICNTOMEHUHTEATHLHOTO
nopaxxenus: npumensiercss UT/MUB XT ¢ BBeaeHuWeM TpuILieTa - METOTpEKcara,
nuTapabuH U npenHuszoiioHa. IloapoOHbIN pekuM BBEIECHMS U J03bl IPENapaToB,
npumenseMbix B mpotokosie ATPO-2006 npeacrasiens! B Tabnuie 6.

Tabnuua 6 — Pesxum BBeleHHS W /103bl NPeNapaToB, NPUMEHAEMbIX B

nporokose ATPO-2006

Hepneaun/npenapatbl 1 2 3 4 5 6
Bunkpucrtun 2 Mr/M? 1l aesp | 1ngess | 1 mewp | 1 menp | lxeds | 17eHb
B/B CTpYHHO

Hucmnatun 90 MF/MZ/CYTKI/I B/B 1 neHb 1 neup

KalleJIbHO 3a 8 4acoB

Jlokcopy6uuus 30 Mr/mM%/cyTku B/B | 2—3 2-3

KalleJIbHO 3a 48 yacoB JTHU JTHH
Huxnodochamun 300 mr/m%/cyTkn | 2—4

B/B KamneabHO 3a 72 yaca JTHHA

Sronosua 100 mMr/m?/cyTku B/B 1-3

KameabHO 3a 1 yac JTHU

WUT/UB Tpumier 1 nesp | 1 nesp 1 nesp

KonTtpoabsHoe o0ciienoBanne
nepen 7 HegeJseu

Paccmotpenue Bompoca o «Second-
Look» omneparn

IIposenenue JIT ¢ napannensnoi IIXT ¢ 7 mo 12

Hezento, 00béM JIT 3aBUCHT OT Bo3pacTa ManueHTa u
pacpoCTpaHEHHOCTH OITyXo0JsieBoro mpouecca. [Ipu
OTCTYTCTBUH TEXHUYECKON BO3MOKHOCTH IMPOBCACHUA

napautensHon 1IXT, npogomxkenue IIXT nocie

okoHuyaHus JIT.

Henesn/npenaparsl 7 8 9 10 11 12

Bunkpucrtun 2 Mr/M? B/B CTPYHHO lmeus | 1 mesp | 1 mens | 1 mewsp | lgens | 1aeus

Hucratun 90 Mr/M?/cyTku B/B 1 nens 1 nenn

KareJabHo 3a § yacos

uknodochamua 600 mr/mM%/cyTku | 2 neHsb 2 JleHb

B/B KalleJbHO 3a 1 yac

Dronosuz 100 mr/m?/cyTku B/B 1-3 1-3

KarenbHo 3a 1 yac JTHH JTHU

HUT/AB Tpumier 1 1eHb

Heneau/npenaparsl 13 14 15 16 17 18

Bunkpuctus 2 mr/m? B/B cTpyitHo 1 nenp | Ilepe- | Ilepe- 1 nens | Ilepe- | [lepe-
pBIB pBIB pBIB pBIB

[uknodochammn 300 mr/m%/cytkn | 1-3 1-3 gam

B/B KalleJILHO 3a 72 yaca IHU
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IIpoodondicenue mabn. 6
Jloxcopy6unus 30 mMr/m?/cyTku B/B | 1-2
KaneyibHo 3a 48 yacoB JTHU
Haxtnaomurnun 0,015 1-5 naun
MKTI/KT/CYTKH B/B CTPYHHO
WUT/UB Tpumier 1 neHp
KontpoJabHoe o0cienoBanne npooaurcs nepen 19, 33, 45 negensimu
Heneau/npenapatsl 19 23 27 30 MPT
JIaKTHHOMHMIIUH B\B CTPYHHO 1,2 mr/M? | 1,2 mr/m? 0,015
1 neHp 1 nenp MTI/KT/CyTKH

1-5 nam
Temozonamun B/B wim nepopaisho, | 1-5 nau | 1-5 nHu
200 Mr/M?/CyTKH TIpH JIOKaJIbHOM
JIT umu 150 mr/m?/cytiu npu KCO
Bunkpuctus 2 mr/m? /B cTpyiiHO 1 neHp 1 neHp
HokcopyOurun 30 MF/MZ/CyTKI/I B/B 1-2 nam
KaneyibHo 3a 48 yacoB
Huxnodochamua 300 MF/MZ/CYTKI/I 1-3 qau | 1-3 qum
B/B KamellbHO 3a 72 Jaca
WUT/UB Tpumier 1 neHb 1 neun
Henean/nepnaparsl 33 36 39 42 MPT
Bunkpucrtun 2 Mr/M? B/B CTPYHHO 1 neun 1 neusn 1 meun 1 nenn
Jloxcopy6unus 30 mr/m?/cyTku B/B | 1-2 nuu 1-2 nHu
KanesjabHo 3a 48 yacoB
Hukmodochammm 300 MF/MZ/CYTKI/I 1-3mgan | 1-3gam | 1-3 quu | 1-3 nuu
B/B KameJbHO 32 72 Jaca
HaxturaomunuH 0,015 mr/kr/cyTku 1-5 neun 1-5 neun
B/B CTpyHHO
Kapmuokcan 300mr/mM?/cyTk 3a 30 1-2 nan
MUHYT
WUT/UB Tpumier 1 nesp 1 neHp
Henesn/npenaparsl 45 48 51 MPT
Bunkpuctun 2 mr/m? B/B CTPYHHO 1 meHb 1 meunp 1 meHn
Jloxcopy6umus 30 mr/m? B/B 1-2 nuu 1-2 nam
KanesibHOo 3a 48 yacoB
Huxnodocdammu 300 mMr/m? B/B 1-3mau | 1-3 gau | 1-3 nHu
KarnenpHO 3a 72 yaca
JIaKTHHOMHILIMH CTPYWHO 1-5 nenp
0,015 mr/kr/cyTku B/B cTpyiHO
Kapmmokcan 300 Mr/M%/cyT 1- 21U 1-2 nEM
HNT/UB Tpunier 1 n1eHp 1 neHp

Ipumeuanue: UT/UB tpumner: Metotpekcar 15 Mr/m? (MakcHManbHas 103a
15mr), npennusonon 10 mr/m?(makcuManbHas no3a 10 mr), uurapabun 60 mr/m?

(MakcumanbHas j103a 60 Mmr).
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IIporokoa EU-RHAB

C 2013 B P® mnpumensercs mnporokon EU-RHAB (Rhabdoid 2007),
KOTOPBIN OBLT pa3paboTaH HEMEIKOW TPYNIONW aBTOPOB IS JICUCHUST pPad OUTHBIX
omyxoneil mouek, mMsArkux TkaHed u [[HC. [laHHBII TPOTOKOJ HUMEET JMHUU
tepanuu ¢ BiaoueHueM BJIXT c¢ ayro-TI'CK nmbo 6e3 Heé u Bapuanuu B
3aBUCUMOCTH OT Bo3pacTa (crapiie niau miamme 18 mecsies) (pucyHok 6, a, 0, B,
r). B coorBerctBuum ¢ mpoTokosioMm wucrnonb3oBanue BJIXT ocraercs Ha
YCMOTpPEHUE JIEHAIIErO0 Bpadya B COOTBETCTBUU C TEXHUYECKUMH BO3MOKHOCTSIMHU
yupexaeHus. B nannom npotokone peruonapaas XT Bkmtouana UB/UT Beenenue

MCTOTPCKCATAa OJHOKPATHO IICPCA KAXKIABIM ITHUKJIOM IIXT.
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ATPO ITHC y marmenToB muaanie 18 mecsien
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Pucynok 6 — Cxema nportokona EU-RHAB: ¢ ucnons3zoBannem B/IXT c

ayTo-TI'CK mumanmie 18 mecsues (a) u crapuie 18 mecsies (0); 6e3 BAXT ¢ ayto-
TI'CK mnammre 18 mecsities (B) u u crapiie 18 mecsiies (T)
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[Tocne pe3exkuuu OMyxoJi MpPOBOAUTCS 6 yepenyrommxcs nukio [IXT:
DOX (mokcopyounun), ICE (udochamun, xapOoruiatuH, stomosua), VCA
(BUHKPUCTHH, NaKTHUHOMHIIMH, HHUKIO(ochamMum), ¢ METbi0 MPOPIIAKTUKA |
JICYCHHS JIENTOMEHUHI€AJIbHOTO TMOPaXXEHHsI MPOBOJUTCS WHTPABEHTPUKYJISIpHAs
Tepanus ¢ UCIOJIb30BAaHUEM METOTpeKcaTa. 3areM nposoautcsa 1uoo BJIXTc ayro-
TI'CK, mu6o eme 3 mukma I[IXT (DOX, ICE, VCA). JIT B 3aBUCUMOCTH OT
BO3pacTa pedeHKa U panpoCTPaHEHHOCTH OIYXO0JId MOKET ObITh MPOBEJEHA MOCJIe
1-6 mmxnoB XT. Permonapnass XT mpoomutcsi Tosnbko a0 JIT. TlogpoOwnsrii
peXUM BBEJCHUS M J03bl NpPEMmaparoB, MpUMeHseMbIx B mporokone EU-RHAB

IpejICTaBICHbI B TaOIuIIEe 7.

Tabnmuua 7 — Peskum BBeJeHHMs M J103bl NPeNapaToB, NPUMEHsEMbIX B

nporokosae EU-RHAB

Ta6muna 7.1. Huxn DOX: nokcopyOuIuH.

Jenp JokcopyOunun W HTpaBeHTPUKYJIIpHAs TEPANMS

1 37.5 mr/m? MeroTpekcaT

2 37.5 mr/m? MeTtoTpekcar

3 MeroTpekcaT

4 MeroTpekcar

KymynaruBnas 75 Mr/™? 71032 B 3aBUCMMOCTH OT BO3pacTa

JI03a Ha ITUKII PazoBas noza: <2 ner - 0.5 mr, 2-3 roga — 1wmr,
>3 et —2 mMr

Tabmuna 7.2. ICE: udochamun/xkapborniaTiun/3Tomno3u

JleHb NUdochamun | Kapbomnarun | Oronosusa | HTpaBeHTpUKYIspHas
Tepamnus
1 2000 mr/m? 500 mr/m? 100 mr/m? | MetoTpekcar
3alyg 3aly 3aluy
2 2000 mr/m? 100 Mr/mM? | MeTtoTpekcart
3alyg 3aly
3 2000 mr/m? 100 Mr/mM? | MeTtoTpekcar
3alyg 3alyg
4 MeroTpekcar
KymynaTtuszas | 6000 mMr/m? 500 mr/m? 300 mr/mM? | 1032 B 3aBECHMOCTH OT
71032 Ha KT BO3pacTa
PasoBas no3sa:
<2 et - 0.5 mr,
2-3 roma — 1mr,
>3 et —2 Mr
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Ta6muna 7.3.VCA: Bunkpuctun / Huknodpochamua / fTak THHOMUIIMH

Jlenn Bunkpuctun | Huknodochamuyg | Jaxtuanomunun | UHTpaBeHTpUKYIIspHAs
Tepanus
1 1.5 mr/m? 1500 mr/m?3a 19 | 25 MKI/KT MeroTpekcat
Makc. 2 Mr
2 25 MKI/KT MeTtoTtpekcar
3 MeroTpekcaT
8 1.5 mr/m?
Makc. 2 Mr
Kymyns- | 3.0 mr/m? 1500 mr/m? 50 MKr/KT 71032 B 3aBUCUMOCTH OT
THUBHAas Makc. 4 Mr BO3pacra
7103a Ha Pa3oBas no3a:
LMK <2 net - 0.5 mr,
2-3 roga — lmr,
>3 ner — 2 Mr

Tabnuna 7.4. BAXT(CARBO/TT) B coctaBe KapOOIMIaTHHA/THOTEIIBI

JleHb Kapb6omnarun Tuorena CKIIK
-6 500 mr/mM%/nenn 300 mr/m%3a 1 u

-5 500 mr/M%/neus 300 mr/m23a 1 9

-4 500 mr/M%/neus 300 mr/m23a 1 9

-3

0 X
KYMYyJIATHBHAS 1032 Ha MUK | 1500 mr/m? 900 mr/m>

IIporokoa MUV-ATRT.

[Ipotokon MUV mnpennoxkeH rpynmnoud ucciuegoBarened MeauumHCKOro
VYuueepcutera Benbr [138]. Cxema siedeHus BKiIrouaeT 3 OJOKa WHIYKIIMHHOM
[TXT ¢ UT/MB BBenenuem sTomno3uia, nurapaduna, 3aremM BJIXT ¢ ayro-TI'CK,
JIT B 3aBUCHUMOCTM OT paclpOCTpaHEHHs OPIYXOJd U BO3pacTa HalMeHTa

IPOBOIUTCS MOCIIE 3aBepIieHus (PUCYHOK 7).

T10.90.CB

1 6ok ITXT ‘ ‘ 2 6ok ITXT \ \ 3 6ok ITXT ]:{ BJIXT c ayro-TI'CK H T \
| M7 | MpT* | MPT**

I1b

‘ HuanB HIOyaTH3aIHg TepamHa ‘

‘ Omneparug ‘

MPT* - R+ MO — pelreEHe BOIIpoca O IpoBedeHHH «second-look»omepartim
MPT** - pemenre BOIIpOca O IIPOBeleHHH «second-lookyonepauuy

Pucynok 7/ — Cxema nporokona MUV
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[ToapoOHBI peXUM BBEICHUS M JO3bI IIPENaparoB, NPUMEHICMBIX B
npotokosie MUV, nipeacraBiiensl B Tadmuiie 8.
Tabmuua 8 — PeskuM BBedeHHsS] M 103bI NMPENapaToB, MPUMEHAEMbIX B

nporokoae MUV

Tab6aua 8.1. bioxk 1

Henens 0 Jlens 1,2 — Jlokcopy6urms 30mr/m? (24-4), 2 OCIe10BaTENbHBIX JHS
Henens 1 JleHs 8 - DTOMO3U T MHTPABEHTPUKYIISPHO * 5 nHEH
1o 1 roma - 0,25mr, mocne 1 roga - 0,5mr
Henemns 2 Jlens 15 -BuHKpUCTHH 1,5Mr/mM?*1;
Huxnodochamun 800mr/m?/3a 1 yac*3 nus
Henens 3 Henp 22 - llurapaOun uHTpaBeHTpUKyYIsipHO — 1, 4, 8, 11 qam (16mr <1 roxa,

20mr >1 roma m <2x ner, 26mr >2x mer u <3x jer, 30mr >3x ser) +
Jexcameraszon 0,15mr/kr/cyt B 2 BBenenus * 3-5 nueit

Henens 4 Jlens 29 — Udochamun 1500mr/m%/cyT (3-u) *5 aneii;

Hucnnatua 20mr/m?/cyT (1) *5 neit;

Dronosuxa 100mr/mM?/cyT (1 — 4-4) *3 nus

Henens 5 Jlerb 36 — DTOMO3U HHTPABCHTPUKYISIPHO * 5 THEH,
1o roga — 0,25mr, mocae roga — 0,5mr

Henens 6 [lepepriB

Henensa 7 Hens 50 — Bunkpuctun 1,5Mr/mM?* 1 neHb;
Metotpekcar Srp/m%/cyT (24-4) + kanbuus GoauHaT

Henens 8 Jlens 57 — Bunkpuctun 1,5Mr/m?*1;

Metotpekcar Srp/m%/cyT (24-4) + kanpuus GoauHaT
Onenka orBeta — MPT ronosHoro + cnuanoro mosra ¢ KY
Tabnuma 8.2 brok 2

Henens 9 Jlens 1,2 — Jloxcopy6umun 30mr/m? (24-1)
Hensb 1, 4, 8, 11 - Llurapabun uHTpaBeHTpUKYIsApHO (16Mr <1 roxa, 20mr >1
roja u <2x jet, 26Mmr >2x net u <3x jet, 30mr >3x ser) +
Jexcamertaszon 0,15mr/kr/cyT B 2 BBeneHus * 3-5 nHeit
Hepnensa 10 | IlepepsiB
Henema 11 Hens 15 — Bunkpuctun 1,5Mr/M%*1;
Huknodochamun 800mr/M?/3a 1 wac*3 must
Henp 15 — DTOomo3ua UHTPABEHTPUKYJISIPHO * 5 mHEH,
1o roga — 0,25mr, mocie roga — 0,5Mr
Henenu I'- KC® 10 MKI/KT eKeIHEBHO;

12-13 Adepes [ICK

Henens 13 | Jlens 29 — Udocdamun 1500mr/m?/cyT (3 vaca) *5 nHeit;
ucrnatun 20mr/m%/cyT (1- vacoBas undysus) *5 nHeit;
Sronosux 100mr/m? (1-4 —aaca) *3 a5
Hensb 29, 32, 36, 39 - Hutapabun unTpaBeHTpUKyIsipHo (16mr <1 rona, 20mr
>1 roga u <2x e, 26mr >2x jet u <3x jaet, 30mr >3x ser) +
Jexcamertaszon 0,15mr/kr/cyT B 2 BBAeHUS * 3-5 nHel
Henens 14 | IlepepsiB
Henens 15 | Jlenp 43— DTomno3uj HHTPAaBEHTPUKYIIAPHO * 5 THEH,
1o roga — 0,25mr, mocae roga — 0,5mr
Henens 16 Henb 50 — Bunkpuctun 1,5Mr/mM?*1;
MertoTpekcar Srp/m?/cyT (24-4) + kanbius GonuHAT
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IIpoodonsicenue mabn. 8

Henens 17 Jlenws 57 — BunkpuctuH 1,5Mr/mM°*1;
MertoTpekcar Srp/m?/cyT (24-4) + kanblus GonuHAT

Ouenka orBeta — MPT ronosHoro + couagoro mosra ¢ KY

Tabauma 8.3 biok 3

Henens 18 Henb 1,2 — JlokcopyOuimx 30Mr/M? (24-4), 2 moceA0BaTEIBLHBIX THS

Hens 1, 4, 8, 11 — Ilurapabun uaTpaBeHTpUuKysipHO (16MT <1 roma, 20mr >1
roma u <2x jer, 26mr >2x jet u <3x jer, 30mr >3x ner) + [lekcamera3zon
0,15mr/kr/cyT B 2 BBeaeHus * 3-5 nuei

Henena 19 | IlepepniB

Henensa 20 Jenn 15 — Bunkpuctun 1,5Mr/mM?*1;
Luxnodocdamug 800mr/m?/3a 1 yac*3 + MecHa
Jlens 15— DTomno3ua MHTPABEHTPUKYJIAPHO * 5 THEH,
1o roga — 0,25mr, nmociae roga — 0,5Mr

Henens 21 [lepepriB

Henens22 | dens 29 — Mbochamun 1500mr/m¥cyr (3-u)*5S mmeii; ILlucrmaTus
20mr/m?/cyT (1- wacosas undysus)*S mueit; dromosun 100mr/mM%/cyT (1-4-x
gacoBast uHQY3usA)*3 qHA
Henn 29, 32, 36, 39 — [lutapabun uHTpaBeHTpuKysipHo (16mr<l1 roga, 20mr
>1 roma u <2x net, 26Mmr >2x et u <3x jet, 30mr >3x ner) + [lekcamerazon
0,15mr/kr/cyT B 2 BBeieHus * 3-5 nHeu
Hepnensa 23 | IlepepsiB
Henensa 24 Jlenb 43— DTOMO3U MHTPABEHTPUKYJIISIPHO * 5 mHEH,
1o roga — 0,25mr, nmociae roga — 0,5mr
Henens 25 JNlens 50 — Bunkpuctux 1,5Mr/M?*1;
MertoTtpekcar Srp/m?/cyT (24-4) + kanblus GonUHAT
Henensa 26 Jlens 57 — BunkpuctuH 1,5Mr/mM?*1;
Mertotpekcar Srp/mM%/cyT (24-4) + kanbius GonuHAT
Hepnens 27 | IlepepsiB

Henens JleHb 64— DTOono3u]1 HHTPABEHTPUKYJIISIPHO * 5 THEi,

28-29 1o roga — 0,25mr, mocite roga — 0,5Mr

Henensa 30 Henb 78 — BAXT:
Tuotena 300mr/M?%/cyT (2-9acoBast uHQY3us) (THY -6 -4)
Kap6ommatua 500mr/ M?/cyT (24 yaca) (mau -6 -4)
Aronosua 250mr/m?/cyT (1-uacoBas undy3us) (nau -6 -4)
ayToTT'CK — nenb 0, [-KC® — nenp +5 (SMKI/Kr/cyT)
Henens JAT

37-43

Ornenka orBeta — MPT rosnoBHoro + cnunHoro mosra ¢ KY

B Hamem wucciaemnoBanuu OosbimMHCTBY —manumeHTtoB  (N=81l, 52,3%)
NPOBEICHO XUMHOJy4YeBoe JjeueHue mo mupoTtokony ATPO-2006, 27 (17,4%)
narmentam - EU-RHAB, 19 (12,3%) nmamuentam - MUV-ATRT, y 28 (18,1%)
NAIMEHTOB TPOBOJIWIACH TEPAIUs IO JPYTUM MPOTOKOJAM, B TOM YHCIE IO

npotokory CWS, like-HIT-2000 (HIT-SKK), COG ACNS 0333 wu

WHMBHIYyaIbHBIM CXeMaM Teparuu (PUCYHOK 8).
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Pucynok 8 — Pacnpenenenue manuentoB ¢ ATPO IIHC B 3aBucumocTs ot
MPOTOKOJIA TePATNHI

B namem nccnenoanuu JIT mpoenena 100 manuentam: mokamsHas JIT - 80
oonbHbIM (51,6%), KCO - 20 (12,9%).

JIT mammentam ¢ ATPO IHHC BbImoOnHEHa COTVIACHO PEKOMEHYEMBIMU
J1030-BOJIIOMOMETPUYECKMUMH TIapaMeTpaMd B COOTBETCTBUU C MPOTOKOJIAMH
uccinenosanus (ATPO-2006, EU-RHAB, MUV-ATRT). C yuetoM Bo3pacTa
nanueHToB muaame 3 jer, a takke npu nposeaeHun KCO mnpenmoureHune
OTHABAJIOCH MPOBEACHHIO TPOTOHHOM JIT, HO B CHIIy TEXHUUYECKHUX BO3MOXKHOCTEU
OBLJIO BBIITOJIHEHO TOJIBKO Yy 16 manueHToB.

Jlo3upoBaHue:

1. Cragus Mo: nokanbHas JIT, COJl = 54,0I'p He 3aBUCMMO OT BO3paCTa;
no3a B 1 ppaxuuu — 1,8'p * 5 nHeit B Henemto.

3. Meractatuueckas ctagus (Mi-Ms), netu >18 mec — 3 1er.

3.1. B ciywyae goctkeHusi mojaHoro orBera Ha ¢oHe XT manueHTam B
Bo3pacte 10 3-x jeT nporoauiu JIT B oObeme:

- Jloxampnas JIT, COJ] = 54,61'p; no3a B 1 dpakiuu — 1,8'p * 5 nHet B Heaemio.
- byct Ha unTpakpanuaneabie Metactasbl: COJ = 49,21p; no3za B 1 dpakiun —

1,8p * 5 nHeit B Hepemo.
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- byct na cniunanbsHbie MeTacTasbl: COJl = 49,21p; no3a B 1 ¢pakuuu — 1,8Ip * 5
JTHEH B HEIEIIO.
- B cnyuae muddy3HOro CnmHaIBHOTO METACTAa3MpPOBAHHS CyMMapHas J03a
KpaHUOCITUHAIBHOTO 00Iy4eHHs He N0JDKHA npeBbimaTh 35,21 p.

3.2. Ilpu orcyrcrBun noaHoro oreera (HO, Cb):
- KCO, COJl =24,0I'p; no3a B 1 dpakuuu — 1,6I'p * 5 nHeli B Henemro.
- Jlokanpnas JIT, COJ] = 54,61'p; no3a B 1 dpakiuu — 1,8'p * 5 nHeit B Heaemto.
- Byct na unTpakpanuansueie Metactassl: COJl = 49,21"p; no3a B 1 ¢paxmun —
1,8'p * 5 nHeit B HepeMIO.
- Bycr Ha cniunaneHble MeTacTa3el: COJl = 49,21p; no3a B 1 ¢ppakuuu — 1,8p * 5
JTHEH B HEJEIIO.
- B ciayuae muddy3Horo cnmHaibHOrO METACTa3MpPOBAaHUS CyMMapHas J103a He
JIOJKHA TpeBbImaTh 35,217p.

4. Metactatuueckas ctaaus (Mi-Ms), netu >3 jer.
- KCO, COJl =35,2I'p; no3a B 1 ppakuuu — 1,6I'p * 5 nHelt B Hememto.
- Jlokanbnas JIT, COJl = 55Ip; no3za B 1 ¢ppakuuu — 1,81p * 5 nHelt B Henento.
- byct Ha unTpakpanunanbubie Meractassl: COJl = 49,21p; no3a B 1 dpakuun —
1,8'p * 5 nHeit B Henemto.
- byct nHa cniunanbHbie MeTacTasel: COJl = 49,21p; no3a B 1 ¢ppakuuu — 1,8p * 5
JTHEUW B HEIEJIIO.

NT/UB BBeneHHE XUMHUOMNPENAPATOB MPOBOAWIN B OOJBIIMHCTBE CIy4acB
(n=122): BBemeHue MeTOTpekcara, mnurapabuHa, npeaHu3oioHa — 96 (78,7%)
namnueHTaM, mertoTpekcara — 9 (7,4%) maumenTaMm, murapabuHa, 3Tormo3uaa - 17
(13,9%) nanuenTam.

BJIXT c nocnenyromeit ayto-TI'CK nposeaena 30 mauuentam (19,4%)
(pucyHok 9).
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Pucynox 9 — Pacnpenenenne marmuentoB ¢ ATPO IIHC B 3aBucummoct OT

nposenenns BJAXT c¢ ayro-TI'CK

2.3 Xapaxkrepuctuka nanueHToB, nojayunsmmx BJAXT c ayro-TI'CK

BBuny nocrosepnoro BmusHus BJIXT ¢ ayro-TI'CK (n=30) na BBII
naieHToB ¢ ATPO IIHC namu BbimosiHeH aHanu3 (aKTOpPOB, BIMSIONIMX Ha
3¢ (HEeKTUBHOCTH JAaHHOTO METO/A JICUECHUS.

Kpurepun nnsa nmposenenns BJAXT c¢ ayro-TI'CK y mammentoB ¢ ATPO
I[HHC:

1. Jloctwxkenne otBeta Ha ¢oHe crangaptHod Tepanuu (11O, YO).
XHUMHOYYBCTBUTEIBHOCTb, TO €CTh YMEHBILIEHUE Pa3MEPOB OCTATOYHON OMYyXOJIU
nocsie uaaykiunonHou [IXT na 50% u Gonee.

2. IlpucyTcTBHME OJHOTO WM HECKOJIBKHX HEOIArompHsTHBIX (DaKTOPOB
pUCKa: MJAaAIIMK BO3pacT NAUMEHTOB M HaJUM4Me METacTa30B/0CTaTOYHOM
OIYXOJIY, B CBSI3U C POTUBOMNOKa3aHueM A nposeaeHus JIT.

3. V namuenToB ¢ Mo-cTaaueil 3a0o0yieBaHusl IPU POBEICHUN TEpaIuu 10
POTOKOJTY ¢ AaHHOM onmuel euenus (EU-RHAB, MUV-ATRT).

Kpurepun uckimrouenus:

1. TlporpeccupoBanue 3a00JieBaHHS BO BpEeMsl WM TIOCJIE CTaHIAapTHOMN

IIXT.
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2. OTCyTCTBHE [IOCTATOYHOTO KOJIMYECTBA T'€MOMOATUYECKUX CTBOJIOBBIX
KJIETOK JUIsl IPOBEJICHUS Ay TOJOTUYHOM TpaHCIUIaHTaI[|H.

BJIXT c¢ mocnenyromeit ayro-TI'CK Obina mpoBeaeHa 30 mamueHTam ¢
ATPO IHC u3 pa3nuussix peruoHoB Poccuiickoit @enepannn B Bozpacte oT 0 10

18 JleT Ha MOMEHT ITOCTAaHOBKH JIMarHo3a npu Meauane 19,5 mecsies (Tabmwma 9).

Ta6mumna 9 - XapakrepucTuka namueHToB, nojayuusmux BAXT c ayro-

TI'CK
IMoka3zaTenn 3HauyeHHe MOKa3aTeIs
Adc. | %
IToa (n=30)
Mykckoi 21 70%
Kenckuit 9 30%
Bo3pacT Ha MOMEHT MOCTaHOBKH auarto3a (N=30)

Mianme 12 mecsueB 11 36,6%
Crapmre 12 mecsieB 19 63,4%

Pa30poc (min-max), Mecsibl

1-64

MennaHa, MECSIIbI

19,5 [9; 27]

Jlokanm3anusi nepBUYHOrO onyxojeBoro oyara (n=30)

NudparenroprasibHas 17 56,7%
CynpareHtopuanbHas 13 43,3%
Cranus 3a6oeBanus (N=30)
MO 12 40,0%
M-+ 16 53,3%
Mx 2 6,7%
O0bEM pe3eKIIHM IEPBUYHOTO omyxoJieBoro ouara (N=30)
ToTanbHas pe3ekuus 8 26,7%
CyOToTanbHas pe3eKius 9 30,0%
YacTtuaHas pe3eKIus 11 36,6%
buoncus 2 6,7%
Iporoxoa XT (n=30)
EU-RHAB 12 40,0%
MUV-ATRT 11 36,7%
NunuBugyanbHble CXeMbl Tepaluu 7 23,3%
Iposeaenne JT (n=30)
JlokanpHast JIT 18 60%
KCO 6 20%
JIT He mpoBOIMUIIACH 6 20%
HUT/MUB XT (n=30)
ITpoBoanIOoCh 22 73,3%
He npoBoaunock 8 26,7%
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IIpoodonscenue mabn. 9
Oddexr neuenuss Ha MomeHT BAXT c¢ ayro-TI'CK (n=30)
110 12 40%
(0 8 26,71%
Cb 10 33,3%
Hctounuk I'CK (n=30)

CKIIK 27 90%
CKIIK+KM 3 10%

B 3aBucumocTtu ot Bo3pacta nanueHTtel ¢ ATPO, monyuuBmme BJIAXT c
ayto-TI'CK, pacnpenensivch cieayromuM odpa3om: aeteil muaaimie 12 mecsien
obuto 11 (36,6%), crapure 12 mecsue — 19 (63,4%). B cooTHOIICHUH MO TOJTY
MaJIbYMKH 3HAYUTENIbHO TpeoOnananu Haj aeBoukamu: 21 (70%) u 9 (30%)
cootBeTcTBeHHO. Omyxons y 17 mnamuentoB (56,7%) nokaiM3oBaiach
uHdparentopuanbHo, y 13 (43,3%) — cynpareHtopuanbHo. I[lo 00bEMY
MPOBEJCHHOTO XHPYPTrHYE€CKOT0 BMEIIATENLCTBA TMAIMEHThl PaCHpeessuTuCh
CJIEIyIONUM 00pa3oM: TOTAIbHOE YAAJIEHUE MIEPBUYHOTO OIMYX0JIEBOrO o4yara —y 8
(26,7%) mnauuentoB, cyoTotanbHoe — y 9 (30,0%), yactuuHoe yaanenue —y 11
(36,6%) mamuenToB, Oworcuss — y 2 (6,7%). B ananusupyemoi rpymme
npeoOiananu OosbHbIE ¢ My cTaaueit 3a0oneBanust — 16 nmamuenToB (53,3%), y 12
(40,0%) BowisiBIeHAa Mo-cTtamus, y 2 (6,7%) - cranust 3a00jeBaHUsl HE YTOYHEHA
(My). Bcem mamueHtaMm Toci€ yaaJ€HHs IEPBUYHOIO OIMYXOJCBOIO oOyara
npoBeieHo clienytoiiee jedeHue: 12 manuentoB (40,0%) - mo mporokony EU-
RHAB, 11 (36,7%) - mo mpotokony MUV-ATRT, y 7 (23,3%) O0abHBIX
BBITIOJIHSIM MHAUBUAYyalbHblE cxeMbl Tepanuu. o stanma BIXT ¢ ayto-TI'CK
narueHTam ¢ ATPO JIT we nposoaunack. JIT npoBeneHa 24 mamuentam (80%)
nocie BJAXT ¢ ayro-TI'CK: nokanbnas JIT - 18 marmumentam (60%), KCO - 6
(20%), y 6 (20%) JIT ne npumensuiack. UT/MIB BBeacHHE XHMHOIpPEIapaToB
HCIIOJIB30BAJIOCh B OOJBITMHCTBE ciiydaeB (n=22, 73,3%).

HemnocpencrtBerHass 3¢p(eKTUBHOCTh Pa3IMYHBIX METOJIOB JICUCHUS TIEpe.
nposenenuem 3tana BJIXT Obuia orieHeHa MO CTaHAAPTHBIM KPUTEPHUSIM:

1. monusiit otBeT (I10) — oTcyTcTBUE Omyxonu 1o ganHsiM KT/MPT,
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2. vactuunbiii otBeT (HO) — Oosnbiee, yeM Ha 50% yMmeHbIlIEHHE pa3Mepa
onyxoiu 1o nanHeiM KT/MPT,
3. crabunmuzamus 6onesnu (Chb) — menbiee, yem Ha 50% yMeEHbBIIICHHE
pazmepa omyxouu o ganaeiM KT/MPT,
4. nmporpeccupoBanue Oosie3un (I16) — Gosbmiee, ueM Ha 25% yBenudeHHE
pa3MepoB.
B nannoit koropte naruenToB 1O Obu1 3apeructpupoBad y 12 manueHToB
(40%), Cb —y 10 (33,3%), YUO —y 8 (26,7%) (pucynoxk 10).
14
12

10

o]

=]

=Y

M

no 4O Cb

Pucynok 10 — Pacnpenenenue namuentoB ¢ ATPO IHHC, nomyuuBmmx

BIXT c ayto-TI'CK, B 3aBUCMMOCTH OT OTBETa HA MPOBEICHHOE JICUCHUE

2.4 MeToabl NOJIy4YeHUS] H HCTOYHUKH TPAHCIJIAHTATA

Ilepen mposeaennem ayto-TI'CK y Bcex mnanmueHTOB Obula MpOBEACHA
MOOHMIIM3AIMST € TOCIEAYIONUM COOpOM ayTOJIOTUYHBIX CTBOJIOBBIX KIIETOK
nepudeprudeckoil KpOBU M B psijie CIydaeB KOCTHBIM MO3T. B kauecTBe UCTOYHMKA
TpaHciuiantara B 90% (n=27) ciyuaeB Obutn ucnonb3zoBanbl CKIIK, y 10% (n=3)

OonbHBIX puMeHsn koMmOuHaimo CKITK+KM (pucyHok 11).
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Pucynok 11 — PacnpeneneHde TalNUEHTOB B 3aBUCHUMOCTH  OT
3arotoBjeHHbIX UCTOUHUKOB I'CK myis ayTo-TI'CK

[TonroroBka mnanuenta nepen adepesom CKIIK Bkioyana CTUMYIISIUIO
KPOBETBOPEHUSI C  TOMOIIBI0O  POCTOBBIX  (aKTOpPOB  (TpaHyJIOIUTAPHBIN
KoJioHuectTumympytomuid gpakrop, I'-KC®D) B noze 10 MKI/Kr/neHs B 2 BBEICHUS B
TeueHue 5 nHel. Ha yerBepThiid AeHb OLleHUBanoch konnuectBo CD 34+ kieTok B
nepudepudeckoil KpoBU MeTOAOM IpoTouHor 1uromerpuu. [lomyuenne CKIIK
OCYIIECTBIISIIIOCh Ha D-U JeHb mociie yrpeHHero BBeaeHus ['-KC® 3a 2 yaca g0
Hayajia TpOLEAypbl aBTOMATHYECKOro Jieiikadepe3a ¢  HUCMOJIb30BAHUEM
KJIETOYHBIX (PPaKIMOHATOPOB C mocTosHHBIM TokoM kpoBu: COBE SPECTRA
(Caridian BCT). Adepes CKIIK nmpoBoauiu B OAWH WM JBa MOCIEI0BATEIbHBIX
JIHSI, B 3aBHUCHUMOCTH OT KOJIMYECTBEHHBIX XapaKTEPUCTHK NPOAyKTa adepesa,
MOJIyYEHHOTO TIOCNie TMEpBOro ceaHca. JKC(]Py3usi KOCTHOMO3IOBOW B3BECH
BBITIOJIHSAJIACH IO CTAHIAPTHOM METOAMKE, MHOKECTBEHHBIMU MYHKIHSIMU 33]IHE-
BEPXHUX OCTeM W TpeOHel MOMAB3AOIIHBIX KOCTEH B YCJIOBUAX XUPYPTHUYECKOM
OomnepalMoHHON 1o OOIMMM DJHAOTpaxeadbHbIM HApKo30M. Muenoskchy3uro
KOCTHOTO MoO3ra TpoBowin 0Oe3 mpenBapureiabHoro mnpaiimupoBanus ['CK.
OtHocutenbHOe conepxanne CD34+ kimerok B KOHLEHTpPATE ONPENEIsIIN
METOJIOM TPOTOYHON IUTOQIIOOpUMETpUU. KOJIMYEeCTBO CTBOJIOBBIX KJIETOK,
3arOTOBJICHHBIX 3a Tpolenypy adepesa win MHEI0dKC)y3uu, BapbUPOBAJIO OT

1,6x10° /kr/kypc no 17,2x108 /kr/xypc (Mennana 5,18x10° /kr).



68

2.5 PesknMbl BBICOKO/I03HOI MOJIUXUMUOTEPATIHH

CxeMa KOHIUIMOHUPOBaHMS Npu oAHOKpaTtHOH ayTo-TT'CK Hanbonee yacto

BKJIIOYAJa cleylolue npenapatsl: tHotena 300mr/m?, xap6omnatua 500mr/m?,

stonosua 250mr/m? B nau -6, -5, -4 — y 13 nmaumenTos (43,3%) (tabmuna 10).

Ta6muma 10 — Pexxumbl KoHAMUHOHMpPoBaHusi npu npoBeaennu BJIXT ¢

ayTo-TI'CK y manmenToB ¢ ATPO HHC

HaumenoBanue Croco0 BBeneHUs CymmapHbie 10361 AOconroTHOE
MpernapaToB npenapaTos (Mr\m?) YHCII0
MAICHTOB
(%)
Onnoxparnas BAXT
KapOorutatin BHYTPUBEHHO 1500 13 (43,3%)
OTOmO3ULg BHYTPUBEHHO 750
Tuorena BHYTPHUBEHHO 900
Kap6omnatun BHYTPUBEHHO 1500 8 (26,7%)
Tuorena BHYTPHUBEHHO 900
Tangemuasa BAXT
1. BAXT 7 (23,3%)
Kap6omnarun BHYTPUBEHHO 2000
Orono3un BHYTPHUBEHHO 1000
2. BAXT
Tuorena BHYTPHUBEHHO 900
[Muknopochamun BHYTPHUBEHHO 4500
2 nukiaa BJIXT B 2 (6,7%)
COCTaBe:
KapOonnatun BHYTPHUBEHHO 1020
Tuorena BHYTPHUBEHHO 600

VY 8 nanuenToB (26,7%) uCnoyib30BaIM PEKUM KOHAMIIMOHUPOBAHUS  TO

cxeme kapOomnatun 500 mr/m? u Tnotena 300mr/m? B au -6, -5, -4. Y 7 nereli ¢
ATPO IHC npoBomwiy TaHAEMHYIO TPAHCIUIAHTALMIO C HCIOJIB30BAHHEM B
pexrMe KOHIMIMOHUPOBAHHMS KOMOMHAIMK KapOomnatun 500 Mr/mM? U 5TONO3H
250 mr/m®* B muu -8, -7, -6, -5 B mepyo BJIXT; u tmorema 300 mr/m?* c
nuknopochamugom 1500 Mr/m? B nau -4, -3, -2 Bo BTOpy10. Y 2 nanueHTtos (6,7%)
B KOHJMIIMOHUPOBAHHWHU HCIIOJIb30BaHA KOMOMHanus kapoboruiatuHa 510 mr/m? n
300 wmr/m? -3 mpu BBINOJHCHUH OOOMX TaHIEMHBIX

TUOTENBI B 1HU -4,

TpaHciutantauuii. MutepBan Mexnay nepBoil u Bropod BJIXT cocraBnsn 4-6
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Hesenb. Pacuer xumuonpenapaToB MPOBOIAWICS C YYETOM YPOBHS KIIyOOYKOBOM
GbuUIbTpaluM TMOYEK, CEpJCYHOTO BHIOpPOCA U ayJUOMETPHHU JIO Hayaja pexuma
KOHTUITMOHUPOBAHWSL.

O6mee konmumuectBo ayTo-TI'CK y manuentoB ¢ ATPO IHHC cocraBuio 39.
BonbImMHCTBY TanueHTOB MpoBeaeHa omHokpartHas ayto-TTCK — 21 (70%),

tannemHas ayTo-TI'CK BeimonaeHa y 9 (30%) nanuenTtos (pucyHok 12).

Pucynok 12 — Pacnipenenenue naiydeHToB o BUAY BbinosiHeHHON ayTo-TI'CK

2.6 Kpurepuu BocCTaHOBJIEHHS JeHKOM0I3a

[Tocne 3aBepilieHUs] peKMMa KOHIUIIMOHUPOBAHUS BCEM MalleHTaM B JeHb 0
MPOBOAWIACE PEUH(Y3UST ayTOJIOTUYHBIX CTBOJIOBBIX KJIETOK, 3aroTOBJICHHBIX
panee. B [fanbpHeilieM 1O BOCCTAHOBIICEHHSI HOPMAJbHOIO KPOBETBOPEHUS
NAlMEHThl MOJyYald CTaHAAPTHYIO CONPOBOAMTENbHYIO Tepanuio. C MOMeHTa
ayTo-TI'CK Bencs eXeaHEeBHBIM MOHUTOPHHI IIOKasaTelied mepudeprdeckoit
KpOBU C JeukonuTapHod ¢dopmynoil. [[HeM mNpuxKUBIEHUS TpaHCIUIAHTATa
CUMTANIOCh JOCTHKEHHE yPOoBHS Helrpodumos >0,5x10° /.

KputepusiMmu BOCCTAHOBIIEHHSI KPOBETBOPEHUS CIYKHIIM TOJOKEHHS O
MPUKUBIICHUM TPAHCIUIAHTaTa TEMOMOATUYECKUX CTBOJIOBBIX KJIETOK, MPUHATHIC
EBMT (European Bone Marrow Transplantation Group) u CIBMTR (Center for
International Blood and Marrow Research).

BoccranoBneHueM KpoBETBOPEHHUS SIBISIETCS:

1. coxpanenue B mepudpEpPUUECKOM KpPOBU aOCOIIOTHOTO  YHCIIA

rpanynouutoB 0,5x10° /n1 Ha NIPOTSKEHMM TpexX IIOCHENOBATENbHBIX JHEH IpH
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YCIIOBUU OTCYTCTBHUS CTUMYJISALIMKA KPOBETBOPEHHUS C TOMOIIBI0O POCTKOBBIX
(bhakTopoB;

2. abcomoTHOro 4mcia nehkonuros 1,0x10° /m u Gonee Ha NIPOTSHKEHHH
TpeX MOCTEAYIONNX THEH;

3. coxpanenue abcomoTHOro uucia tpombonutos 20,0x10° /1 u Gonee Ha
NPOTSDKEHUHM TPeX TOCHCAYIOMUX JHEH TMpH OTCYTCTBUM 3aMECTHTEIHHBIX

TpaHcy3uil FeMOKOMIIOHEHTOB.

2.7 Kpurepru TOKCHYHOCTH XUMHUOTEPANTUN

OneHka TOKCHYHOCTH mpoBoauMoil XT ocyliecTBisjgach € HNOMOUIbIO
CTaHIAPTHBIX MEKAyHapoaHbIXx kKputepueB Common Terminology Criteria for
Adverse Events (CTCAE) Version 5.0 Published: November 27, 2017(v.5.0: Nov
27, 2017) m OOBEKTHBHBIM ITOKa3aTeNsAIM [0 Pa3IMYHBIM OpPraHaM W CHCTEMaMm

(rabymma 11).

Tabmuua 11 — Kpurepun tokcnunoctu no CTCAE v.5.0

I'emaronoruueckas TOKCHYHOCTh
Crenenp 1 2 3 4
Anemust >100 r/n 80 — 100 r/n <80 r/n Kuzne-
yrpoxaroree
COCTOSTHUE
JleiikoneHus 4-3 x10° /n 3-2x10° /n 2-1x10° /n <1x10%n
Hetitponienust <1,5x10° /n 1,5-1 x10° /n 1-0,5 x10° /n <0,5x10%n
Tpom6Gormronenns | <75 x10° /n 75-50x10° /n 50-25 x10° /n <25x10%n
OTOTOKCUYHOCTD
Crenenp 1 2 3 4
CHmxeHue ciayxa beccumnTom- | lllym B ymax, | Beipaxkennas HeoOpatu-
HO€ CHW)XXEHHue | crmabas TYTrOyXOCTb, Mas TIIyXO0Ta,
ciyxa, TYTrOyXOCTb TpeOyromas TpeOyromas
BBISIBIIIEMOC KOPPEKITHH KOPPEKITHH
TOJIBKO o CITyXOBBIM CITyXOBBIM
JTAaHHBIM anmapaToM anmapaTom
ayTMOMETpUHU
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IIpooonscenue maobn. 11

[Tokazarenn <15 16 mnpm |15-3016 mpwm | 30-60 JI6 mpm | >60 /16 mnpu
ayAMOMETPUHU <2000 I'm | <2000 I'm | <2000t <2000 I'x
CMelienue CMelenue CwMmenienue
nopora>20 J16 | mopora >20 JI6 | mopora >20 16
npu 8000 I'rg npu 4000 I'rg npu 3000 I’y
HeiiporokcuyHOCTh
Crenenn 1 2 3 4
LlenTpanpHas Cnaboctb ConnuBocTh CoHinBOCTh Cynopory,
<50% CYTOK, | >50% CyTOK, | KOMa
JI€30pUEHTAIUS | BhIpOKEHHAs
JI€30pUEHTALUS
raJuUTIOLMHAIIN
[Tepudepuueckas [TapecTe3un Bripaxennsie [Tapannuun [Tapessr
napecTe3nu,
MBIIICYHAS
cnabocTh
Nudexunn
Crenenn 1 2 3 4
Nupexumn beccumnTom- YMepeHHbIe BripaxeHHsbie Yrpoxato-
HOE TeUeHHe, | MPOsBICHUS Oe3 POSIBIICHUS, U KU3HU
Tpebyrolee BBIJICJIEHHOTO BBISIBJICH cericuc,
TOJIBKO BO30OyIUTENS, BO30YIUTEND, HeCTaOuIb-
Ha0Jt01eHUs nepopanbHas BHYTPHUBCHHAS HOCTH
aHTHOaK- aHTHOaK- reMo/InHa-
TepHuanbHas TepHuanbHas MUKH
Tepanus Teparnus
Temmeparypa 37-38°C 38-40°C >40°C B >40°C B
TeueHue <244 | TeyeHue>24u
Hedporokcuunocts
Crenenn 1 2 3 4
Kpearunun <1,5x N 15-3x N 3-6x N >6x N

Ilokazanus k

THATTU3Y
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IIpooonscenue maobn. 11

[Iporennypus <1r/n/cyr 1-3 r/a/cyT >3 r/n/cyT Hedpotuuec
KUH CUHIIPOM
I'emarypus Muxkporema- Makporema- Makporema- TpeOyercs
Typus Typus 6e3 TypHs CO remMo-
CT'YCTKOB CryCTKaMu TpaHncys3us
Knupenc 60-90 30-90 15-30 <15
KpeaTuHUHA IToxa3zanus k
TUAIIA3Y
TomHoTa/pBOTA
Crenenn 1 2 3 4
TomHoTa CHmxeHue CHikeHnue Bripaxxennoe
anmneTura MOCTYIUIEHUSI CHU)KEHHE
nuiu 6e3 KOJINYECTBA
BBIPQ)KEHHOTO notpebseMoit
YMEHbILIEHUS | MHILHU, 30HI0BOE
Beca UTaHUeE,
HapeHTepalbHOe
NUTaHUE
PBota (3a 24 yaca) 1-2 3-5 6-10, 30H10BOC > 10,
IUTaHUE, KHU3HEYTPO-
NIapEHTEPATILHOE xKarouiee
MUTaHUE COCTOSIHUE
JKenyno4HO-KUIIEYHBIN TPAKT
Crenenp 1 2 3 4
Myxko3ur bezbonesnen- | Kontponupye- BoipaxxeHHBIH Beipaxen-
HBIE 3PO3HH, Masi 60JIb, OoneBoi HBIN O0JIeBOM
sputrema 3pO3UH, CUH/IPOM, CHUH/IPOM,
IpUTEMA, IpUTEMA, KpOBOTO-
MO UKL U3bA3BICHUS, | Yallue S3BbI,
JTUETHI MoaAu(pUKAIUST MIOJIHOE
JTUETHI napeHTepalib-

HOC IMIUTAHUC
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IIpooonscenue maobn. 11
Huappest 2-3 4-6 7-9 > 10,
(3a 24 gaca) KHUZHEYTPOXK
aroriee
COCTOSIHUE
Koxa
Cremnenpb 1 2 3 4
Koxa DOputema CyxocTb, 3y, JeckBamanus, Hepmarur,
LIeJTylIEHuE, U3BA3BICHUSA | SIUIEPMOJIN3
BaCKYyJIUT
[TeyeHO4YHAss TOKCUYHOCTH
Crenenn 1 2 3 4
bunupyoun <2,5xN 25-5x N 5-10x N >10x N
TpancamuHazbl <2,5x N 25-5x N 5-20x N >20x N
(AJIT\ACT)
Jlerounast TOKCHYHOCTh
Crenenn 1 2 3 4
JucnHod Oppliuika npu Oppliika npu Opplmika B Kusne-
BBIPa)KCHHOU CTaHJApPTHOU IIOKOE yrposarouiee
buznueckoit ¢busnueckoit COCTOSIHHE
Harpyske Harpyske
KapanorokcnuHocTh
Crenenn 1 2 3 4
Kapanomunonarus Kapamno- Kapamno- Kapamo- Kapauo-
MUOTIATHS MUOTIATHSI MUOTIATH MUOTIATHS
@paxius BHIOpoca 26-30 % 21-25% 16-20 % <16%
JIEBOT'0 JKEITyA0UKa

2.8 CtaTucTnyeckas o0padoTka pe3yjbTaTOB UCCJIEI0BAHMSI.

MuHuManbHbli 00beM BBIOOPKM Mpu ypoBHE 3Hauumoctu 10% s
COXpaHEHHUsl CTaTUCTHYeCKOol MmomHocTH B 80% cocraBmser 96 ydacTHHK.
BriOopka B 155 manueHTOB SIBISICTCS JOCTATOYHOM ISl TOrO, YTOOBI BBISIBUTH

CTaTUCTHUYCCKH 3HAYUMBIC pa3jinvdns.
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COop maHHBIX, UX TOCIEAYIOMAs KOPPEKIHs, CHCTeMAaTHU3alus HCXOIHOM
UHPOpMAIIMU W BU3yAIHM3alMs TOJNYYCHHBIX PE3yJIbTaTOB OCYIISCTBISUINCH B
MeKTpOHHBIX Tabmumax Microsoft Office Excel (2016). Craructudeckas
00paboTKa pe3yibTaTOB MPOBOJUIIACH cpeacTBamu s3bika [luton (Python 3.8.),
CTaHJApTHOTO TakeTa cratucTrdeckux mporpamm IBM SPSS Statistics ver. 15.0.
Jlyis pacueToB OBLIM KCIIOJI30BAHBI BCTPOCHHBIE (DYHKIMU M3 MOAyJel Scipy u
Lifelines (k.c.u Ulenkuna E. B.) [3, 4, 5, 9]. O0OpabGoTtka u mpeacTaBicHHE
pe3ynbTaTtoB TI'CK OBLIO BBINOJIHEHO COMNIACHO OOMIENPHUHATHIM IpaBUiIaM U
MEKIYHApPOAHBIM  pekoMeHmarmsM  [76].  KomudecTBeHHbIE — TOKa3aTeilu
OLICHUBAJUCh HAa MpPEIMET COOTBETCTBUS HOPMAJIBHOMY pacHpelesICHUI0, IS
3TOro ucmosib3oBajcs kputepuit Illamupo-Ywmmka [133]. IlpoBepka Ha
HOPMAaJIbHOCTh paclpeiesieHus MoKa3aia, YTO JIaHHbIE B UCCIIEJOBAHUN HE UMEIOT
HOpMaJbHOTO pactpenencHus. [1oaToMy B JanbpHEWIIEM pacdyeThl MPOU3BOIAUIHCEH
METOJIJaMU HeTlapaMeTPUIECKON CTaTUCTHKH.

B kauecTBe 1ieHTpa pacnpeeneHus Obljia MOCUUTaHa MEIMaHa, a B KaYeCTBE
nokazarenei Bapuanuu — kBaptuiu (Me [Q1; Q3]) u pa3smax Bapuanuu (min-
max). J[7s cpaBHEHHsSI HECBSI3aHHBIX BBHIOOPOK B CIydasx OTCYTCTBUS MPU3HAKOB
HOPMAJIBHOTO PaclpeiesiCHUs TaHHBIX UCTIoNb30Balics U-kputepuii ManHa-YuTHH
[100]. ®yHKIMs BEDKMBAEMOCTH U KYMYJISITHBHAST BEPOSITHOCTh aHATHM3HPYEMOTO
coObITHSl paccunTaHa 1o Merony Kamnmana-Maiiepa, cpaBHeHuE (QYHKIIUU
BBDKMBAECMOCTH  BBIMOJNHSIM Tpu  nomom  kputepueB Log Rank  [80].
MHorodaxkTopHbIi aHalW3 BbDKUBAEMOCTH IMPOBOAMIICS HAa OCHOBE MOCTPOCHUS
perpeccuonHoit monenu Kokca (Cox regression) — MOJIENIb 3aBUCUMOCTH (DYyHKITUN
pHUCKa OT HE3aBHCHUMBIX MepeMeHHBIX-(hakTopoB [45]. MeToaoM perpecCHOHHOTO
onieanBanus Obu1 BeIOpan Backward (ITomarosoe uckmtouenue). Meton Backward
CTapTyeT C MaKCHMaJbHOTO Habopa MPEAMKTOPOB. 3aTeM Ha KaXKJIOM Iare u3
MOJIETIM HCKJIIOYAaeTCs HaWMeHee TIOJIe3HbI U3 mpeaukTopoB. [Ipomemypa
OCTaHABJIMBAETCs, KOTJAa U3 MOJEIU OOJIbIIE HEYEro YJalsTh, OCTAIUCH TOJBKO
XOpOIIO OOBSICHSIONME (DYHKIUIO pUCKAa HE3aBUCHUMBIE TNepeMeHHbie [2, 17].

CTaTUCTUYECKH 3HAYMMBIMM CUUTANIMCH pasianuus npu p < 0,05.
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[TanveHThl, >KUBYIIME HA MOMEHT aHaiu3a [aHHBIX, LIEH3YpUPOBaHbI
01.05.2021 r. IIpu pacuere OB yuuTHIBaIOCH BpeMsi OT MOMEHTa OMNEpPALHUU 10
JAThl CMEPTH OT JHO0OW MPUYMHBI JIsl YMEPIUX OOJBHBIX U J0 JAThl OKOHYAHUS
HaOmonenuss juis KuBbIX. [lpu pacuere BBII yuuThiBasioch BpemMsi OT JaThl
omepaluu A0 JaThl  HEOJArompusiTHOrO  COOBITHS  (CMEPTh,  PELMJUB,
MPOrpecCUpOBaHUe OOJIE3HW) 1T TAIMEHTOB, Y KOTOPBIX 3TO COOBITHE
MPOU30IILIIO, TUOO 0 JaThl OKOHYAHUs HAOIOJIEHUS NJIsl MAIMEHTOB, Y KOTOPBIX

HeOJIaronpusITHOE COObITHE HE MTPOU3OIILIO.
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['JIABA 3
COBCTBEHHBIE PE3VYJIBTATHI JIEHEHMA ITAITUEHTOB C ATPO ITHC U
[MTPOTHOCTHUYECKUE ®AKTOPHI, BIIMAOIINE HA BBDKMBAEMOCTD

3.1 D¢ dexkTUBHOCTHL KOMILIEKCHOH Tepanuu y nanueHtoB ¢ ATPO
HHC

B wuccnenoBanune BkmoueHo 155 maumentoB ¢ ATPO IHHC, xoTopbim
MPOBEICHO KOMIUIEKCHOE JIEYEHUE IO pa3IMYHBIM Iporpammam Tepanuu: 81
naiuenty - nmo npotokony ATPO-2006, 27 — mo npotokony EU-RHAB, 19 — no
nporokory MUV-ATRT, 28 — o npyrum.

[Ipyu 3TOM rpynmbl MAMEHTOB, BKJIKOYEHHBIX B TOT WJIM WHOW MPOTOKOII
JieYeHus, ObUIA JOCTATOYHO TeTeporeHHbl. YacToTa BhISBICHUS AeTel mutaaiie 12
MecsiteB BapbupoBana oT 10,7% no 47,3% B 3aBUCMMOCTH OT TE€paneBTHUYECKOU
rpymisl (p=0,043). [TanueHTsl ¢ CynpaTeHTOPUATIBHON JTOKAIU3alueld EPBUYHOTO
OIyX0JiIeBOro ouyara mnpeobOmananu B rpynnax «ATPO-2006» u «EU-RHAB»
(55,5% u 48,1% cooTBECTEHHO), a ¢ WH(PATEHTOPUATHLHON JOKaIM3aluen - B
rpymnax  «/pyrue npotokomer» u  «MUV-ATRT» (67.8% wu 63,1%
cootBeTcTBeHHO), p=0,014. IloaTBepkIEeHHOE METACTaTHUYECKOE TMOpaKEHUE
HauOoJiee yacTo BoIsABIsuI0oCch B rpynnax «MUV-ATRT», «kEU-RHAB» u «/lpyrue
MIPOTOKOJIBD B cpaBHeHUU ¢ rpymmoi «ATPO-2006», p <0,001. B cootBeTcTBUU €
IporpaMMaMH JIEYEHUs KOJIMYECTBO MAllMEHTOB, KOTOpbIM mpoBenaeHa JIT,
BapbupoBaio ot 59,3% no 67,9%, UT\UB XT — ot 40,7% no 100%, BAXT c¢
ayto-TI'CK — ot 0% 10 57,8% (tabnuma 12).

AHanu3 oneHKu 3(PPEeKTUBHOCTH KOMIUIEKCHOM Tepamnuu MPOBEIEH y BCEX
155 manmentoB. Ha moMenT npoBenenus ananuza 01.05.2021 xuBbl 72 (46,5%),
ymepiu 83 (53,5%) OombHbIX, 13 HUX 76 (91,6%) BcmenactBue I1b u 7 (8,4%)

naueHToB oT ocioxkHeHu [IXT.
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Tabnumna 12 - Knuanuyeckue, TepaneBTHYECKHE XaAPAKTEPUCTHKH TPy

NAUMEHTOB, MOJIEKYJISIPHO-OMOJIOTHYECKHE XAPAKTEPUCTUKH OIMYXO0JH B

3aBUCHUMOCTH OT IIpOorpamMm rTepanun

[TokazaTenb ATPO- EU- MUV- Hpyrue p Bcero
2006 RHAB | ATRT | npoTokodsl NAIMEHTOB
ITox (N=155)
Myxckoi 42 18 13 12 0,183 85
Kenckuii 39 9 6 16 70
Bospact Ha MOMEHT MOCTaHOBKH Juarnosa (N=155)
Muanme 12 Mecsanes 29 7 9 3 0,043 48
Crapiie 12 mecsiieB 52 20 10 25 107
Jlokanu3alus IepBUYHOTO OMyxoJeBoro oyara (N=155)
WndpareHropuaibHas 35 11 12 19 0,014 77
CynpaTeHTopuaibHas 45 13 7 9 74
CrnuHHOM MO3T 1 3 0 0 4
Cranus 3ab6oseBanust (N=155)
Mo 54 9 5 16 <0,00 84
M-+cragus 18 8 14 10 1 50
(M1, M2, Ms)
Mx 9 10 0 2 21
O0BEM pe3eKInK IEPBUYHOT0 OnyxosieBoro ovara (n=155)
ToranpHast pe3eKIus 26 7 4 9 0,063 46
Cyo6roTanbHas 30 3 5 10 48
pEe3eKIHs
YacTtuuHast pe3exuus 21 14 10 9 54
buoncus 4 3 0 0 7
ITposenenue JIT (n=155)
Jlokanpuas JIT 48 15 9 8 0,075 80
KCO 7 2 3 8 20
JIT He npoBoAMIACH 26 10 7 12 55
[Mposenenne UT\MB XT (n=155)
[IpoBoauacek 77 11 19 15 <0,00 122
He npoBoaniack 4 16 0 13 1 33
ITposenenne BAXT (n=155)
[IpoBoauacek 0 12 11 7 <0,00 30
He npoBoamiack 81 15 8 21 1 125
MounekynsipHas rpymma (n=57)
TYR 17 0 2 3 0,248 22
MYC 4 1 0 4 9
SHH 13 3 2 8 26
CtpyKkTypa cOOBITHIA
[TponomKkeHHbIH pOCT 30 17 8 16 0,794 71
Peunaus 14 3 2 5 24
®daTanbHbIC 4 1 1 0 6
CeTITHYCCKHE
OCIIO’KHEHUSI
daranbHbIC 1 0 0 0 1
HeUH(EKIINOHHBIS
OCJIOKHEHUS
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CTOUT OTMETUTh, YTO CpEOU MAIMEHTOB, HAXOJSALIUXCS B PEMUCCUU, Y
OJIHOM TMAalMEeHTKH BBISBIICHA BTOpUYHAs OIMYyXOJb — riauoOiacToma (depe3 84
MecsIIa TI0C]Ie OKOHYAHUS TePANNn), Y IPYroil — OCTPhIA JTUMQPOOIACTHBIN JEHKO3
(uepe3 42 wmecsina OT OKOHYaHUd Tepamnuu). I[laeHTka C  BTOPUYHOM
rmobmactomoit moru6aa ot I1b, manmueHTka ¢ OCTPBIM JICHKO30M B HACTOSIIEE
BpeMs B pemuccuu. Ilepron HaOMr0aeHUs 3a mauMeHTaMu COcTaBui OT 2 1o 183
MecAI1IeB OT MOMEHTA MOCTaHOBKM auarHo3a (meauana 21 mecsn). 11b Ha
pa3IMYHBIX dTanax Tepanuu oTMeueHo y 95 manumenToB (61,3%), u3 Hux 17 gerei
JKUBBI HA MOMEHT NPOBEJICHUS aHalu3a, y 8§ U3 KOTOPHIX B HACTOSIIIMA MOMEHT
JIOCTUTHYT TOJIHBIA OTBET MOCJE MOBTOPHO MPOBEAEHHOTO JeueHus. Cpeau Bcex
MIalMEHTOB, y KOTOpbIX BbEIBIsUIOCH IIb, y 3 oTmedeHo pasButTue
HKCTpPaHEBPAIbHBIX METACTA30B: Y OJHOW MAIMEHTKH BBISBJICHBI MHOXKECTBEHHbBIC
IITYHT-aCCOIMUPOBAHHBIC NMIUIAHTAIIMOHHBIC METACTA3HI 110 OPIOIIMHE, METACTA3bI
B CaJIbHUK, JIUM(ATUUECKUE Y3JIbI OPIOIMIHOM M TPYIHOM TOJIOCTEH; Yy BTOPOTO
nalyMeHTa — MeTacTta3bl B JUMGATUYECKUE Y3JIbl, MOJKOXKHYIO >KUPOBYIO
KJIETYATKy, 3a0pIOIIMHHOE TPOCTPAHCTBO; Y TPETHETO — B JTUMQPATHUECKHUE Y3IIBI,
MOJIKOKHYIO JKHPOBYIO KJIETUATKy, MBIl U KOCTH CKEJeTa, MO/KETyI0YHYIO
xene3y. CienoBaTeslbHO, YaCTOTa Pa3BUTHs SKCTPAHEBPAIBHBIX METACTAa30B IPU
I1b cocraBuia 3%.

C mnoMOIIBI0 CTAaTUCTUYECKOTO aHanmm3a Bced rpynmsl (n=155) ObLI0
ycTaHoBjeHo, uto 1-ietHsss BBII cocraBuima 0,59 [0,5; 0,66], 2-netuss - 0,35
[0,27; 0,43], 5-netusas - 0,33 [0,26; 0,41]. Meauana BBII — 16,0 mecses [13.0;
20.0] (1-135) (pucynoxk 13).
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PFS - Bbi>kMBaeMocTh Be3 nporpeccupoBaHns

—— PFS - EuWBaEMoCcTh G283 NporpeccupoBaHnA
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Pucynoxk 13 — BBII naruentoB ¢ ATPO ITHC miis Beett rpymmbt (N=155)

Crnenyer OTMETUTh, 4TO OOJBITMHCTBO petuIuBoB y 601apHBIX ¢ ATPO ITHC
JWarHOCTUPOBAHO B T€YEHNE 24 MECALEB NOCIIE IOCTAHOBKH IUArHO3a.

1-netuss OB cocraBuna 0,79 [0,72; 0,85], 2-nmetuss 0,58 [0,5; 0,66], 5-
aetass 0,41 [0,32; 0,49]. Memuana OB — 29,0 mecsues [24,0; 47,0] (1-135)
(pucyHok 14).

0S - oblwas BbKMBAEMOCTb

= 05 - 0bwan BLIXNBAEMOCTE

09

08

0.7

06

05

0.4

03

02

01

00

0 12 P 3% 18 &0 72 8 9% 108 120
timeline

Pucynok 14 — OB nanuentoB ¢ ATPO IHHC nnst Bceit rpynmbl naiueHToB
(n=155)

C wmenb0 yIy4ylleHUs T[OKa3aTeled BBDKMBAEMOCTH M ONTUMU3ALNU
MpOTpaMM JICUCHHSI ObUIM MPOAHAIM3UPOBAHBI PE3YIbTaThl TEPANUU MAI[UEHTOB C
ATPO B 3aBucumocTH OT cieayromux (akTOPOB: BO3pacTa W Ioja MaIMeHTOB,

IIEPBUYHOM JIOKAJIM3ALMA M PACIHPOCTPAHEHHOCTH ONYXOJIM, NPUMEHEHUS
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pa3IMYHBIX METOJOB JiedeHUs (PaguKaJIbHOCTH ONEPATHUBHOTO  YIAJCHHS
MEPBUYHOTO OIYXOJIEBOIO OdYara, Mnporpammsl tepanuu, peruoHapHon XT, JIT,

nposenenuss BJIXT c¢ ayro-TI'CK), MoeKyasspHO-OMOJIIOTMYECKOM TIpyNIIbI

omyxouu (Tadmuna 13).
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Ta6muna 13 - BeokuBaemocths nauueHToB ¢ ATPO IIHC (n=155) B 3aBMCHUMOCTH OT Pa3jIH4YHBIX

MPOTrHOCTUYECCKUX (l)aKTOIJOB

BbixkuBaemocTh 0e3 NporpeccMpoBaHust

O6masn BoixuBaeMocTh (OB)

(BBII)
Menuana Menuana Menuana
PaxTopet BEPOATHOCTH BpeMeHH, MeC Log Mennana seposiTioctn BpeMeHH, MeC Log
P P A BbLKHBaeMocTH [95% P A
BbIKMBaeMOCTH [95% AU] Rank, p ] [95% AN] Rank, p
[95% U]
Iox 0,3409 0,0626
Myxckoit (n=85) 0,28 [0,18; 0,39] | 15,0 [11,0; 19,0] 0,34 [0,23; 0,46] 44,0 [19.0; -]
Kenckuit (n=70) 0,39 0,27, 0,51] | 18,0[10,0; -] 0,49 [0,35; 0,6] 45,0 [29.0; -]
Bo3pact 0,0029 <0,001
Muamme 12 mecsitieB (n=48) 0,24 [0,13; 0,38] | 13,0[8,0; 23,0] 0,25[0.12; 0.41] 15,0 [10.0; 21.0]
Crapire 12 mecsues (n=107) 0,38 [0,28,; 0,47] | 20,0 [16,0; 24,0] 0,48 [0.37, 0.58] 44,0 [29.0; -]
Bo3pact 2 0,0171 0,0013
Muamme 12 mecsitieB (n=48) 0,24 [0,13; 0,38] | 8,0 [7,0; 13,0] 0,251[0,12; 0,41] 15,0 [10,0; 21,0]
13-24 mecsa (n=50) 0,35[0.21; 0.49] | 16,0 [10,0; 24,0] 0.44 10,29; 0,59] 38,0 [25,0; -]
25-36 mecsne (N=27) 0,47 [0,27; 0.65] | 23,0 [13,0; -] 0.58 [0,35; 0,75] - [24,0; -]
Crapmre 37 mecsnes (n=30) 0,35[0,18; 0,52] | 21,0 [15,0; -] 0,46 [0,26; 0,63] 44,0 [26,0; -]
Jlokanu3zauus nepBUYHOIO 0,4338 0,9522
OIyX0J1eBOI0 04Yara
HNudparenropuaibaas (n=77) 0,32 [0,21; 0,43] | 12,0[9,0; 20,0] 0.43[0,3; 0,55] 32,0 [24,0; 70,0]
CynparenropuanbsHas (n=74) 0,35[0,23; 0,47] | 17,0 [13,0; 26,0] 0,38 [0,26; 0,5] 28,0 [20,0; -]
CrnuaHoM Mo3r (N=4) 0,33[0,01; 0,77] | 15,0[12,0; -] 0,5 [0,06; 0,84] 15,0 [1,0; -]
Cranus 3a00/1eBaHUA 0,0090 0,0175
Mo (n=84) 0,4 [0,29;0,51] |21,0[15,0; -] 0,49 [0,36; 0,6] 47,0 [28,0; -]
M+ (n=50) 0,29 [0,16; 0,42] | 10,0 [6,0; 18,0] 0,31[0,17; 0,45] 22,0 [11,0; 44,0]
Mx (n=21) 0,16 [0,04; 0,35] | 9,0 [5,0; 16,0] 0,32 [0,13; 0,53] 18,0 [13,0; 61,0]
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IIpoodonxcenue maon. 13

BoIkuBaeMoCTh 0€3 MporpeccupoBaHMs

O6masn BoixuBaeMocTh (OB)

(BBII)
Meauana Meauana Meauana
DakTOpbI Meanana BepOSITHOCTH
BEpPOSITHOCTH BpeMeHH, Mec. Log 95% BpeMeHH, Mec. Log
BbBIKHMBAaeMOCTH [95% AU] Rank, p BLImHBaeMI:I)CTH [ [95% AN] Rank, p
[95% U] An]

XapakTep MeTaCTATHY€CKOI0 0,1516 0,2528
nopakeHust
M1 (n=15) 0,46 [0,2; 0,68] | 22,0 [5,0; -] 0,47 [0,18; 0,71] 40,0 [9,0; -]
M2 (n=3) 0,0[0,0; 0,0] 15,0 [7,0; 18,0] 0,0[0,0; 0,0] 25,0 [10,0; 45,0]
M3 (n=32) 0,23[0,09;0,4] |8,0[5,0;17,0] 0,28 [0,13; 0,46] 12,0 [7,0; 44,0]
O0BbéM pe3eKINHU MEPBUYHOTO <0,001 <0,001
OIyX0JI€eBOT0 0Yara
ToranbHas pe3eknus (n=46) 0,57 [0,41; 0,7] - [17,0; -] 0,69 [0,52; 0,81] - [61,0; -]
Cyo0roranbsHas peseknus (n=48) | 0,36 [0,22; 0,51] | 20,0 [11,0; -] 0,41 [0,26; 0,55] 29,0 [23,0; -]
Yactuunas pesexius (n=>54) 0,09 [0,02; 0,23] | 12,0 [8,0; 6,0] 0,12 [0,03; 0,29] 19,0[13,0;25,0]
buoncus (n=7) 0,0 [0,0; 0,0] 10,0 [6,0; 3,0] 0,14 [0,01; 0,46] 10,0 [2,0; 18,0]
IIporoxoa XT 0,1120 0,5660
ATPO 2006 (n=81) 0,39[0,28; 0,51] | 21,0[13,0; -] 0,45 [0,34; 0,56] 30,0 [24,0; -]
EU-RHAB (n=27) 0,25[0,11; 0,42] | 14,0[9,0;17,0] 0,33 [0,16; 0,52] 22,0[16,0;61,0]
MUV-ATRT (n=19) 0,431[0,2;0,65] |19,0[8,0; -] 0,35 [0,06; 0,67] 45,0 [24,0; -]
Jlpyrue mpoTOKOJIbI Teparuu 0,2 [0,07; 0,37] 10,0 [6,0;23,0] 0,32 [0,14; 0,52] 32,0[17,0; -]
(n=28)
IIposenenne JIT <0,001 <0,001
JloxaneHast JIT (n=80) 0,5[0,38; 0,6] 23,0 [17,0; -] 0,58 [0,45; 0,69] - [30,0; -]
KCO (n=20) 0,48 [0,24; 0,69] | 29,0 [22,0; -] 0,51 [0,25; 0,72] - [32,0; -]
JIT He mpoBoauiack (n=55) 0,010,0; 0,0] 6,0 [5,0; 7,0] 0,13 [0,05; 0,25] 11,0 [9,0; 13,0]
IIpoBenenne UT/UB XT <0,001 <0,001
[MpoBoaunacek (n=122) 0,4 [0,3; 0,49] 20,0[15,0;24,0] 0,46 [0,36; 0,56] 44,0 [28,0; -]

He npoBoauinocs (n=33)

0,09 [0,02; 0,24]

10,0 [5,0; 13,0]

0,22 [0,09; 0,38]

18,0[13,0:21,0]
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IIpoodonxcenue maon. 11

BoIkuBaeMoCTh 0€3 MporpeccupoBaHMs

O6masn BoixuBaeMocTh (OB)

(BBII)
Menuana Menuana Menuana
DakTOpbI Meanana BepOSITHOCTH
BEpPOSITHOCTH BpeMeHH, Mec. Log BbUKHBaeMoCTH [95% BpeMeHH, Mec. Log
BbBIKHMBAaeMOCTH [95% AU] Rank, p ] [95% AN] Rank, p
[95% AU]

Bug UT/UB XT 0,0045 0,5722
MeroTtpekcar, [{utapabuH,
[Tpenanzomnon (n=96) 0,45 [0,34; 0,55] |22,0[17,0; -] 0,5 [0,39; 0,6] 70,0 [28,0; -]
MertoTtpekcar (n=9) 0,0 [0,0; 0,0] 12,0 [3,0; 15,0] 0,19 [0,01; 0,55] 29,0 [11,0; -]
[{utapabuH, sTono3una (N=17) 0,35[0,13; 0,59] | 18,0 [6,0; -] 0,0[0,0; 0,0] 44,0 [12,0; 45,0]
IIpoBenenne BAXT 0,0116 0,1324
[TpoBoamiack (n=30) 0,49 [0,29; 0,67] | 24,0[17,0; -] 0,44 10,22; 0,63] 44,0 [22,0; -]
He npoBomiiocs (n=125) 0,29 10,21, 0,38] | 13,0[10,0; 17,0] 0,4 [0,3; 0,49] 28,0 [20,0; 47,0]
MoJgexkyasipHas rpynmna <0,001 0,0022
TYR (n=22) 0,76 [0,51; 0,89] |- [-; -] 0,76 [0,52; 0,89] - [-5 -1
non-TYR (n=35) 0,11 [0,03; 0,25] | 10,0[6,0; 16,0] 0,2310,1; 0,39] 27,0 [17,0; 44,0]
Mouiekyasipaasi rpynmna <0,001 0,0061
TYR (n=22) 0,76 [0,51; 0,89] |- [-; -] 0,76 [0,52; 0,89] - [21,0; -]
MYC (n=9) 0,0 [0,0; 0,0] 10,0 [3,0; 18,0] 0,0 [0,0; 0,0] 18,0 [10,0; 47,0]
SHH (n=26) 0,15[0,04; 0,32] | 9,0 [5,0; 19,0] 0,29 [0,13; 0,48] 28,0 [15,0; 44,0]
I'pynna pucka <0,001 <0,001
Cranpaprras (n=14) 0,92[0,54;0,99] |-[-; ] 0,93 [0,59; 0,99] [ -]
[Tpomexytounas (n=37) 0,19 [0,08; 0,34] | 15,0 [7,0; 19,0] 0,29 [0,14; 0,46] 29,0 [20,0; 47,0]
Bricokas (n=6) 0,0 [0,0; 0,0] 7,014,0;9,0] 0,0[0,0; 0,0] 10,0 [7,0; 15,0]
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3.2 BoizknBaeMocTh 0e3 nporpeccupoBanusi y nauuenToB ¢ ATPO IIHC
B 3aBHCHMMOCTH OT KJIHHHYECKHX M TepaneBTHYECKHUX HMPOTrHOCTHYECKHX
(pakTopos

B nanHOM pasznene oTpakeHbl HaumOoJjiee 3HAUYUMbIE KIMHUYECKHE U
TEpaneBTUYECKUE MPOTHOCTUYECKHE (DAKTOPBI, KOTPHIC OKa3bIBAJIM BIHMSHUE HA
MOKa3aTeNlb BEBDKUBAEMOCTH O€3 TPOTrPECCUPOBAHMUS.

BBII cpenn Bcex manuenToB ¢ ATPO IIHC Oblna cTaTUCTHYECKH 3HAYUMO
BBIIIIE y TAIIMEHTOB cTapie 12 MecsieB B CpaBHEHUH C BO3pacTHOM rpymmoit 1-12
mecsnes. 0,38 [0,28; 0,47] u 0,24 [0,13; 0,38] coorBerctBenno, p=0,0029
(pucynok 15, a). Ilpu neranpbHOM aHamu3ze BBII B pa3inyHBIX BO3PACTHBIX
rpymmax (miagme 12 mecsmeB, 13-24 mecsma, 25-36 MecsneB, craprie 37
MmecsieB) BBII Obuta cTaTuCTHYECKH JOCTOBEPHO BBIIIE B TPYIIE JETEH, BO3PACT
KOTOPBIX Ha MOMEHT MOCTAaHOBKHM JAMarHo3a Obul B mpenaenax 25-36 mecsues, a
camas Hm3kas BBIl B rpymme neteit B Bo3pacte mo 12 mecsmes, p=0,0171

(pucyHok 15, 0).
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PFS - Bb>KnBaeMocTh be3 nporpeccupoBaHna
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Pucynok 15 — BBII Bcex mammentoB ¢ ATPO IIHC B 3aBucumocTtu ot
BO3pacTa nanueHToB(N=155): a — crapie u muaamie 12 mecsues, 0 — B pa3IuyHbIX

BO3PACTHBIX IPymIax

PacnipocTpaHeHHOCTh OIYXOJIEBOTO IMPOLECCAa HA MOMEHT JHArHOCTHUKHU
CTaTUCTUYECKH JOCTOBEPHO BIHMsJIa Ha BbDKHBaecMocTh. BBII Obuta Beime y
nanueHToB ¢ Mo-cTanuelr 3a0osieBaHUs, YEM Y MAIMEHTOB C METAaCTaTHYECKUM
MOpaKEHWEM W Yy TAIMEeHTOB, y KOTOPBIX CTaaus 3a0oyieBaHUS HE ObLIa
onpenenena: 0,4 [0,29; 0,51], 0,29 [0,16; 0,42] u 0,16 [0,04; 0,35]
coorBercTBeHHO, p=0,0090 (pucynok 16). Ilpu 3TOM HE OBLJIO YCTAHOBJICHO
3HAUCHHUS XapakTepa MeTacTHueckoro mopaxkeHus (Mi, My wiu Ms-cranun) ans

noka3zareneit BBIT (p=0,1516).
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PFS - BuikUBaeMocTk 6e3 nporpeccuposaHna
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Pucynok 16 — BBII Bcex namuentoB ¢ ATPO ITHC B 3aBucumocTr OT cTaauu
3abosneBanus (N=155)

[Ipu ananuze BiMsIHUSA 00bEMA PE3EKIIMU MEPBUYHOTO OMYXOJEBOTIO oydara
ObuT0 ycraHoBiieHo, uTo y nanuentoB ¢ ATPO IHHC BBII 6suta cratucTruecku
JIOCTOBEPHO BBIIIE MPHU TOTAIBHOM YAAICHHUM ONYXOJW [0 CPAaBHEHUIO C
CyOTOTaJIbHOW pE3eKIMeH, YaCTUYHBIM yaalienueM u ononcueit — 0,57 [0,41; 0,7],
0,36 [0,22; 0,51], 0,09 [0,02; 0,23] u 0,0 [0.00; 0.00] cooTBeTcTBeHHO, p <0.001
(pucyHok 17). CrnexyeT OTMETHTB, YTO y BCEX MAI[MCHTOB, KOTOPHIM BBITIOJHEHO
OMEpPAaTUBHOE BMEIIATEILCTBO B 00bEME OMOICHM OMYXOJIHM, B JajibHEHIIEM

nuarHoctupoBano I1b.

PFS - BbiIKMBaeMocTb be3 nporpeccnpoBaHms
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Pucynok 17 — BBII Bcex nmanuentoB ¢ ATPO IITHC B 3aBucumocTH OT

00bEMa pesekruu omyxoiu (N=155)
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Cpenu marueHToB, MpoxkuBIUX 5 u 6osee net, BBII Obia Bhile y neTei,
noyiy4aBmnx tepanuto mno nporokory ATPO-2006, yem no EU-RHAB u npyrum
npotokojam teparmu — 0,39 [0,28; 0,51], 0,25 [0,11; 0,42] u 0,2 [0,07; 0,37]
cooTBeTcTBeHHO (prcyHOK 18). Ilpu ounenke 3-metHeit BBII Heckobko Bbiiie
BBDKMBAEMOCTh Obljla Y NAIMEHTOB, IMOJYYUBIIMX JICYCHUE B COOTBETCTBUU C
npotokosom MUV-ATRT no cpaBuenuto ¢ ATPO-2006, EU-RHAB u npyrumu —
0,43[0,2; 0,65], 0,39 [0,28; 0,51], 0,25 [0,11; 0,42] mu 0,2 [0,07; 0,37]
COOTBETCTBEHHO, HO IPHU OTOM CTAaTUCTUYECKHA JOCTOBEPHOW pa3HUIIBI B

3¢ (HEKTUBHOCTH MPUMEHSIEMBIX MTPOTOKOJIOB MoaydeHo He Obuto (p=0,1120).

PFS - BbXMBaemMocTb be3 nporpeccupoBaHuna
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Pucynok 18 — BBII Bcex mamuentoB ¢ ATPO IIHC B 3aBucumoctu OT

npoTokosia Teparnuu (N=155)

[Tposenenne JIT CTaTUCTUYECKH JIOCTOBEPHO YJIYYINAdO BBLKHBAEMOCTb.
BBII npu nposenennu nokansHoi JIT, KCO u 6e3 JIT cocrasuna 0,5 [0,38; 0,6],
0,48 [0,24; 0,69] u 0,0 [0,00; 0,00] coorBeTcTBeHHO, p <0,001 (pHcyHOK 19).
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PFS - BbIVMBaeMocTh be3 nporpeccupoBaHus
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Pucynok 19 — BBII Bcex nammentoB ¢ ATPO IHTHC B 3aBucuMocTH OT

nposeaenus JIT (n=155)

BBII Tarxke Oblia BbIIIE CpEaU MAIMEHTOB, KOTOpbIM mpoBoawau WMT/MIB
BBEJICHUE XUMHUOIMPENApaToB, 10 CPAaBHEHUIO C NalMeHTaMu 0e3 peruoHapHoit XT-
0,4 [0,3; 0,49] u 0,09 [0,02; 0,24] coorBercTBeHHO, p <0,001 (pucynok 20). IIpu
aToM cpenu namueHToB, noiaydaBmmx MT/MB XT nyumas BBII BbeisiBieHa y
JeTeH, MoTy4yaBIINX KOMOMHAIIMIO METOTPEKCAT, HUTapaOrH, NPEIHU30JIOH, YEM Y
TEeX, KTO MOJTydaJl IUTapabuH C ITOMO3UAOM MK TOJIbKO MeToTpekcar - 0,45 [0,34;
0,55], 0,35 [0,13; 0,59] u 0,0 [0,00; 0,00] cooTBeTcTBeHHO, P=0,0045.

PFS - BeXKMBaeMoCTh be3 nporpeccupoBaHus
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Pucynok 20 — BBII Bcex maumentoB ¢ ATPO IHHC B 3aBucuMocTH OT

nposenenuss UT/UB XT (n=155)
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[Io pesyinbpratam MNpPOBENEHHOTO AaHANIN3a, BBISBIECHO, YTO IPOBEICHUE
BAXT c¢ nmocnenyromeirn ayro-TI'CK ynyumaer BepkuBaeMmocth aeteil ¢ ATPO.
BBIl y mammentos, nmomyuuBmmx BJIXT c¢ ayto-TI'CK, Opuia craTUCTHUYECKU
JIOCTOBEPHO BBIIlIE, YEM y TAIMEHTOB, MoiydaBiux cpeanenozoryio XT - 0,49
[0,29; 0,67] n 0,29 [0,21; 0,38] cooTBercTBeHHO, p=0,0116 (pHrcyHOK 21).
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Pucynok 21 - BBII Bcex mammentoB ¢ ATPO IHHC B 3aBucuMOCTH OT

nposenenus BJIXT ¢ ayto-TI'CK (n=155)

B cooTBETCTBHM C MONYYEHHBIMH pE3YyJIbTATAMU YCTAHOBJICHBI CIEAYIOIINE
KJIMHUYECKHME U  TEepalneBTHUYECKUE MPOTHOCTHYECKHE (PaKTOpbl, KOTOpPbIE
JTOCTOBEPHO BAUAIOT Ha pe3ynbTaThl BBII y manmentos ¢ ATPO ITHC:

- BO3pacT Ha MOMEHT TIOCTaHOBKM JuartHo3a crapuie 12 wmecsiueB (B
YaCTHOCTH, B Bo3pacTte 25-36 mecsIieB);

- Mo-cTamus 3a001eBaHus;

- TOTAJIBHOE yJAJIEHNE IEPBUYHOTO OITyXOJIEBOT0O OYara,

- nmpoBeaeHue JIT;

- UT/VIB BBeieHNE XUMHOIIPEIAPATOB;

- nposenenne BJIXT ¢ nocnenyromeii ayro-TI'CK.
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3.3 Oomas BbikuBaeMocTh nanueHToB ¢ ATPO IIHC B 3aBucumMocTu
OT KJIMHMYECKHUX U TepaneBTHYEeCKUX MPOrHOCTHYECKHUX (DAKTOPOB

OB cpenan Bcex manuentoB ¢ ATPO [[HC Obuta ctaTucTUYECKH 3HAYUMO
BBIIIIE Y TAIIMEHTOB cTapiie 12 MecsieB B CPaBHEHUH C BO3pacTHOU rpymmon 1-12
mecstes: 0,48 [0.37; 0,58] u 0,25 [0,12; 0,41] coorBercTBeHHO, p<0.001 (pucyHOK
22, a). Ilpu neranpHOM aHanm3e OB B pa3snudHBIX BO3PACTHBIX IPYIIax (MIIAIIIIe
12 mecsues, 13-24 mecsna, 25-36 Mecsues, 37 mecsneB u crapiie) OB Obuia
CTATUCTUYECKHU JOCTOBEPHO BBINIEC B TPYIIIE JI€TEH, BO3PACT KOTOPHIX HA MOMEHT
MOCTAaHOBKU JIMarHo3a ObUT B mpejaenax 25-36 wmecsueB, a camas Hu3kas OB B
rpyrmrme aeTei B Bospacte 10 12 mecsues, p=0.0013 (pucynok 22, 6).
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Pucynok 22 — OB Bcex nanuentoB ¢ ATPO IHHC B 3aBucumoctu OT
Bo3pacTa nanueHToB(N=155): a — crapmre u mnaamre 12 mecsies, 6 — B pa3IdYHbIX

BO3PACTHBIX IPymIax
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PacnipocTpaHEHHOCTh OMYXO0JICBOTO IpoIiecCa HAa MOMEHT JUArHOCTUKH
CTaTUCTHUYECKH JOCTOBEPHO BiIMsAIAa Ha BbDKHBaecMocTh. OB Oblaa BhINIE Y
MAIMeHTOB ¢ Mo-cTaaueil 3a0oJieBaHus, YeM y TAIMCHTOB C METaCTaTHYSCKUM
MOpaKCHWEM M Yy TAIMEeHTOB, y KOTOPBIX CTaaus 3a0oyieBaHUS He ObLIa
ompenenena: 0,49 [0,36; 0,6], 0,31 [0,17; 045] wm 0,32 [0,13; 0,53]
cootBeTcTBeHHO, p=0,0175 (prcyHnok 23). Cpeau NaryeHToB ¢ METaCTaTHYSCKAM
pactpocTpaneHueM omyxoyid jydinas OB Oblia BbISBICHA Yy TMalMEHTOB M;-
CTaanel 3a00JIeBaHUs, YEM y MAMEHTOB ¢ M- u Ms-cTamusMu 3a007€BaHus, HO

CTaTUCTUYECKU JIOCTOBEPHOM pa3HUIIbI BBISIBIEHO HE ObLIO (p=0,2528).
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Pucynok 23 — OB Bcex mammentoB ¢ ATPO IIHC B 3aBucumoctd OT
cTaauu 3a0oeBanus (N=155)

[Ipu ananu3ze BAUSHUS O00BEMA pPE3EKUUH MEPBUYHOIO OIYyXOJIEBOTO
OITyXOJIEBOTO o4ara ObUIO yCTaHOBIIEHO, 4To y nanueHToB ¢ ATPO HHC OB 6bi1a
CTaTUCTUYECKU JOCTOBEPHO BBIIIE IPU TOTAIBHOM YIAJICHUU OIYXOJH II0
CpPaBHEHMIO C CyOTOTaJbHOW pe3eKIMel, YaCTUYHBIM yAaJeHUEeM M Ouorcuen —

0,69, 0,341, 0,12 u 0,14 coorBeTcTBeHHO, p <0.001 (prcyHOK 24).



92

0OS - obwasn BLIXKMBaEMoCTb

~—— ToTanbHaA pe3lexums
Cy6ToTanbHan pesexkuva

09 —— YacTuyHas pesekuma

—— Buoncna

08

07

06

05

04

03

02

01

0.0

0 12 24 3% 48 60 i 84 96 108 120 132
timeline

Pucynok 24 — OB Bcex manuentoB ¢ ATPO IIHC B 3aBucumoctu OT

00bEMa peseknuu omyxoiu (N=155)

Cpenu manueHToB, NPOXKUBIIKUX 5 U Oojee yer, OB Obuia BbIlIE Y JETEH,
noJiy4aBinx tepanuto mno nporokory ATPO-2006, yem no EU-RHAB u npyrum
npotokojam tepanuu — 0,45 [0,28; 0,56], 0,33 [0,16; 0,52] n 0,32 [0,14; 0,52]
cootBeTcTBeHHO (pucyHok 25). Ilpu omenke 3-nmetHeit OB HeCKOJNBKO BBIIIE
BBDKMBAEMOCTh OblIa y TAIMEHTOB, IMOJYYHMBIINX JICUEHUE B COOTBETCTBHH C
nporokoioM MUV-ATRT, HO npu 3TOM CTaTUCTUYECKHU JOCTOBEPHOM pa3HMIIBI B

3¢ (HEKTUBHOCTH PUMEHSIEMBIX MTPOTOKOJIOB MOTydeHo He Obuto (p=0,5660).
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0 12 2 % 48 &0 72 84 9% 108 120 132
timeline

Pucynok 25 — OB Bcex namuentoB ¢ ATPO IHHC B 3aBucumoctu OT

npoTokoJja Tepanuu (N=155)
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[Tpumenenne JIT cTaTHCTHYECKH JOCTOBEPHO YIYUIIAIO BBDKHBAEMOCTD.
OB npu nposenenuu nokansHoi JIT, KCO u 6e3 JIT cocrasuna 0,58 [0,45; 0,69],
0,51 [0,25; 0,72] n 0,13 [0.05; 0.25] cooTBeTcTBeHHO, p <0,001 (prcyHOK 26).

OS - 061138 BLIXKUBAEMOCTb

—— JlokanbHas ny4esan Tepanus
KpaHuo-cnuHansHoe obnyyexne
09 —~ Jly4esan TepanuA He NPoBoAWNach

08

07

0.6 |

05

04

0.3 A

0.2 1

01

00

0 12 2 3 a8 &0 72 84 9% 108 120 132
timeline

Pucynok 26 — OB Bcex manuentoB ¢ ATPO IIHC B 3aBucumoctu OT

nposeaenus JIT (n=155)

OB Takxe OblIa BBINIC CPeAM MAIUCHTOB, KOTOpPBIM mpoBoauwian WT/HMB

BBEJICHHE XMMHOIIPEIIapaToB, M0 CPABHEHUIO ¢ marueHTamu 0e3 peruonapHoit XT
- 0,46 [0,36; 0,56] 1 0,22 [0,09; 0.38] cooTrBeTcTBeHHO, p <0.001 (prucyHoK 27).

OS - obulan BeIKMBAaEMOCTb

—— [Mposoawnnacb
He nposoaunacs
09
0.8
0.7 1

0.6
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Pucynok 27 — OB Bcex nanuentoB ¢ ATPO IHHC B 3aBucumoctu OT

nposeaenuss UT/UB XT (n=155)
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IIpu stom cpeau mnarmueHToB, noaydaBmux MWMT/MB XT naydmas OB
BBISIBJICHA Y JI€TEH, TOJy4YaBIIMX KOMOMHAIIMIO METOTpeKcaT, IuTapaOuH,
MPETHU30JI0OH, YeM y TeX, KTO MOJydaa IUTapabWH C ATOTMO3UAOM WA TOJHKO
metotpekcat - 0,5 [0,39; 0,6], 0,0 [0,0; 0,0] u 0,19 [0,01; 0,55] cooTBeTCTBEHHO,
HO pa3HuIla ObUTa CTaTUCTUYECKH HE JocToBepHa, P=0,5722.

[To pe3ynpTaram NpoBENEHHOTO aHaIW3a, BRISIBIECHO, uTo OB y maiueHTos,
nonyyaBmmx BJIXT c¢ mocnenyromeit ayto-TI'CK craTucTuyeckn TOCTOBEPHO HE
OTIIMYAETCS OT MAlMeHTOB, Moay4yaBmux cpenneno3osyio XT - 0,44 [0,22; 0,63] u
0,4 [0,3; 0,49] cootBercTBeHHO, p=0,1324 (pucyHok 28).

0S - 0buian BI)KMBaEMOCThb

—— [posoannacs
He nposoawnacs
09
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0.5
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0.0

0 12 24 36 48 60 72 B4 9% 108 120 132
timeline

Pucynok 28 — OB Bcex mammentoB ¢ ATPO IIHC B 3aBucumoctd OT

nposenenust BIXT c ayto-TI'CK (n=155)

B cooTBeTCTBHM C MOJYyYEHHBIMU PE3YyJIbTATAMHU YCTAHOBJIICHBI CIEIYIOIINE
KIMHUYECKUE U  TEPaNeBTUYECKUE TMPOTHOCTUYECKHE (HaKTOphl, KOTOpPbHIC
JIOCTOBEPHO BAUSAIOT Ha pe3ynbTaThl OB y nauuentoB ¢ ATPO ITHC:

- BO3paCT Ha MOMEHT ITOCTAHOBKHM JHarHo3a ctapiie 12 mecsieB (B
YaCTHOCTH, B Bo3pacTe 25-36 MecsIIeB);

- Mo-cTanus 3a001eBaHus;

- TOTAJIbHOE yAQJICHUE TIEPBUYHOIO OITyXO0JIEBOT'0 Ovara;

- nmposeaenue JIT;

- UT/VIB BBeieHrEe XUMHUOIIPEIAPATOB.
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3.4 BuausiHue MOoJIEKYJIAPHO-OHOJOTHYECKUX OCOOEHHOCTEH OMmyXo0JeBbIX
KJIeTOK y nmanueHToB ¢ ATPO Ha pe3yabrarbl 001eil BbIKMBAEMOCTH U
BbIXKHBAEMOCTH 0€3 MPOrpecCuHpoBaHus

B wuccnenoBanme BKIIOYEHBI 57 TMAMEHTOB, KOTOPHIM IPOBEICHO
MOJICKYJISIPHO-OMOJIOTHYECKOE HCCIICIOBAaHUE OITyXO0JIeBOM TKaH! (Tadymma 14).

Cpenu neBoYek dalle BCTpedasach MoJieKyJisipHas rpynna YR, cpeau
MaJlbuuKoB — MoJsiekyispHas rpynna MYC, a monekynsphas rpynna SHH
BBISIBJISUIACH Y JIUI[ 00OMX MOJIOB B OJJMHAKOBBIX Mponopuusax. Y aereil muaauie 12
MECAIIeB 4allle BCTpeyanach MoliekylsipHas rpymnma TYR (B 40,9% cinydaes), y
nanyeHToB crapiie 12 mecsnes - mosekyisipasie rpynnsl MYC (88,9%) u SHH
(76,9%). Mennana Bo3pacTa Ha MOMEHT ITOCTAaHOBKM JUArHo3a y MAalUEHTOB C
MOJIEKYJIIpHOU Tpynmoil omyxonu TYR coctaBwiia 17 MmecsieB, ¢ MOJEKYJISIPHOU
rpynmnoid MYC - 26 mecseB, ¢ monekyisipHoit rpynmoit SHH — 19,5 mecsies. B
MOJICKYJISIPHOU rpymme TYR OIyXOJIH qamie JIOKAJIU30BaJIUCH
uHdparentopuansho (72,7%), B rpynne MYC — cynparenropuanbio (66,7%), B
rpynie SHH nHdpa- u cynpaTeHTOpraIbHbIe OIMyX0JM BCTPEYAINCH TPAKTUUECKU
B OJIMHAKOBBIX Mponopiusax. [[aiMeHToB ¢ OMmyXoasMu CIMHHOTO MO3Ta B JIAaHHOM
KOropTe He BhIABICHO. [loATBEpKIEHHOE MeTacTaTHUeCKOoe MopakeHne Hanboee
gacto BeiIBIsUIOCH B rpymnmne SHH (38,5%), pexe - B rpynmax TYR (13,6%) u
MYC (11,1%).

ToranpHast u cyOTOTajmbHas PE3EKIUs TMEPBUYHOTO OIMYXOJIEBOTO oOdara
BBHITIOJIHEHA Yy 00CHeayeMbIX ¢ MoJieKyJsipHoit rpynmoi TYR B 95,5% ciyuaes, ¢
rpynmoit SHH — B 69,2% cnydaes, ¢ rpynmoit MYC — mums B 33,3%. B
COOTBETCTBHM C TIporpaMMaMH JICYCHHS KOJMYECTBO MAIMEHTOB, KOTOPBIM
nposeacHa JIT, Bapsuposaio ot 50% mo 77,3%, UT/UB XT — ot 66,7% mo 90,9%,
BJXT ¢ ayto-TI'CK — o1 12,5% 1m0 19,2% (Tabmuna 14).
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Tabmumna 14 — CooTHomIeHHe MOJIEKYJISIPHOM MOATPYNIIbI OMYXOJH U
KJIMHUYECKUX, TEPANIEBTHYECKUX XAPAKTEPUCTHK I'PYNI NANMEHTOB

[TokazaTenb TYR MYC SHH p Bcero
MAIMEHTOB
IToa (n=57)
MyskcKoi 8 7 13 0,111 28
Kenckuit 14 2 13 29
Bospact Ha MOMEHT IMOCTaHOBKH auarnosa (N=57)
Mitagmie 12 MecsieB 9 1 6 0,183 16
Crapuie 12 mecsiieB 13 8 20 41
Menauana Bo3pacTa 17mec 26mec 19,5mec
Jlokanu3anus NepBUYHOTO OMyX0seBoro ovara (N=57)
NudparenTopraibpHas 16 3 14 0,111 24
CymnpaTteHropuaiibHas 6 6 12 33
CnuHHOM MO3T 0 0 0 0
Cranus 3aboseBanus (N=57)
Mo 17 5 15 0,037 37
M-+cranus (M1, Mo, 3 1 10 14
M3)
Mx 2 3 1 6
O0BEM pe3eKIiK IePBUYHOTO OIyX0JIeBOro ouara (n=57)
ToranbHas pe3eKnus 14 2 5 <0.001 21
CyOToTtanbHas 7 1 13 21
pe3eKIus
YactuuHas pe3ekuus 1 4 8 13
buoncus 0 2 0 2
ITporokon XT (n=57)
ATPO-2006 17 4 13 0,248 34
EU-RHAB 0 1 3 4
MUV-ATRT 2 0 2 4
Jlpyrue npoTOKOJIbI 3 4 8 15
[Mposenenue JIT (n=57)
Jlokanpuas JIT 15 4 8 0,143 27
KCO 2 1 5 8
JIT e mpoBOAMIIACH 5 4 13 22
IMposeneune UT\UB XT (n=57)
[TpoBoamIIach 20 6 19 0,197 45
He npoBoaunace 2 3 7 12
[Mposenenne BAXT (n=57)
[TpoBoamIIach 3 1 5 0,796 9
He npoBojunace 19 8 21 48
Crpykrypa cobbithii (N=57)
[TponomKeHHbIH pOCT 5 5 17 0,197 27
Pernnus 0 4 4 8
QdatanbHbIC 1 0 1 2
CeTITHYCCKHE
OCIIO’)KHEHUS
QdatanbHbIC 0 0 0 0
HeUuH(pEKINOHHbIE
OCIIO’)KHEHUS
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B rpynne nanuueHToB ¢ MOJIEKYJIApHOU rpymmnoil onyxonu TYR BbIsiBIEHO 6
COOBITHI, KOTOPBIEC MPEACTABICHBI MPOJIOJKEHHBIM POCTOM OCTATOYHOU OMYXOJIH
y 5 manueHToB, y 1 - (aranbHbIMH HHPEKIMOHHBIMU OCJIOXXHEHUAMU. Y BCEX
JeTel TPOJOJIKEHHBIM pOCT BBIABIsUICS B TeueHue 10 MecsdileB OT MOMEHTa
MOCTAHOBKM JIMarHO3a, U TOJIBKO y | MallMEHTKH yJaloch B JaJbHEUIIEM JTIOCTUYb
[1O mocne MpOTUBOPEIUAUBHON Tepanuu. Y BCEX MAIMEHTOB C MOJEKYJISIPHON
rpyrmoi MYC  ObliM  BBISIBJICHBI  COOBITHS, KOTOpPBIE  IPEJCTaBIICHBI
IPOJOJKEHHBIM POCTOM OCTaTOYHOM OMYyXOJIM Yy S5 TMAalUMEHTOB, PEUUIUBOM
onyxonu — y 4, (araapHbBIX OCJIOXHEHMH MIPOBOAMMON Tepanmuu He ObUIO.
PeunuBbl BBISBISLUTUCH B TeueHHe 15-23 mMecslleB OT MOMEHTa IOCTaHOBKHU
JIMarHo3a, y BCeX 3THX IMallMeHTOB B JaJbHEUIIEM OTMEYasCs JETAIbHBIA UCXO/I.
Cpenu 26 manueHToB ¢ MOJEKYJISpHON rpynmoi omyxoiu SHH Obulio BBIABIEHO
22 coObITHS, KOTOpBIE TPEJCTABIECHbl MNPOAOKEHHBIM POCTOM OCTAaTOYHOMN
omyxoiu y 17 manueHToB, peuuauBOM omnyxoiu — y 4, y 1 - daranbHbIMU
WH(DEKIIMOHHBIMA OCJIOKHEHUSIMU. PenuauBbl 3a0ojeBaHus ObUTM BBHISIBIICHBI B
TeueHne 22-29 wmecsAneB OT MOMEHTA NOCTAHOBKM JWArHo3a, y BCEX ITHX
MAIMEHTOB B JaJIbHEUIIIEM OTMEYaJICs JIETATbHBIA UCXO/I.

Cpenu maiueHToB, y KOTOpBIX OblIa OINpeesieHa MOJEKYJsSIpHas rpyrina
(n=57), cratuctruecku noctoBepHo Jiyumas BBII Obuta y gerel ¢ MoJIeKyISIpHOM
rpynmnoit TYR, no cpaBuenuto ¢ monekyisipasimu rpynmnamu SHH u MYC - 0,76
[0,51; 0,89], 0,15 [0,04; 0,32] m 0,0 [0.00; 0.00] coorBercTBeHHO, p <0,001
(pucyHok 29).
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PFS - BbiXMBaemocTb be3 nporpeccupoBaHns
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Pucynok 29 — BBIl mammentoB ¢ ATPO IIHC B 3aBucumoctd OT

MOJICKYJISIpHO# rpymmbl (N=57)

AHanornyHo xapakrtepuzoBaiack 1 OB. Cratuctuuecku JOCTOBEpHO Oosee
BbICOKMH mokazarens OB Obul y gereit ¢ monekyisipHoit rpynmoit TYR, mo
cpaBHEHHIO ¢ MoJjekysipHeiMu rpynmamu SHH u MYC - 0,76 [0,52; 0,89], 0,29
[0,13; 0,48] u 0,0 [0.00; 0.00] coorBeTcTBeHHO, p=0,0061 (prcyHok 30).
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Pucynok 30 — OB mnamumentoB ¢ ATPO HHC B 3aBucuMoctd OT

MOJICKYJIIpHO# rpymisl (N=57)

IIpn npoBeneHnn AaIbHEHIIErO0 CTAaTUCTUYECKOIO aHajln3a BbDKMBAEMOCTH
ObLJIO BBIsSIBIEHO, yTO BBII BhIIIE y MallMEHTOB CTaHIAPTHOW IPYIINBI PUCKA, YEM Y
NaIMeHTOB IPYII MPOMEXYTOYHOro U Bbicokoro pucka — 0,92 [0,54; 0,99], 0,19

[0,08; 0,34] 1 0,0 [0,0; 0,0] coorBercTBeHHO, p <0,001 (pucynok 31, 32).
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[Tatmentsl ¢ ATPO IHHC, y koTOphIX
ornpe/ereHa MOJEKyJIsIpHAas TPYIINa OMyXOJH

(n=57)
Bo3spact Ha / \
MOMECHT >1rona <1 rona
HOCTANOBEH 76% (N=43) 24% (N=14)
JarHo3a
Mornexynsp- TYR He- TYR TYR He- TYR
Haj rpynna 25% (N=14) 51% (N=29) 14% (N=8) 10% (N=6)
A A A 4 \ 4
I'pynna I'pynna I'pynna I'pynma
pHucKa CTaHJApTHOTO PHUCKa MIPOMEKYTOYHOTO PHUCKA BBICOKOT'O PHICKa
25% (N=14) 65% (N=37) 10% (N=6)

Pucynok 31 — Crpatudukaius Ha rpynmsl pucka nanuentoB ¢ ATPO ITHC

PFS - BbXKMBaemocTh 6e3 nporpeccupoBaHns
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Pucynok 32 — BBII nanuentoB ¢ ATPO IHTHC B 3aBUCHUMOCTH OT TpyIil
pucka (n=57)

IMpu pacuére OB BBIABICHBI CTATHCTUYECKH JOCTOBEPHBIE Ppa3IHYUL.
[Tokazarens OB Bblllle y IAIMEHTOB CTAaHJAPTHOM TPYIILI pPUCKA, YEM Y
NaIMeHTOB IPYII MPOMEXYTOoYHOro u Bbicokoro pucka — 0,93 [0,59; 0,99], 0,29

[0,14; 0,46] 1 0,0 [0,0; 0,0] coorBeTcTBeHHO, p <0,001 (pucynok 33).
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Pucynok 33 — OB mamuentoB ¢ ATPO [HHC B 3aBucumMocTd OT TpyIIl

pucka (n=57)

C uenpio OoJiee AETaNbHON OLIEHKHU BIMSHUS MOJIEKYJISIPHO-OHOJIOTMYECKOM
IrpyNnbl OMYXOJM Ha BbDKMBAaeMOCTh mnmanueHToB ¢ ATPO IHC B Hamem
UCCJIEIOBAHUM MPOU3BEICHA CTpaTU(UKAIUS HA TPYIIIBI PUCKa C YY€TOM BO3pacTa
U MOJICKYJISIPHOM TPYIIbl CPEAW MAIMEHTOB, KOTOPHIM IMPOBEICHO JICUCHHUE IO
npotokoiy ATPO-2006 (pucynok 34, Tabmura 15).

B pamkax ganHoro mporokona B 35,3% Obutm getu B Bo3pacTe A0 12
MECSIIEB, JIEBOYECK ObUIO OOJIbINE, YeM MajbuukoB (B cooTHomieHun 1,4:1),
OIyXOJIM  CYNPaTeHTOPUAIbHOW ¥  WHGPATEHTOPUATIBLHOM  JIOKAJIM3AIlUid
BCTPEUYAJIMCh NMPAKTUYECKH C OJWHAKOBOM YaCTOTOM, OIyXOJIEW CIIMHHOTO MO3ra
BbISIBJICHO He Obuio.  [loaTBep:kIeHHOE MEeTacTaTUYEeCKOE MOpakeHhe ObLIo
BBISIBIICHO TOJNIBKO B 23,5% caydaeB (mpeumyiinecTBeHHO B rpymmne SHH).
ToTtanbHas U cyOTOTaIbHAS PE3EKIIUS IEPBUYHOTO OMTyXOJIEBOT0 OYara BhINOJHEHA
B 85,3% cnyuaes. JIT npoBoaunace y 64,7% mnarmuento, UT/MB XT y 100%.
BAXT c ayto-TI'CK B manHoi# rpymme He npoBoaTuiack (tadbmuia 15).
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Tabmuua 15 — CooTHOmIeHHEe MOJIEKYJISIPHON NMOATPYNIBbI OMYXOJIH W
KJIAMHUYECKHX, TepaneBTHYECKHX XaPAKTePUCTHK TPyNnn MAlHEHTOB,
NOJIyYMBIIMX Tepanuio B pamkax nporokoja ATPO-2006

[Tokazarenn TYR MYC SHH p Bcero
NAIMCHTOB
[Toa (n=34)
My>KCKO# 4 3 7 0,085 14
Kenckuit 13 1 6 20
BospacT Ha MOMEHT IMOCTaHOBKH auaruosa (N=34)

Magmre 12 Mecsies 6 1 5 0,886 12
Crapmie 12 mecsitieB 11 3 8 22
Jlokanu3anus NepBUYHOTO OIyX0sieBoro ovara (N=34)
WudparenropuanpHas 12 0 6 0,032 18
CynpaTeHTOopraIbHas 5 4 7 16
Cranus 3aboseBanus (N=34)

Mo 12 4 8 0,281 24
M-+cramus (M1, Mo, M3) 3 0 5 8
Mx 2 0 0 2

O0BEM pe3eKIUH IEPBHYHOTO OIYyX0JIeBOro ouara (N=34)

TortanbHas pe3exus 9 2 3 0,041 14
Cy0ToTanbHas pe3ekuus 7 0 8 15
YactuyHas pe3exuus 1 1 2 4

buoncus 0 1 0 1

[posenenue JIT (n=34)

Jlokanpuas JIT 11 3 6 0,798 20

KCO 1 0 1 2

JIT He mpoBOAMIIACH 5 1 6 12

ITposeneune UT\UB XT (n=34)
[TpoBouacek 17 4 13 1,0 34
He npoBoaunacek 0 0 0 0
Crpykrypa cobbithii (N=34)

[TpomoKeHHBIH POCT 4 3 6 0,830 13

Peunus 1 1 4 6

®daTanbHBIC CENITUYECKUE 1 0 1 2
OCIIO’KHEHUS

daranpHbIC 0 0 0 0

HenH(pEKIHOHHBIE

OCJIO’)KHEHUS
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[Tanmentsl ¢ ATPO IHHC, ¢ n3BecTHON MOJEKYISIPHON IPyHIIOi
OITyXO0JIH, TOJTy4YaBIie Tepanuio no nporokoiny ATPO-2006

(n=34)
BospacT Ha / \
MOMEHT > 1 roma <1 rona
IOCTaHOBKH 68% (N=23) 32% (N=11)
JIMarHo3a
Monexkymsp- TYR He- TYR TYR He- TYR
Has rpyniia 35% (N=12) 32% (N=11) 18% (N=6) 15% (N=5)
A A A 4 A 4
I'pynna I'pynma I'pynma I'pymma BeICOKOTO
pHrcKa CTaHJAPTHOIO pUCKA || IMPOMEXYTOYHOI'O pHUCKa pucKa
35% (N=12) 50% (N=17) 15% (N=5)

Pucynok 34 — Crparudukanust Ha Tpynnsl pucka manueHtoB ¢ ATPO

[IHC B pamkax nportokoia ATPO-2006 (n=34)

B koropte 00JIbHBIX, KOTOPBIM IPOBENEHO JedeHue 1o nporokony ATPO-
2006, Oomee Bwicokme mokazarend BBII u OB BeIABICHBI Y MaIlMEHTOB C

MosekyJsipHo# rpynnoil TYR, no cpaBHeHHIO ¢ MOJEKyJsspHbIMU Tpynamu SHH

u MYC (s BBIT p=0,00181, nns OB p=0,0434) (pucynok 35, a, 0).
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PFS - Bb>KMBaeMocTk be3 nporpeccupoBaHns
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Pucynok 35 — BBII (a) u OB (0) martuentoB ¢ ATPO ITHC, momygaBimx

tepanuio 1o nporokony ATPO-2006, B 3aBUCHMOCTH OT MOJIEKYJIIPHOM TPYTIIBI

(n=34)

[Ipy mnpoBeneHUM CTATUCTUYECKOTO aHaliM3a BBDKUBAEMOCTH B TpyMIe
IIALIMEHTOB C ONPEAEIICHHOW MOJEKYJISPHOM IPYNIION, MOIMYYaBIIMX TEPAIUIO I10
nporokony ATPO-2006 Takxke Oblio BbIsiBIeHO, uTo BBII BbIe y manueHTOB
CTAHJAPTHOM TPYNIBI PHUCKA, Ye€M Yy TAIMEHTOB TPYII MPOMEKYTOUHOTO H
Beicokoro pumcka — 0,91 [0,51; 0,99], 0,19 [0,05; 0,4] u 0,0 [0,0; 0,0]
cootBeTcTBeHHO, p <0,001 (pucynok 36, a). OB Takke Oblia CTaTHCTHYCCKU

3HAYMMO BBIIIC Y MAI[MEHTOB CTaHAapTHOM rpymmbl pucka, p=0,0002 (pucyHok 36,

6).
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PFS - BbIkMBaeMocTk Be3 nporpeccupoBaHus
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Pucynoxk 36 — BBII (a) u OB (6) mammmentoB ¢ ATPO IIHC, nomy4aBmmx

Tepanuto 1o nporokoiry ATPO-2006, B 3aBUCUMOCTH OT rpymi pucka (N=34)

Takum 00pazom, UCXOJS U3 BBIIIECKa3aHHOTO, YCTAHOBJIEHO, YTO HAJIUYHUE
IIPUHAJIEXHOCTH OITyXOJIEBBIX KJIETOK K MOJEKyJsipHOU rpymme TYR sBisercs
HamOoJjiee OJHUM U3 HambOoJiee OJaronpusiTHBIX MNPOTHOCTUYECKUX (PAKTOPOB.
[Tposepena kounenmus Friihwald M.C. u coaBT. 0 BO3MOXXHOCTH CTpaTH()HUKAIIMN
NalMEHTOB Ha COOTBETCTBYIOUIUE IPpyMIbl pucka. [logTBepxaeHbl 0ojiee BHICOKHE

nokazarenu BBII u OB B rpynmne crangapTHOro pucka (MamueHThl crapuie 12
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MECSIIICB MPU HATMYUU TPUHAIJICKHOCTH OIMYXOJIH K MOJIeKyJ IsipHoi rpynme TYR)

KaK JIJIsl BCeH KOTOPTHI ManueHToB (N=57), Tak ¥ B KOHTEKCTE MPOTOKOJIA JICUCHHUS

ATPO-2006 (n=34).

3.6 MmuorodakTopHblii aHaJu3 (AKTOPOB NPOrHO3a, BJIHIOIIMX HAa
BbKMBAeMOCTb 0e3 TMpPOrpecCHpOBAHMA U OOUIIYI0 BbIKHUBAEMOCTH Y
nanueHToB ¢ ATPO IHHC, monyuynBmux B/IXT ¢ ayro-TI'CK

[TpoBenen muOTOdaKkTOpHEIHM aHamu3 (perpeccuu Kokca) - Cox Proportional
Hazard Model (Survival Regression) Bceit rpymnmsl maiueHtoB ¢ ATPO ITHC
(pucyHok 37). 13 pucynka 37 BUAHO, YTO UTOrOBas Mojeab «BbbKUBaeMOCTh O3
POrPECCUPOBAHUD» BKIIOYAECT JOCTOBEPHO 3HAYMMbBIC MEPEMEHHBIC, TaKHE Kak:

WT/VB XT, nposenenne JIT, nposeaenne BJIXT ¢ mocnenyroreii ayro-TT'CK.

MpossgeHle WATVWMEB 1 o B e |

NMposeaeqne BIXT 1

d

MposegerHle JTT b -

-35 —3.0 —-2.5 —2.0 -1.5 -1.0 —0.5 0.0
logiHR) {9534 CI)

coef exp{coef) se{coef) coeflower95% coefupper85% exp(coef) lower 95% exp{coef) upper 95% 4 p -logZ(p)

Mpoeegenwe NIT -2.8715 0.0566  0.2913 -3.4424 -2.3005 0.0320 0.1002 -9.8567 <«be-05 T73.7235
Mposenenne UTIMB  -0.9183 0.3992  0.2399 -1.3884 -0.4482 0.2495 06388 -3.8287 00001 129221
Mposegenne BOXT -1.3113 0.2695  0.3161 -1.9309 -0.6918 0.1450 0.5007 -4.1484 <be-05 14.8661

Pucynok 37 — Pesynbrarsl MHOTO(akTopHOTO aHanu3a BBII Bcex manueHTOB
¢ ATPO IIHC B 3aBHCHUMOCTH OT pa3IHYHbIX (PAKTOPOB
B rpynmne mamuentoB ¢ ATPO IIHC, y koTopbix Oblia ompejescHa
MOJIEKYJISIpHAsE Tpynna oOmyXoju, ObUIO yCTaHOBJIeHO BiusHue Ha BBII
nposenenuss BAXT u JIT, monekymsapuoit rpymmsl omyxoaud (TYR\ue TYR)
(pucyHok 38).
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Koo Mon. rpynns

0

NMposegedHe BOXT -

0

Mposepede T 7 F

TS oo o ]

—3 -2 -1 1 2
log(HR} {95% CI}
coef exp(coef) se(coef) coeflower95% coefupper95% exp{coef) lower 95% exp(coef) upper 95% z p -log2ip)
Mpoeegenwne NIT  -2.6580 0.0701  0.4897 -3.6178 -1.6982 0.0268 0.1830 -5.4276 <5e-05 24.0614
MpoeegedHe BOXT -1.8065 0.1642  0.6235 -3.0285 -0.5845 0.0484 0.5574 -2.8974 0.0038 8.0542
Kog mon.rpynner  1.5510 47160  0.5059 0.5595 25425 1.7497 127112 30659 00022 88478

Pucynok 38 — Pesynbrarsl MHOrodakropHoro ananusa BBII nanueHToB ¢
ATPO HHC, koropsiM ObUla ompeneiaeHa MOJEKYJspHas Tpynna OMyXoJH, B

3aBUCUMOCTH OT PA3JINYHBIX (b&KTOpOB

[Tpu mpoBeaennn mHorodakropHoro anamm3a (perpeccuu Kokca) - Cox
Proportional Hazard Model (Survival Regression) Bceit rpymmbl MarueHTOB C
ATPO IHHC BpIsiBICHO, UTO UTOTOBas MOAeNb «O0I1ast BBDKMBAEMOCThY BKJIIOUACT

nepeMeHHbIe: 00bEéM pesekinu U nposeacaue JIT (pucynok 39).

coef exp(coef) selcoef) coeflower95% coefupper95% exp(coef) lower 95% exp{coef) upper 95% z p -log2(p)
Ob0bem pezekumn 05281 1.6957 01297 02739 0.7823 1.3151 21864 40721 =5e-05 143896
Npoeegenwne NT -1.5737 0.2073 02327 -2.0297 11T 01314 03270 -67637 =5e-05 36.1131

OfSbem pesekynK

MposegerHwe AT 1 ————

2.0 —1.5 —1.0 —0.5 0.0 0.5
log{HR} {95% CI}

Pucynok 39 — PesynbTaTel MHOTOGaKkTOpHOTO aHann3a OB Bcex MamnueHToB ¢

ATPO [HHC B 3aBUCUMOCTH OT pa3Iu4HbIX (PAKTOPOB
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B rpynne mamuentoB ¢ ATPO IIHC, y koTopbix Oblia ormpejesncHa
MOJIEKYJIIpHasl Tpynna OMyXoJid, ObUIH MOJIyYeHBI CIEIYIOUIUE pe3yabTaThl — Ha

OB st iposeaenue JIT u rpymma pucka (pucynok 40).

coef exp({coef) se(coef) coeflower95% coefupper95% exp(coef) lower 95% exp{coef) upper 95% z p -log2(p)

Mposegenne NT  -0.3963 04079  0.3925 -1.6660 -0.1276 0.1890 0.8802 -2.2850 00223 54360
Kog rpynnel pucka  1.8661 6.4629  0.4780 0.9292 2.8030 2.5325 16,4932 3.9039 0.0001 13.367T1

Koo rpynne pucka t L=

Mposegerne JIT 4 t -
-1 o 1 2 3
log{HR} {952 CI})

Pucynok 40 — Pe3ynbrarsl MHOroakTopHoro ananusa BBII nanueHToB ¢
ATPO IHC, koropbiM Oblia ompeneicHa MOJEKYJsipHas Tpymnmna OMyXoJH, B
3aBUCUMOCTH OT Pa3JIMYHbIX (PaKTOPOB

Takum oOpazom, Ipu IPOBEICHUH MHOTO(GAKTOPHOTO aHAIN3a YCTaHOBJICHO
JIOCTOBEPHOE BJIMSHHUE HA IMOKA3aTENM BBDKMBAEMOCTH PsANA TEPANEBTUYECKUX
ommit (UT/MUB XT, BAXT c ayro-TI'CK, JIT), a Ttakxke MOJEKYISIPHO-

OMOJOTNYeCcKast XapaKTePUCTHKA OMYXO0JIEBBIX KIIETOK.
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['JTABA 4
AHAJIN3 ®AKTOPOB, BJIMAIOIINX HA DODOEKTUBHOCTD
BBICOKOJO3HOM ITOJIMXUMHOTEPAIINN C AYTOJIOT MUYHOU
TPAHCIVIAHTALIMEN TEMOITOSTUYECKNX CTBOJIOBBIX KJIETOK B
JIEYEHUU ITAITMEHTOB C ATPO ITHC I10 PE3VJIbTATAM
COBCTBEHHBIX JJAHHBIX
4.1 IppexruBrocts BAXT c ayro-TI'CK y manuentoB ¢ ATPO ITHC.

BJIXT c¢ mocnenyromeit ayro-TI'CK Obima mpoBeaeHa 30 mamueHTam ¢
ATPO HHC u3 paznuunbix peruoHoB Poccutickoit deaepanuu B Bo3pacte oT 0 10
18 ;er Ha MOMEHT NMOCTAaHOBKM JAMarHosa (MeauaHa Bo3pacTa cocraBuwia 19,5
Mecaua [9; 27]) KiuHuuyeckne W TepaneBTHUYECKHE XapaKTEPUCTUKU TPYIII
namuentoB, nonyuuBmiux BJIXT c¢ ayto-TI'CK, B 3aBUCHMOCTH OT MpOrpaMm
Tepanuu npecTaBlieHbl B Taduuie 16). ManbuuKy 3HAYUTEIBHO MPeoOafany Hal
JIEBOYKaMu B cOOTHomeHuu 2,3:1. Crneayer noa4epKHyTh, YTO MOATBEPKIACHHOE
METaCTaTUYECKOE PACIPOCTPAHEHUE OMYXOJIM Yallle BCTPEYAIOCh Yy IALHEHTOB,
KOTpbIM MpoBeaeHo JsedeHne no mnpotokory MUV-ATRT (81,8%), takxe B
paMKax JaHHOT'O IMPOTOKOJA BCEM NAlUMEHTaM BbINOJHEHBI peruoHapHas XT u JIT.
Ha moment nposeaenuss BAXT ¢ ayto-TI'CK IT1O u YO 6b11 nocturayt y 90,9%
nanueHToB B rpynne « MUV-ATRTy», u nums y 50% nauuentoB B rpynne «EU-
RHAB» u 57,1% nipu npoBeieHnH PYTUX MPOTpaMM Teparuuu.

Ha momenT nposeaenust ananusa 01.05.2021 B gaHHO#M rpymie marueHTOB
xuBbl 18 (60%), ymepmu 12 (40%) Oonpubix, u3 Hux 11 (91,6%) or
nporpeccupoBanus 6ose3nu u 1 (8,4%) nmanueHt ot HHGEKIMOHHBIX OCIOKHEHHM
B paHHEM IMOCTTPAHCIUIAHTALIMOHHOM Iepuoje. BTopuuHble OMyXoau B 3TOH
rpynne OoJIbHBIX He oTMedanuch. Cpeny ManueHTOB ¢ MOJIEKYJISIPHOM TpyIIoi
SHH 2 nanuenTta moru0iaM OT MPOTPECCUpOBaHUS OOJE3HM, 2 HAXOIATCA HA
JTUHAMUYECKOM HAOJIOICHUHM B CTaTyCce PEeMHUCCUU; | MALMEHT ¢ MOJEKYJSPHON
rpynmnoit MYC ymep oT nporpeccupoBanus 0osie3nu; 2 narueHTa rpymmbsl TYR B

HACTOAIICC BPEMS KUBLI oe3 IIPHU3HAKOB 3a00JIEBaHUS.
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Tabmuma 16 — KaumHuyeckue M TepameBTHYECKHE XApPaKTEePHCTHUKH
rpynn nanuentoB, moayuyuBmux BJ/IXT ¢ ayro-TI'CK, B 3aBucumocTu 0T

NporpaMM Tepanuu

[TokazaTenn EU- MUV- Hpyrue p Bcero
RHAB ATRT IIPOTOKOJIBI HALIECHTOB
ITox (n=30)
Myxckoi 10 10 1 0,003 21
Kenckuit 2 1 6 9
Bospact Ha MOMEHT mocTaHoBKH auaraosa (N=30)
Mitagmie 12 MecseB 5 5 1 0,55 11
Crapmie 12 mecsiie 7 6 6 19
Jlokanu3aiys epBUYHOTO onyxoJjeBoro oyara (N=30)
NudpareHTopraibpHas 6 7 4 0,575 17
CynpareHTopuaIbHAs 6 4 3 13
Craaus 3a6oaesanus (N=30)
Mo 6 2 4 0,288 12
M-+cramus (M1, M2, M3) 5 9 2 16
Mx 1 0 1 2
O0BEM pe3eKIIny MepBUYHOro omyxosieBoro odara (N=30)
ToranbHas pe3eKnus 3 4 1 0,582 8
Cy0ToTanbHas pe3ekuus 2 3 4 9
YacTuuHas pe3ekuust 5 4 2 11
buoncus 2 0 0 2
[Tposenenue JIT (n=30)
Jloxanbuas JIT 7 8 3 0,31 18
KCO 1 3 2 6
JIT He mpoBoAMIACh 4 0 2 6
ITposenenne UT\MB XT (n=30)
[TpoBoHIIach 6 11 5 0,049 22
He nposoaunace 6 0 2 8
DddexT neuenns va MmomeHT nposesaeHust BAXT ¢ ayto-TI'CK (n=30)
110 4 7 3 0,289 12
L (0) 2 3 1 10
Cb 6 1 3 8
CtpykTypa coObITHi
[TpomomKeHHBIH pOCT 6 1 2 0,136 9
Pemnous 0 2 3 5
daTanbHBIC CENITUYECKHE 1 0 0 1
OCIIO’)KHEHUS
daranbHbIe HEMH(EKITMOHHBIE 0 0 0 0
OCIIO’KHEHUS
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C NOMOIIBI0 CTATUCTUYECKOrO aHalnM3a ObLJIO YCTAHOBJICHO, YTO 1-JIETHSSA
BBII cocrasuna 0,87 [0,68; 0,95], 2-netuss - 0,49 [0,3; 0,67], 5-netuss - 0,44
[0,24; 0,62] (Pucynok 41). Memuana BBIT — 23,0 mecsima [16,0; 102] (6-102).

PFS - BoikWBaeMocTb Be3 nporpeccupoBaHua

—— PF5 - BoxMBacMOCTE BE3 NporpeCcCUpoBaHnA

09

08

071

06

054

04

034

02

01

0.0 T T v T T T
1] 12 ) 36 48 60 72 B4 96 108
timeline

Pucynok 41 — BBII mammentoB ¢ ATPO IHHC, xoTopsiM mpoBOAMIACH
BJXT c¢ ayto-TI'CK (n=30)

1-netuss OB cocrasuma 0,97 [0,79; 1,0], 2-netuss - 0,7 [0,49; 0,84], 5-
aerasst - 0,44 [0,22; 0,64] (Pucynok 42). Memuana OB — 44,0 mecsma [22,0;
102,0] (6-102).

0S - obLlan BeIKMBAEMOCTL

= 05 - 06iLaR BuMHBEIEMOCTE

09

L1 1]

071

06

05

04

034

02

0l

00

o 2 P % 8 &0 7 84 ag 108
timeline

Pucynok 42 - OB nauuentoB ¢ ATPO HHC, nonxyuusmmx BAXT c ayro-
TI'CK (n=30)
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B pamkax pmaHHOro wuccienoBaHusi ObLT MpoOBeACH aHamu3 (HaKTOpOB,
BIMSAIONIMX Ha BbDKMBaeMocTh manueHToB ¢ ATPO IIHC, xoropsiM Oblia
nposenena BJIXT ¢ ayro-TI'CK. Pesynpratel 0mHO(MAKTOPHOTO aHaNIM3a

npejcTaBieHbl B Tabuie 17.
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Tabnuna 17 — BekuBaemocth nanueHnToB ¢ ATPO HHHC, noayunsmmx B/IXT ¢ ayro-TI'CK, B 3aBucumocTu ot

pa3JIH4YHbIX (PAKTOPOB

BbrrknBaeMocTh 0e3 MporpeccipoBaHusA

Ob6mas BpixkuBaemMoctb (OB)

(BBI)
Dakropsi Meaunana Meauana Log Meauana Meauana Log
BePOSITHOCTH | BPEMEHH, MeC. | o BePOSITHOCTH | BPEMEHH, MeC. | -
BbKHBAEeMOCTH [95% JAUA] ' | BBIKHBAEMOCTH [95% JAUA] ’
[95% JIH] P [95% JIV] P

Bospacrt 0.3866 0.5569
Muammie 12 mecsitie (n=11) 0,62 [0,28; 0,84] |-[12.0; -] 0.52 [0.15; 0.8] - [16.0; -]
Crapie 12 mecsinieB (n=19) 0,3210,1;0,57] |23.0[16.0; -] 0.37[0.13; 0.62] | 38.0[20.0; -]
ITon 0.7295 0.8184
Myxckoit (n=21) 0,55[0.31;0.74] |-[15.0; -] 0.48[0.2; 0.72] 44.0 [19.0; -]
Kenckwuit (n=9) 0.3310.08; 0.62] | 23.0[6.0; -] 0.4210.11;0.71] |45.0[20.0; -]
Jlokasm3anus omyxoJiu 0.6511 0.7290
Wudparenropuanbhas (n=17) 0.51[0.26;0.72] |-[14.0; -] 0.4510.18; 0.68] |45.0[21.0; -]
CymnpatenropuayibHas (n=13) 0.23]0.01;0.6] |23.0[16.0; -] 0.4 [0.08; 0.73] 38.0 [19.0; -]
Cranus 3a001eBaHuA 0.322 0.1952
My (n=12) 0.46 [0.16; 0.72] |39.0[12.0; -] 0.52[0.2; 0.77] - [19.0; -]
M. (n=16) 0.52[0.24;0.74] |-[17.0; -] 0.4110.11; 0.7] 45.0 [22.0; -]
My (n=2) 0.0 [0.0; 0.0] 9.0 [9.0; 23.0] 0.0 [0.0; 0.0] 13.0[13.0;38.0]
O0béM pe3ekuMU MEPBUIHOTO <0.001 <0.001
OITyX0JIeBOI'0 04ara
ToranpHast pezexnust (n=8) 1.0 [1.0; 1.0] - [+ -1 1.0[1.0; 1.0] - [+ -1
CyOroTtanbHas pe3ekius (n=9) 0.37[0.07;0.69] |39.0[6.0; -] 0.62[0.23;0.86] |-[19.0; -]
Yactuunas pesexnus (n=11) 0.15[0.01; 0.46] |19.0[14.0;23.0] 0.0 [0.0; 0.0] 32.0 19.0;45.0]
Bbuorncus (n=2) 0,00 [0.00; 0.00] |6.0[6.0;12.0] 0.0 [0.0; 0.0] 6.0 [6.0; 16.0]
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IIpoodonscenue mabn. 17

BoikuBaeMocTh 0€3 MpOrpeccupoOBaHUs

Oo6mas BbikuBaeMocts (OB)

(BBII)
Dakropsi Meaunana Meauana Log Meauana Meauana Log
BEPOSITHOCTH | BPEMEHH, MeC. | o BePOSITHOCTH | BPEMEHH, MeC. | o
BbIKHBAEMOCTH [95% OU] ' | BBIKHBAEMOCTH [95% U] ’
[95% JIN] P [95% JIM] P

Ipotokoa XT 0.1826 0.0854
EU-RHAB (n=12) 0.4 [0.14; 0.66] 15.0 [9.0; -] 0.32 [0.08; 0.6] 21.0 [13.0; -]
MUV-ATRT (n=11) 0.7[0.33;0.89] |-[16.0;-] 0.5 [0.06; 0.84] 45.0 [44.0; -]
WunuBuayanbhbie cxembl Tepanuu | 0.29 [0.04; 0.61] | 23.0 [6.0; -] 0.4310.1; 0.73] 38.0 [20.0; -]
(n=7)
IIpoBenenue JIT <0.001 <0,001
JIT mpoBoamnace (n=24) 0.56 [0.31; 0.75] |-[19.0; -] 0.57[0.29; 0.78] |-[32.0; -]
JIT ne npoBoaunach (n=6) 0.0 [0.0; 0.0] 12.0 [6.0; 23.0] 0.0 [0.0; 0.0] 19.0 [6.0; 38.0]
IMposenenne UT\UB XT 0.0005 0.0001
[TpoBoammace (n=22) 0.55[0.29; 0.75] |-[23.0; -] 0.56 [0.25; 0.78] | -[38.0; -]
He mpoBoauaock (n=8) 0.13]0.01; 0.42] |15.0[6.0;17.0] 0.13]0.01; 0.42] |19.0[6.0; 22.0]
ekt Jgeuenus 10 BAXT <0.001 <0.001
[ToymebIi oTBeT (N=12) 0.88[0.39; 0.98] |-[39.0; -] 1.0 [1.0; 1.0] - [+ -]
Crabunusarus 6ose3uu (n=10) 0.0 [0.0; 0.0] 13.0 [6.0; 19.0] 0.0 [0.0; 0.0] 19.0 [6.0; 32.0]
YacTuuHslii 0TBET (n=8) 0.470.12; 0.76] |18.0[14.0; -] 0.0 [0.0; 0.0] 45.0[20.0;45.0]
Koauuecrso BAXT 0.9284 0.8775
OnnoxparHas (n=21) 0.4310.18; 0.67] |39.0[16.0; -] 0.39[0.11; 0.67] |45.0[22.0; -]
Taunemuas (n=9) 0.4410.14;0.72] |23.0[12.0; -] 0.4410.14;0.72] |38.0[16.0; -]
HUctounuk I'CK 0.1006 0.2450
CKIIK (n=27) 0.5[0.28;0.69] |-[16.0;-] 0.5310.29;0.73] |-[21.0; -]
KM-+CKIIK (n=3) 0.0[0.0; 0.0] 19.0 [6.0; 23.0] 0.0 [0.0; 0.0] 38.0[25.0;44.0]
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4.2 BolzkuBaeMocTh 0e3 nporpeccupoBanus y nanueHToB ¢ ATPO IIHC,
noayyuBmmx BJIXT ¢ ayro-TI'CK, B 3aBucuMOCTH OT Pa3JIHYHBIX
MPOTrHOCTHYECKUX (PAKTOPOB

IIpn ananuze rpynnsl nanueHtoB ¢ ATPO HHC, nmomyunBmmx BJXT c
ayto-TI'CK, BeiiBieno, uro BBII (PFS) Opiia Bbime 03 cTaTUCTHYECKOH
3HAYMMOCTH y MALMEHTOB MY>KCKOI'O I0JIa B CPABHEHHMM C XKEHCKUM 1oiaom: 0,55
[0,31; 0.74] u 0,33 [0,08; 0,62] coorBeTcTBeHHO, p=0,7295.

BBII cpeaun narmentoB ¢ ATPO HHC, nonyunBumx BAXT c ayro-TI'CK, B
Bo3pacte 1-12 mecsieB OblIa BhIIE, YeM y MAlMEHTOB cTapiie 12 mecsies: 0,62
[0,28; 0,84] u 0,32 [0,1; 0,57] cOOTBETCTBEHHO, HO IMPH TOM CTATUCTHUECKU
JIOCTOBEPHOH pa3HHMIIBI MOIy4YeHO He ObuTo (p=0.3866).

Jlokanu3anusi OIyXOJIM CTaTUCTHYECKHM JIOCTOBEPHO HE BIMsJIa Ha
BbDKMBaeMOCTh: BBII manueHToB ¢ HHppaTeHTOpUANIbHBIMU OMYXOJISIMH Obliia
HECKOJIBKO BBIIIE, YeM Y ManueHToB ¢ cynpateHTopranbabivu: 0,51 [0,26; 0,72] u
0,23 [0,01; 0,6] cOOTBETCTBEHHO, HO CTATUCTHYECKH JIOCTOBEPHOM pa3HUIIBI HE
nonyudeHo - p=0.6511.

PacnipocTpaHeHHOCTh OITYyXOJIEBOTO TMpPOIECCa HAa MOMEHT JAUArHOCTHKHU
CTATUCTUYECKU TaKKe JOCTOBEPHO HE BiMsJIa Ha BbDKHBaeMocTb. BBII Obuia
HE3HAYUTEILHO BBIIIE Y MalMEHTOB ¢ M -cTagueit 3a00jieBaHus, YeM Y MallMeHTOB
¢ Mo u My-cragusimu 3abonesanust: 0,52 [0,24; 0,74], 0,46 [0,16; 0,72] u 0,0 [0,0;
0,0] cooTBeTcTBeHHO, p=0,322.

[Ipu ananuze BAuMsIHUS 00BEMA PE3EKIIMH OMYXOJIH OBLUIO YCTaHOBJIEHO, YTO
BBII Obuta CTaTUCTUYECKH TOCTOBEPHO BBIIIE MPU TOTATLHOM YAAJICHUU OIYXOJHU
10 CPABHEHUIO C CYOTOTAILHOM PEe3eKIMel, YaCTUYHBIM yIAJICHHEM U OHOTICUE —
1,0 [1,0; 1,0], 0,37 [0,07; 0,69], 0,15 [0,01; 0,46] m 0,0 [0.00; 0.00]

COOTBETCTBEHHO, p <0.001 (prcyHok 43).
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PFS - Bb)knBaemocTb 6e3 nporpeccupoBaHmns
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Pucynok 43 — BBII nmanuentoB ¢ ATPO IHHC, nmonyuuBmux BJAXT c

100

ayto-TI'CK, B 3aBrcHMOCTH OT 00bEéMa pe3ekinu ormyxoiu (N=30)

B 3aBucumMoctu ot nmpotokoJia tepanuu, BBII Oblna BeIlie cpean manueHToB,
nosiyyaBmmx Tepanuto 1mo mnporokony MUV-ATRT, gem mo nportokony EU-
RHAB u unnuBuayansabiM cxemam tepanuu — 0,7 [0,33; 0,89], 0,4 [0,14; 0,66] u
0,29 [0,04; 0,61] coorBeTcTBeHHO (pHCYHOK 44), HO MPH 3TOM CTATHCTUYCCKU

JIOCTOBEPHOM pa3HUIbl B YPPEKTUBHOCTA MPUMEHSEMBIX MPOTOKOJIOB MOJYyYECHO

He Obu10 (p=0,1826).

PFS - BbixkuBaemocTb bes nporpeccuposaHna

09 _]

08

07

0.6

05

—— EU-ROHAB
MUV-ATRT
WHamBnayansHas cxema

04

03

0.2

01

0.0

timeline

Pucynox 44 — BBII nanuentoB ¢ ATPO IHHC, nonyuuBmmux BIAXT ¢ ayro-

TI'CK, B 3aBucumocTH 0T rpotokosa tepamnuu (N=30)
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IIpoBenenne JIT craTucTUYECKHM IOOCTOBEPHO YJIYYIIAIO BBDKHBAEMOCTH
naupeHToB, noinyunBmux BJIXT c¢ ayro-TI'CK: BBII npu nposenenuun JIT
cocraBmia 0,56 [0,31; 0,75], 6e3 JIT - 0,0 [0,00; 0,00] cooTBeTcTBeHHO, p <0,001
(pucynok 45).

PFS - BbixMBaemocTh be3 nporpeccupoBaHna

—— Jlyyesan Tepanus NpoBoAnNach
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Pucynok 45 — BBbII nanuentoB ¢ ATPO IIHC, nonyuuBmmx BJXT c

ayto-TI'CK, B 3aBucumocTu ot nposeaeuus JIT (n=30)

BBII Taxke Oblia BbIlIe Cpeau MAMEHTOB, KOTOpbIM mpoBoauaun MT/MB
BBEJICHUE XUMUOMPENapaToB, MO CPAaBHEHUIO C MalreHTaMu 06e3 permoHapHoin XT
- 0,55[0,29; 0,75] u 0,13 [0,01; 0,42] coorBercTBeHHO, p=0,0005 (prcyHok 46).

PFS - BbI)KUBaemMocTh b6e3 nporpeccupoBaHmnsg

—— [lpoBoAWNach
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Pucynok 46 — BBII naunuenroB ¢ ATPO HHC, nonyuuBmux BAXT ¢
ayto-TT'CK, B 3aBucumoctu ot nposeacaus UT/MB XT (n=30)
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Cratuctuuecku aoctoBepHo Jyumas BBIl BelsBIeHa y NaIlMEHTOB, Y
KOTOpbIX ObLT gocturHyT I10 Ha mpoBeACHHOE JICUYCHUE Iepes BHIOJHECHUEM
starma BJIXT, o cpaBHeHHIO ¢ manuenTamu ¢ gocturaythiM YO u Cb - 0,88 [0,39;

0,98], 0,47 [0,12; 0,76] u 0,0 [0.00; 0.00] cootBercTBeHHO, p <0,001 (pucyHok 47).

PFS - BeKMBaeMocTb 6e3 nporpeccupoBaHuna
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Pucynok 47/ — BBII nanumenroB ¢ ATPO IHHC, nomyunBmmx BJAXT c
ayto-TI'CK, B 3aBUCMMOCTH OT JOCTUIHYTOI'O OTBETa Ha IPOBEIACHHOE JICUCHUE

(n=30)

He ormeueno cratuctudecku nocroBepHor pazHuubl B BbII y nanneHToB B
3aBUCUMOCTH OT KoJsinuecTBa uukioB BJIXT: npu npoenenun tannemuon B/AXT
¢ ayto-TI'CK BBII cocrasuna 0,44 [0,14; 0,72], npu oxnokpatHou - 0,43 [0,18;
0,67] cootBercTBeHHO, p=0,9284.

BBII y nauuentoB ¢ ATPO Obia Bbile y nanueHToB, nonyuuBmmx CKIIK,
M0 CPABHEHUIO C JETbMH, KOTopble monyunan komouHarmio KM co CKIIK - 0,5
[0,28; 0,69] u 0,0 [0.00; 0.00] cOOTBETCTBEHHO, HO MPU ITOM CTATHUCTUUYECKHU
JIOCTOBEPHOM pa3Hullbl TosiydyeHo He Obu1o (p=0,1006) BO3MOXXHO B CBSI3H C
HEJI0OCTATOYHBIM KOJTMYECTBOM HAOIIOICHUN.

B cooTBeTcTBUM C MOJTYYEHHBIMU PE3yJIbTATAMH YCTAHOBJIEHBI CIEIYIOIIHNE
KIIMHAYECKHE W TEepaNeBTUYECKUE TMPOTHOCTHYECKHE (PAKTOpPbI, KOTOpHIE
JIOCTOBEPHO BAUSAOT Ha pe3yabTaTel BBII y manuento ATPO ITHC, nonyunBmmx
BJXT c ayro-TI'CK:

- TOTAaJIbHasA PpE3CKUHA IICPBUIHOI'O OITYXOJICBOI'O O4ara,
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- nmpoBeaenue JIT;
- UT\IIB BBeieHHE XUMHOIIPEIapaToB;

- noctmkenne [10 Ha npoBeneHHyo Tepanuto nepen stanom BIAXT.

4.3 Oomas BbikuBaeMocTh y nanueHtoB ¢ ATPO HHC, nosyunBmmx
BAXT c¢ ayro-TT'CK, B 3aBHCHMMOCTH OT Pa3JIMYHbIX NPOTrHOCTHYECKHX
(¢akrTopos

IIpn ananmuse rpynnel nanueHToB ¢ ATPO IHHC, nomyumBmmx B/AXT c
ayto-TI'CK, BeisBieHo, uyto OB (OS) Obutla Bbille 0€3 CTaTUCTHYECKOW
3HaYMMOCTHU y MallMEHTOB MYXCKOTO I0jla B CPaBHEHUU C KEHCKUM mojiom: 0,48
[0,2; 0,72] m 0,42 [0,11; 0,71] coorBeTcTBeHHO, p=0,8184.

Cratuctuueckn nocroBepHor paszHuinsl OB cpenu manuentoB ¢ ATPO
HHC, nmonyunBumx B/AXT ¢ ayro-TI'CK, B 3aBHCHMOCTH OT BO3pacTa IOJIy4YEHO
He Obuto. OB y nmereii mmamme 12 mecseB cocrabmia 0,52 [0,15; 0,8], a crapie
12 mecsimes - 0,37 [0,13; 0,62] coorBercTBeHHO, p=0,8184.

Jlokanuzanusi OIyXOJM CTaTUCTUYECKHM JOCTOBEPHO HE BIMsJAa Ha
BbDKMBaeMOCTh: OB manueHToB ¢ HMH(PPAaTEeHTOPUANbHBIMU OMYXOJIIMU ObLIa
HECKOJIBKO BBIIIE, YeM Y MalMEeHTOB ¢ cynpaTeHTopuansubiMu: 0,45 [0,18; 0,68] u
0,4 [0,08; 0,73] cOOTBETCTBEHHO, HO CTATUCTHYECKU JOCTOBEPHOU pa3HUIBI HE
nostydero - p=0,7290.

PacnpocTpaHeHHOCTh OMYXOJIEBOIO IMpollecca Ha MOMEHT JUAarHOCTUKH
CTaTUCTUYECKU JIOCTOBEPHO HE BIMsIa Ha BbDKMBaeMocTh. OB Oblna BbilIE y
nanueHToB ¢ Mo-ctaaueil 3a0osieBaHUs, YeM Yy NAlMEHTOB METacTaTHYECKUM
pacnpocTpaHEHHEM ONYXOJM M C TMallMeHTaMHu, y KOTOPBIX CTajausi He Oblia
ompenenena: 0,52 [0,2; 0,77], 0,41 [0,11; 0,7] n 0,0 [0,0; 0,0] cOOTBETCTBEHHO,
p=0,1952.

[Ipu ananu3ze BAMSHUS 00bEMA PE3EKIIMU IEPBUYHOTO OIMTyXOJIEBOr0 ovara
Obul0 ycTaHoBjieHO, uro OB Obula cTaTUCTHYECKH JOCTOBEPHO BBIIIE IPH

TOTAJLHOM YAQJCHUU ONMYyXOJW IO CPaBHEHHIO C CYOTOTaJIbHON pE3eKIue,
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JacTUYHBIM ynajaeHueMm u owomncueii — 1,0 [1,0; 1,0], 0,62 [0,23; 0,86], 0,0 [0.00;
0.00] u 0,0 [0.00; 0.00] cootBercTBeHHO, p <0.001 (prcyHoK 48).
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Pucynok 48 — OB nmanumento ¢ ATPO [IHC, nonyuusmmx BJIXT c ayTo-
TI'CK, B 3aBUCMMOCTH OT OOBEMA PE3EKIMU MEPBUYHOTO OIYXOJEBOTO oOdara

(n=30)

B 3aBucumocTu ot npotokosia tepanuu, OB Oblia BbllIE Cpeid TAUEHTOB,
nosiyyaBmmx Tepanuto no mnporokony MUV-ATRT, dem mo mpotokony EU-
RHAB u nnnuBuayanbasiM cxeMam tepanuu — 0,5 [0,06; 0,84], 0,32 [0,08; 0,6] u
0,43 [0,1; 0,73] coorBercTBeHHO (pucyHOK 49), HO IPH 3TOM CTAaTHCTUYCCKHU

JIOCTOBEPHOM pa3HUIlBl B d(PPEKTUBHOCTH MPUMEHSEMBIX MPOTOKOJIOB MOIYUYEHO

He Obuto (p=0,0854).
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Pucynok 49 — OB nanuento ¢ ATPO [IHC, nonyuyusmmx BJIXT c ayTo-

TI'CK, B 3aBUCHMOCTH OT IpoTokosia Tepanuu (N=30)

[MpoBenenne JIT craTucTHYECKH JOCTOBEPHO YIIyYIIANO BBDKHBAEMOCTb
nanreHToB, nonyunBmux BJXT ¢ ayro-TI'CK: OB npu nposenenun JIT
cocrasmia 0,57[0,29; 0,78], 6e3 JIT - 0,0 [0,00; 0,00] cootBeTcTBeHHO, p <0,001
(pucyHok 50).

0OS - 06L1an BbIXKUBAEMOCTb

— ﬂyueaaﬁ Tepanua Nnposoannach
Jlyyesan Tepanna He NpoBoAWNaCh

09

08

07

0.6 1

05

04

03

0.2

0.1

00

timeline

Pucynok 50 — OB naruentoB ¢ ATPO IHHC, nonyuyusmux BJIXT ¢ ayto-

TI'CK, B 3aBucumoctu ot nposenenus JIT (n=30)

OB Ttaxke Oblia BBHINIE CPEIM MAMEHTOB, KOTOphiM mpoBoawin WT/NB
BBEJICHHUE XUMHUOMPENapaToB, 0 CPaBHEHUIO C MalreHTaMu 6e3 pernoHapao XT

- 0,56 [0,25; 0,78] 1 0,13 [0,01; 0,42] coorBercTBeHHO, p=0,0001 (pucyHok 51).
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Pucynok 51 — OB namnuentoB ¢ ATPO HHC, nonyuyusmmx BJAXT ¢ ayro-
TI'CK, B 3aBucumoctu ot nposenenus UT/VIB XT (n=30)

Cratuctnyecku npocroBepHo nayudmas OB BbIsSIBI€HAa y NAUUEHTOB, Yy
KoTopbix O0bU1 ocTUrHyT [1O mepen nposenenuem stana BJIXT, no cpaBHeHuIo C
narerTamu ¢ YO u Cb Ha npoBenennoe neuenue - 1,0 [1,0; 1,0], 0,0 [0.00; 0.00]
u 0,0 [0.00; 0.00] coorBeTcTBeHHO, p<0,001 (PucyHok 52).
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Pucynok 52 — OB nanuento ¢ ATPO HHC, nonyuusmmx BJIXT c ayTo-

TI'CK, B 3aBUCUMOCTH OT JOCTUTHYTOTO OTBETa Ha MpoBeaeHHoe jJeuenue (N=30)

He ormedeHo cTaTucThuecku NOCTOBEpHOUM pazHullsl B OB y manueHToB B

3aBUCUMOCTH OT KoJsinuecTBa LMKI0oB BJIXT: npu nnposenenun tannemuon B/XT
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¢ ayto-TI'CK OB cocrasuna 0,44 [0,14; 0,72], npu oxaHokpatHoi - 0,39 [0,11;
0,67] coorBeTcTBeHHO, p=0,8775.

OB y nanuentoB ¢ ATPO Obuta Beie y nanuesToB, noayunsmux CKIIK,
10 CPaBHEHUIO C JIEThMH, KOTOpbIe Moayunin komOunaruo KM co CKIIK - 0,53
[0,29; 0,73] u 0,0 [0.00; 0.00] cOOTBETCTBEHHO, HO INPH 3TOM CTATUCTHYCCKH
nocroBepHo# pasuuibl B uicrounne I'CK momydeno ve 6n010 (p=0,2450).

B cooTBeTcTBUM € MOJTYyYEHHBIMU PE3yJIbTaTaMH YCTAHOBJICHBI CIEAYIOIINE
KIMHUYECKHE U  TEpaleBTHYECKUE MPOTHOCTHYECKHUE (PaKTOpbl, KOTOPHIE
nocroBepHo BiMsAOT Ha OB y manmentoB ¢ ATPO IHC, nonyuuBmux BIAXT c
ayto-TI'CK:

- TOTaJIbHAS PE3EKIUS IEPBUYHOTO OIMTyXOJIEBOTO 0Yara;
- mpoBeacuue JIT;
- UT\IAB BBeieHME XUMUOIIPENIAPATOB;

- noctrkenue [10 Ha mpoBeneHnyro Tepanuto nepen sranom BIIXT.

4.4. MuorogaxkTopHblii aHaIu3 (AKTOPOB NMPOTrHO3a, BJIUSIOIIMX Ha O0LIYI0
BbIKMBA€MOCTb U BbIKMBAaeMOCTh 0e3 INMPOrpecCHpPOBAHHSl Y NAILMEHTOB C
ATPO OHC, noanyunBuux B/IXT ¢ ayro-TI'CK

[Tposenen mHOTOMaKTOpHBIN aHam3 (perpeccust Kokca) - Cox Proportional
Hazard Model (Survival Regression) mamuentoB ¢ ATPO IIHC, momyumBmmx

BAXT c ayto-TI'CK (pucynox 53).
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coef exp(coef] se(coef) coeflower95% coefupper 95% exp(coef) lower 95% exp{coef) upper 95% 7 p -log2(p)
Crapnn zabonesanma -1.8803 01526 07032 -3.2584 -0.5021 0.0384 0.6053 -2.6740 0.0075 7.0597
Mposenenne nyyeson Tepanun  6.6962  809.3004  1.9633 2.3482 10.5441 17.2570 379836136 3.4107 0.0006 10.5919
UTWMB xumuorepanua 25768  13.1550  0.8598 0.8917 42619 24392 70.9467 29971 0.0027 85190
Cratyc nepen BOXT 14233 41508 05071 0.4294 24172 15364 112145 2.8068 00050 76427
Konuuecteo BOXT -3.0253  0.0483 11542 -5.2915 -0.7671 0.0050 04643 -2.6246 0.0087 6.8489
Mposegenne nyyesol Tepanun
MT\MB xuMHoTEDANNA — —
Cratyc nepen BAXT I —{—
Cragua 3abonesanns —{L—
Konwuecteo BAXT k O
% —'4 2 ] 2 H 3 8 0
10g(HR) {95% CI)

Pucynok 53 — Pe3ynbrarhl MHOTO()AKTOPHOTO aHAIN3a BHIKUBAEMOCTH 0€3

IIPOTrPECCUPOBAHUS B 32aBUCUMOCTH OT Pa3JIMYHBIX (DAKTOPOB

W3 pucyHka BbIlI€ BHJIHO, YTO WTOTOBasg MoAelb «BbDKHBaeMOCTh 0€3
IIPOTPECCUPOBAHMS  BKJIIOYAeT IepeMeHHble: mnpoBenenue JIT, cranus
3abonesanus, U'T\UB XT, cratyc nepen BAXT, xomuaectro BJXT.

A wuroroBas monenb «OOIas BbDKMBAEMOCTBY» BKIIOYAET IMEPEMEHHBIE:
BO3pacT, JIOKaiau3alus omyxoisu, nposeneHue JIT, o0bEM pesexuuu omyxoiu,

NT\UB XT, craryc nepen BJIXT (pucynok 54).
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coef exp(coef) se(coef) coeflower35% coefupper93% exp(coef) lower 92% exp(coef) upper 95% z p -log2(p)

Bospact 6.2285 507.0130 24581 1.4108 11.0463 4099 62711.0910 25339 0.0113 64701
Noxanusaumn -3.9254 00197 15242 -6.9163 -0.9420 0.0010 (.3898 -25780 0.0099 6.6530
Obuém pesexymn onyxonu  3.0872 219147 11233 0.8856 5.28687 24244 198.0888 27434 0.0060 73834

lposenenve nyyesoi Tepanuw 54755 2387654 1.7018 21400 8.6110 §.4992 b707.5548 32174 0.0013 95945

WTB xumnoTepanus  6.6929 8066427 22479 22672 11.0986 9.8469 B6076.98% 29774 0.0029 6.4264
Cratycnepen BOXT 58057 3321733 21426 1.6062 10.0051 49638 22139.749% 27096 0.0067 7.2138

WT\MB xumuoTepanua | o

Bospact i O

Cratyc nepen BAXT

NMposegerite nyuesoR Teparnia

O6uem pesexumm onyxonn H —n

Tokanusaums

75 5.0 25 00 25 50 75 100
log{HR) (85% CI)

Pucynok 54 — Pe3ynbpTaThl MHOro(akTopHOro anainusa OB B 3aBUCUMOCTH
OT Pa3IUYHBIX (PAKTOPOB

Takum oOpa3oM, pu TPOBEACHUH MHOTO(AKTOPHOTO aHAIN3a YCTaHOBJIEHO
JIOCTOBEPHOE BJIMSHUE HA TIOKA3aTelId BBDKMBAEMOCTH psiia KIMHUYECKUX
(BO3pacT MalMEeHTOB HA MOMEHT MOCTAHOBKU JAMATHO3a, JIOKAJTU3ALMs TEPBUYHOTO
OITyXOJIEBOTO Ovara, CTajvs 3a00JCBaHHS) W TepaneBTHUYSCKUX ommui (00béM
pe3ekiuu nepBuYHOro omyxoiesoro ouyara, U'T/MB XT, JIT, craryc nepen BAXT

¢ ayto-TI'CK, xomuuecTBo kypcoB BJIXT).

4.5 Tokcnueckue 3ppextnl y nanuedToB ¢ ATPO IHHC nocae BAXT c
ayro-TI'CK

['emaronornueckass TOKCMYHOCTH |V crenmeHn Oblia BBISIBJICHA y BCeX
nanueHToB. CpeaHee koinyecTBO MH(GY3upoBaHHBIX KieTok CD34+ cocrapisiio
4,98 x10° /xr (1,9-9,2). JINMTENBHOCTh alIa3uK KPOBETBOPEHHS COCTABMIIA OT 6
1o 24 nuei, ¢ meauanoii B 11 nueit ot nus peundysun aytonornunbix ['CK.

Heremaronornueckas TokcuuHocTh BJIXT ¢ ayro-TI'CK Obina oreHena c

nomonisio MexayHapoaHbix CTCAE kputepues V.5.0 110 pa3iMyHbIM OpraHam U
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cucrtemaM, BKIOHaromux oT I 10 V cTeneHW TOKCHYHOCTH IO Pas3IMYHbIM
opraHaM u cucremam, rie I — jerkas crenens, a V — cMEpTh OT TOKCUHYHOCTH:

- OTOTOKCHUYHOCTb,

- HEUPOTOKCUYHOCTB,

- nH(eKIHH,

- He()POTOKCUUHOCTH,

- TOITHOTA/PBOTA,

- MYKO3HUT,

- KOKHasi TOKCUYHOCT,

- FeNaTOTOKCUYHOCTD,

- JIETOYHAasI TOKCUYHOCT,

- KapJIMOTOKCUYHOCTb.

3a HaOmomaeMbli  mepuoa  ObUIO  BBIMOJAHEHO 21 oJHOKpaTHas
TpaHCIUIaHTausA U 9 TanaeMHbIX y 30 MarueHToB, CyMMAapHOE KOJUYECTBO AyTO-
TI'CK cocraBmio 39, KOTOpbIe OTAEIBHO OBLIM OIEHEHBI MO 4-0allbHOW CHCTEME
CTCAE kputepueB. bblio mojiydeHo clieayroliee paciupeiesieHue TOKCHYHOCTH 110
crenenu Tsoxectu: | crenenu — 32%, 58 cimyuaes; 11 crenenn — 46%, 83 ciyuas; I11

crerienu — 15%, 27 ciydaes u IV crenenu — 7%, 13 ciaydaeB (pucyHok 55).

CcTC
grade
\'

Pucynoxk 55 — Pacnpenenenne TOKCHYHOCTH TIO BCEM OpraHaM U CUCTEMaM

B 3aBUCUMOCTH OT cTeneHu TsokecTd y naiueHToB ¢ ATPO HHC nocne BAXT c

ayto-TI'CK
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Kak BugHO M3 pucyHKa 56, OCHOBHYIO IOJIO OCJOXHEeHWH IV cremenu
COCTABUJIM TSDKEJIbIE MYKO3UTBHl CIM3UCTBIX JKEIIYJOYHO-KMIIEYHOI'O0 TpakTa

(OKKT), a Taxke Tspkenbie HHPEKIIMOHHBIE OCTIOKHEHHSI C Pa3BUTHEM CETICHCa.

(OTOTOKCHYHOCTD
HeHpoTOKCHYHOCTE

HHderumuu

HedpoToORCHYHOTE

TowHoTa\peoTa

Myrkozut

FENaToTORCHHHOOTE
Neroynan

K& pAHOTORCHYHOCT!

Pucynok 56 — PacnpeneneHue TOKCHYHOCTH MO OpraHaM M CHUCTEMaM H
crenenu Tspkectu y naruenToB ¢ ATPO IHHC nocne BAXT ¢ ayro-TI'CK
Ilpumeuanue: (0 cmenens - cepwuii ygem, I cmenensv — conyooti,; Il cmenens —

senenviul; Il cmenensv — orcenmuii u IV cmenenv — kpacHuwiii.

Pacnpenenenne BUAOB TOKCHMYeCKMX oclioxkHeHu |1-1V cremeneir mo
opraHaM M CHCT€MaM OKa3aJoCh CJICAYIOINM: Han0oJiee 9acTO BCTPEUAFOIIIMMHUCS
OCJIOKHEHUSIMU OBUTH MYKO3UTHI C TIOPAKEHUEM CIIM3UCTON Pa3IMYHBIX OT/EJIOB
KKT 90% (n=35), undexmuonnsie ocnoxHeHus 85% (n=33), TomrHoTa/pBoTa Ha
dboHe mpoBeneHuss pexuma KoHaunuoHupoBaHus 49% (n=19), a Taxxe

rernmaToTOKCUYHOCTh XUMHUoIpenaparoB 49% (n=19) (pucynok 57).

35
30
25
20
15
10

Pucynok 57 — Pacnipenenenue tokcuudoctu |-V creneneit no opranam u

cucremam y nanueHToB ¢ ATPO HHC nocne BAXT ¢ ayto-TI'CK
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HpH INOMNBITKC CPAaBHUTb TOKCHYCCKHEC OCJIOKHCHUA, Ha6J'IIOI[a€MI>I€ npu
OJHOKPATHBIX W TaHACMHLBIX TpaHCIUIAHTAOWUAX II0 pPa3jJIrudYHbIM OpraHaM H

cUCTeMaM 3HAYUTENILHBIX OTJIMYHUN BBISBICHO HE OBLIO (PUCYHOK 58).

100,00%
90,00%
80,00%
70,00%
60,00%
50,00%
40,00%
30,00%
20,00%
10,00%
0.00% Heii H r K-
Ototoke | - CPOTO Hadern epporo Tommnora CHATOTO | e roupa | PAHOT
KCHYHOC KCHYHOC Myko3nT | Ko:knag | KcHUHOC OKCHYHO
AYHOCTH HH /PBoTa {
Th Th Th CTh
mPanl| 3,30% 13% | 100,00% | 53,30% | 80,00% | 100,00% | 30,00% 80% 3,30% | 3,30%
mPan2| 11% 0% 100% 22% 89% 100% 33% 89% 0% 0%
PﬂcyHOK 58 - CpaBHI/ITeJ'ILHaﬂ XapaKTCPUCTUKa TOKCHYHOCTH IIpHU

onHokpatHoil (pan 1) u Tanaemuon (psg 2) BIAXT c ayro-TI'CK y nmanueHToB ¢
ATPO IIHC

Takum oOpa3oM, CTpyKTypa TOKCHMYECKHX 3(P(GEKTOB MpU NPOBEICHUU
BJAXT c ayto-TI'CK 6pu1a mpezacTaBiieHa MPEeMMYIIIECTBEHHO TeMaTOJIOTHYeCKON
TOKCUYHOCTBIO |V creneHun, nHOEKIMOHHOW M HEMH(PEKIUOHHON TOKCUYHOCTHIO
(HEpPOTOKCUYHOCTBIO, T'E€HNAaTOTOKCUYHOCTBIO, MYKO3UTOM, JHUCIENTUYECKUM

CHUHJIPOMOM).
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['JIABA 5
OBCYXIAEHUE PE3VJIbTATOB UCCJIIEAOBAHUMA

ATPO IHC — »5TO BBICOKO3JIOKAYECTBEHHAs OIMYyXOJb, BO3HUKAIOLIAS
MPEUMYILIECTBEHHO Y JEeTel MIaJlero Bo3pacTa, oHa cocTaBisieT okoyio 20%
samOpuoHanpHbIX omyxojied [IHC B Bo3pacte mo 3 mer u 1o 40-50% Bcex 3HO
I[THC na nmepBom roxay xwu3nu [58, 112]. HecMoTps Ha cBoro penkocTh (1-2% Bcex
nerckux omyxoisied [[HC) ATPO omyxonu BHOCUT BECOMBIN BKJIaJ B CMEPTHOCTh
nered or 3HO, mnpu 5TOM OCHOBHOM MPUYMHOW JIETAIBHOTO HCXOJa B
OonpmHCTBE ciydaeB sBisiercs I1b [1, 16, 136]. ViyuiieHuio pe3ysibTaToB
nevyenus nereii ¢ ATPO IHHC npenarcTByeT Uemnblil psi TPYIHOCTEN, CBI3aHHBIX C
OMOJIOTUYECKUMH OCOOCHHOCTSIMU OIYXOJHU, €€ BBICOKOM arpecCUBHOCTHIO M
HEOOXOJAMMOCTBIO TPUMEHEHUS HMHTCHCUBHBIX KOMIUIEKCHBIX CXE€M JICUCHUS,
BKITIOYAOIIUX TPUMOJAIbHYIO Tepanuio (pesekiuto omyxonu, XT u JIT) [31, 87,
106, 120, 126]. OcoOeHHO HEOJIArONPHUATHBIM OCTA&TCS MPOTHO3 B OTIEIBHBIX
MOATPYINAxX MAaIMeHTOB, B YaCTHOCTH, y MAIlMEHTOB B Bo3pacTe M0 | roma Ha
MOMEHT IOCTaHOBKM JuarHo3a, ¢ MmosekyiaspHeiMu rpynnamMu ATRT-MYC u
ATRT-SHH [59]. ITo pe3ynbraTam MEKIYHAPOIHBIX HCCICIOBAHUIN MPH MEIUAHE
HaOmoaeHus ot 3,7 mo 34,3 mecsieB mokasarenb 3-j1eTHedl OB BapeupoBan B
npenenax 20-53,3% [30, 35, 49, 50, 54, 72, 85, 88, 93, 101, 112, 115, 130, 147,
152, 160]. Ilo mauubiM juteparypbl S-ietHsas BBII marmmentoB ¢ ATPO ITHC
cocraBysieT 44,2% [158]. AHajIOrMYHO NAHHBIM JIMTEPATYphl B HAIIed KOTOpTe
nanueHToB 3-metHass OB cocraBuna 45% npu Menuane HaOmoaeHus B 29,0
Mmecsites, 5-netass BBII - 33% npu Mmenuane HabmoaeHus 16,0 Mecsiies.

B TekyieM uccienoBaHuM paccMaTpuBaiach OoJblask KOropTa MalueHTOB
¢ ATPO IIHC, xoTopast mo3BoJinjia MPOJEMOHCTPUPOBATH BIUSHUE HA MMOKA3aTeln
BBII u OB pa3znuuHbiX NOporHoctTudeckux (akTopoB (mMojia, BO3paCTa,
JIOKaJIM3alliyd OMYyXOJIM, CTaauu 3a00jeBaHus, 00BEMA PE3CKIUU TEPBUYHOIO
omyxoJieBoro ouara, nportokona IIXT, mposenenus JIT, UT/MB XT, BIAXT c

ayto-TI'CK, MoneKkyJIspHON Tpynmbl OMyXOJH, TPYII PUCKA), a TAKKE OLICHUTH
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nokazanust u 3¢pdextuBHOCTh BJIXT ¢ ayro-TI'CK B Tepamuu mnamueHTOB ¢
JTAHHOM OITyXOJIBIO.

IIpornocTuueckue  ¢axkToppl, BJMAKIIME HAa  BbLKHBAEMOCTH
nanueaToB ¢ ATPO ITHC.

OnucanHas B paMKax MCCIENOBAHHUS KOropra B LEJIOM OTpaKkaer
nemorpaduueckue xapakrepuctuku manuentoB ¢ ATPO [THC.

ITon

B Hamewm uccieoBaHuM COOTHOLIEHUE MO MOJTy MOJTHOCTBIO COOTBETCTBYET
JUTEPATYPHBIM JaHHBIM. [1allueHTOB MY’KCKOTO I0JIa B U3YYEHHOM KOropTe ObLI0
HECKOJbKO Oosnbie, uem xkeHckoro (MK = 1,2:1), 4To aHaJIOrM4YHO
MeXTyHapoaHbIM naHHbiM [35, 48, 55, 58, 74, 158]. U BBII, u OB y neBouck
OBLIIM BBINIE, YEM y MAJIbUYMKOB, HO CTATUCTUYECKU JIOCTOBEPHOW pa3HUIIBI HAMH
nosyyeHo He Obuio (p=0,3409 u p=0,0626 nns BBII u OB cootBercTBeHHO). [1o
narabiM Buscariollo D.L. u cost., OB y neBodek Oblia BBINIE, YeM Yy MaJTbYUKOB
(p=0,29) [35]. B coorBercTBMM ¢ MeTaaHanu3om Fischer-Valuck B.W. u coasr.,
OB cpeau nuil KeHCKOTO Toyia OblJla HECKOJIBKO BBIIIE, HO 0€3 CTaTUCTUYECKU
noctoBepHO# pasHuibl (p=0,910); anamornuno u B pabore Yamasaki K. u coaBT.
npoaemMoHcTpupoBana Oonbinas u BBII, u OB y neouek (p=0,247 u p=0,8 nns
BBIT u OB cootBerctBenno) [54, 158]. U Tombko Isikay |. m coaBrt., npu
IPOBEJCHUH OAHO(MAKTOPHOTO aHalu3a OXapaKTepU30BaIM MY>KCKOW TIOJ B
KauectBe npeaukropa yayudmeHus OB (p=0,045), HO 1npu mnpoBeneHuu
MHOT0()aKTOPHOTO aHajln3a JaHHOW 3aKOHOMEPHOCTH OTMEYCHO He Obuto [77].
VYuuTtaBasg NOJIy4eHHBIE AAHHBIC, MOXKHO TOBOPUTH O TOM, YTO JOCTOBEPHOIO
reHAEpPHOro BiausHMs Ha nokasarenu BbII u OB He oTMeueHo.

Bo3pact Ha MOMEHT IOCTAHOBKH JIHArHO3a.

B nameil koropre nainMeHTOB BO3PAacT Ha MOMEHT MOCTAHOBKHM JUAarHo3a
IMPOKO BapbupoBai oT 1 mecsua no 16,5 ner, menuana Bo3pacrta cocraBuiia 20
MECALIEB, YTO COOTBETCTBYE€T MeauaHe Bo3pacta B 16-37  mecsues,
3a(hMKCUPOBAaHHOMW B KPYIHBIX MEXIyHAPOIHBIX BeIOOpKax [22, 40, 54, 59, 85, 98,

130]. B BO3pacTHOM COOTHOIIEHHWH TNpeodiagand mnanueHTsl 13-24 Mecsies
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(32,3%) u mmamme 12 wmecsiueB (31%) Ha MOMEHT BepU(PUKALMM JMArHO3a.
[Tarmentsl Mitafmie 3 JIET HAcUUTHIBAIOT mnopsaka 80% manueHToOB BCeEX
nareHToB ¢ ATPO ITHC, uTo cooTBeTCTBYET HaHHBIM JTUTEparyphl [54, 58, 112].
B namem uccnenoanuu nsatunetHss BBIT cpenu Bcex mauuentoB ¢ ATPO [HHC
OblJIa CTAaTUCTUYECKH 3HAYMMO BBINIE Y TMAIMEHTOB cTapuie 12 MecsieB B
CpaBHEHUU C Bo3pacTHOW rpymmod ot 1 mo 12 wmecsmues: 0,38 u 0,24
coorBercTBeHHO, pP=0,0029. Ilpm nerasbHOM anHanmu3ze BBII B paznuynbIx
BO3pacTHBIX rpynmnax (miagme 12 wmecsueB, 13-24 wmecdama, 25-36 Mecsles,
crapuie 37 mecsieB) BBII Obuta cTaTUCTHYECKHM JOCTOBEPHO BBINNIE B TPYMIE
JieTel, BO3pacT KOTOPhIX HAa MOMEHT MMOCTAaHOBKHU JIMarHo3a ObUI B Iipenenax 25-36
MecsueB, a camasa Huszkasg BBII B rpymme gererr B Bo3pacte a0 12 mecsues,
p=0,0171. AmnamornyHo MOXHO oxapakrepu3zoBatb u OB: ona Oblla
CTATUCTUYECKU 3HAYMMO BBIIIE y MAlMEHTOB cTapiie 12 MecsleB B CPaBHEHUHU C
Bo3pacTHOM Tpymmoi 1-12 mecsueB (p<0.001). Ilpu neranpHoM aHanmze OB B
pa3IMYHBIX BO3pacTHBIX rpymmnax OB Oblia cTaTUCTUYECKH JOCTOBEPHO BHINIEC B
rpymnne JAeTeil, BO3pacT KOTOPHIX HAa MOMEHT ITOCTAaHOBKM JuarHo3a ObUT B
npenenax 25-36 mecsnes, a camas Huzkas OB B rpymnme neteit B Bo3pacte 10 12
Mmecsues, p=0.0013. bonee crapmmii BO3pacT naueHTOB HA MOMEHT JUAarHOCTUKH
MO0 JIaHHBIM MEXIYHAPOJHBIX MCCJICIOBAaHUN HEOJHOKPATHO CTAaTUCTUYECKHU
JIOCTOBEPHO ONpenessuicss B KauecTBe (akTopa IMPOTHO3a, YIYUIIAIOIIEro
BeDKHBaeMocTh manueHToB ¢ ATPO ITHC. Tak, Dufour C. u coaBT. ompenenmmm
BO3pACT A0 2 JIET B Ka4€CTBE CTATUCTUYECKH JOCTOBEPHOTO MPOTHOCTUYECKOTO
daktopa, camkaromero OB (p=0,01) [50]. Bartelheim K. u coaBT. BbIABWIH
ynyumienue OB y marnueHToOB cTapiie 3 JieT MO CPaBHEHUIO C TMalMeHTaMu
mutafirero Bospacta (p <0,015) [22]. Ha ocHoBaHMM MeTaaHaM3a, MPOBEAEHHOTO
B 2017 romy Fischer-Valuck B.W. u coasr., nsarunetass OB cocraBuna 27,7% nins
naiueHToB B Bo3pacte ot 0 no 2 net u 37,5% miis maigueHToB B BO3pacTe 3 JIEeT U
crapuie (p <0,001) [54]. ITo mammeim Frithwald M.C. u coaBt. Gomee crapiumii
BO3pacT ObUT ONpeAesiieH B KadecTBe Haubojee 3HAYUMOM JeTepPMUHAHTHI

BBDKMBAEMOCTH, TIpu 3ToM S-netHsass OB s mamueHToB Mutaamie 1 roma Ha
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MOMEHT mocTaHoBkM auarfo3a(n = 50) cocraBuna Tonbko 16,7 = 5,7%, a 5-
netnsss OB y nmereit crapmie 12 mecsnes - 45,3 + 6%(n = 93) [59]. Isikay 1. u
COABT. OINPEIENIHN CTaTUCTHYECKH 3HauuMo Oousblryio OB y manueHToB crapue 2
aer (p=0.039) [77]. Richards A.u coaBT. mpu HpoOBEACHHH OAHO(DAKTOPHOIO H
MHOTO()AKTOPHOTO aHajiM3a BBISBUIN CTATUCTUYECKHU JTOCTOBEPHOE YXYIICHUE
OB y mamumeHTOoB B BO3pacTte g0 ojxHoro roxa [125]. Hamportus, psin
MEXIYHAPOJHBIX aBTOPOB HE BBIABWIA CTATHCTUYECKH 3HAYMMOTO BIIUSHUS
BO3pacTa MMalMeHTOB Ha MOMEHT ITOCTAHOBKH JIMAarHO3a Ha BeDKUBaeMocCTh [35, 40,
85, 116, 121, 130, 148, 158, 159]. Takum oOpa3om, OOJIBIIMHCTBO UCCIIEAOBATEICH
MOKa3aJld, 4YTO YEM CTapIle MalMeHT, TEM JIydllle TPOrHO3 3a00JIeBaHUSI.

Jlokanu3anus OIyXoJu.

[To pesynbrataM coOCTBeHHBIX daHHBIX Hauboiee uvacto ATPO IIHC
JIOKAMU3YIOTCA WHPPATCHTOPHAIBHO (n=77), 4yTh peke — CympaTeHTOPHUAIBHO
(n=77), 9TO COOTBETCTBYET JTAaHHBIM MEXKyHApPOIHOM JuTeparyphl [50, 54, 74, 85,
121, 158]. Ananornuno ucciaemoBanusm Athale U.H. u coaBr. u Tekautz T.M. u
COaBT., ONYXOJIM CHMHHOTO Mo3ra cocraBisaioT 3% Bcex ATPO IIHC [19, 142].
Chi S.N. 1 cOaBT. BBIIBHIN CTAaTUCTHUYECKU JTOCTOBEPHOE BIIMSHHE JIOKATH3AI[UH
ormyxonu Ha OB nanuentoB ¢ ATPO IIHC (p =0,04): meauana OB 11 manueHToB
C CyNpaTeHTOPHAIBHBIMU OIyXOJSIMU COCTaBHWJIa 24 MecsIa, TOraa Kak MeauaHa
OB 11s ManyeHToB ¢ OMyXOJIIMH 33/JIHEW YepemHOW SIMKU He Oblla JOCTUTHYTa
[40]. T[lo mammem von Hoff K. u coaBT., mpu omHO(PAKTOPHOM aHAIH3E
uH(ppaTeHTOpUANbHAS JIOKAJM3AIMs OMyXOoJdW OblJla OmpejielieHa B KadecTBE
OJTHOTO U3 MPEIUKTOPOB, CTATUCTUYECKU JOCTOBEpHO CHIpKarommx OB, HO mpu
MHOTO()aKTOPHOM aHaJIM3€ ATOro OTMe4YeHo He Obuio [151]. B manpuelimem
OOJBITMHCTBO MEKIYHAPOIHBIX aBTOPOB HE BBISSBUJIIU CTATUCTUYECKH JOCTOBEPHO
3HAYMMOTO BJIMAHUS JIOKAJIM3AIMU OMYyXOJW Ha BbDKMBaeMocTh aereil B ATPO
I[IHC [35, 50, 54, 77, 85, 106, 121, 148]. B nareii koroptre naiieHTOB TaKXKe HE
MOJYYEHO CTaTUCTUYECKU 3HauuMbIX pasznuuuid Hu B BBIT (p=0,4338), nu B

OB(p=0,9522). [IlonydeHHbIE JaHHBIE CBHUACTEILCTBYIOT 00 OTCYTCTBUU
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JIOCTOBEPHOT'O BIMUSHUS JIOKQJIM3AlMKM TIEPBUYHOTO OIyXOJEBOTO oOyara Ha
nokazarenu BBIT u OB.

Cranus 3a0oneBaHusl.

B Hameit koropre mnamueHTOB y OOJIBIIMHCTBA TMAIMEHTOB ObLIa
JTMAarHOCTHPOBAHA JIOKAIM30BaHHAs cTaaus 3aboneBanus - Mg (54,2 %), y 13,5%
M0 pa3IMYHBIM TEXHUYECKHUM TpudnHaM M-cramus 3a0ojeBaHus HeE Oblia
ompenesieHa, a MetacTuueckoe nopaxkenue B npeaenax [IHC BoisiBiaeno y 32,3%
MAIMEHTOB. JTO HE MPOTUBOPEUUT MEKITYHAPOIHBIM JAaHHBIM, B COOTBETCTBUH C
KOTOPBIMH  ONyXOJIeBasi JUCCEMUHAlUS Ha MOMEHT TIOCTaHOBKM JIMarHo3a
BeisiBisieTcst B 20-40% ciyuaeB Bcex ATPO [59, 85, 124, 147]. OrcyrcTBHe
METaCTaTHYECKOTO  PACIpOCTpaHEHUssT Ha  MOMEHT jauarHoctuku ATPO
pacleHUBaeTCsl MHOTMMM aBTOpaMHU B KauyeCTBE NPEIUKTOpa, JOCTOBEPHO
yiIydliarmiero BebkuBaeMocThb. [lo ganueiM Buscariollo D.L. u coaBt., Menuana
OB 1 manueHToB ¢ HAIMYMEM METACTATUYECKOTO IMOPAXKEHUS COCTaBwiIa 3
MecsiIa 1o cpaBHEeHHUIO ¢ 13 Mecsiiamu st nanueHToB 6e3 Hero (p =0,0001) [35].
Dufour C. m coaBT. ompeieawiM HaJIWMYMe METACTATHYCCKOTO IMOPAKCHUS Ha
MOMEHT MOCTAHOBKH JUArHo3a B Ka4eCTBE MPEIUKTOPA JETAIBHOTO UcXona (p =
0,03) [50]. [To mamHBIM MHOTrodakTOpHOro aHamu3a, npoBenaéHHoro Lau C. u
COAaBT., TOJbKO HAJIMYKME OTAAIEHHBIX METAaCTATUYECKUX OYaroB ObLIO OMPEIEIICHO
KaK HE3aBUCUMBI TPOTHOCTHYECKUN (HaKTOp, CBS3aHHBIE C TOBBIMICHHON
cmeptHOCcThIO (p <0,005) [87]. B mccaenoBanum Fischer-Valuck B.W. u coaBr.
MAIMEHThl C METACTaTUYECKUM 3a00JIEBAaHUEM MMENH 3HauyuTeNnbHO Xyamryio OB,
YeM IMaMeHThI C JIOKaJIW30BaHHOM cramueil 3aboneBHaus (5-metHsas OB, 19,5%
npotuB 33,5%; p =0,03), uro ObUIO MOATBEPKAECHO M TPU MHOTO(DAKTOPHOM
ananuse (p= 0,014) [54]. Ilo pe3yabraram Yamasaki K. u coaBt. M-ctaaus mpu
noctaHoBke nuarHo3a (Mg, mnpotuB My.a) Obula ompeneneHa B KayecTBe
noctoBepHoro ¢akrtopa mpornosza s BBIT (p = 0,0338), Ho He BiMsuia Ha
OB [158]. ITo mamueiM Richards A.wu coasr. m Park M. wu coaBr. OB Obuia
3HAYUTENHHO XYK€ Y MAIIMEHTOB C METACTAaTUYECKUM PACIIPOCTPAHCHUEM OIyXOJIU

Mo pe3yibTaM OJHO(MAKTOPHOTO aHalu3a, HO TO JaHHBIM MHOTO(GAKTOPHOTO
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aHaiM3a C UCIOJIb30BaHHMEM MeToja perpeccun Kokca Hanuuuve MeTacTa3oB He
OBUIO JOCTOBEPHO CBSI3aHO C BJMSHHEM Ha BbDKHBaeMocTh [125, 116].
AHAJIOTUYHO W B HaIllel KOTOPTE MPU MPOBEACHUH OAHO(DAKTOPHOTO aHaau3a U
BbII, m OB ObulM CTaTUCTHYECKU 3HAYMMO BBINIE Yy TAIIMEHTOB C
JIOKaJIM30BaHHBIMU (OopMaMu OMYXOJH, YEM Y MAIMEHTOB C METaCTaTUYECKUM
pacrnpocTpaHeHHEM U TAIUEHTaMHM, Y KOTOPBIX CTaausl He Obuia omnpeneicHa (My),
HO TIpU TPOBEICHUH MHOro(GaKTOPHOTO aHaldu3a JlaHHas 3aBHCHUMOCTbh He
noaTBepauiack. Hamu He OBIIIO BBISBIIGHO CTATUCTUYECKH 3HAYUMBIX Pa3INdMil B
BBDKMBAEMOCTH CpEAU NAUHUEHTOB C METACTaTUYECKUM pACIPOCTPAHEHHEM Ha
MOMEHT MOCTaHOBKH Auarnosa (Mi-Ms). Psin MexayHapoIHbIX HcclieoBaTeNel He
BBISIBUJIM CTATUCTUYECKH 3HAYMMOIO BIIMSIHUS PACIPOCTPAHEHHOCTH OITyXOJIEBOTO
npoliecaa Ha BebKHBaeMocTh manuentoB ¢ ATPO ILTHC [22, 40, 77, 85, 106, 124].
Takum 00pa3oM, pe3yiabTaThl TEKYILETO MCCIEAOBAHUS M MHEHHS OOJIbIIMHCTBA
aBTOPOB  CBUJETEILCTBYIOT O HaJIMuuM 0o0Jiee BBICOKMX TOKazaTesei
BBDKMBAEMOCTH y MAIMEHTOB ¢ Mpg-cTaaueil no cpaBHeHuto ¢ M. Ilpu stom
BapUaHT MeTractarhuyeckoro nopaxeHuss (Mi-Ms3) Ha mporHo3 3a0oJieBaHHsS HE
BITHSLIL

OO0BEM pe3eKIUK MEPBUYHOTO OMYXOJIEBOI0 oYara.

Bnusinue 00bEmMa pe3ekiud  MEPBUYHOTO  OMYXOJIEBOTO oOdara Ha
BbDKMBaeMOCTh nanueHToB ¢ ATPO B HacTrosiiee BpeMs SBISIETCA MPEIMETOM
JTUCKyCCHH B MexayHapoaHoi nurepatype. Eme B 2009 rogy Chi S.N. u coapr.
OTIPENIENNIIA, YTO OO0BEM PE3EKIMH OIMYXOJM BIMUI Ha BBDKMBAEMOCTh U
Oe3peIANBHBIN MEPUOJ: 2-IETHsIS BBDKMBAEMOCTh OblIa IOCTUTHYTA y BCEX JETei
¢ TotanpHOM pe3ekiueit onyxomu [40]. ITo ganueiM Dufour C. u coaBT., KauecTBO
PE3eKIMU OKa3ajao 3HaunTenpHoe BiusHue Ha OB B ogHOdakTOpHOM aHanm3e, HO
HE TPOJIEMOHCTPUPOBAJIO CBOIO 3HAYMMOCTH MPU KOPPEKTHUPOBKE HA JpYyTrue
nporaoctudeckue pakropsl (p=0,50) [50]. Lafay-Cousin L. u coast. B 2012 roxy
BBISIBUJIM, YTO MAIMEHTHI C TOTAJIILHOW PE3EKIMEN NEPBUYHOTO OIMyXOJEBOr0 ovara
UMENIU JIy4lllylo 2-JICTHIOIO BBDKMBA€MOCTh IO CPaBHEHHIO C TEMH, KOTOPHIM

BBINIOJIHSAJIM HEMOJHOE ynaneHnue omyxonu: 60% mpotus 21,7% COOTBETCTBEHHO,



134

p=0,03 [85]. ITo pe3ymbraTam MHOro(h)akTOPHOI'O aHajK3a, BBIMTOJHEHHOro Lau
C.S. u coaBT., TOTaNbHAs PE3EKLUs OMYyXOIH B KOMOMHAIMK ¢ nocaeayromei JIT
HE3aBHUCUMO  Jpyr  OT  Jpyra  acCOIMHpPOBAIUCH  CO  CHIDKEHUEM
cmeptHOCTH, p <0,005 [87]. [To manubiM Schrey D. B ogHOakTOpHOM aHanm3e
BBIIIOJIHEHHE TOTalbHOW pe3exkuumu He Biusuio Ha BBII (p=0,113), HO
cTatTucTidecku joctoBepHo yiyumano OB (p=0,037) [130]. B pa6ore Rao S.J.B.
U COaBT. 00BEM pE3eKUMU OIMyXOJW ObLI ompeneneH Kak (hakTop IPOTHO3a,
OKa3aBIIMM CTaTUCTHYECKM 3HaunMmoe BimsgHue Ha OB u BCB kak npu
0HO(haKTOPHOM, TaK U MpH MHOTrodakTopHoM aHanu3e [121]. Isikay |. u coaBr., a
takke Ma X.J. U c0aBT. TPOJEMOHTPUPOBAIM CTATHUCTHYECKH JTOCTOBEPHOE
ynyuimieHue OB y ManueHToB ¢ TOTAIBHOM PE3EKIMENd OMYXOJU CTATUCTUYECKHU
JIOCTOBEPHO BBIIIIE TT0 CPABHEHHIO ¢ ApyrumMu nanueHTamu [77, 98]. Richards A. u
COAaBT. MPOJEMOHCTPUPOBAIIM, YTO BBHITIOJHEHHE TOTATHHOW PE3EKIIMH MO3BOJIET
noctuyb 3-metHei OB 64%, 4TO JOCTOBEPHO CTaTHUCTHUYECKHU BhIlIe, yeM OB mnpu
CyOTOTaJIbHOW, YaCTUYHOM pe3ekuuu u ouoncun [125]. Ilo pe3ynbTaTaM Harero
uccnenoBanus y nanuentoB ¢ ATPO ITHC BBII 6buta cTaTuCcTHYECKH JOCTOBEPHO
BBIIIIE MPU TOTAIBHOM yAAJICHUH TEPBUYHOTO OITYXO0JIEBOTO OYara 1o CpaBHEHUIO C
CyOTOTaNIbHOM pe3eKUUel, YaCTUYHBIM yaalleHueM u Ouoncueit, p <0,001. Ilpu
ATOM, y BCE€X IMAIMEHTOB, KOTOPHIM BBHITIOJIHEHO OINEPATHBHOE BMEIIATEIHCTBO B
o0néMe Omorcuu OIyXoiu, B JajibHemeM auarHoctupoBaHo I[Ib. Anamoruuno
xapakrepu3oBaiack M OB: oHa ObUIa CTAaTUCTHMYECKH JOCTOBEPHO BBIIIE Y
MAIMEHTOB C TOTAJIbHBIM yJIaJIEHUEM TMEPBUYHOIO OIyXOJEBOrO oOdYara 1o
CpaBHEHHIO C JpyrumMua naumeHtamu, p <0,001. Ilpu npoBeaeHun
MHOTO(paKTOPHOTO aHaliu3a OOBEM PE3CKIMH COXPaHsSI CBOIO 3HAYMMOCTh B
ananuze OB Bceil rpynmnsl nmaimenToB ¢ ATPO HHC. C apyroii cTopoHbl, 4acTb
MEXIYHAPOJHBIX HCCIIECOBATEICH HE BBISBHIIM IPOTHOCTHYECKH 3HAYUMOTO
BJIMSHUS PaJMKAIBHOCTH OIEpallii Ha BbDKHBaeMOCTh mainuenToB ¢ ATPO [22,
35, 73, 97, 106, 116, 126]. Takum oOpa3oMm, BOIPOC O IEIECOOOPA3HOCTH
paAMKAIBHOTO  yJaJleHWs  TEePBUYHOTO  OIMMyXOJEBOTO  oudara  OCTaeTcs

I[I/ICKYTa6eJ'II)HBIM, Ipu JSTOM HallKM AOAHHBIC KW  MHCHHC OOJILIIIMHCTBA
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uccienoBarenei MoATBEPKIAT (PaKkT HEOOXOJUMOCTH MPOBEIEHUS TOTAJIBHOTO
yAaJICHUS OITyXOJIH.

IIporokon IIXT.

[IpoBenenue IIXT sABnseTcss HEOTHEMIIEMBIM KOMIIOHEHTOM TPUMOJAIBHOM
tepanuu y manueHToB ¢ ATPO IIHC [106, 120]. [To maHHBIM MEXIyHapOHOM
JUTEpPaTypbl HET CPABHUTEIBHBIX HCCIIECIOBAHUI, B KOTOPBIX OBl MPOBOJUICS
aHanu3 3¢dextuBHOCTH TpoBOAUMBIX MNpoTokoyioB [IXT. Ilo maHHBIM Hamiero
UCCIICIOBAHUS CPEIM MAlMEeHTOB, MPoXXUBIIUX 5 u Oosee yet, BBII u OB Obuin
BBHIIIE Y JIeTEH, MOJydYaBIIUX Teparuio 1o npotokoiry ATPO-2006, yem nmo EU-
RHAB u npyrum npotokonam tepanuu. [Ipu onenke 3-netneir BBII u OB 0Obu1n
HECKOJIBKO BbIIIE ObUTa y MAIMEHTOB, MOJYYUBIIUX J€YECHUE B COOTBETCTBUH C
nporokoioMm MUV-ATRT, HO npu 3TOM CTaTUCTUYECKU JOCTOBEPHOM pa3HUIIBI B
3 PEKTUBHOCTU MPUMEHSAEMBIX MPOTOKOJIOB MoiaydeHo He Obuio (p=0,1120 mns
BBIl u p=0,5660 mns OB). Ilpumenenue wunTeHCHMBHOTO mpoTokona IRSIII
(ananornuen ATPO 2006), B koropom wucnonsdyercs XT u JIT mo3Bommia
noctnyb 2-netHeii OB B 70% ciygaeB cootBeTcTBeHHO [40]. [To Hammm gaHHBIM
2-netHsis OB manumeHToB, MOMY4YMBIIMX Tepamnuio 1o npoTtokoorxy ATPO-2006,
coctaBuiia 60%, 4TO KapJWHAJIBHO HE OTIMYAETCA OT JNaHHBIX JauTepaTypbl. Ho
BAXHO OTMETUTh KJIMHUYECKHE U TEPANECBTUUECKHUE OCOOEHHOCTHU ITOW TPYIIbI
MAIMEHTOB, MOJEKYJISIPHO-OMOJIOTUYECKUE OCOOEHHOCTH OIYyXOJIEBBIX KIIETOK, a
nMeHHO: 35,8% B Bo3pacte 10 12 mecsnes, 22,2% nanueHToB ¢ MOATBEPHKIAEHHBIM
METaCTaTUYECKUM TMopaxkeHueMm, 69,1% ¢ TOTadbHBIM WIM CyOTOTaIbHBIM
yAaJeHueM MEePBUYHOIO OIyXoJieBoro ovara, 67,9% c nposenennoit JIT, 95% c
permonapnoit XT, orcyrctBue BJIXT ¢ ayro-TI'CK, MonekynspHas noarpynna
TYR ne menee uem B 20,9% ciyuaeB (B 50% B rpy1iie, B KOTOPOil IPOBOIUIIOCH
oTmpeiesIeHHe MOJICKYJIIpHOTo cyOTumna onyxoiu). B uccrnenoBanuu EuroRhab, B
KOTOPOM  HCMOJIb30Bajach CTaHJapTHAs XUMHUOTEpamus, COCTosas U3
AHTPALMKINHOB U AJIKWIMPYIOIIMX areHTOB B COUETAHUU C MHTPABEHTPUKYJIISIPHOMN
XUMHOTEpanuen MerorpekcatoMm, a B psage ciaydaeB U BJIXT ¢ ayro-TICK, u

crpatudunupoBanHo 1o Bo3pacty JIT, ObulM JOCTUTHYTHI pe3yJbTaThl
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nsatunetieii BCB u OB B 30,5% u 34,7% coorBerctBenno [22, 59]. ITo Hamum
JnaHHBIM S-nieTHss OB B rpynme nanveHToB, MOTy4YaBIIuX TEPANUIO MO TPOTOKOITY
EU-RHAB cocraBuna 33%. Caenyer OTMETUTh KIMHUYECKHAE U TEPANIEBTUYECKHE
OCOOEHHOCTH 3TOM TPYIIIbl NAIMEHTOB, a UMEHHO: 25,9% malleHToB B BO3pacTe
no 12 wmecsnes, 29,6% ¢ NOATBEPKACHHBIM METAaCTATUYECKUM IMOPAXKEHUEM,
37,0% c TOTadbHBIM WM CyOTOTalbHBIM YJAJIE€HUEM IEPBUYHOTO OIYyXOJIEBOTO
ouara, 62,9% c nposeaennoit JIT, 40,7% c permonapnout XT, 44,4% c BIAXT ¢
ayto-TI'CK.

OtnenbHO cTouT 00CyauTh pe3yibTaThl euenuss ATPO HHC, nonyuenusie
rpynmnon wuccienosarene MeauuuHckoro YHuBepcuTera BeHbl (IIpOTOKOI
MUV): 5-netuss OB cocraBuia 100%, BCB = 88,9% [138]. B Hamem
UCCJIEIOBAHUM HE ObUIM MOJIYYEHBI TAKME BHICOKHE MOKA3aTENN BELKHUBAEMOCTH: Y
MAIMEHTOB, MOJYYUBIINX Tepamnuto mo npotokory MUV, 3-netusis OB cocraBuna
70% w B HJalbHEWIIEM NPOAOJDKWIA CHUXEHHE a0 35%, a 3-netHsas BBII
coctaBuiia 43%. Takke BaXXHO NOAYEPKHYTh KIMHUYECKHE U TEPANEBTUYECKUE
OCOOCHHOCTH 3TOM TPYyNIIbI MAUEHTOB, a UMEHHO: 47,3% manueHToB B BO3pacTe
no 12 wmecsanes, 73,6% ¢ TOATBEPXAEHHBIM METACTAaTHYECKUM TMOPAKEHUEM,
47,3% c TOTaJbHBIM WU CYOTOTaJbHBIM YAAJIEHUEM MNEPBUYHOIO OIyXOJEBOTO
ouara, 63,1% c nposenennou JIT, 100% c pernonapnoit XT, 57,9% ¢ BAXT ¢
ayto-TI'CK. Ins Gonee oOBEKTUBHOM OLEHKH 3(P(HEKTUBHOCTH MPUMEHSIEMOTO
IPOTOKONA HEOOXOAMMO JUIUTENbHOE HaOMIOEHHEe 3a JIaHHOM KOropToi
MALMEHTOB C MOCIEAYIOLIEN OEHKON BBIKUBAEMOCTH.

IIpoBenenue JIT.

[TpoBenenue JIT HEOMHOKpPATHO XapaKTEPU30BAIOCh B MEXKIYHAPOIHOU
JUTEpAType B KaueCTBE MPOTHOCTUYECKOTO (haKTOpa, CTATHCTHUECKH JOCTOBEPHO
yaydiiaromero BebkuBaeMocTh namueHtoB ¢ ATPO IHHC. Ilo gaHHBIM
metaananmm3a Athale U.H. u coaBT. BBIABICHO YyBeJIMYCHHE CpeIHEH
IPOJOJKUTEIBHOCTH KU3HM y mnanueHToB, noxyuuBmux JIT (18,4 mecsues
npotuB 8,5 mecsues) (p = 0,097) [19]. B uccnenosanuu Buscariollo D.L. u coasr.

Menuana OB g mamuenTtoB, momyuwmBmmx JIT, He Obl1a MOCTHUTHYTa TIO
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cpaBHeHHIO ¢ Meauanoi OB B 6 MecsieB mis Tex, ko He noayyan JIT (p <0,001)
[35]. B muorodakropuom anammse Lau C. M coaBT. KOMOMHAIUS TOTaJIbHOM
pesekiuu ¢ npoBenaeHueM JIT He3aBHCHMO IpYyr OT Apyra acCOIMHPOBATIHUCH CO
camwkenneM cMmeptaocTH, p <0,005 [87]. B ucciemoBanuu Bartelheim K. u coaBr.
MIPOJIEMOHCTPUPOBAHO TOJIOXKUTEIbHOE BiIUsiHUE TpoBeneHus JIT Ha 6-1eTHIONO
OB, nipu 3ToM 60% 00JTydeHHBIX TAIUSHTOB OBLIN B Bo3pacTe mutajmie 3 aet [22].
[lo panHbIM o0030pa muteparypsl Schrey D. u coaBT., mpu HpoOBeIECHUU
01HO(aKTOPHOTO M MHOTO(AKTOpHOTO aHanu30B nposeacHue JIT craructuueckn
noctoBepHo yayuiano u BBIT, u OB [130]. B uccnenosanuu Isikay I. u coast. JIT
OCTaBaJIaCh €JUHCTBEHHBIM 3HAYUMBIM MapaMmeTpoMm, yiyumiaromum OB, kak B
MHOTO()aKTOpHOM, TaKk W B OJHO(PAKTOpHOM aHanmm3e [/7]. B HenmaBHei
nyommkanuu Yang W.C. u coaBrt., qig nmanuenToB miamdme 3 get JIT kak dakTop
IIPOTHO3a, CTATUCTUYECKU NOCTOBEpHO ynyumaromuii BBII n OB, a y nmanueHToB
crapuie 3 yet JIT ynmyumana BBII, Ho He Biusiia Ha OB [159]. Frithwald M.C. u
COABT. MPOJEMOHCTPUPOBAIM CTATHCTHUECKH JOCTOBepHOe yiyuiieHue OB y
nanueHToB wutaame 3 ger (n=143), nonyuuBmmx JIT 1o cpaBHeHUIO ¢
HeoOyueHHbIMU maiueHTaMu — p=0,006 [59]. AHamoru4Ho B psje HEIaBHUX
uccienoBanuii  nposenenue JIT omnpegeneHo B KayecTBE CTATUCTUYECKU
JOCTOBPEHOI'0 OJIAarONMpPHATHOTO TporHoctudeckoro ¢akropa [97, 106, 116]. B
HaIleM uccaenaoBanuu npoBeneHue JIT cTraTUCTUYECKH TOCTOBEPHO YIIydIIalio
BbikMBaeMocTh: BBII npu nposenennn nokansHoit JIT, KCO u 6e3 JIT cocraBuia
0,5, 0,48 u 0,0 coorBercTBeHHO, p <0,001. Taxxe u OB ObL1a BhINIE y MAIIKEHTOB,
nosnydaBmmx JiokaneHyto JIT m KCO mo cpaBHeHHIO ¢ HEOOIyYEHHBIMU
nanueHTamu, p <0,001. ITpoeaenue JIT ObUT €TMHCTBEHHBIM (DAKTOPOM MPOTHO3A,
KOTOPBI  TMPOJEMOHCTPUPOBA  CBOKO  3HAYMMOCTh  TNPU  TMPOBEIACHUU
MHoOTo(dakTopHOTO aHanu3a npu pacuere u BBII, u OB, yto B ouepenHoit pas
nog4epkuBaeT HeoOxoauMocCTh TipoBeaeHus JIT y nanuentos ¢ ATPO.

ITposenenune UT/UB XT.

[TpoBenenne UT/MB XT sBiaseTcs OJHUM M3 CIOCOOOB TMPEOIOJICHHUS

dbusnonornyeckux 6apbepoB [IHC mpu neyennu omyxosiei TOJOBHOTO ¥ CITUHHOTO
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mo3ra. Ilo manueimM Lafay-Cousin L. u coaBt., ucnoaszoBanue UT/UB XT He
MMEJIO0 3HAYMMOTO MPOTHOCTUYECKOTO 3HAYEHUS B BBDKMBAEMOCTH IALIUEHTOB C
ATPO IHHC (meanana OB 17,8 mecsiueB y nmauueHToB ¢ peruoHapHoid XT npoTus
13,1 mecsueB y namueHtoB 0e3 ne€, p=0,32) [85]. Ilo maHHBIM MeTaaHaH3a
Schrey D. u coaBr., BKiIrouaBmiero 332 manueHTa ¢ IEPBUYHO TUATHOCTHPOBAHHOM
ATPO IHHC, nposeneane UT/VB XT npu ogHOGaKTOPHOM aHATM3E HE BIUSIIO HA
BBIT (p=0,126), HO cTatucTtudecku noctoBepHo yiyumano OB (p<0,001) [130].
Taxoke B HenaBHeM MeTaaHaimse 44 ycciaemoBanui, BKIodaBnieM 123 manpeHnTa ¢
Metactatuueckoi ATPO, Obuto mpomemoHcTpupoBaHo yiaydmenne OB mocie
npumeHenus pernonapHoit XT (3-netusist OB 32% npotus 22% COOTBETCTBEHHO),
YTO B OYEPEIHOU pa3 MOMUEPKUBAECT HEOOXOIUMOCTh HMCIOJIb30BAHUS JAHHOIO
noaxona B tepanuu ATPO [147]. B wame#t koropre mamuentoB UT/MB XT
NPOBOAMJIACH,  OOJBIMMHCTBY  mamueHtoB  (N=122). Ilpu  npoBeacHHun
onHo¢akTopHoro aHanu3a BBII Oputa craTucTUYECKH AOCTOBEPHO BBIIIE CPEIU
HalKueHToB, KOTopbiM mpoBoawan HWT\MIB BBeaeHue XuUMHOIpPENapaToB, IO
cpaBHEHHMIO ¢ marueHTamu 0e3 peruoHapHoit XT - 0,4 u 0,09 cooTBeTCTBEHHO, P
<0,001. ITpu stom cpeau mnammento, noiydaBmux WUT\MUB XT nyumas BBIT
BBISIBJICHA Yy JI€TeW, MOJy4YaBIIMX KOMOWHAIIMIO METOTpeKcaT, LuTapaOuH,
MPEAHU30JI0H, YeM Yy TeX, KTO ToJiy4aad HIUTapaOuH ¢ 3TOMO3UAOM WJIU TOJBKO
merotpekcar - 0,45, 0,0 u 0,0 coorBercTtBenHo, p=0,0045. Amnamoruyno u OB
Takke OblJlJa CTAaTUCTMYECKH JOCTOBEPHO 3HAYMMO BBIIIE CPEAM MaIMEeHTOB,
koTopbiM mpoBoawian MT\IB BBeneHwe XuMuOMpenapaToB, MO CPAaBHEHHIO C
narmentamu 6e3 peruonapHoit XT - 0,46 u 0,22 coorBercTBeHHO, p <0.001. Ilpun
NpoBeIeHUN MHOTO(akTOpHOTO ananu3a nposenacaue UT\B XT coxpaHsiio CBOO
CTaTUCTUYECKYIO 3HAUMMOCTh B KauecTBe (pakTopa mporHosa B ananuse BBII Bceit
rpynmsl nanueHToB ¢ ATPO ITHC.

ITposenenue BJAXT c ayto-TI' CK.

B nacrosmee Bpemss meron BJIXT c¢ mocnenyromeit ayto-TI'CK umeer
HEOJIHO3HAYHYI0 TPAKTOBKY B KauecTBe (akropa npornos3a y aereit ¢ ATPO LTHC.

AI[CKBaTHaSI OLCHKA 3HAYUMOCTHU JAaHHOI'O MCTOJZa B PAAC CIIYy4YacB 3aTPy/JHCHA B
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CBSA3W C MAJOYUCIEHHOCTBIO HCCIEAYEMBIX TpyNN, PpPa3jJuyHbIX pPEKHUMOB
KOHJIMIIMOHUPOBAHUS, a TAKKE B psAe ciydyaeB ucnoibzoBanus JIT. Hecmorpsa Ha
3TO, OOJIBIIMHCTBO aBTOpPOB pacueHuBaer mnposeaeHue BJIXT c¢ ayro-TT'CK B
KauecTBe OJlaronpuaTHOro ¢akropa MPOTHO3a, BIMUSIONIETO Ha BBIKUBAEMOCTb
narmeraToB ¢ ATPO IHHC. Tak, Lafay-Cousin L. u coaBT. BBISIBUIIH YJIyUIIICHHE
OB y mnanuenrtoB, nomyunBmmx BJIXT c¢ ayro-TI'CK no cpaBHeHuo c
MalnueHTaMu, MOJIy4aBIIMMH TOIbKO cTaHAapTHyo [IXT: 2-netusss OB cocraBuiia
479 % u 27,3 % coorBercTBenHo [85]. ITo mamueiM MeTaaHayimsa Schrey D. u
COaBT., BBISABICHO CTAaTUCTUYECKH JocToBepHoe yiayuiienne BBII mu OB vy
naiueHToB ¢ BkItodyeHueMm B Tepanuio BAXT ¢ nocnenyromei ayto-TI'CK mo
JTaHHBIM OJHO- W MHorodakrtopHoro ananm3oB [130]. Taxke B HCClIeIOBaHHUU
KaHAJICKUX YYEHBIX OBUIO MPOAEMOHCTpUpOBaAHO yiyuineHue S-netHer BBII y
nanueHToB ¢ ATPO B Bo3pacrte 10 1 roga, nonyunBmmx BJIXT ¢ ayto-TI'CK, no
cpaBHeHMIO ¢ TeMH, kTo He monydan BJAXT (50,1% u 11,3% cooTBeTCTBEHHO, p
<0,001) [56]. ITo nanusiM Yang W.C. u coasr., nposeacaue BJIXT ¢ ayto-TI'CK
OMPENICJICHO B KA4eCTBE CTATUCTHUYECKU 3HAYMMOTO OJIaronpusTHOro (Qakropa
nporuo3a st OB u BBII y nanuenToB B Bo3pacte A0 3 JieT, OpU 3TOM y JeTel
crapuie 3 ner BIXT ¢ ayro-TI'CK ue Bausiio vu Ha BBII, vu va OB [159]. B
HeaBHEeM HccienoBanuu  Yamasaki K. v coaBT. mpoaeMoHCTpupoBaiiv
ynyumienue OB (p=0,025) u BCB (p=0,0825) y mnanuentoB ¢ ATPO IHC,
nonyunBmnx B/IXT ¢ ayro-TI'CK, no cpaBHEHUIO C MalnMEHTaMu, KOTOPBIM HE
BeinostHsn BJIXT [158]. Park M. u coaBT. B CBOéM HCCII€IOBaHNH, TTOAUCPKHYIIH
ynyumienue 3-netHedt BBII y manuentoB muanme 3 jer, nomyuuBmnx BJIXT ¢
ayto-TI'CK [116]. B wnamem wuccnemnoBannu BJIXT ¢ ayro-TI'CK 6buia
BbimosiHeHa 30 manmentam. [lo pesynbraram omHodaktopHoro ananmusa BBIT y
nanueHToB, noayuuBminx BIXT c¢ ayro-TT'CK, Obuta CTaTUCTUYECKH TOCTOBEPHO
BBIIIIE, YeM Yy TMAaIMEeHTOB, TNoJiy4aBmux cpeaneno3opyro XT - 0,49 u 0,29
cootBercTBeHHO, p=0,0116. [Tpu s3ToM npoBenenune BJIXT ¢ mocnenyromeit ayTo-

TI'CK ne Bmusino Ha OB manmentoB ¢ ATPO LIHC, p=0,1324. IIpu npoBeaeHun
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MHorogakTopHoro ananuza BJXT ¢ mocnenyromeit ayto-TI'CK cratucruuecku
3Haunmo yayumano BBII y nanuentoB ¢ ATPO ITHC.

MonekysipHasi TpyTINa OIMyX0Jdl U TPYIIbl PUCKa.

3HaueHUE MOJIEKYJIIPHOM TPYIIbI OMyXOJIU JJI BBIXKUBAEMOCTH TAIlUEHTOB
¢ ATPO IHHC crano omeHuBaThECS COBCEM HEIABHO, B CBSI3M C 3TUM KOJIUYECTBO
nyOJuKauil Ha 3Ty TeMYy B MEXKIYHApOJIHOW JIUTEpaType MOKa HE BEMUKO. Tak,
Frithwald M.C. u coaBt. B 2020 rogay nmpoJeMOHCTPUPOBAIM B MHOTO(aKTOPHOM
aHaJln3e CTaTUCTHUYECKH JIOCTOBEPHYIO 3aBUcUMOCTh OB 0T BO3pacTa malnueHToB U
MOJIEKYJIIPHOM TPYIIBI U CHAENadd TMOMNBITKY CTpaTU(UKAIMK TalUeHTOB Ha
rpynmel pucka [59]. Jlyummas 5-netnHsas OB Obuia ompesenieHa y MAI[MCHTOB C
mostekyssspaoit  rpynmoii ATRT-TYR (48,8 + 10,2%) mo cpaBHEHHIO C
narnueHTaMu ¢ MoJsiekyssipHbiMu Tpynmamu ATRT-SHH (19 + 8,8%) u ATRT-
MYC (36,4 + 12,5%) (p=0,1275). [Ipu paznenenun manueHToB Ha 2 Tpymnmsl T YR
u He-TYR, aBropamu Obula OTMEYEHA CTATUCTUUECKHM 3HAYMMOE YBEIWYEHUE
BBDKMBAEMOCTH TmanueHtoB rpymnsl [ YR (p=0,0429). Ilpu npoBeneHuun
MHOTO(aKTOPHOTO aHaln3a BO3pacT MeHee | roja W Hamu4ue MOJEKYJSPHON
rpynnel ATRT-SHH wunmu ATRT-MYC Obiid  CTaTUCTHYECKH 3HAYMMBIMU
npeaukropamu yxyaumenus OB y mammentoB ¢ ATPO LHHC. IIpu onenke rpymm
pucka nyudmas S-netHsas OB onpeneneHa y ManMeHTOB CTaHAAPTHOM TPYIIIbI
pHUCKa 0 CPAaBHEHUIO C MAIMEHTAMU MPOMEKYTOUYHON U BBICOKOM T'PYIIN PUCKA —
71,5%, 62% u 20% cootBercTBeHHO (p<0,0001). B nampuerimmem Upadhyaya S.A.
U COaBT. TaKXke BBIIBWIM Jyumnyilo OB y manuMeHToB MIiaamiero Bo3pacta ¢
mostekysapHoit rpymmoit ATRT-TYR (p=0,02), a monekymnsipuast rpymnmna ATRT-
SHH yame xapakrepu3zoBanach METaCTaTHUECKUM PAaCIPOCTPAHEHUEM OITyXOJIH U,
KaK CJIEJCTBHE, XYM MPoraozom [148].

Taxke WHTEpEeCHbIE IaHHBIE 1O HW3YYCHHUIO MOJICKYJSIPHBIX CYyOTHIIOB
omyxoJii ObuTH TipezcTaBieHbl B uccaenoBanuu Reddy A.T. u coat. (COG ACNS
0333). Ilpu stoM ObuTH mMmoNMyueHbl mokazatenu 4-jgetHeii BBII u OB mus
HaIMEeHTOB ¢ MoieKysipHO# rpymmoi TYR (n=24) 33% u 41% coOTBETCTBEHHO, C

moJekysipaoit rpymmoir SHH (n=17) — 50 u 56%, ¢ MOJeKyIsSpHO# TpyImon
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MYC (n=15) — 20 u 27% cooTBeTCTBEHHO. B pamkax HaHHOTO MPOTOKOJA
cTpatuduKalys TaueHTOB B COOTBETCTBYIOIIME TPYMIbI pUCKa C YYETOM BO3pacTa
U MOJICKYJIIPHO-OMOJIOTHIECKIX 0COOCHHOCTEH OIyX0JIM He MPOBOIMIOCH [124].

B nameii koropte mainyeHTOB MOJIEKYJIsIpHAs Tpynna Oblia onpezeneHay 57
MaIMeHToB: MojeKkyisapHas rpymma SHH - y 46% mnamuentoB, TYR - y 39%
naienToB, MYC - y 16% mnanuenToB. 14 mNanueHTOB COCTAaBHIM TPYMITY
CTaHJApTHOTO pUCKa, 37 MalMEHTOB — TPYIIY MPOMEXKYTOYHOTO puUCKa U 6 —
IPYIITY BBICOKOTO prcka. CTaTucTHuecKH H0cToBepHO Jiyuias BBII Obina y nerei
¢ MozeKyJisipHOM rpynmnor TYR, mo cpaBHEHHIO C MOJIEKYJISIPHBIMHU TpYyIIIaMu
SHH u MYC - 0,76, 0,15 u 0, coorBercTBeHHO, p <0,001. BBII BhIiIe y marueHTOB
CTaHJApTHON TPyNmbl pPHCKA, YeM Y TMAIMEHTOB TPYNI TPOMEKYTOUYHOTO U
Bbicokoro pucka — 0,92, 0,19 u 0,0 coorBercTBenHo, p <0,001. AnanoruyHo u
ayuymas OB Oblna y nereid ¢ mosekyispHod rpynnoid TYR, mo cpaBHeHuio c
MonekyssipabiMua rpynnamu SHH u MYC - 0,76, 0,29 u 0,0 cooTBeTCTBEHHO,
p=0,0061. Taxxke OB Bblllle y NAlMEHTOB CTAHAAPTHOW TPYIIIBI PUCKA, YEM Y
MAIMCHTOB TPYII IPOMEXYTOUYHOTO M Bhicokoro pucka — 0,93 [0,59; 0,99], 0,29
[0,14; 0,46] u 0,0 [0,0; 0,0] coorBercTBeHHO, p <0,001. Tlpm mnpoBeneHUM
MHOTO(aKTOPHOTO aHAJIM3a B KOTOPTE MAIMEHTOB, Y KOTOPHIX ObLIa OMpe/esieHa
MOJICKYJISIpHAsI TPYIIa OMyXO0JIM, OTMEUEHO CTATUCTUYECKU JOCTOBEPHOE BIUSHUE
monekysproit rpymmsl (TYR/He-TYR) Ha BBII, a Taroke rpymnimsl pucka Ha OB.

B rpynne manueHTOB, KOTOPHIM OBIJIO MPOBEICHO JICYEHHE IO MPOTOKOITY
ATPO-2006, wmomnekynsipHas Tpynma Obula omnpeaelneHa y 34 TaIlMEHTOB:
MosekyssipHas rpynmna SHH - y 38% nanuenrtos, TYR -y 50% nanueratoB, MYC
- y 12% naumenToB. 12 manueHTOB COCTAaBWIM TPYIINY CTaHAAPTHOTO pucka, 17
MAIMEHTOB — TPYIITY MPOMEXKYTOYHOTO PHCKAa MU 5 — TPYNIy BBICOKOTO PHUCKA.
bonee Boicokue nokazarenu BBII u OB BBIBIEHBI y MAIMEHTOB C MOJIEKYJISIPHOU
rpynnoit TYR, o cpaBuenuto ¢ monexkynspubiMu rpynnamu SHH u MYC (s
BBIT p=0,00181, nns OB p=0,0434). Takxe BBII Bbime y mnanueHTOB
CTaHJAPTHON TPyNmbl PHUCKA, YeM Y TAIMEHTOB TPYII TPOMEKYTOYHOTO W

Beicokoro pucka — 0,91 [0,51; 0,99], 0,19 [0,05; 04] u 0,0 [0,0; 0,0]
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cootrBeTcTBeHHO, p <0,001. OB Takke OblIa CTATUCTUYECKH 3HAYUMO BBIIIE Y
MAIMEHTOB CTaHIApTHOU rpy1ibl pucka, p=0,0002.

Takum oOpazom, npu nposegeHuu nporpamm tepanuun EU-RHAB u ATPO-
2006 ycranoBieHsl Oojyiee Bbicokue mokazarenn BBIl u OB y mnammeHtoB ¢
HaJIMYMEM MPUHAJICKHOCTH ONYXOJIM K MOJIEKYJsipHOM rpynne TYR u npu
cTpaTU(UKALMU B TPy CTaHAAPTHOTO pUCKa. Takke Ba)KHO OTMETUTh, YTO HU B
OJTHOM U3 YKa3aHHbIX HCCIEJOBAaHUN HE OTpaK€Ha YacToTa BCTPEYAEMOCTH

CRINET cpeaun manueHToB ¢ MOJIEKYJISIpHOHM Tpymmoi omyxomu TYR.

Oo6cy:xxnenune pesyabratoB npuMmeneHus BJIXT c¢ ayro-TI'CK vy
napueHToB ¢ ATPO IIHC, u ¢akropoB 1nporHo3a, BJIMAKIIMX HA
BbI’)KMBAE€MOCTh NAIlMEHTOB B 3TOM rpyIime.

BJIXT ¢ ayro-TI'CK akTMBHO HCHOJIB3yE€TCS B TE€pAIllUU JETEHM U MOJIOABIX
B3POCJIBIX C XMMUOYYBCTBUTENBHBIMU OnyXosiMu LIHC BbICOKOW Tpynmbl pHCKa.
B Hacrosmee BpeMs MOSBISETCS Bce OOJbIIE JIMTEPATYPHBIX JIaHHBIX,
CBUJICTEIILCTBYIOMUX 00 A(PGEKTUBHOCTU TPUMEHEHUS JaHHOTO METOo/la B
tepanuu  O0oapHBIX ATPO ITHC [56, 115, 116, 130, 158, 159]. Baxwuoii
XapaKTEPUCTUKON A(PPEKTUBHOCTU SBISAETCS BBDKMBAEMOCThH MMALIMEHTOB MOCIIE
npoBeneHua BAXT c ayro-TI'CK. 5-netnsiss BBII u OB B Hamem uccienoBanuu
coctaBmii 44% u 44%, mennana BBII cocraBuma 23,0 mecsana, meauana OB —
44,0 mecsiua. DTU JaHHBIE COIMOCTAaBUMBI C pe3yJibTaTaMU MEXKIYyHApOIAHBIX
uccienoBanuii [56, 67, 124, 141]. B Hamem ucciae0BaHUU TPU OJHO(DAKTOPHOM
aHaJin3e OJaronpusTHBIMU (DakTOpamMH MPOTHO3a, JOCTOBEPHO BIUSIOIIMMHU Ha
BBII y nanmentoB ¢ ATPO IHC, nomyunBmmmu BIAXT ¢ ayro-TI'CK Obuin
TOTaJbHAs PE3CKIMsI MEPBHYHOrO OMyXoyieBoro odyara, nposenacuue JIT, UT/MB
BBEJCHUE XMMHOIIPENapaToB, noctwxkenne 110 Ha npoBenEHHYIO Teparuio Mnepen
srartoM BJIXT. Yayumennto OB B 1aHHOW KOropTe ManveHTOB CTATHUCTHUYECKU
JIOCTOBEPHO CIIOCOOCTBOBAIM TOTAJIbHOE YIAJIEHHWE MEPBUYHOTO OITyXOJIEBOTO
ouara, nipoeeneHue JIT u permonansHoit XT, nmoctrxkenue 110 Ha npoBen€HHYIO

tepanuio nepen odtanom BJIXT. Ilpu wmuorodakTtopuom anamuze BBII
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CTaTUCTUYECKH 3HauuMbl Obutk TipoBeneHue JIT, peruonapuoit XT, cramus
3a00J1eBaHMS, CTaTyc nepen BAXT, KOJIMYECTBO BAXT
(omHOKpaTHas/TaHaeMHas); npu aHanuze OB — 3HauMMbl epemMeHHbIE BO3pacT
(mmazmre 12 mecsues/crapie 12 mecsues), nposeacHue JIT u pernonapuoit XT,
00BéM peseknuu omyxonu, craryc mnepen BJIXT. CraemyeT oTMETHUTBH, YTO
nposenenne JIT nmpoxeMOHCTpUPOBAIO CBOE CTAaTUCTHYECKH JIOCTOBEPHOE
Binusinve Ha BBII u na OB B 01HO- 1 MHOTO()aKTOpHOM aHaIM3€ KaK B TPyIIe
nanueHToB, noiay4dasmux B/IXT c ayro-TI'CK, Tak u Bo Bceil rpyIine nauueHToB ¢
ATPO IHC. ToranbHOE yHalleHHWE OIYXOJU CTAaTUCTHYECKH JOCTOBEPHO
ynyumiano u BBII, u OB, a npu MHOrogakropHoM aHaiuse BAUsIIO Toibko Ha OB.
OTaenpHO CTONT NOMYEPKHYTH M BIMSHHAE OTBETA HA MPEAUIECTBYIONIYIO TEPAIIAIO
nepen nposenenueM stana BAXT. Joctwxkenune 10 Ha npoBeNEHHYIO TEpaIHiO
CTaTUCTHYECKU N0cTOBepHO yiyumaer u BbBII, m OB kak B 0ogHO-, Tak U B
MHOTO()AKTOPHOM aHaJIU3€. ITO CBHIETEIBCTBYET O TOM, YTO CTATyC OMYXOJIH JI0
BIAXT xpaiiHe BakeH i1 IPOTHO3UPOBAHUSA pe3yJibTaTa TEPAIUUM U MOXKET
paccMaTpHUBaThCSA B KAUE€CTBE OJJHOTO U3 (PaKTOPOB, XapaKTEPU3YIOIIMX IMOKA3aHUS
nis ipoBenieHuss BJIXT. Anamoruyno 3HauuMocTh orieHku otBeTa nepen BJIXT ¢
ayTo-TI'CK n pnoctmxkenus 110 mig ynydiieHuss BBDKMBAEMOCTH MALUEHTOB YKE
paHee TOMUYEPKUBAIOCH M B MEXKIyHapoaHOH Jmteparype [56]. B Hamem
uccinenoBanun cpenu naunveHToB, noiayuuBmux BJIXT ¢ ayro-TI'CK, npu
0IHO(AaKTOPDHOM aHalu3€ He ObUI0O OTMEYEHO CTAaTUCTHUYECKU JOCTOBEPHOMU
Pa3HHUIIBI TIO MOy, BO3PACTY, JTOKAIU3AIUN OMyXOJIH, CTauu 3a00JIeBaHUSI.
Tokcnunocts BIIXT ¢ ayto-TI'CK B Hailem HcciieIOBaHUU HE MPEBBIIIAET
naHHbIC psaa aBTopoB [34, 91]. V mamueHTOB MITaIIIero Bo3pacta CMEPTHOCTh OT
OCJIO)KHEHHUM TEpAalMy OCTAIOTCS TOCTATOYHO YacCThIM siBIIEHHEM. 110 pe3ynpraram
MEKIyHAPOJHOW JINTEpaTyphl y IMALMEHTOB B BO3pacte 0 4 JIET NPUYMHOU
JICTaILHBIX UCXOI0B HAaHOO0JIee YacTo ABJSIOTCSA HHPEKIIMOHHBIC OcloKHeHus [43],
U pexXe BCTPEHAIOTCA CIIydYalh CMEPTH OT HENOCPEACTBEHHOW OpraHHOM
TOKCHYHOCTH, TPEUMYIIECTBEHHO JErouHor u nedénounoit [91, 107]. B Hamem

WCCJIEIOBAHUH OBIJIO TOJYYEHO CJEAYIONIee PpaclpeiesieHue TOKCHYHOCTH TI0
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crenenu Tsokectu: I crenenu — 32%; II crenenn — 46%; 111 crenenu — 15% u IV
creneHu — 7%. He Obulo ciayyaeB JETaNbHOCTH, ACCOIMUPOBAHHBIX C
HEMOCPEJACTBEHHON OpaHHOM TOKCHMYHOCTHbIO. OCHOBHYIO JOJIO0 OCiIOXHEeHH [V
CTEIIEHH COCTAaBWIHM TSKEIIBIE MYKO3UTBl CIU3HUCTBIX KEITYJIOYHO-KUIIEYHOTO
tpakta (JKKT), a Takxke Tsokenbie WHOEKIIMOHHBIC OCIOKHECHHS C Pa3BUTHEM
cernicuca. [Ipu monbITKE CPaBHUTH TOKCUYECKUE OCJIOKHEHUS, HAOII01aeMble TIPU
OIHOKPATHBIX M TAHAEMHBIX TPAHCIUIAHTAIUAX 110 Pa3JUYHbIM OpraHaM u
CHUCTEMaM B HAIlIEM HCCJICAOBAHWM 3HAYUTEIBHBIX OTIIMYUN BBISIBJICHO HE OBLIO.
HamporuB, mo nanueiMm Sung K.W. u coaBT., TOKCHYHOCTH BO BpeMsi BTOPOH
BJAXT ¢ ayto-TT'CK 6bu1a cTaTUCTUYECKHU JIOCTOBEPHO HUKE IO CPaBHEHUIO C
nepBoii [141].

B namem wuccnenoBaHuu cpeau nauueHToB, nepeHecmux BJIXT ¢ ayro-
TI'CK, B Hacrosiee Bpemsi xuBbl 18 (60%) mauumentoB, ymepiu 12 (40%)
O0onpHBIX. [IpruunHamMu cmepTu manueHToB AaHHOW koropte Obuto IIb B 91,6%
cnydaeB(N=11), a Takke BBISBICH TOJIbKO OJIMH JICTAIBHBIA HMCXOJ] B PaHHEM
MOCCTPAHCIJIAHTAIIMOHHOM TIEPHOJIE OT TEYEHUS CEeNTHUYECKOro IMpolecca y
peoénka 10 mecsaueB Ha moMeHT mpoBenenuss TI'CK. Ilo maHHBIM HEKOTOPBIX
uccnenoBareneid ¢GpedpuibHas HEUTpoINeHuss Haubojee YacTo acCOlUMpPOBaHa C
rpaM-TIo3UTHBHON Oaktepuemucii [41]. DTo mnomuépkuBaeT HEO0OXOIUMOCTD
CBOCBPEMEHHOTO HH(EKIIMOHHOTO CKPUHUHTA W TPOBEJACHUS MAaCCHUBHOU
aHTUOAKTepUaTbHON W aHTU(QYHTAJIBHOM Tepanuu Yy MalMeHTOB B pPaHHEM

IMOCTTPAHCINIAHTAITMOHHOM IICPUOACL.
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3AKJIIOYEHUE
B Hacrosiiee BpeMsi He CyIIECTBYET €AMHBIX 3P(HEKTUBHBIX PEKOMEHIAIMMA

no Ttepanuu narueHToB ¢ ATPO IMHC. B nameit paGote mpoBeneHa OIICHKA
pe3yJIbTaTOB JieueHHs 155 DanMeHTOB pa3iIM4yHOrO BO3pacTa € IEPBUYHO
nuarnoctupoBanHamu ATPO [IHC. Ha ocHoBaHuM pe3ynbTaToOB aHaiu3a 3TOU
KOTOPTHI TAIMEHTOB BBISBICHBI OJArONMPHUSATHBIE MPOTHOCTHYECKHE (HaKTOPHI,
KOTOpBbIE CTaTUCTUYECKU JOCTOBEpHO yiaydmanu nokasarenu BBII u OB
marueaToB ¢ ATPO IHHC:

- BO3pacT Ha MOMECHT IIOCTAaHOBKM JuarHo3a crapmie 12 wMecsie (B

YaCTHOCTH, B Bo3pacTe 25-36 MecCsIIeB);

- Mo-cTanus 3a001eBaHuS;

- mosiekyssipHas rpynmna ATRT-TYR omyxonu;

- CTaHJlapTHas TPYyIIa pPUCKa B COOTBETCTBUM C KPUTEPUSIMHU CTpaTU(DUKALIUU

o Frithwald M.C.;

- TOTAJIbHAS PE3EKIUs IEPBUYHOTO OIyXO0JIEBOTO 0Yara;

- npoBeaenue JIT;

- UT/VIB BBeicHNE XUMHUOIIPENIApPaToB;

- mpoBenenue BAXT ¢ nocnenyromieit ayro-TI'CK (tosibko mist BBIT).

3a nocnegHee AECATUIETHE MOABISIETCS Bee OOJIbIle TAHHBIX B MOJIb3Y TOTO,

yro BIAXT c ayto-TI'CK sBnsercs >(p¢heKTUBHBIM, HUMEIOIUM MPUEMIIEMYIO
TOKCUYHOCTh MeTojoM Tepanuu nanueHtoB ¢ ATPO IHHC wm uro npumeHeHwue
JAHHOTO METoAa MPUBOIUT K YBEIWYEHUIO BBDKMBAEMOCTH B 3TOW TpyIIe
nanyeHToB. B pexumax KOHIMIIMOHWPOBAHUS HAMOOJIEe YacTO HCIOIb3YIOTCA
AIKWIMPYIOIIME AareHThl, MMEIOIINUE J0303aBUCHUMBIN TYyMOPOUUIHBI 3D (DEKT,
MO3BOJIAIOIIMN TPEOIONIETh TeMaTo-3HuedaaTnyeckuii 6apbep U MEPEeKPECTHYIO
pe3ucCTeHTHOCTh Xumuonpenaparos [124, 141, 158]. HauGonbmmii s¢dexr mnaer
NPUMEHEHUE TPUMOIAJILHOM Tepanuu, coyeTarouiel B cede onepaTuBHOE JICUEHUE,
[IXT, B Tom yucne u BIAXT c ayto-TT'CK u JIT. lanpHelimue ycnexu B JICUEHUN
OyayT cBsi3aHbl C YrayOJ€HUEM 3HAHMM O MOJEKYJISPHO-OMOIOTUYECKUX

xapakrepuctiukax ATPO u Bo3MOXHBIM MOAO0pPOM 3(h(HEKTUBHBIX KOMOWHAIIUIA
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tpanciantanuu ['CK ¢ tapretHoit Tepanueil. [IpoBenenne paHaqoMU3upOBAHHBIX
MHOTOIICHTPOBBIX KJIMHUYECKUX HCclienoBaHur no npumeHenuro BJIXT ¢ ayro-
TI'CK y manmentoB ¢ ATPO ITHC no3Bomut pa3zpaboTaTh CTaHIApTU3HPOBAHHEIC

IMIPOTOKOJIbI, YTO MOZKCT YJIIYUIIUTDL PC3YJIbTATHI JICUHCHUA.
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BbIBO/IbI

1. Ha BepkuBaeMocTh 0e3 nporpeccupoBanus nanueHToB ¢ ATPO ITHC
CTaTUCTHUYECKU J0CTOBEpHO BiMsuin Bo3pact (BBIl y nanmentoB crapme 12
Mmecsites 0,38, miamame 12 mecsiteB — 0,24, p=0,0029), Hanuyue MeTacTaTHIECKOTO
nopaxkenus (BBII npu M. cramuu 0,29 u My - 0,40, p=0,009), 00BEM pesexiun
nepBuyHOro omyxosieoro ouvara (BBII npu TotanbHOUM pesekiuu 0,57,
cyororanbHoit 0,36, yactuunoit — 0,09, 6uoncuu — 0; p<0,001), npoeaeHue JIT
(BBIT mpu mokaneroit JIT — 0,5, KCO — 0,48, 6e3 JIT — 0; p<0,001), peruonapuoi
XT (BBIT npu UT/MB XT - 0,4, 6e3 — 0,09; p<0,001), BAXT ¢ ayro-TI'CK (BBII
npu BIIXT ¢ ayro-TI'CK — 0,49, 6e3 0,29; p=0.01), monexymnsipHas rpynna (BBII
npu MosiekymsapHod rpynme TYR - 0,76, SHH — 0,15, MYC - 0; p<0,001),
CTaH/JapTHas TPYIIa PUCKa B COOTBETCTBUM C KPUTEPHUSIMHU CTpaTU(UKAIUHU IO
Frithwald M.C. (BBII B cTrangaptHoil rpynne pucka 0,92, nias npoMexyTO4HOTO
pucka — 0,19, mis Beicokoro pucka — 0; p<0,001).
2. BJIXT c ayto-TI'CK — 6onee 3ppexkTuBHBIA METO/ JIEUCHUS MAIIMEHTOB C
ATPO IIHC mo cpaBueHnuto co cpemneno3oBoii Teparmein (OB=0,44, BBI1=0,49
vs. OB=0,40, BbI1=0,29, p<0,001); ocobenno npu yciaoBuu nocTrkenus 110 wmm
YO co cTopoHbl ocTtaToyHoU omyxonu mnocie crtangaptHoit IIXT (p<0,001), npu
OTCYTCTBUHU ocTaTouHOU omyxohu (P<0,001), y manueHToB miaxamie 12 mecsien
(p=0,386).
3. BJXT c ayro-TI'CK xapakrepusyercs NpUeMIIEMON HETEMATOJIOTHYECKON
TOKCUYHOCTBIO (TOKcHMYHOCTH III-IV cT. ormedena mumbs B 22% ciaydaeB).
I'ematosoruueckas TokcuuHOCTh IV ¢T. otmedanach B 100% ciydaes.
4, JIT sBasieTcss €MUHCTBEHHBIM ITPOTHOCTHYECKUM (DaKTOPOM, CTATHCTHUCCKH
noctoBepHo ymyumraromum BBIT u OB kak B ogno- (OB=0,58, BBII=0,50 vs.
OB=0,13; BBII 0,0; p <0,01), Tak u B MHOTO(akTOpHOM aHanmu3e (P <0,01).
S. OddexruBapiMu iporpammamu jgedenuss ATPO HHC 6suin ATPO-2006 u
MUV-ATRT c nocnenyrommm po6asnenuem JIT u BIAXT c ayro-TI'CK npu

HAJIMYUU TTOKA3aHUN.



148

I[TPAKTUYECKUE PEKOMEHJALINN

1.C y4eToM arpeccCUBHOCTHM, BBICOKOM YacTOThl METAaCTaTUYECKOTO
MOPAXKCHUS, PHUCKA PA3BUTUS CUHXPOHHBIX M METAaXpPOHHBIX OIyXOJIEH Yy
manueHToB ¢ ATPO IHHC HeoOXoguMoO  BBINOJHEHHE  KOMILJIEKCHOTO
oOcen0BaHus 10 HaYaia Teparvy JEYCHUS ¢ OTICHKON Bcex (haKTOPOB MPOTHO3a U
00s3aTEIBPHBIM  OTNPEACIICHUEM  MOJICKYJSIPHOW  TPYMIBI  OMyXOJH.  ITO
BIIOCJIEICTBUH MO3BOJIUT paclpeAeisiTh MAallUEHTOB MO TPyIIaM pucka, yTo OyJeT
onpenensaTh nokaszanus k nposeaenuto BIXT c ayto-TI'CK.

2. [lepBbIM 9TaroM JieYeHUS PEKOMEHJOBAaHO MAaKCHUMAaJIbHO BO3MOKHOE
yaanenue omyxoyd. [Ipy Hanmuyum ocTaTtoyHON OMyXo0Jikd Ha (POHE XUMUOIYUYEBON
T€palul PEKOMEHJIOBAHO PAaCCMOTPEHHUE BOIMPOCA O MNPOBEACHUM IOBTOPHOMU
pe3eKIun.

3. JlydeBas Tepamus pEKOMEHAOBaHA BCEM IMalMEHTaM: NpU Mo cTaauu
JOKanbHOE oOnyudeHue, npu M. craguu y manueHtoB ctapuie 3 ser — KCO ¢
OycToM Ha 00JIacThb METacTa3zoB. Y MAlMEHTOB MJIAJIIETO BO3pacTa — Ha MEPBOM
stane pekomeHnoBaHo nposenaenue [IXT c¢ Bkmouennem BJIXT c ayro-TI'CK,
pU TOCTHKEHUH 3P deKTa — JTOKAIbHOE 00TyIeHHE JI0KA OMYXOJIH.

4. ITXT pexoMeHnoBaHa BceM nainuentam. Bo3moxno nposenenne [IXT mo
npotokony ATPO-2006, MUV-ATRT c Bkmouennem BIIXT c ayro-TI'CK.

5. lIposenenue BJIXT c ayto-IICK pekoMeHI0BaHO y TAIMEHTOB MJIAJIIIEe
12 mecsieB u mpu omnpenenaeHun MoisekyisipHoit rpynmnsl ATRT-SHH, ATRT-

MY C; npu noctmwkenun 110 unm YO Ha done crangaptaoit [1XT.
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CITICOK COKPAILEHUN
ATPO — atunuyHas Tepatoua-padaouIHas OmyXoJb
ayTo-TI'CK — ayTonoruunasi TpaHCIUIaHTAIMs TEMOITOATUYECKUX CTBOJIOBBIX
KJIETOK
BCB — 6eccoObITHiTHAS BEBIKUBAEMOCTh
BBII —BbpkrBaeMocTh 6€3 MpOrpeccHpoBaHUs
B/B - BHYTPUBEHHO
BJIXT — BbICOKOI03HAs TOJIMXUMHUOTEPATUS
BO3 — Bcemupnas Opruaazanus 31paBoOXpaHEHUs
['CK — reMOnosTH4YeCKUE CTBOJIOBBIE KIETKH
[-KC® - rpanynonuTapHbslii KOJOHHECTUMYIUPYIOMUNA (hakTop
JIHK — ne3okcupnOoHyKIIEMHOBAs KUCIOTA
3HO — 310KauecTBEeHHbIE HOBOOOPAa30BaHUs
NT/VIB — uHTpaTeKanbHass/HHTPaBEHTPUKYJIIPHAS
KCO — kpanunocnuHaibHOe 00TyUdeHre
KY — xoHTpacTHOE ycuneHue
JIT — nyueBas Tepanus
MPT — MarHUTHO-pE30HAHCHASI TOMOTpadus
I1b — nporpeccupoBanue 00JI€3HU
[1O — nonHkIN OTBET
[IXT — monuxumuoTepanus
XT - xumuorepanus
Cb — crabunuzarus 60J1e3HH
CKIIK - cTBOJIOBBIE KIETKH NEepudepruiIecKoil KpoBH
CM — ciuHHOM MO3T
CO/1 — cymMmapHasi oyaroBasi 103a
[THC — uenTpanbHas HEpBHas CUCTEMA
YO — yacTU4HbBIA OTBET

ADC - apparent diffusion coefficient, usmepsiemslit koappuuuent quddys3un
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CIBMTR - Center for International Blood and Marrow Research,
I/IHTCpHaHI/IOHaJ'II)Hblf/'I LOCHTP UCCIICOOBAHUA KPOBHU U KOCTHOI'O MO3ra

DWI - diffusion weight imaging, muddy3uoHHO0-B3BeIIEHHBIE H300paKCHUS
EBMT - European Bone Marrow Transplantation Group, eBpomneiickas rpyra
TpaHCIIaHTalluX KOCTHOI'O MO3ra

EZH2 - Enhancer of zeste homolog 2

RTPS1 - rhabdoid tumour predisposition syndrome, type 1; CHHIPOM
MPEAPACTIOJIOKEHHOCTH K Pa3BUTHUIO PaOAOUIHBIX OmmyXoJiel 1 Tuma

RTPS2 - rhabdoid tumour predisposition syndrome, type 2; CHUHJIPOM
MpcapacItoIOKCHHOCTH K Pa3BUTHUIO pa6IIOHIIHI>IX OHYXOJIGﬁ 2 Tama

SIOP - International Society of Paediatric Oncology, nHTepHalIMOHAIEHOE
00IIeCTBO JIETCKUX OHKOJIOTOB

SMARCBLI - SNF-related Matrix-associated Actin-dependent Regulator of
Chromatin Subfamily B Member 1

SMARCAA4 - SNF-related Matrix-associated Actin-dependent Regulator of
Chromatin Subfamily A Member 4
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