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ITepexpecTHas cchIJIKA HA POACTBEHHBIE 3aIBKI

Hacrosimas 3asiBka ucnpamiBaeT MPHOPUTET MpeaBapUTeNbHON maTeHTHOH 3asBku CLIA Ne 62/186252,

nonanHo 29 utons 2015 r., comeprkanre KOTOPOH BKIIIOUEHO 37I€Ch MIOCPEJICTBOM CCHUIKH BO BCEH €€ IMOJTHOTE.
O0J1acTh TEXHUKH, K KOTOPOI OTHOCHTCS M300peTeHHe

Hacrosiee n3o0peTeHne OTHOCUTCS K CIOco0y JedeHus 3mokadectBeHHOH [IEKoMbl y cyObekTa, BKITIO-
YaromeMy BBEJCHHE CYOBEKTy 3((EKTHBHOTO KOJMYECTBA KOMIIO3HIIMH, COJIEpIKamlell HaHOYACTHIIBI, COIEp-
JKaIue CHPOIMMYC U allbOYMHUH, TIe KOMIO3UIIUI0 HAHOYACTHIL BBOJISAT BHYTPUBEHHO.

YpoBeHb TeXHUKH

[NepuBackynsipHble snuTenonHOKIeTOYHbIe omyxonu (ITEKomsbr) mpeacraBisiror coboii cemeiicTBoO pen-
KUX ME3EHXMMaJbHBIX HOBOOOpPA30BAaHMH, COCTOSIIUX W3 THCTOJOTMYECKH M MMMYHOTHCTOXMMHUYECKH Xapak-
TEpHBIX AMUTETHONIHBIX KiIeTok. CemeiicTBo omyxoseit IIEKoM Bkirouaer, Hanpumep, muMdaHruoneiommoma-
t03 (LAM), anrnomuonunomy (AML), cBernokierodnsie "caxapusie” onmyxoinu jgerkux u [IEKomsl apyrux so-
kamm3anmii (IIEKombI-NOS), TepmuH, oTHOCsAImuiCs K Xyxke oxapakrepuzoBanHbsiM [IEKomam apyroro anato-
Mu4yeckoro npoucxoxjaeHus. [IEKoMbl MMeroT xapakTepHBIH KIETOYHBIH THI, a UMEHHO INEpPHBACKYJISIPHBIC
SIUTEINONIHBIC KIETKH, U 9aCTO CTPYKTYPHPOBAHBI KaK THE3/a M JIFCTHI, MIIM WHOTIa BEPETEHOOOpa3HbIEC KIIET-
KH, ¢ GOKAITBHOMN accoluaIeii co CTeHKaMu KpoBeHOCHBIX cocymoB. Cm. Hornick J.L. et al., Histopathology, 48:
75-82 (2006); Wildgruber M. et al., World J. Surg. Oncol., 12: 1-4 (2014).

HecMmoTps Ha To, uto GompmuHCTBO [TEKOM siBNsieTcst MOOpOKadeCTBEHHBIMHU OIMyXOJISIMH, TIOJATPYIINA ar-
peccuBHbIX [TEKOM mposBIIsieT 310Ka4eCTBEHHBIN XapakTep U oOpa3yeT, HallpuMep, JOKaJIbHO HHBA3UBHBIE WITH
otnaieHnble Metactasbl. CM. Gennatas C. et al., World J. Surg. Oncol., 10: 1-4 (2012); Wagner A.J. et al., J.
Clin. Oncol., 28: 835-840 (2010); Koenig A.M. et al., J. Med. Case Reports, 3: 1-5 (2009).

Jleuennem nepBoit muanu [1EKowM sBisiercst xupyprudeckas pesekuus. Cm. Martignoni G. et al., Virkhows
Arch., 452: 119-132 (2008). Cxema yreueHHs] XUMHOTEpAITHEeH 1/UiM JTydeBOH Tepanueii octaercs criopHoii. Pen-
KocTh 3apeructpupoBaHHblXx [IEKoM Memmana NpUMEHEHHIO CIUIAHWPOBAHHBIX TEPANEBTHUECKHX HCIBITAHUH
JUIs ucclienoBanust HoBou cxemsl euenus [IEKom. Cwm. Selvaggi F. et al., BMC Surg., 11 (2011); Waters P.S. et
al., Int. J. Surg. Case Reports, 3: 89-91 (2012). B HacTosimee BpeMsi OTCYTCTBYET JISUCHHE BTOPOM JTUHUU IS
HeomepabeIbHBIX, arPECCUBHBIX, PAaCIPOCTPAHEHHBIX, MECTHO-PACIIPOCTPAHEHHBIX, METACTATHUECKUX WIIH 3JI0-
kauecTBeHHBIX [IEKoM. CnenoBarenpHo, 3tr moarpymnmsl [IEKoM ocratorcs odeHb TPYIHBIMU IS JICUCHUS.
[Iporao3 Ay MarMeHToB B 3THX MOATPYMIIAX MAIHCHTOB SBISCTCS HEOIATONPHUATHBIM, IIPH 3TOM CPEIHSS BEI-
JKUBAEMOCTh OlleHUBaeTCs B 12-17 Mecs1eB nocie AMarHoCTHKHA PacpoCTpaHEeHHOTo ThIa 3aboneBanus. Kpome
TOTO, HAlpUMeEpP, S-JETHSS BBDKUBAEMOCTh ManueHToK ¢ Mertactaruueckoil [IEKomoi maTku cocrapiser mpu-
MepHO 16%. Cwm., Khaja F. et al., Case Reports in Medicine, 2013:1-4 (2013).

PackpriTie Bcex MyOiMKaIyid, MaTeHTOB, 3asBOK Ha MATEHT M OMyOJIMKOBaHHBIX NMAaTEHTHBIX 3asBOK, YIIO-
MSIHYTBIX 3/1€Ch, BKJIIOYEHO 3€Ch IyTEM CCBUIKH BO BCEH MX MOJHOTE.

CymHocTh n300pereHns

Hacrosimas 3asiBka B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS 00ECIEYHBACT CIOCO0 JICUCHHUS 3JI0KadecT-
BerHoi [IEKombI y cyObekTa, BKIIIOYAIOMNI BBeIeHHE CYOBEKTY 3 (EKTHBHOTO KOJIMYECTBA KOMIIO3UIUH, CO-
JiepKalel HaHOYaCTUIIBI, COAEPIKAIINe CHPOIUMYC M aabOyMHH, TJ€ KOMIIO3HINIO HAHOYACTHUI] BBOJST BHYT-
PHUBEHHO.

HNurndurop mTOR npeacraBnseT coboit ekapCTBEHHBIN pemapaT U3 IPYIIBI IUMYCOB, TaKOH KaK CHPO-
JIAMYC.

B HEexoTOpBIX BapuaHTaX OCYIIECTBICHUSI COTIIACHO JTIOOOMY M3 CITOCOOOB, ONMMCAHHBIX BHIMIE, IPPEKTHB-
HOe KonmdecTBO nHruouTopa mTOR B KOMITO3UIIMK HAHOYACTHIL COCTABIIACT MpUMEpHO oT 10 mxo mpumepHo 100
Mr/M° (BKJIOUAs, HATIUMED, TpUMepHO 45-100 Mr/m°, npumepro 75-100 mr/m® wmn npuMepso 45, 50, 75
100 mMr/m%). B HEKOTOPHIX BAPHAHTAX OCYILIECTBICHHS KOMIIO3UIIMIO HAHOUACTHI] BBOIAT €KEHENEIbHO. B Heko-
TOPBIX BapHaHTaX OCYLIECTBIICHHS KOMITO3HMIIUIO HAHOYACTHIL] BBOJAT 2 pasa B 3 HexenH. B HEKOTOphIX BapHaH-
Tax OCYIIECTBIICHHUS KOMITO3MINIO HAHOYACTHUIl BBOAAT 3 pasa B 4 Hezenu. B HEKOTOPBIX BapHaHTaX OCYIECTB-
JICHUsI KOMITO3UIIMIO HAHOYACTHI BBOJAT Ha 1 1 8 cyTku 21-cyroyHoro nukna. B HekoTOphIX BapuaHTax ocyIie-
CTBJICHHS KOMIIO3HUIINIO HAHOYACTHII BBOJAT Ha 1, 8 11 15 cyTku 28-cyTOUHOTO IIUKIIA.

B HekoTOpHIX BapHaHTax OCYIIECTBICHHS COTJIACHO JIOOOMY M3 CIIOCOOOB, ONMMCAHHBIX BHIIIE, KOMIIO3HU-
IIUI0 HAHOYACTHI] BBOASAT BHYTPUBEHHO, BHYTPHAPTEPHAIHEHO, BHYTPHOPIOIINHHO, HHTPABE3UKYIIIPHO, ITOIKOXK-
HO, MHTPATCKAJIbHO, HHTPAyJIbMOHAPHO, BHYTPHUMBIIICYHO, BHYTPUTPAXEealbHO, HHTPAOKYIISIPHO, YPECKOKHO,
MepopaNbHO, HHTPAIOPTAIEHO, BHYTPHIICYEHOYHO, TIOCPEIACTBOM HH(Y3HH B NICUCHOYHYIO apTepUIO MU WHTa-
JSIMOHHO. B HEKOTOPHIX BapmaHTaX OCYIIECTBICHHUS KOMITO3UIMIO HAHOYACTHII BBOJISIT BHYTPHBEHHO. B Heko-
TOPBIX BapHAaHTAX OCYIECTBICHHUS KOMIO3UIMS HAHOYACTHI] BBOJHUTCS MOJKOMXKHO.

B HEKOTOpPBIX BapHaHTax OCYIIECTBIICHHUS COTJIACHO JIIOOOMY M3 CIIOCOOOB, OIMCAHHBIX BBHIIIEC, HAHOYACTHU-
bl B KOMITO3MIIMM UMEIOT CpelHUI anaMeTp He Oosiee yeM npumMepHo 150 HM, Hanpumep He Oojiee YeM IpH-
MepHO 120 HM.

B HexoTOpBIX BapuaHTaxX OCYIIECTBIECHHS COTJIACHO JIIOOOMY U3 CIIOCOOOB, ONMCAHHBIX BBIIIE, HHTHOUTOP
mTOR B HaHOUYacTUIAX CBs3aH (HapUMeEp, OKPHIT) C ATbOYMUHOM.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS COTIACHO JIOOOMY M3 CHOCOOOB, OIMCAHHBIX BHIIIE, CyOBEKT
SBIISICTCS YE€IIOBEKOM.
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B HekoTOpBIX BapMaHTax OCYLIECTBIICHHS COTJIACHO JIIOOOMY M3 CIIOCOOOB, ONMCAHHBIX BBIIIE, CYOBEKT
0oTOOpaH JuIsl JICYCHHUS,, OCHOBBIBAsCh Ha YpPOBHE (HAIpuMep, BHICOKOM YpPOBHE) MEJIAHOLMTapHOTO MapKepa
(Bximogas, Hanpumep, HMB45, MelanA 1 MukpodTaasMus-acCOIMUPOBAHHBIA TPAHCKPUIIITUOHHEIN (PakTop) U
TJIAAKOMBIIICYHBIH Mapkep (BKJIOYas, HalpuMep, TJaJAKOMBIIICYHBIN AaKTHWH, INaH-MBIIICYHbIH aKTHH, h-
KaJbJICCMOH M KaJbIIOHWH). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS yPOBEHb MEIaHONWUTAPHOTO Mapkepa u
TJIAAKOMBIIIIEYHOTO MapKepa OMpeAesieTCs HMMYHOTHCTOXIMHUEH.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS COTIACHO JIOOOMY M3 CHOCOOOB, OIMCAHHBIX BBHIIIE, CyOBEKT
oToOpaH Ui JIeUYeHHsI, OCHOBBIBAACH HA MYTAIlMOHHOM CTaTyce I'eHa, BRIOPAaHHOT'O W3 TPYIMIIBI, COCTOSINEH U3
TSC1, TSC2, TFE3, RHEB, MTOR, AKT, PIK3CA u PTEN. B HekoTOpbIX BapHaHTaX OCYIIECTBICHUS CyOb-
€KT OTOOpaH JUIsl JISYSHUs, €CIIN CyOBEKT MMEEeT MYTAIMIO B TeHE, HAlpUMep, KaK OINpeAeIeHO CeKBeHHPOBaHHU-
€M reHa. B HEKOTOpBIX BapuaHTaX OCYIIECTBIICHUS! CEKBEHHPOBaHHE I'eHA OCHOBAHO HAa CEKBCHHPOBAHWH IIUP-
Kynupytomei uinn 6eckinerounoit JIHK B oOpasue kpoBu. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS CEKBEHHPO-
BaHME TeHa OCHOBaHO Ha cexBeHnpoBanuu JJHK B oOpasue omyxosu.

B HeKOTOpBIX BapMaHTax OCYLIECTBIICHHS COTJIACHO JIIOOOMY M3 CIIOCOOOB, ONMCAHHBIX BBIIIE, CYOBEKT
0TOOpaH I JIeUYeHHUs, OCHOBBIBAsCH Ha cTaTyce (pochopummpoBanust 6enka, BEIOPAHHOTO M3 TPYIIIBI, COCTOS-
meit m3 AKT, S6, S6K 1 4EBP1. B HekoTOpBIX BapraHTaX OCYIIECTBJICHUS CyOBEKT OTOOpaH IS JICUEHUS, €CITH
Oenok y cyonrekTa GpochopunuprpoBaH. B HEKOTOPHIX BapWaHTaX OCYIIECTBICHHUS CyOBEKT OTOOpaH sl Jiede-
HUs, ecim O0eloK y cyObekTa He GpochopmimpoBad. B HEKOTOpHIX BapuaHTaxX OCYyIIECTBICHHs cTaryc hochopu-
JMPOBaHMUS OeJKa OIpeaesIeTCsS MMMYHOTHCTOXUMHUEH.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS COTIACHO JIOOOMY M3 CHOCOOOB, OIMCAHHBIX BHIIIE, CyOBEKT
0TOOpaH JuIsl JICYEHUsI, OCHOBBIBAsICh Ha YPOBHE MapKepa Mposindepaly WK MapKepa aronTro3a, TAKOro Kak
Mmapkep nposudepanun Ki-67 wimm mapkep anonto3a, PARP wnn ero gparment. B HekoTOphIX BapHaHTax ocy-
IIECTBJICHUSI CYOBEKT OTOOpaH IUIsi JIEYEHUsI, OCHOBBIBAasSCh Ha YPOBHE Mapkepa IMpoiudepanud W Mapkepa
aronTo3a, HapuMep, KaK ONpe/IeIeHO IMMYHOTHCTOXUMHUEH.

B HekoTOpBIX BapMaHTax OCYLIECTBIICHHS COTJIACHO JIIOOOMY M3 CIIOCOOOB, ONHCAHHBIX BBIIIE, CYOBEKT
paHee He ToiBepraics JiedeHuo HHruouTopom mTOR.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS COTIACHO JIOOOMY M3 CHOCOOOB, OIMCAHHBIX BHIIIE, CyOBEKT
paHee MmoABeprajics JEUSHUI0 XUMUOTEPAIHel, Ty4eBOi Tepanueil Wi Xupypruueckoil onepamuei.

JlaHHbBIE W pyTHe aceKThl M MPEUMYINECTBa HACTOAIIETO M300pPETEHUS CTaHYT OYEBHUIHBIMH H3 TIOCIE-
JIYIOTIIETO TIOJPOOHOTO OMUCAHMSI M TipuiiaraeMoit hopMyibl nzooperenus. CienyeT MOHUMATh, 9TO OJTHO, HEKO-
TOpBIC WJIM BCE CBOWCTBA PA3JIMYHBIX BAPHAHTOB OCYIIECTBICHHS, OMICAHHBIX 37I€Ch, MO)KHO KOMOMHHPOBATE C
00pa3zoBaHNEM JIPYTUX BAPHAHTOB OCYILECTBICHHUS HACTOSIIET0 H300pETeHNUSL.

IHonpo6Hoe onncanue u3o0peTeHUs!

Hacrosimee n3o0peTeHre 0THOCUTCS K CIIOCO0aM M KOMITO3UIIMSM JUIS JICYSHUS! TTUTEIHOUTHOKIICTOUHBIX
OITyXOJIeH, TAaKMX KaK IEePHUBACKYISIpHBIC dMHTenonHOKIeTouHbIe omyxoin (ITEKomsr), y cyObekTa, Hyx)nato-
IIErocs B 3TOM, BKJIIOYAIOIINM BBe/IeHHE CyObeKTy 3()(heKTHBHOTO KOJIMYECTBa KOMIIO3UIINH, CO/IepKalield Ha-
HOYaCTHIBI, copepskanire narnontop mTOR (manee Taxke oTHOcHTCS K "kKoMnosunuu Hanodactul mTOR") u
anp0yMuH. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS KOMIIO3MIIMS COJNEPKUT JICKAPCTBEHHBIA IIpemapar u3
TPYIIIBI IUMYCOB M albOYMHH (JaJiee Takyke OTHOCUTCS K "KOMITO3UITMN HAHOYACTHII JIEKAPCTBEHHOTO TIpernapa-
Ta U3 TPYMIIBI JINMYCOB").

B HexoTOpHIX BapHaHTaX OCYIIECTBICHHs oOecrneunBaercs crocod jedenus [IEKomer y cyObekTa, HYX)-
JTATOIIETOCs B ATOM, BKJIFOUAIONIHHA BBeACHHE CyOBEKTY 3(p(peKTHBHOTO KOMTMIECTBA KOMIIO3HIINH, COIEPIKAIICH
HAHOYACTHIIBI, COIEPIKAIIHE JIEKAPCTBEHHBIH Mpenapar 13 rpyIIisl JINMYCOB U anbOyMHH. B HekoTOpBIX BapuaH-
Tax OCYILECTBJICHUS JICKApPCTBEHHBII Npernapar U3 TPpyHIIb JIMMYCOB MPEJCTaBIsieT coboi cuponumyc. B Heko-
TOPBIX BapHAHTAX OCYIIECTBIECHHS aATbOYMHH MPEICTABISET YeJIOBSUECKUH aTbOyMUH (TaKo# Kak 4elIoBeYECKUI
CBIBOPOTOYHBIH aibOyMHH). B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHHUS HAHOYACTHIBI COJIEPXKAT CHPOJIUMYC,
CBSI3aHHBIN C (HampHMep, MOKPHITHI) anb0yMUHOM. B HEKOTOpBHIX BapHaHTax OCYIIECTBICHHS HaHOYACTHIII
UMEIOT CPeIHHUI pa3Mep YacTHI] B KOMIIO3UIIMK HaHOYACTHI He Oosiee yeM mpumepHo 150 HM (Hanmpumep, He
6onee gem nmpumepHo 120 HM). B HEKOTOPBIX BapraHTax OCYIIECTBICHUS KOMITO3UITUS BKIIIOUAET CTAOMIU3UPO-
BaHHYIO aTbOyMHHOM KOMIIO3UITMIO HAHOYACTHI[ CHPOJIUMYca. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS KOM-
TTO3UITUS TIPECTABIISIET co00it Nab-cupomumyc.

B HekoTOphIX BapHaHTaX OCYHIECTBJICHHUs oOecnieunBaeTcs crocod nedenus: [IEKoMbl y cyObekTa, BKITIO-
YaroImUil BBeJCHHE CYOBEKTY F((PEKTHBHOTO KOIMYECTBA KOMIO3HIINH, COAEpIKaIlel HAHOYACTHIIBI, COMepkKa-
Imye JIEKapCTBEHHBIN MpernapaTr W3 TPYMIEI JIUMYCOB W albOYMHH, TAE JEKAPCTBEHHBIA Mpemapar U3 TPYIIIHI
JMMYCOB CBsI3aH (HAmpHuMep, IOKPHIT) C aTbOYMHHOM. B HEKOTOPBIX BapHaHTaX OCYILECTBICHHS 00eCIIeYnBaeT-
cst coco6 neuennst [IEKombl y cyObekTa, BKIIOYAIOININ BBeieHHE CyObEeKTy 3(p()EeKTHBHOIO KOIMYECTBA KOM-
MO3UIMHY, COAEpIKalled HAaHOYACTHUIbI, COJepiKallue JICKapCTBEHHbIH Mpenapar U3 TpyMIlsl JUMYCOB M alnb0y-
MHH, IJi¢ HAHOYAaCTHIBI UMEIOT CPEIHHUI pa3Mep YacTHIl B KOMIO3UIMK HAHOYACTHIl He Ooyiee yeM MpPUMEPHO
150 M (HanpuMep, MeHee npuMepHO 120 HM). B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS 00eCIeYnBaeTCs CIo-
co0 neuennst [IEKombl y cyObekrTa, BKIIOYAIOMNI BBeEHHE CYOBEKTY d((PEKTUBHOTO KOJIMYECTBA KOMIIO3HU-
IIUH, COMepIKAIIeH HAaHOYACTHUIIBI, COAEPIKAIINE JIGKAPCTBEHHBIHN Mpemapar U3 rPYIIs JMMYCOB U albOyMUH, TIe
JIEKapCTBEHHBIHA Mpenapar U3 TPYIIbI JUMYCOB ITOKPHIT aTbOYMHHOM, U T'ZI¢ HAHOYACTHIIBI IMEIOT CPEIHUN pa3-
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Mep YacTHIl B KOMIIO3UIIMM HAaHOYacTHUIl He Oojee 4eM npumepHo 150 HM (Hanmpumep, He Oosee 4eM MPUMEPHO
120 uM). B HekoTOpBIX BapHaHTax OCYyLIECTBIEHHS oOecneunBaercs crocod yieduenus [IEKombr y cyObekra,
BKITIOUAIONUI BBeJeHUE CYOBEKTY d(D(PEKTUBHOTO KOJUIECTBA KOMITO3HMIINH, cojiepikaieii Nab-cupommmyc. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHUs obecnieunBaercs: criocod nedenus: [IEKoMbl y cyObekTa, BKITIOUAIONTUH
BBeJleHHE CYOBeKTy 3 (heKTHBHOTO KomuecTBa Nab-cuponmmyca.

B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS KOMIIO3HIUS BBOJAUTCS BHYTPHBEHHO. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHS! KOMITO3HIIUIO BBOIAT MHTPANIOPTAIBEHO. B HEKOTOPBIX BapHAHTAaX OCYIIECTBICHUS KOMITO3HIIHS
BBOJUTCS] BHYTPHAPTEpUAIbHO. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUS KOMIIO3UIMS BBOJHUTCS BHYTPHOPIO-
MMHHO. B HEKOTOPBIX BapuaHTaxX OCYLIECTBICHHS KOMITO3WMIMS BBOAWTCS BHYTPHUIICYCHOYHO. B HEKOTOpBIX
BapUaHTaX OCYLIECTBJICHHUS KOMITO3UIMIO BBOJAT MH(Y3HCH B IEYCHOYHYIO apTepHio. B HEKOTOpBIX BapHaHTax
OCYILIECTBIICHHS] KOMIIO3UIUIO BBOASAT UHTPABE3UKYISAPHO. B HEKOTOPBIX BapHaHTaX OCYIIECTBIECHUS KOMIO3H-
M. BBOAUTCS TTOJKOKHO. B HEKOTOPHIX BapuHaHTaX OCYIICCTBICHHS KOMIIO3UIMIO BBOAST MHTpaTeKajlbHO. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS KOMIIO3UIMIO BBOJSAT MHTPAIYJIbMOHApHO. B HEKOTOpBIX BapHaHTax
OCYILIECTBIICHHS] KOMIIO3UIUIO BBOAST BHYTPHUMBIIIEUHO. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIECHUS KOMIO3H-
IIMI0 BBOASAT BHYTPUTPaxXealbHO. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS KOMIIO3ULUIO BBOISIT HHTPAOKYJIISP-
HO. B HEKOTOpBIX BapHMaHTaX OCYMIECTBICHHUS KOMIIO3UIIMIO BBOAAT YPECKOXKHO. B HEKOTOPBIX BapuaHTax ocCy-
IIECTBIICHUS] KOMIIO3UIIMIO BBOJST NMEPOPALHO. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHSI KOMIIO3UINIO BBOIST
MyTeM MHT AN,

ITEKoMmsbI, KOTOpbIE MOKHO JIEYUTh CIIOCOOaMHM, ONTUCAHHBIMHU 3JI€Ch, BKIIOYAIOT, HE OIPAaHUYNBASICh ITHM,
mumdanrroneiiomuomaros (LAM), anrnomuonunomy (AML), cBeTIokIeTOUHBIE "caxapHble" OMyXOJu JIETKUX,
[NEKowms! apyrux nokammzamuii (IIEKoMbel-NOS) u mx 31mokadecTBeHHBbIE (OpPMBL. B HEKOTOpHIX BapHaHTax
ocymectsienns [IEKoma mpencraBnsier coboit moOyro [IEKomy Ha paHHeW cTagun, HEMETaCTaTHYECKYIO
ITEKomy, nepsuunyto ITEKomy, pacnpoctpanennyro ITEKomy, mectHO-pacnpocTtpanennyto IIEKomy, meracTa-
tuaeckyro [IEKomy, IIEKomy B pemuccun, penuausupyrouryro IIEKomy, I[IEKoMy B anbloBaHTHOM peKUMe
unu [TEKoMmy B HeoaabloBaHTHOM pexkuMe. B HexoTopeix BapuanTax ocymectsieHus [IEKoma sBnsetcs pe3u-
CTEHTHOM K JICUCHUIO KOMITO3HIUEH XUMHOTEPANIEBTUIECKOTO areHTa He B ()OpMe HAHOYACTHII (TaKOi KaK KOM-
MO3UIIMSA JIEKAPCTBEHHOTO IIPenapara U3 TpyIIbl JUMYCOB He B OpMe HE HAHOYACTHIL).

Crioco0bl, ONMCaHHBIE 37IECh, MOXKHO HCIIONIB30BaTh IS JIIO00H OZHOW WIIM HECKOJBKHX M3 CIETYIOMINX
eneid: obnerdenust ogHoro uiu 6osee cumntoMoB [TEKowmbl, 3anepxku nporpeccupoBanus [IEKombl, ymMeHb-
menus pasMepa omyxonu y nanuenTa ¢ [TEKomoit, narubupoBanus pocra omyxonu [TEKomer, pomienus 00-
el BBDKMBAEMOCTH, MPOJJICHHs 0€3penUANBHON BEIKMBAEMOCTH, MIPOIJICHHUSI BPEMEHHU 10 MPOTPECCUPOBAHUS
3abonesanus st [IEKombl, mpeaynpeskaeHus wim 3a1ep Kk MetactazupoBanust omyxoian [IEKombl, cHrkeHUs
paHee UMEBIIEr0 MECTO MeTacTa3upBoanus omyxosu [IEKoMbl, cHIKeHHE YacTOTHI WIIM Harpy3Kd paHee UMeB-
nrero MeractasupoBanus omyxonu [IEKoms! u npegynpexnenue peunausa [IEKoMer.

Taroke oOecrieunBarOTCs KOMIIO3MIMH (Takue Kak (apMaleBTUYECKHE KOMIIO3HIMHN), JIEKapCTBEHHOE
CpeAcTBO, HaOOPBI M Pa30BHIC JIEKAPCTBEHHBIE (YOPMBI, MPUTOTHBIE JJIsI CHOCOOOB, ONMMMCAHHBIX 3/1€Ch.

Taxoke obecnieunBatotcs croco0Obl euenns [IEKom cormacHo mo6oMy U3 crioco0oB, ONMCAHHBIX BBIIIE,
TZie JICYeHHEe OCHOBAaHO Ha yPOBHE 3KCIPECCHH, WJIM aKTUBHOCTH, WM MYTAIlMOHHOTO CaTyca OJZHOTO WJIM He-
CKOJIBKMX OnoMapkepoB. bromapkeps! BKIIOYalOT, HE OTPaHHYMBAACH 3TUM, TeHbl ImyTH mTOR, BKmovas, He
orpanmunBasch 3tuM, PIK3CA, TSC1, TSC2, AKT, PTEN, MTOR, RHEB u TFE3, dochonpoTennsl, BKITIO-
qasi, He orpaHnunBasich 3THM, p-AKT, p-S6, p-S6K, p-4EBP1 u p-SPARC, mapkepsl mponudepannu, BKIIOYas,
HE OTrpaHNYIUBasACch 3TuM, Ki-67, 1 Mapkepsl anonro3a, BKIoJas, He OorpaHnIuBasch 3TuM, PARP.

OrnpeneneHus.

Kak 3mecy ucnons3yercs, TepMUHBI "nednTs" UK "nedeHue" MpeacTaBiseT MOAXOA JUIS MOJIydeHHs IO-
JIE3HBIX WJIM JKEJTaeMbIX Pe3yJIbTaTOB, BKIOUAs KIMHUYECKUE pe3ynbTaThl. J{is neneld HacTosmero n3o0peTeHus
TIOJIE3HBIC MJIH JKEJTaeMble KIMHUYECKHE Pe3yNIbTaThl BKIIOYAIOT, HE OTPaHMYMBAsCh STHM, OJHO WM Oojee W3
CJIC/TYIOLIETO: 00JIerYeHIe OJJHOTO MK 00JIee CHMIITOMOB, BOSHUKIINX B pe3yJIbTaTe 3a00JIeBaHuUs, yMEHbIICHUE
CTENCHN DPa3BHUTHUs 3a0o0ieBaHUs, cTaOWIM3alMIo 3a00ieBaHMs (HAIpUMep, NPEenyNpekICHUEe WIH 3aIEpPiKKy
obocTpeHust 60JIE3HN), IPEIYIPEKIACHAE WIH 33aJIEPKKY pacTpocTpaHeHHs (HAIpUMep, METaCTa3UPOBAHHMS) 3a-
GosieBaHUs, MPENYNPEKICHUE WIH 3aICPXKKY PELUIUBUPOBAHNS 3a00I€BaHMs, 3aACPKKY WM 3aMEATICHUE TIPO-
rpeccupoBanus 3a00JIeBaHMA, OclabiieHue 00oCcTpeHusI 3a00eBanmsi, 00ecIIedeHIEe PEMUCCHH (TaCTUIHON WITH
TIOJTHO¥) 3a00JIeBaHMs, CHIPKEHHE T03bI OJTHOTO WM 00Jiee APYTUX JEKapCTBEHHBIX MPenapaToB, HEOOXOUMBIX
JUISL JIeueHHs1 3a00JICBaHus, 3aJEpiKKy IIPOTPECCHpOBaHUS 3a00JEBaHMs, MOBBIIICHHE KAa4eCTBa >KU3HH W/UIU
MPOJUICHHE BBDKHBAEMOCTHU. Taxke TepMUH "IedeHne" Takke OXBAThIBACT CHI)KEHHE NMATOJIOTHYECKHX TTOCIE-
crBuii [IEKomb1. CriocoObl 10 H300peTeHuo IpeycMaTpuBaloT 1000 o uH UK 0ojiee U3 ATUX aCIEKTOB Jie-
YCHHUS.

TepmuH "cyOBeKT" OTHOCHTCS K MIICKONHTAIOIIEMY M BKJIIOYAET, HE OTPaHMYMBAsACH ITUM, UeJIOBEKa,
HpeCcTaBuTeNeH OBIYBNX, JIOIMAINHbIX, KOIAYbHX, CO0aYbHX, IPHI3YHOB WM IIpUMaToB. B HekoTOphIX BapuaH-
TaX OCYIIECTBIICHUS CyOBEKT SIBISIETCS YETIOBEKOM.

Kaxk 31eck ucnonb3yercsi, CyOBbeKT, "MOABEPKCHHBIH PUCKY", SIBISETCS CYOBEKTOM, Y KOTOPOTO MMEETCS
puck pazsutus [TEKombl. CyObekT, "TOABEpKEHHBIH PHUCKY", MOXET WM MOXKET HE WMETh JETEKTHPYEMOTO
3a00JIeBaHMS M MOXKET MM MOXKET HE UMETh AETEKTUPYEMOT0 3a00JICBaHUS 10 IPUMEHEHHS CIIOCOOO0B JICUEHH,
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onucaHHbIX 311ech. "[lonBepKeHHbII pUCKY" O3HayYaeT, 4To y cyObeKkTa MMeeTcs OAMH WM OoJiee Tak HasbIBae-
MBIX (haKTOPOB PHCKA, KOTOPHIC SIBISIOTCS M3MEPSICMBIMH ITapaMeTPaMHU, KOTOPhIE KOPPEITUPYIOT C Pa3BUTHEM
ITEKoMbI, ontucanHble 371eCh. Y CyOBheKTa, UIMEIOIIEro OJMH WU Ooiee U3 3TUX (PakTOpoB pucka, uMeeTcs Ooee
BBICOKAsI BEpOSITHOCTh PA3BUTHS pakKa, 4eM y CyObekTa 0e3 3TuX (hakTopoB pHUCKa.

" ATBIOBAaHTHBIA PEXHUM" OTHOCHUTCS K KIMHHYECKON CUTYaIlud, B KOTOPO# y cyObekTa Obuta uctopus [1E-
Kowmpbl, 1 00bI9HO (HO HE 0053aTENbHO) OH OTBEYAET Ha TepaInio, KOTOpas BKIIOYAET, HE OTPAaHUYNBASCH DTHM,
XHPYPTUYECKYIO OTepanuio (HampuMep, XUPYPrudecKyro Pe3eKINIo), Ty9eBYI0 TepalHio H XuMuoTepanuo. O1-
Hako 3a cueT ucrtopuu [IEKoMbI y HUX 3TH CyOBEKTHI CUUTAIOTCS TTOABEP)KEHHBIMHA PUCKY NATBHEUIIETO pa3By-
Tus Oone3nu. JledeHne Wi BBEJCHHE B "aJBIOBAHTHOM PEKUME" OTHOCHTCS K IOCICAYIOIIEMY CIoco0y jede-
Hus. CTeneHp pucka (HampuMmep, KorJaa CyObeKT B aIbIOBAHTHBIX YCIOBUSAX CUUATACTCS CYOBEKTOM C "BBICOKHM
pucKoM" WM "HU3KHM PHCKOM"), 3aBHCHUT OT HECKOJIBKUX (DAaKTOPOB, Hallle BCEro OT CTEIIEHH pa3BUTHS 3a00Je-
BaHUI [TPU TICPBOM JICUCHHH.

"HeoabOBaHTHBIA pEXHUM'" OTHOCHTCSI K KIMHMYECKOH CUTyaluH, B KOTOPOW CIIOCOO MPOBOAUTCS IO
NEepBUYHOM/ IeUHUTHBHON Tepamnuu.

Kak 3nmecs ucmombssyetcs, "3amepkka" paszButus [IEKoMBbI 03HauaeT oTKIIanbpIBaHWe, MPETSITCTBOBAHUE,
3aMeJIeHHe, 3aJepKKY, CTAOMIH3AINIO W/WITH OTJIOXKEHUE Pa3BUTHS OOJE3HU. DTa 3aJlepiKKa MOXKET OBITh pa3-
HOW TIPOJOJDKUTEIHFHOCTH BPEMEHH B 3aBHCHMOCTH OT HCTOPHH OOJIE3HH W/MIIM CyOBEKTa, KOTOPHIH JEUUTCS.
Kak oueBmmHO crienuanucTy B HaHHOH 00NacTH, MOCTATOYHAS WJIM 3HAYMTENBHAs 3aZepiKKa MOXKET, [0 CYTH,
BKITIOUATh MPEIyNPEeXkIACHUE, TIOCKOIBKY Y CyObeKTa He pa3BuBaeTcs 00je3Hb. Crioco0, KOTOpEIi "3amepknBa-
et" passurnue [IEKombl, mpeacraBnseT co0oil cmocod, KOTOPEI YMEHBIIAET BEPOSTHOCTh Pa3BUTHUs 3a00ieBa-
HUS B OINpPEICIICHHBIN MMEPHOJ BPEMCHH W/WIIM YMEHBINACT CTEIICHb Pa3BUTHs 3a00JICBaHUS B OINpPEICICHHBIN
MIepHO/T BPEMEHHU 110 CPAaBHEHUIO C OTCYTCTBHEM NpUMEHEHHs crocoba. Takne cpaBHEHHsT 0OBIYHO OCHOBaHBI Ha
pe3yipTaTax KIMHUYECKHX HWCCICJOBAaHHNA C WCIOJF30BAaHHEM CTAaTHCTUYCCKU 3HAYMMOTO 4YHCIa CYOBEKTOB.
PazBurue [IEKOMBI MOXKHO OOHapYXHTh C MCIIOJF30BAaHHEM CTAHIAPTHBIX METOIOB, BKIIFOYasl, HE OrpaHIMYUBA-
SCh THM, KOMIBIOTEPU30BaHHYIO akcuaibHylo Tomorpaguio (CAT Scan), MarHUTHO-PE30HAHCHYIO TOMOTpa-
¢uro (MPT), abnomuHaIBHOE YIABTPAa3BYKOBOE MCCIIEIOBAaHNE, aHAIN3 Ha CBEPTHIBAEMOCTb KPOBH, apTepHOTrpa-
¢duro wim O6moncuro. Pa3BuTHe Takke MOXKET OTHOCHTHCA K mporpeccupoBanuio [TEKoMbl, koTopas mepBoHa-
YJabHO MOXET OBITh HECTEKTUPYEMOIl U BKIIFOUAET MOSIBIICHUE, PEUANBAPOBAHIE U HAYANIO Pa3BUTHS.

Kak 3nmech ncrionb3yercs, TepMuH "3(H(PEKTUBHOE KOTUIECTBO" OTHOCUTCS K KOJUYECTBY COSAMHEHUS U
KOMIIO3UINH, JOCTATOYHOMY IS JICUCHHS ONPEICIICHHOTO PACCTPOMCTBA, COCTOSHIS WIIH 3a00JIeBaHuUs, HAIIPH-
Mep TOIABICHHS, OCIAOICHNS, YMCHBIICHHUS /TN 3aJepKKH OJHOTO WM Oosee ero cuMmnToMoB. [To oTHomIE-
Huto k [IEKome s exTrBHOE KOMMYECTBO BKIIIOYAET KOJMYECTBO, AOCTATOYHOE JJISI TOTO, YTOOBI BBI3BATH
YMEHBIIICHNE pa3Mepa OIyXOJH W/WIN YMEHBIIEHHE CKOPOCTH POCTa OMYyXOJH (HampHuMep, MOAaBICHHE pocTa
OITyXOJIN) WJIH MIPEAYNPEKACHIE WM 33/IEPXKKY IPYroil HexenaTenbHOH kieTouHoi npommdepannu B [TEKoMme.
B HekoTOpHIX BapHaHTax OCYIIECTBICHUS d()(EKTHBHOE KOJMYECTBO MPEACTABISIET KOJIMYECTBO, JI0CTATOYHOE
it 3aaepkkn pasputus [IEKombl. B HekoTOpEIX BapHaHTaX OCYIIECTBICHHS dPPEKTHBHOE KOJIUYECTBO MPE-
CTaBISAET KOJHYECTBO, NOCTATOYHOC IS MPEIYNPEKICHUS WIHA 3aJCPKKH pelUIuBUpoBaHus. Dh(hHeKTHUBHOES
KOJIMYECTBO MOXHO BBOJWTH B OJJHOM WJIM HECKOJIBKUX BBeaAeHUAX. B cirydae [TEKom addexTuBHOE KOTHIECTBO
JIEKapCTBEHHOTO CPEJICTBA MJIM KOMIIO3UITMH MOXKET (i) YMEHBIIUTh KOJIHYECTBO IMHUTEIHOMIHBIX KIETOK; (ii)
YMEHBIINTH pa3Mep OmyXoiH; (iii) HHruOMpoBaTh, 3aJepiKaTh, 3aMEIUTL JJO HEKOTOPOH CTENEHH W MPEIIIOYTH-
TEJIHHO OCTAHOBUTH MHMHUIHTPAINIO 310KaueCTBEHHBIX KiIeTok [IEKoMbI B epudepudeckue opransl; (iv) HHTH-
OupoBaTh (HampuMep, 3aMeUTHTh U MPEATIOYTUTEIHPHO OCTAHOBUTE) METACTA3UPOBAHKE OMyXOJIH; (V) HHTHOUPO-
BaTh POCT OIyX0Jw; (Vi) IpeAYNPEAUTh WIH 3aJCPKaTh IMOSBICHUE W/WIN PCHUIMBUPOBAHUC OIYXOJIHU W/ WU
(vil) o0ser4nuTh 10 HEKOTOPO CTENEHH OJIMH MK OoJiee CHMIITOMOB, cBsi3aHHBIX ¢ [IEKomoii.

Kaxk 3nmecp ucnonbssyercsi, TepMuH "dapManeBTHYeCKH MprueMiIeMbld” win "(hapMaKoJIOTHUecKH COBMEC-
TUMBIH" O3HAYaeT BEMICCTBO, KOTOPOE HE SIBISCTCS OMOJNIOTUYCCKU WJIM WHBIM 00pa3oM HEXelaTeIbHBIM, Ha-
IpUMEpP BEIIECTBO MOXKET OBITh BKJIIOYEHO B (hapMaleBTUYECKYIO KOMIIO3HIIMIO, BBOJAUMYIO MAallMEHTY, HE BBbI-
3bIBasi KaKUX-THOO 3HAYUTEIBHBIX HEKEIATCIbHBIX OMOJIOTHYeCKUX A((HEKTOB MM HE B3aUMOJCHCTBYS BpPE-
HBIM 00pa30M C JIFOOBIM IPYTHM KOMIIOHEHTOM KOMIIO3HIIH, B COCTAaB KOTOPOil 0HO BxoauT. @apmaneBTHIECKH
TpHreMIIEMbIe HOCUTEIH WIH SKCIMITAEHTHI MPEIMOYTHTENBHO YIOBIECTBOPSIOT TpeOyeMbIM CTaHAApTaM TOKCH-
KOJIOTHYECKHX W MPOU3BOJICTBEHHBIX UCIBITAHUIN W/WIH BKIIOUEHH! B "PyKOBOICTBO 1O HEAKTHBHBIM HHTPEIH-
eHraM", M3MaHHOE YTIPaBICHHEM IT0 KOHTPOJIO 3a MHIIEBBIMH NMPOAYKTAaMH H JIEKAPCTBEHHBIMH IpenapaTaMu
CIIA.

Kak 3mecy ucnomb3yetcs, TepmuH "Nab" o3HauaeT CBA3aHHYIO ¢ albOyYMHHOM HaHodYacTWIly. Hampumep,
Nab-cuposmmyc npeacTaBisieT coOoi mpenapaT CHpOIMMYca Ha OCHOBE HaHOYACTHIIBI, CBI3aHHOM C anbOyMu-
HOM. Nab-cuponuMyc Tak:ke U3BECTCH Kak Nab-pamaMuIiiH, KOTOPBIH paHee ObLI OMUCAH, HATIPUMED, B MEKIY-
HapoaHbIX 3assBkax WO 2008109163 A1, WO 2014151853, WO 2008137148 A2 u WO 2012149451 Al.

Kaxk 31ech ucnonb3yercsi, TEpMUH "MYTallMOHHBIH cTaTyc" OTHOCHTCS K CTaTycy IOCIIeI0BaTEIbHOCTH Te-
Ha (HarpuMmep, coJlepiKalllero MyTaliio) OTHOCHTEILHO TOCIIeI0BAaTEIbHOCTH TeHa JUKOT0 THUIIAa WIN pedepeHc-
HOTO T'eHa.

[ToHATHO, YTO ACHEKTHI M BapHAHTHI OCYIIECTBICHUS N300pETEHUs, ONMMCAHHBIC 3/1€Ch, BKIIIOYAIOT "coep-
Karmmid" /v " cofiepKaIui MPeuMYIIeCTBEHHO" aclIeKThl M BAPUAHTHI OCYIIECTBICHUS.
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Ccbuika Ha "mpuMepHO" Tepe]] 3HaUeHHEeM WM MapaMeTpoM 37ech BKIIOYAaeT (U OMUCHIBAET) BapUAHTHI,
KOTOpBIC HalpaBJeHbl Ha 3TO 3HAaUYCHHWE WIM IapaMeTp Kak TakoBble. Hampumep, ommcanue, oTHOcAIIeeCs K
"mpumepno X", BKIogaet onucanue "X".

Kak 3nmecpr ncnonp3yeTcst U B mpuiiaraeMoit popmyine n3obpeTeHus, HOpMbI €ANHCTBEHHOTO YHCIa BKIIIO-
Yar0T MHOXKECTBEHHBIE ()OPMBI, €CITM KOHTEKCT SIBHO HE AUKTYET HHOE.

Crioco6 neuenns [TIEKowm.

Hacrosimmee m3o0pereHne oTHocHTes K criocobam neuenus [IEKombl y cyObekTa (Takoro Kak 4esioBeK),
BKITIOYAIONINM BBEACHUE CYOBEKTY A((PEKTHBHOTO KOJIMYECTBA KOMIIOZHIIUH, COACpIKaIled HaHOYACTHIIHI, CO-
neprkamue nHruouTop mTOR (Takoif Kak JIekapCTBEHHBIH Mpenapar U3 TPYIIIbI JIMMYCOB) B albOyMuH. B Heko-
TOPBIX BapHaHTaX OCYLIECTBIICHUS U300peTeHne OTHOCHUTCS K criocobam sieuennst [IEKomsl y cyObexTa (Hampu-
Mep, 4eJI0BEKa), BKIIIOYAIOIINM BBE/ICHHE CyObeKTy (D (EKTHBHOTO KOJIMYECTBA KOMITO3HINH, COEprKallei Ha-
HOYACTHIIBI, COJIEpIKaIMe JIEKAPCTBEHHBIH Mpenapar U3 TPyl JIMMYCOB U albOyMHH. B HEKOTOpPBIX BapHaHTax
OCYIIECTBIICHHS CIIOCOO BKIIIOYAET BBEJICHHE CYOBEKTY 3(h(h)EeKTHBHOTO KOJIMYECTBa KOMIO3UIIMH, COAEpIKaIleH
HAHOYACTHIIBI, COEPIKAIHe JIEKapCTBEHHBIH ITpenapar 13 rpyMIlsl JIMMYCOB M albOYMHH, T/Ie JIeKapCTBEHHbIH
mpernapaT U3 TPYIIB JIUMYCOB B HAHOYACTHIIAX CBS3aH (HAampHMep, MOKPHIT) ¢ adp0yMHHOM. B HEKOTOpPHIX Ba-
pHaAHTaX OCYIIECTBIICHHUS CITIOCOO BKITIOUAET BBEIACHHE CYOBEKTY d(D(PEKTUBHOTO KOJIWIECTBA KOMIIO3UIIMH, CO-
JiepKalel HaHOYACTHIIBI, COIepIKaIINe JEKAPCTBEHHBIN Mperapar u3 TPYIIIBI JUMYCOB B allbOYMUH, TA€ HAHO-
YaCTHIIBI UMEIOT CPETHUI pa3Mep JacTHIl He Ooliee ueM npumepHo 150 HM (Hampumep, He Oosiee 4eM IpUMEpHO
120 aM). B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUS CPEIHUMA WIIM MEIUAHHBINA TUAMETP HAHOYACTHUI] COCTABIISET
npumepHo ot 10 mo mpumepHo 150 HM. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHHS CPEIHUN WM MEIMaHHBIN
JUaMeTp HaHOYACTHIl COCTaBIseT mpuMepHO oT 40 1o nmpumepHo 120 HM. B HEKOTOPBIX BapuaHTax OCYILECTB-
JICHUsI CIIOCO0 BKIIIOYAET BBEJICHHE CYOBEKTY 3((EKTHBHOIO KOJIMYECTBA KOMIIO3UIIMH, COJEpIKallell HaHOYa-
CTHIIBI, COAEpIKAIINe JICKapCTBEHHBIN MTpenapar U3 TPy JUMYCOB U allbOyMUH, Ti€¢ HAHOYACTHIIBI COJEPIKaT
JIEKapCTBEHHBIN Ipenapar 13 IPYIIbl JJUMYCOB, CBA3aHHBIH (HAIpHMep, MOKPHITHIH) ¢ aTbOyMHUHOM, TA€ HaHO-
YacTHIBI UMEIOT CPETHUN pa3Mmep dacTuil He Oojee yeM npumepHo 150 HM (HanpuMep, He Oosiee YeM MPUMEPHO
120 aM). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUSI CTIIOCO0 BKITIOYAET BBelICHNE CYOBEKTY 3 ()EKTHBHOTO KOJIH-
YecTBa KOMIIO3UITUH, COJepKamleil HaHOYACTHITHI, COICpIKAIINe CHPOIMMYC M HYeJIOBEUYECKHH albOyMUH, T/
HAHOYACTHUIBI CONEPKaT CHPOJIMMYC, CBSI3aHHBIA (HAIpUMep, MOKPBITHIN) C YEIOBEYECKHM allbOYMHHOM, TIIe
HAHOYACTHIIBI UMEIOT CPEIHHIA pa3Mep JacTuil He Oosiee yeM mpumepHo 150 HM (Hampumep, He Ooliee YeM TpH-
MepHo 120 uM, Hanpumep, npuMmepHo 100 HM), T/Ie MacCOBOE COOTHOIICHHE YEIOBEYECKOTO allbOyMUHA U CHPO-
JUMyca B KOMITO3HMIIUU COCTAaBJISIET puMepHo 9:1 win Hike (Hampumep, npuMmepHo 9:1 wim npumepHo 8:1). B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHHMS KOMIIO3HMLMS conepXuT Nab-cupomumyc. B HEKOTOpBIX BapHaHTax
OCYIIECTBIICHHS] KOMIIO3UIIMS TpeacTaBisieT Nab-cupoamyec.

Kax 31ecy ncrons3yercs, repmut "uaruburop mTOR" otHOcuTcs k mHrn6uropam mTOR. mTOR npen-
CTaBJIsIeT CO00# cepHH/TpeOHHH-CIIENN(PHUIECKYI0 TPOTEHHKNHA3Y, JAYHCTPUM ITyTH (ochaTuANINHOZUTOI-3-
kuHa3bl (PI3K)/Akt (mporennknHassl B) 1 sBiIsS€TCS KIIIOYEBBIM PETYISTOPOM BBDKHBAEMOCTH, IpOH(epanuy,
cTpecca u Merabonm3ma kietok. Hapymenne perymsinuu myreit mTOR Obl1o 0OHapy>KeHO BO MHOTHX KapIu-
HOMax 9enoBeka, M mHruOupoBanne mTOR oka3pIBao 3HAUYNTENHHOE ITOAABISAIONICE JACHCTBHE Ha MPOTPECCH-
poBanme omyxosied. Maruburopsr mTOR, omucanHble 3/1€Ch, BKIIOYAIOT, HE OrpaHUYMBasCh dTUM, BEZ235
(NVP-BEZ235), sBeponumyc (Takxke nzBectHblii kak RADO001, 3optpecc, Ceptukan u AGuHATOP), panaMUIiuH
(Tarxke M3BECTHBIN Kak cupoaumyc uin Pamamyn), AZD8055, remcuponumyc (taxke n3pectubiit kak CCI-779 u
Topmsen), PI-103, Ku-0063794, INK 128, AZD2014, NVP-BGT226, PF-04691502, CH5132799, GDC-0980
(RG7422), Topun 1, WAY-600, WYE-125132, WYE-687, GSK2126458, PF-05212384 (PKI-587), PP-121,
OSI1-027, TTamomux 529, PP242, X1.765, GSK1059615, WYE-354 u a¢doponumyc (Takke N3BECTHBII KaKk puaa-
¢dopommmyc nim 1eGoposumyc).

B HexoTophIX BapuaHTax ocymectBieHns nHruourop mTOR npencraBnser coboit JeKkapcTBEHHBIN Tperia-
par U3 rpymirsl JIMMYCOB, KOTOPBIH BKJIIOYAET CUPOIMMYC M €r0 aHaJIOTH. [IpuMeps! TekapCTBEHHBIX IpernapaToB
U3 TPYNIIBl JIMMYCOB BKJIIOYAIOT, Oe3 orpanunueHus, Temcupoinmyc (CCI-779), ssepommmmyc (RADOO1), puna-
dhopomumyc (AP-23573), nedhopomumyc (MK-8669), 3oTapomumyc (ABT-578), TUMEKPOIMMYC U TaKPOIHMYC
(FK-506). B HEKOTOpBIX BapHaHTax OCYIIECTBIICHHUS JICKAPCTBECHHBIN MpeNapaT U3 TPYIITH JUMYCOB BHIOpaH W3
rpynmsl, cocrosmei u3 temcuposmmyca (CCI-779), sBeponumyca (RADOO1), punadopomumyca (AP-23573),
nedopommmyca (MK-8669), 3otaponumyca (ABT-578), mamexponmmyca u Takposmmyca (FK-506).

B nHekoToprix BapuanTax ocymectBieHus [IEKoma mpencrapnset muMdanruoneiiomrnomartos3. B HekoTo-
pbix BapuanTax ocymectsienus [IEKoma npencrasnser aHrHOMHOIUTIOMY. B HEKOTOpPBIX BapHaHTaX OCYIIECT-
BiaeHus [IEKoMa mpenacTaBisieT CBETNOKIETOUHYHO '"caXapHyr' OIyXOJlb JIETKOro. B HEKOTOpPBIX BapHaHTax
ocymectsienus [IEKoma mpeacraBiseT 3KCTpamylIbMOHApHYIO CBETIOKJICTOYHYHO ''caxapHyro" omyxois. B
HEKOTOphIX BapuaHTax ocymiectBieHus [IEKoma npeacrasnger IIEKoma-NOS. B HekoTOphIX BapuaHTax ocy-
miectBiieHust [IEKoma siBisieTcs 3mokauecTBEeHHOM.

B mexotopsix Bapuanrtax ocymiectsieHus [IEKoma mpencrasnser [IEKomy Ha panHHel craauu, HeMera-
cratuueckyto [IEKomy, HeunBasuBnyro IIEKomy, unBasusHyto [IEKomy, nepsuunyro IIEKomy, pacnpoctpa-
Hennyto IIEKomy, MectHo-pacnpoctpanennyio [IEKomy, meracratnueckyro I[IEKomy, peummuBupyroiryio
ITEKomy nnm [TEKomy B pemuccuu. B HekoTophix BapuanTax ocymectBieHus: [IEKoMa Obuta pe3ucTeHTHOHM K
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NpeAIIEeCTBYIOIEeH Tepamun. B HekoTopbix BapuanTtax ocymectsieHus: [IEKoma siBisieTcst pe3sucTeHTHOI K Jie-
YCHHIO MPENapaToM XUMHOTEPANICBTHYECKOT0 arcHTa He B JOpMe HAaHOYACTHII (TaKUM KakK IpenapaT He B popme
HaHOo4acTHI nHrnOnTopa MTOR, Takoro Kak JeKapCTBEHHBIA penapaT U3 TPYIITHL JAMYCOB).

B nexotopeix BapuanTtax ocymectiaeHus [IEKoma siBrsieTcst Jokamm30BaHHOM orepabenbHOM (Harmpumep,
OTHOCHTCS K OITyXOJISIM, KOTOPBIE MOTYT OBITH MOJHOCTHIO YIAJIEHBI XUPYPTUUIECKUM ITyTEM), JIOKAJIH30BaHHON
HeonepabenpHOH (HampuMep, OTHOCHTCS K JIOKATM30BaHHBIM OITYXOJISIM, KOTOPBIE SIBIIIOTCS HEOTepabeIbHBIMH,
3a CYET TOTrO, YTO B MATOJOTHYECKUH MPOIIECC BOBJICUYCHBI KIIIOYEBBIE CTPYKTYPHI KPOBEHOCHBIX COCYIOB) HIJIH
HeonepabenpHOH (HapuMep, XapaKTePUCTHKN OIyXOJIH MM COCTOSHHUE TMAIFeHTa He Jal0T BO3MOXKHOCTH IIPO-
BECTH XHPYPTHUYECKYIO OTIEPALHIO MO YAAJICHHUIO OITyXOJIH).

B HekoTtoprix BapuanTtax ocymectsicHus [IEKoma pacmonokeHa B WM TECHO CBs3aHA C TIOYKaMH, MOYe-
BBIM ITy3BIPEM, TIPEACTATEIBHOM JKEIe30H, MATKOW, TMIHUKOM, BYJIBBOM, BIIATAJIUILEM, JICTKAM, ITOKEITY TOYHON
JKeJIe30H, NeYeHbI0, TMM(PATHIESCKUM y3JI0M H/WUIIH KOXKEH.

B HexoTopeix Bapuanrtax ocymiectienusi [IEKoma npeacrasnsier cornmacHo kinaccupukammu TNM, omy-
xoub ctaguu | (omMHOYHAs OITyX0Jb 0e3 MHBA3UH COCYJIOB), OIyX0Jb ctaauu 11 (onuHOYHAs OIMyX0Jb ¢ HHBA3H-
el COCy/IOB WJIM MHOKECTBEHHBIC OIYXOJIM JUaMeTpoM He Oosee 5 cM), omyxoub ctaanu 111 (MHOKECTBEHHBIS
OTIYXOJIM AuaMeTpoM Oosiee 5 ¢M), ormyxoub ctaguu [V (ormyxonn ¢ mpsiMoit MHBa3Hel B COCETHUE OPTaHbl, KPO-
Me JKeITTHOTO IYy3bIps, WU MPOPACTaHUEM B BHUCIIEPAITbHYIO OpPIOMINHY), OIyXoyib N1 (MeTacTasbl B perHoHap-
HBIX JIMM(}ATHIECKUX y37aX) WIHA OmmyXoidh M1 (oTmaneHHbIe MeTacTa3bl). B HEKOTOPHIX BapHaHTaX OCYIIECTB-
nenus [TIEKoma npencrassier cornacHo kpurepusim AJCC (AMepukaHCKOH 00beTMHEHHOW KOMUCCHH TI0 PaKy)
ITEKomy cragum T1, T2, T3 ninu T4. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS CyOBEKT HAXOMNUTCS HA KITMHH-
yeckoit craguu Ta, Tis, T1, T2, T3a, T3b wnu T4. B HeKOTOPHIX BapHaHTaX OCYLIECTBICHHS CYOBEKT HAXOJUTCS
Ha kauHu4Yeckoit craguu Tis, CIS, Ta wim T1.

B HekoTopeix BapuaHTtax ocymiectBieHus [IEKoma xapakrepusyeTcss HMMYHOTHCTOXHMHYCCKH TTOJIOXKHU-
TEJNBHOW SKCIPECCUCH METaHOIMTAPHOTO MapKepa U TIAJKOMBIIICYHOTO Mapkepa. B HEKOTOpBIX BapHaHTaX
OCYIIECTBIICHHSI MEIAaHOIMTApHBIH Mapkep BbIOpaH W3 rpynmnsl, cocrosimeid 3 HMB45, MelanA u muxpod-
TaJIbMHUA-aCCOIMUPOBAHHOTO TPAHCKPHUIIIMOHHOTO (hakTopa. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS TIaIKO-
MBIIICYHBII MapKep BEIOPaH U3 TPYIIIBI, COCTOSIIECH U3 TIaJKOMBIIIEYHOTO aKTHHA, TaH-MBIIIIEYHOT0 aKTHHA, h-
KaJIbJIECMOHA U KaJbIIOHWHA. B HEKOTOPBIX BapHaHTax ocyliecTBiIeHUs xapakTtepuctuky [IEKombl mpoBoasT Ha
OCHOBE OHMOIICHU TEPBHUYHOHN OINMyXOJH. B HEKOTOpPHIX BapHaHTaX OCYIIECTBIIEHUs xapakTtepucTuka [TEKombr
MIPOBOIUTCS Ha OCHOBE OMOIICHM METACTATHYECKOW OIyXOJM. B HEKOTOpPBIX BapmaHTaxX CyOBEKT TUATHOCTHPY-
ercst kKak cyobekT ¢ [TEKoMoii mo XapakTepucTHKE OIMyXOJM ¢ HMMYHOTHCTOXMMHUYECKU TMOJIOKUTEITHHON dKC-
MpecCUel METaHOIUTAPHOTO MapKepa U MIaJKOMBIIICYHOTO MapKepa. B HEKOTOPHIX BapuaHTaX OCYIICCTBICHUS
MENaHOLUTAPHBIA Mapkep BbIOpaH u3 Tpymmbl, cocrosmed w3 HMB45, MelanA u wmuxpodTambmus-
ACCOIMMPOBAHHOTO TPAHCKPHUIIIIHOHHOTO (hakTopa. B HEKOTOPBHIX BapHMaHTaX OCYIIECTBIICHUS TJIaJKOMBIIICY-
HBI MapKep BBIOpaH W3 TPYIIIBI, COCTOSIICH W3 TJIAAKOMBINICYHOTO AKTHHA, MaH-MBIIICYHOTO aKTHHA, h-
KaJbJICCMOHA U KAJBIIOHWHA. B HEKOTOPHIX BapHAHTaX OCYIIECTBICHHS AMATHO3 CTABHTCS HA OCHOBE OHMOTICHUU
NEepBUYHOI OmyXoJsii. B HEKOTOPBIX BapuaHTax OCYIIECTBJICHHS AMArHO3 CTaBHTCS HAa OCHOBE OWOIICHH MeTa-
CTaTUYECKON OTYXOJIH.

B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS 00ECIEUMBACTCS CIIOCO0 JIEUCHHUS JIOKATM30BAaHHON Omepaders-
Hoit [IEKomBI y cyObekTa (HampumMep, 4eJIoBeKa), BKIIOUAIONUi BBeleHHE CYOBEKTY 3((HEKTHBHOTO KOJIUIECT-
Ba KOMITO3UIINH, COJIEPKaIeii HaHOYaCTHIIB, conepskantue nHruouTop mTOR (Takoit Kak JeKapCTBEHHBIN Tpe-
rapar u3 TPYIIIbI JIAIMYCOB) M albOyMHH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS N300peTeHne o0ecTieunBaeT
CIIOCOOBI JIeUeHNs1 JJOKaIM30BaHHOH onepabenbHoi [IEKoMBI y cyObekTa (Hammpumep, 4esioBeKa), BKIIOUAIOIIUe
BBe/IeHHE CYOBeKTY 3(p(eKTHBHOTO KOJIMUECTBAa KOMITO3HINH, COAEpIKalle HaHOYACTHIIBI, CoJiep Kallue JieKap-
CTBCHHBII Mpenapar U3 rPYIIbI JUMYCOB U alh0yMHH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS CIIOCOO BKIIIO-
YaeT BBEJCHHE CYOBEKTY 3((EKTHBHOTO KOJIMYECTBA KOMIIO3WIIMHU, COAEPKALIed HaHOYACTHUIIBI, COJepIKaIlIne
JICKapCTBCHHBIN MIpenapat U3 TPYIIIbI IUMYCOB U allbOYMHUH, TJIE ICKAPCTBEHHBIH Mpenapar U3 TPYIIbl TUMYCOB
B HAHOYACTHUIIAX CBsA3aH (HAIpPUMeEp, MOKPHIT) ¢ albOyMUHOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS CIOCO0
BKIIIOYAET BBEACHUE CYOBEKTY A(PPEKTHBHOTO KOIMYECTBA KOMIIO3WINH, COICpIKAIle HAHOYACTHUIIBI, COIEp-
JKaIye JISKapCTBEHHBIN IpernapaT U3 TPYIITEI IUMYCOB M allbOYMHUH, T/Ie HAHOYACTHUIIEI UMEIOT CPeIHUI pa3Mep
gacTuIl He Oosee yeM npumepHo 150 HM (Hanpumep, He Oosiee yeM npuMepHo 120 HM). B HEKOTOPHIX BapuaH-
Tax OCYIIECTBIICHHUS CIIOCOO BKJIIOYAET BBEACHHE CYOBEKTY 3P (EKTHBHOTO KOJMIECTBA KOMIIO3HIIMH, COACpKa-
el HaHOYACTHIIBI, CO/IepIKaIIye JICKApCTBEHHBIN MpenapaT U3 TPYIIIHI JINMYCOB U albOyMHUH, TI¢ HAHOYACTH-
IIBI COZIEPIKAT JIGKAPCTBEHHBIN Iperapar U3 TPYIIBI JINMYCOB, CBA3aHHBIN (HaIpuUMep, ITOKPHITHIN) ¢ amp0ymu-
HOM, T'Ie HAHOYACTHUIIBI UIMEIOT CPeIHUH pa3Mep JacTHll He Oosree ueM npumMepHo 150 HM (Hanmpumep, He Oosee
yeM npuMepHo 120 HM). B HEKOTOpPBIX BapHaHTaX OCYMIECTBICHHUS CIIOCOO BKIIIOYACT BBEAECHHE CYOBEKTY d(¢-
(DEeKTHBHOTO KOJIMYECTBA KOMITO3MIIMH, CO/EPKAIIeH HAHOYACTHIIBI, COJIEPIKAIINE CUPOJIMMYC U YEJIOBEUECKUH
ANBOYMUH, TJIC HAHOYACTHUIIBI COACPIKAT CUPOIUMYC, CBSI3aHHBIN (HATIPUMED, TOKPHITHIN) C YSIIOBEUYSCKUM aJlb-
OyMMHOM, TJle HAHOYACTHUIIBI UMEIOT CPEeHUI pa3Mep JacTuI] He Oosee yeM mpumepHo 150 HM (Hampumep, He
6onee yem npumepHo 120 HM, Hanpumep mpumepHo 100 HM), TJIe MACCOBOE COOTHOIICHUE YEJIOBEYCCKOTO Allb-
OyMHHa M CHPOJUMYCa B KOMIIO3HIIMH COCTaBIIsIeT MpuMepHO 9:1 wimm Hibke (Hampumep, mpuMepHo 9:1 wm
npuMepHo 8:1). B HEKOTOPHIX BapuaHTaX OCYIIECTBIICHUS KOMIO3UIHS COAepkuT Nab-cuponmumyc. B HekoTo-
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PBIX BapHaHTaX OCYIIECTBICHUS KOMIIO3UIUS TpecTaBisieT Nab-cuponumyc. B HEKOTOPBIX BapuaHTax OCyIIle-
ctiieHus [IEKoma siBisietcst onepabenbHOH ¢ HEOOXOIUMOCTBIO IPOBECHHUS MHOTOYHCIICHHBIX PE3CKITUH.

B HexoTOpBIX BapmaHTaX OCYIIECTBICHHS 0OecmedMBaeTCs CHOCO0 JICUEHHUS JIOKaJM30BAHHOW Heomepa-
6empHO# [IEKOMBI y cyOBekTa (HampuMep, 4eJI0BeKa), BKIIOYAIONINA BBEACHHE CYOBEKTY d(DPEKTUBHOTO KOJIH-
YecTBa KOMITO3UIINH, COAepkKalleld HaHOYACTHIIBI, coaepkamue nHruouTop mTOR (Takoit Kak JiekapCTBEHHBIH
mperapaT U3 TPYIIbI JUMYCOB) U albOyMUH. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS N300peTeHne 00ecTieun-
BaeT CIOCOOBI JICUSHHUS JTOKAIN30BaHHOH HeonepabensHoi [IEKoMBI y cyObekTa (HampuMmep, 9elloBeKa), BKITIO-
Yaromue BBEACHUE CyOBeKTy 3(h(heKTHBHOrO KONMMYecTBa KOMIO3HIINH, COIEpIKalleil HaHOYaCTHIIbI, COlepKa-
IIMe JICKAPCTBEHHBIN TMpermapar W3 TPYIIB JUMYCOB U albOyMHH. B HEKOTOPBIX BapHaHTax OCYIICCTBICHUS
croco0 BKIIFOYACT BBEACHUC CYOBEKTY (()EKTUBHOTO KOJUYCCTBA KOMIIO3UIMH, COAEpIKAIIed HAHOYACTHIIBI,
CoJiep KaIlie JTEKaPCTBCHHBIA TpenapaTr U3 TPYIIbI JUMYCOB U anbOyMHH, T/ JICKAPCTBEHHBIN IMpemapar u3
TPYIIEI JUMYCOB B HAHOYACTHIIAX CBSA3aH (HAIPUMED, MOKPHIT) C alb,OYMHHOM. B HEKOTOpHIX BapHaHTaX OCY-
MIECTBJICHUS CIOCOO BKIIIOYACT BBEACHUC CYOBEKTY 3((MEKTUBHOTO KOJIMYECTBA KOMIIO3HIINY, COACPIKAIICH Ha-
HOYACTHIIBI, COJICPKAIIUC JTCKAPCTBCHHBIN Mpemapar 13 IPYIILI JIUMYCOB U albOyMHUH, IJIe HAHOYACTHIIBI IME-
IOT CpemHuil pazMep JacTuil He OoJiee yem mpumepHo 150 HM (Hampumep, He 6oee yem npumepHo 120 um). B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHHUS CITOCOO BKIIIOUAET BBEJEHUE CYOBEKTY 3PPEKTHBHOTO KOIMIECTBA KOM-
TIO3WIINH, COIepKaIel HAaHOYACTUIIHI, COJEpIKAIe JIEKAPCTBEHHBIN IpenapaT U3 TPYMIbl JIUMYCOB U anb0y-
MUH, TJi¢ HAHOYACTHIIBI COAEPIKAT JICKAPCTBECHHBIH Mperapar 13 TPYIIbl JUMYCOB, CBSI3aHHBIN (HampuMep, mo-
KPBITBIN) ¢ adbOyYMUHOM, T/I€ HAHOYACTHUIBI UMEIOT CPEIHUI pa3Mep dJacTwil He Oomnee deM mpumepHo 150 HM
(manpumep, He 6onee yem nmpumepHo 120 HM). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CIIOCOO BKIIOYAET BBE-
JICHHE CYOBEKTY 3(P(PEKTHBHOTO KOJMYECCTBA KOMITO3UINH, COACPIKAIICH HAHOYACTHIIBI, COACPIKAIINE CHUPOIH-
MYC U YeJOBEUYCCKHI aTbOYMUH, TJIe HAHOYACTHUIIBI COICPIKAT CHPOIMUMYC, CBSI3aHHBIN (HAPUMEp, MOKPHITHIH) ¢
YEIIOBEUCCKUM aIbOyMHHOM, TJI¢ HAHOYACTHIBI UMCIOT CPEIHUI pa3Mep Y4acTHIl He Ooiee yeM mpumepHo 150
HM (Hampumep, He Oonee yeMm mpumepHo 120 HM, Hanpumep npuMepHo 100 HM), rie MaccoBOe COOTHOIICHHUE
YEIIOBEYCCKOTO AbOYMUHA W CHUPOJIUMYCa B KOMITO3HMIIMU COCTABISCT MpUMeEpHO 9:1 winm Huxke (Hampumep,
npumepHo 9:1 wnmm npumepHo 8:1). B HEKOTOpPHIX BapHaHTaX OCYIIECTBICHHS KOMIIO3HIIHS COACPKUT Nab-
cUpoIUMYycC. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS KOMITO3UIMS IpeAcTaBisieT Nab-cupoiumyc.

Takum oOpa3zom, HampuMep, B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS OOCCIIEYMBAETCS CHOCOO JICUCHHUS
HeomnepabensHoOM [TEKOMEI y cyObekTa (HanmpuMep, 4eIoBeKa), BKIIIOUAONUi BBeJIeHHE CYOBEeKTY d(h(HEeKTHBHO-
T0 KOJIMYECTBA KOMIIO3HIINH, COepKaIlel HaHOUACTHIBI, conepskantiue HHruouTop mTOR (Takoii kak mekapcT-
BEHHBIN TpenapaT w3 TPYIIB JUMYCOB) M anbOyMHUH. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS M300peTeHHE
obecrieunBaeT crocoObl neueHus HeonepadbenbHol [IEKoMEI y cyObekTa (HampuMmep, YeIOBeKa), BKITFOYAIOIINE
BBEJICHUE CYOBEKTY 3P PCKTHBHOTO KOJUUCCTBA KOMITO3HIIMHU, COJCPIKANICH HAHOYACTHUIIBI, COJICPIKAIIUC JICKAp-
CTBCHHBII Mpenapar U3 rPYIIbI JUMYCOB U alb0yMHUH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS CIIOCOO BKIIIO-
YaeT BBEJICHHUE CYOBEKTY 3(P(PEKTHBHOTO KOIMYECTBA KOMIIO3UIINH, COJACPKAIICH HAHOYACTHUIIBI, COJCPIKALIIC
JICKapCTBCHHBIN MIpenapat U3 TPYIIIBI IUMYCOB U allbOYMHH, T/IE ICKAPCTBECHHEIH Mpemnapar U3 TPYIIbl TUMYCOB
B HAHOYACTHUIIAX CBsA3aH (HApPUMeEp, MOKPHIT) ¢ anbOyMUHOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS CIOCO0
BKIIIOYAET BBEACHUE CYOBEKTY A(PPEKTHBHOTO KOIMYECTBA KOMIIO3WINH, COICpIKAIIeH HAHOYACTHUIIBI, COIEp-
JKaIue JISKapCTBEHHBIN IpernapaT U3 TPYIITEI IUMYCOB M allbOYMHUH, T/Ie HAHOYACTHUIIBI UMEIOT CPeIHUI pa3Mep
gacTuIl He Oosree yeM npumepHo 150 HM (Hanpumep, He Oosiee yeM npuMepHo 120 HM). B HEKOTOpHIX BapuaH-
Tax OCYIIECTBIICHHUS CIIOCOO BKJIIOYAET BBEACHHE CYOBEKTY 3P (EKTHBHOTO KOJMUECTBA KOMIIO3HIIMH, COAEpKa-
el HaHOYACTHIIBI, CO/IepIKaIlIye JICKApCTBEHHBIN MpenapaT U3 TPYIIIHI JINMYCOB U albOyMHUH, TI¢ HAHOYACTH-
IBI COJICPIKAT JICKAPCTBEHHBIHN Mperapar U3 TPYIIbI JIMMYCOB, CBA3aHHBIN (HAIIPUMED, MTOKPHITHII) ¢ amb0yMu-
HOM, TJIc HAHOYACTHUIIBI UMCIOT CPEIAHUIN pa3Mep 4acTHll He Oonee ueM mpuMepHo 150 HM (Hanpumep, He Ooee
yeM npuMepHo 120 HM). B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS CIOCOO BKIIOYACT BBEACHUE CYOBEKTY 3¢-
(heKTUBHOTO KOJMYECTBA KOMITO3HIIAH, COACPIKAIICH HAHOYACTHIIBI, COMICPIKAIIUEC CUPOIUMYC U YEIOBECUCCKHUN
ANBOYMUH, TJIC HAHOYACTHUIIBI COACPIKAT CUPOIUMYC, CBSI3aHHBIN (HATIPUMED, TTOKPHITHIN) C YCIIOBECUYSCKUM aJlb-
OYMHUHOM, T'JIc HAHOYACTHI[I UMCIOT CPEIHHUN pa3Mep JacTull He Ooiee yem mpumepHo 150 HM (Hampumep, He
6onee yem mpumepHo 120 HM, HanpuMep mpumepHo 100 HM), TIIe MacCOBOE COOTHONIEHHE YEIIOBEUECKOTO allb-
OyMHHa ¥ CHPOJUMYCa B KOMIIO3WIIMHM COCTaBIIsIET MpuMepHO 9:1 wimm Hibke (Hampumep, mpuMepHo 9:1 wim
npuMepHo 8:1). B HEKOTOPHIX BapraHTaX OCYIIECTBIICHUS KOMIO3UIHS COAepXUT Nab-cuponmumyc. B HekoTO-
PBIX BapHaHTaX OCYIIECTBICHHUA KOMIIO3UIUS MPeaCTaBsieT Nab-CHpoIumyc.

Takum oOpaszom, HampuMep, B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS OOCCIIEUMBAETCS CHOCOO JICUCHHUS
3nokadectBeHHON [IEKoMBI y cyObekTa (HampumMep, J9eloBeKa), BKIIOYAIONIUN BBEIeHHE CYOBEKTY 2 (EKTHB-
HOTO KOJINYECTBA KOMITO3UIINH, COACPIKAIICH HAHOYACTHIIBI, coepkamue nHruouTop mTOR (Takoii kak mekap-
CTBCHHBI Mpemapar u3 TPYIIBI JUMYCOB) U albOYMUH. B HEKOTOPBIX BapHaHTAX OCYIICCTBICHHS H300pETCHUE
obecrieunBaeT crocoOwI JieueHus 310kadecTBeHHOH [IEKOMEI y cyOBekTa (Hampumep, 4enoBeKa), BKIFOYAIOIINE
BBEJICHUE CYOBEKTY 3PCKTHBHOTO KOJUUCCTBA KOMITO3UIIMH, COJCPIKANICH HAHOYACTHUIIBI, COJIEPKAIIUC JICKAp-
CTBCHHBI Mpenapar U3 rPYIIbI JUMYCOB U alb0yMHUH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS CIIOCOO BKIIIO-
YaeT BBEJICHHUE CYOBEKTY 3(P(PEKTHBHOTO KOIUYECTBA KOMIIO3UIIMH, COJACPKAIICH HAHOYACTHUIIBI, COJCPIKALIIC
JIEKapCTBEHHBIN IIpenapaT U3 TPYIIIHI IUMYCOB U alTbOYMHUH, T/Ie IEKapCTBEHHBIH Mpernapar U3 TPyl JINMYCOB
B HAHOYACTHUIIAX CBSA3aH (HAIPUMED, MOKPHIT) C ATbOYMUHOM. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS CITOCOO
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BKITIOYACT BBEJACHUC CYOBCKTY I(PPEKTHBHOTO KOIMYCCTBA KOMIIO3WIMH, COICPIKAIICH HAHOYACTHUIIBI, COIEP-
JKaIUe JICKAPCTBEHHBIN MpenapaT U3 IPYIIIEI TUMYCOB M allbOYMUH, TJI¢ HAHOYACTHUIIBI UMCIOT CPEIHUI pa3Mep
gacTuIl He Oosree yeM npumepHo 150 HM (Hanpumep, He Oosiee yeM npuMepHo 120 HM). B HEKOTOPHIX BaphaH-
Tax OCYIIECTBIICHHUS CIIOCOO BKJIIOYAET BBEACHHE CYOBEKTY 3(P(EKTHBHOTO KOJMYECTBA KOMIIO3HIIMH, COACpKa-
melf HaHOYACTHIIBI, CO/IepIKaIIre JICKApCTBEHHBIN MpenapaT U3 TPYIIIHI JINMYCOB U albOyMHH, TIe HAHOYACTH-
IIBI COZIEPOKAT JIEKAPCTBEHHBIHN Mperapar U3 TPYIIBI JINMYCOB, CBA3aHHBIN (HaIpuUMep, MTOKPHITHI) ¢ amb0ymu-
HOM, TJI¢ HAHOYACTHUIIHI IMEIOT CPEeIHUIN pa3Mep J4acTull He Oosiee yeM npumepHo 150 HM (Hampumep, He Ooliee
geM nipuMepHo 120 HM). B HEKOTOpPBIX BapuaHTaX OCYIIECTBIEHHUS CIIOCOO BKIIOYAET BBeICHUE CyOBEKTY d(-
(heKTUBHOTO KOJMYECTBA KOMITO3HIIAH, COACPIKAIICH HAHOYACTHIIBI, COJICPIKAIIUEC CUPOIUMYC U YEIOBECUCCKHUU
ANBOYMUH, TJIC HAHOYACTHUIIBI COACPIKAT CUPOIIUMYC, CBSI3aHHBIN (HATIPUMED, TOKPHITHIN) C YCIIOBEUYSCKUM aJlb-
OYMHUHOM, T'JIc HAHOYACTHI[BI UMCIOT CPEIHHUN pa3Mep JacTull He Ooyiee yem mpumepHo 150 HM (Hampumep, HE
6onee yem npumepHo 120 HM, Hanpumep mpumepHo 100 HM), TJIe MACCOBOE COOTHOIICHUE YEJIOBEYCCKOTO Allb-
OyMHHA M CHPOJIMMYCa B KOMIIO3UIIUH COCTABIIICT MpUMEpHO 9:1 wiu Huke (Hampumep, mpumepHo 9:1 wimm
npuMepHO 8:1). B HEKOTOPBIX BapraHTaX OCYMICCTBICHHS KOMITO3UIHS cofepxuT Nab-cupomumyc. B HekoTo-
PBIX BapHaHTaX OCYIIECTBICHH KOMIIO3UIUS MTPpeaCcTaBIsieT Nab-CHpoIumMyc.

Takum oOpa3zom, HampuMep, B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS OOCCIIEUMBAETCS CHOCOO JICUCHHUS
Metactarndeckoil [IEKoMbl y cyObekTa (HampuMmep, 4eioBeKa), BKIIOYAIONINA BBEACHHE CYOBEKTY P PEKTHB-
HOTO KOJIMIECTBA KOMITO3HIINH, COJIEprKalleil HaHO9aCTHIIBI, coaepxammue nHruouTop mTOR (Takoi kak yekap-
CTBEHHBIN Iperapar U3 TPYIIHI JAMYCOB) ¥ albOYMUH. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS H300peTeHNE
obecreunBaeT criocoObl Jeuenust Mmeractatnaeckoit [IEKoMbl y cyObekTa (Hampumep, denoBeka), BKIFOYAIONINe
BBEJICHUC CYOBEKTY 3 PCKTHBHOTO KOJUYCCTBA KOMITO3HIIMH, COJCPIKANICH HAHOYACTHUIIBI, COJICPIKAIIUC JICKAp-
CTBCHHBIH Mpenapar U3 FPYIIbI IUMYCOB U alb0yMHUH. B HEKOTOPEIX BapHaHTaX OCYIIECTBICHHS CIIOCOO BKIIIO-
YaeT BBEJICHHUE CYOBEKTY 3(P(PEKTHBHOTO KOIMYECTBA KOMIIO3UIINH, COACPKAICH HAHOYACTHUIIBI, COJCPIKALIIC
JICKApCTBCHHBIN MIpenapat U3 TPYIIIbI IUMYCOB U allbOYMHUH, T/IE ICKAPCTBEHHBIH Mpenapar U3 TPYIIbl TUMYCOB
B HAHOYACTHUIIAX CBsA3aH (HAPUMeEp, MOKPHIT) ¢ albOyMUHOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS CIOCO0
BKITIOYAET BBEACHHE CYOBEKTY A(PPEKTHBHOTO KOIMYECTBA KOMIIO3WINH, COICpIKAIle HAHOYACTHUIIBI, COIEp-
JKaIue JISKapCTBEHHBIN IpernapaT U3 TPYIITEI IUMYCOB M allbOYMHUH, T/Ie HAHOYACTHUIIBI UMEIOT CPeIHUI pa3zMep
gacTuIl He Oosree yeM npumepHo 150 HM (Hanpumep, He Oosiee yeM npuMepHo 120 HM). B HEKOTOPHIX BapHaH-
Tax OCYIIECTBIICHHUS CIIOCOO BKJIIOYAET BBEACHHE CYOBEKTY 3(P(EKTHBHOTO KOJMYECTBA KOMIIO3HIIMH, COACpKa-
el HaHOYACTHIIBI, CO/IepIKaIIre JICKApCTBEHHBIN MpenapaT U3 TPYIIIHI JINMYCOB U albOyMHH, TIe HAHOYACTH-
IIBI COZIEPIKAT JIEKAPCTBEHHBIN Mpemapar U3 TPYIIBI JINMYCOB, CBA3aHHBIN (HAaIpuUMep, IMOKPHITHIN) ¢ ams0ymu-
HOM, TJIc HAHOYACTHUIIBI UMCIOT CPEIAHUI pa3Mep 4acTHll He Oonee ueM mpumMepHo 150 HM (Hanpumep, He Ooee
yeMm npuMepHo 120 HM). B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHS CIOCOO BKIIOYACT BBEACHUE CYOBEKTY -
(heKTUBHOTO KOJMYECTBA KOMITO3HIIAH, COACPIKAIICH HAHOYACTHIIBI, COJCPIKAIIUEC CUPOIIUMYC U YEIOBECUCCKHUU
ANEOYMUH, TJIC HAHOYACTHUIIBI COACPIKAT CUPOIUMYC, CBSI3aHHBIN (HATIPUMED, TTOKPBITHIN) C YSIIOBEUYSCKUM aJlb-
OYMHUHOM, T'JIc HAHOYACTHIII UMCIOT CPEIHHUN pa3Mep JacTull He Ooyiee yem mpumepHo 150 HM (Hampumep, HE
6onee yem npumepHo 120 HM, Hanpumep mpumepHo 100 HM), TJIe MACCOBOE COOTHOIICHUE YEJIOBEYESCKOTO Allb-
OyMHHA M CHPOJUMYCa B KOMIIO3WIIMHM COCTaBIIsIeT MpuMepHO 9:1 winm Hibke (Hampumep, mpuMepHo 9:1 wim
npuMepHo 8:1). B HEKOTOPHIX BapraHTaX OCYIIECTBICHUS KOMIO3UIHS coaepkuT Nab-cuponmumyc. B HekoTo-
PBIX BapHaHTaX OCYIIECTBICHHUA KOMIIO3UIUS MTPpeaCcTaBIsieT Nab-CHpoIumMyc.

Takum oOpa3zom, HampuMep, B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS OOCCIIEUMBAETCS CHOCOO JICUCHHUS
perunuBupyroriei [IEKoMbl y cyObekTa (Hampumep, deiaoBeka), BKIIOYAOIIHNA BBEJACHNE CyOBeKTy 2 (HEeKTHB-
HOTO KOJINYECTBA KOMITO3UIIMH, COACPIKAIICH HAHOYACTHIIBI, coepkamue nHruouTop mTOR (Takoii kak mekap-
CTBCHHBII Mpemapar u3 TPYIIBI JUMYCOB) U albOYMUH. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHS H300pETCHUE
obecrieunBaeT crmocoOkl jeucHus perunusupyomeii [IEKoMbr y cyObekTa (Hampumep, 4eIoBeKa), BKIFOYAl0-
IIMe BBEICHHUE CYOBEKTY I(P(PEKTHBHOTO KOJMYECTBA KOMIO3HMIIUH, COIACPKANICH HAHOYACTHIBI, COACPIKAIINE
JICKApCTBCHHBIA MpenapaT U3 TPYIIIBI JUMYCOB U albOyMUH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CIIOCOO
BKITIOYACT BBEJICHUC CYOBCKTY I(PPEKTHBHOTO KOIMYCCTBA KOMIIO3WIINH, COICPIKAIICH HAHOYACTHUIIBI, COIEP-
JKaIue JeKapCTBEHHBIM MpemnapaT U3 TPYIIBI JUMYCOB M adbOyMHUH, I/ie JIEKapCTBEHHBIH MpernapaTt U3 TPYIIIEI
JMMYCOB B HAHOYACTHIIAX CBs3aH (HAIpUMEp, IMOKPHIT) C adb0yMHHOM. B HEKOTOPHIX BapHaHTaX OCYIIECTBIIC-
HUS cTIoco0 BKITIOYAET BBEICHHE CYOBEKTY 2P(EKTUBHOTO KOJIMISCTBA KOMITO3UIINH, COIEpIKAIEeH HAHOYACTH-
IIBI, COZIepIKaIie JEKapCTBCHHBIN TIpernapar |3 IPYIIEl JIUMYCOB U albOyMUH, IIe¢ HAHOYACTHIIBI NIMEIOT Cpel-
HUH pa3Mep Jactuil He O6onee yeM npuMepHo 150 am (Hampumep, He Oosee yeM npumepro 120 aM). B HEexoTO-
PBIX BapHaHTaX OCYIIECTBICHHS CHOCOO BKIIOYAECT BBEIEHUE CyOBEKTY d(P(EKTHBHOTO KOJIMIECTBA KOMIIO3H-
WY, COJICPKAIICH HAHOYACTHUIIBI, COACPIKAIINE JICKAPCTBEHHBIHN MpEnapar U3 rPYIIbI JUMYCOB U allbOYMUH, T1Ie
HAHOYACTHIIBI COJIEPIKAT JICKAPCTBCHHBIN Tpemapar U3 TPyIbl TUMYCOB, CBSI3aHHBIN (HAIpUMep, TOKPBITHIN) ¢
ATEOYMUHOM, TJIe HAHOYACTHIIBEI UMCIOT CPEIHHN pa3Mep YacTHIl He Oojee ueM mpuMepHo 150 HM (Hampumep,
He Oostee ueM npumepHo 120 HM). B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHHS CIIOCOO BKIFOUACT BBEICHUC CYOb-
eKTy 3((EeKTUBHOTO KOJIMYECTBA KOMITO3UIINH, COJCPKAICH HAHOYACTHUIIBI, COJCPIKALIIE CUPOIIUMYC U YEIIOBE-
YECKHI anbOyMUH, TNl HAHOYACTHIIBI COJCPKAT CHPOIIMMYC, CBSA3aHHBIN (HAIIpUMeEp, MOKPHITHIH) ¢ YeloBeye-
CKMM allbOYyMHHOM, TJIe¢ HAaHOYACTHIIHI UMEIOT CPEIHHMI pa3Mep dacTwil He Oosiee yeM mpumepHo 150 M (Ha-
npumMep, He Oosree yeM npumepHo 120 HM, Harmpumep npuMepHo 100 HM), Te MacCOBOE COOTHOIICHHE YeI0Be-
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YeCcKOro ajJbOyMHHA U CHPOJIMMYCa B KOMIIO3UIIMK COCTABISIET NpuMepHO 9:1 min Hyke (HanpuMep, NPUMEPHO
9:1 nnn npumepHo 8:1). B HEKOTOPBIX BapnaHTax OCYIIECTBIICHUSI KOMIIO3UIUS conepxut Nab-cuponumyc. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHUS KOMIIO3HUIUS TpeacTaBisieT Nab-cupoinmyc.

Takum oOpaszom, HampuMep, B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS OOCCIIEUMBAETCS CHOCOO JICUCHHUS
MecTtHo-pacnipoctpaHeHHoll [TEKombI y cyObekTa (Hampumep, 4esloBeKa), BKIIOYAIONINN BBEACHHE CYOBEKTY
3¢ PeKTIBHOrO KOTMYECTBAa KOMITO3UIIMH, COMEpKallell HAHOYACTHIIbI, conepskanue nHruonTop mTOR (Takoi
KaK JICKapCTBEHHBIM TpemnapaT W3 TPYIIBI JIUMYCOB) W anbOyMHH. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS
n300peTeHne oOecreuynBaeT crocoObl JedeHnuss MecTHO-pacnpocTtpaHeHHol [IEKoMbl y cyObekTa (Hampumep,
YeJIOBeKa), BKIIIOYAIOIINE BBEJCHUE CYOBeKTY 3()(h)eKTHBHOTO KOJIMYECTBA KOMITO3UILIMH, COAEpKalleld HaHO4a-
CTHIIBI, COJCpKAIINE JCKAPCTBCHHBIM TpenapaT W3 TPYIIEI JTHUMYCOB U anbOyMHH. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHS CIIOCOO BKIIIOUAET BBEJICHHE CYOBEKTY 3(h(hEeKTHBHOTO KOJIMYECTBa KOMIO3UIIMH, COAEpIKalleH
HAHOYACTHIIBI, COJICPIKAIIUC JICKAPCTBEHHBIN Mpernapar U3 IPyIIbl JUMYCOB U aIbOYMUH, TJI¢ JICKAPCTBEHHBIN
npernapaT U3 TPYIIIBL IUMYCOB B HAHOYACTHIIAX CBsI3aH (HAampHMep, MOKPHIT) ¢ adlbOyMHHOM. B HEKOTOpPHIX Ba-
pHaHTax OCYIIECTBJIEHHs CIOCO0 BKIIIOYACT BBEAECHUE CyObeKTY 3(pEeKTHBHOrO KOJMMUECTBA KOMIO3UIMH, CO-
JiepKaliel HaHOYACTHIIBI, COIepIKaIIie JEKAPCTBEHHBIN Mperapar u3 TPYIIBI JUMYCOB B allbOYMUH, TA€ HAHO-
YaCTHIIBI UMEIOT CPETHUI pa3Mep JacTHIl He Ooliee ueM npumepHo 150 aM (Hampumep, He Oosiee 4eM IpUMEpHO
120 aM). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUsI CTIIOCO0 BKIIIOYAET BBeIECHNE CYOBEKTY 3P ()EKTHBHOTO KOJIH-
YyecTBa KOMITO3HIINH, COAEPIKAIIeH HAHOYACTHIIbI, COAEpIKaIIie JICKapCTBEHHBIH MpernapaT U3 TPYIIH JTUMYCOB
1 ansOyMHH, TIe HAHOYACTHIBI COJIEpKAT JIGKaPCTBEHHBIHN MpenapaTr i3 IPYMIbl JAMYCOB, CBSI3aHHBIA (HAIIpH-
Mep, TOKPBITHIN) ¢ adbOyMHUHOM, TZle HAHOYACTHIEI UMEIOT CPEIHUH pa3Mep 4JacTHIl He Oojiee 4yeM NMPUMEPHO
150 um (Hanpumep, He Gonee yeM npumMepHo 120 HM). B HeKOTOPBIX BapuaHTax OCYLIECTBICHHS CIIOCOO BKITIO-
YaeT BBEJACHHE CYOBEKTY 3((EKTHBHOTO KOJIMYECTBA KOMIIO3WIIMH, COAEpKAlIed HaHOYACTHUIIBI, COJepIKaIlIne
CHPOJIMMYC M YEJIOBEUYECKUH anbOyMHH, Iie HAHOYACTHUIIBI COEPKaT CHPOJIMMYC, CBSI3aHHBIA (HampuMep, Ho-
KPBITHII) C YEIOBEYECKUM allbOYMHUHOM, Iieé HAHOYACTHUIIBI UMEIOT CPEIHUI pa3Mep JacTull He Oojee 4eM Ipu-
MmepHoO 150 HM (HanpuMep, He 6oniee yeM npuMepHo 120 HM, Hanpumep npuMepHo 100 HM), rIe MaccoBoe CooT-
HOIIIEHHE YEJIOBEUECKOTO aTbOyMHHA M CHPOJUMYCa B KOMITO3UIIUU COCTAaBIISIET MpuMepHO 9:1 mnm Hike (Ha-
npumMep, npumepHo 9:1 wmu npumepHo 8:1). B HEKOTOPBIX BapraHTax OCYIIECTBICHHS KOMITO3UIUS COJEPIKUT
Nab-cuponnmyc. B HeKOTOPBIX BapHaHTaX OCYIIECTBICHHS KOMITO3UIIHS MTPeaCTaBisieT Nab-CHpOIUMYC.

Takum 00pazoMm, HampuMep, B HEKOTOPHIX BapHAHTaX OCYIIECTBICHHS 0OECTIEUNBAETCS CIIOCOO CTAOMIIN-
saruu [IEKombl (HampuMmep, TpeaynpekIeHus] Wi 3aJepKKA 000CTpeHHs 3a00jeBaHus) y cyObeKTa (Hampu-
Mep, YelIOBEKa), BKIIIOUAIONUH BBEICHHE CYOBheKTY 3((EKTHBHOTO KOJIMIECTBA KOMITO3UITUH, COCpIKAIe Ha-
HOYaCTHIIBI, conepikarne nHrnonTop mTOR (Takol Kak JiekapCTBEHHBIH Mpenapar 13 TPy JIUMYCOB) H aJlb-
OymuH. B HEKOTOpBIX BapHaHTax OCYIIECTBIECHUs H300peTeHHe olecrednBaeT CrocoObl CTaOHMIM3ALNH
[NEKowms! (Harpumep, IpeAyNpexIeHNs I 331ep>KKU o0ocTpeHus 3a0oeBanus) y cyObekTa (Hampumep, de-
JIOBEKa), BKIIIOYAIONINE BBEICHHE CYOBeKTY 3 PEeKTUBHOTO KONMYECTBa KOMITO3UIIUH, COJEprKalleil HAaHOYaCTH-
11, COZICPIKaIIIHe JICKAPCTBCHHBIN MpenapaT 13 TPYIIIBI JINMYCOB U albOyMHH. B HEKOTOPBIX BapHaHTaX OCYIIIE-
CTBJICHHUSI CIIOCO0 BKJIIOYAET BBEJCHUE CYOBEKTY d((PEKTUBHOTO KOJIMYECTBA KOMITO3UILIMH, CO/EpXKaIlel HaHO-
YaCTHUIIB], COACPIKAIINe JIEKAPCTBEHHBIHN Npernapar U3 TPYIIIBI JIMMYCOB U albOYMUH, T/Ie JIEKapCTBEHHBIH Ipe-
mapaT U3 TPYIIIHI JJIMYCOB B HAHOYACTHUIIAX CBSA3aH (HAaIlpUMep, IMTOKPHIT) C aTbOyMHUHOM. B HEKOTOpHIX BapHaH-
Tax OCYIIECTBIICHHUS CIIOCOO BKJIIOYAET BBEACHHE CYOBEKTY 3P(HEKTHBHOTO KOJMIECTBA KOMIIO3HIINH, COACpKa-
el HaHOYACTHIIBI, CO/IepIKaIlIye JICKApCTBEHHBIN MpenapaT U3 TPYIIIHI JINMYCOB U albOyMHUH, TIe HAHOYACTH-
IIBI UMEIOT CPETHUN pa3Mep JacTHIl He OoJiee yeM mpuMmepHo 150 HM (Hampumep, He Oosiee yeM npumepHo 120
HM). B HeKoTOpBIX BapHaHTax OCYIIECTBIICHUS CIIOCO0 BKJIIOYACT BBEACHUE CyOBeKTY 3(peKTHBHOIO KOIHYeCT-
Ba KOMIIO3HIIMH, COJCPXKAIICH HAHOYACTHIIBI, COACPIKAIINE JICKAPCTBEHHBIN Mpenapar W3 TPYIIBI IUMYCOB U
ANEOYMUH, IJIe HAHOYACTHIIBI COACPIKAT JICKAPCTBECHHBIH Mpenapar U3 IPYIIbI JUMYCOB, CBA3aHHBIN (HampuMmep,
MOKPBITHIN) ¢ aTbOYMHHOM, T7Ie HAHOYACTHUIIBI MIMEIOT CPEAHUI pa3Mep JacTHll He Oojee yeM npumMepHo 150 HM
(manpumep, He Oosee yem npumepHo 120 HM). B HEKOTOPBIX BapHaHTax OCYIIECTBICHHS CIIOCOO BKIIOYAET BBE-
JeHue cyObeKTy 3¢ (GEeKTHBHOTO KOJIMYECTBA KOMIIO3UIINH, COJIEpIKaIleil HAaHOYACTHIBI, COAEpIKallie CUPOIIH-
MYC W 4eJOBEYEeCKHI anbOyMUH, T/Ie¢ HAHOYACTHUIIBI COAEPIKAaT CHPOIMMYC, CBSI3aHHBIA (HApUMep, TIOKPHITHIH) ¢
YEJIOBEYECKUM ATbOYMHHOM, TJIe¢ HAHOYACTHIIHI UMEIOT CPEeIHUHN pa3Mep 4JacTHIl He Oojee yeM mpumepHo 150
HM (Hampumep, He Oomnee deM mpumepHo 120 HM, Hanpumep npumMepHo 100 HM), rIe MaccoBO€ COOTHOIIICHUE
YEeJIOBEYECKOT0 abOYMUHA W CHPOJIMMYCa B KOMITO3HIIMU COCTABISICT NMpUMepHO 9:1 wmim Hmke (Hampumep,
npumepHo 9:1 wnmm npumepHo 8:1). B HEKOTOpPHIX BapuaHTaX OCYIIECTBICHHS KOMIIO3HIIHS COACPKUT Nab-
cHUpoIUMYycC. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS KOMITO3UIMS IpeacTaBisieT Nab-cupoiaumyc.

Crioco0bl, obecrieueHHbIe 3/1eCh, MOXKHO HCIIOJIL30BaTh JUIS JIEUeHUsI cyObeKTa (HampuMmep, YelioBeKa), y
KOTOPOro ObUIa JHAarHOCTHPOBAaHA WM MMeeTcs momo3penue Ha Hanmuue [IEKombl. B HekoTOphIX BapmaHTax
OCYIIECTBIICHHSI CYOBEKT SIBISIETCS YEJOBEKOM. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS BO3PacT CyObeKTa
COCTaBIISIET MO MeHbIIeH Mepe npumepno 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80 wiu 85 net. B Heko-
TOPBIX BapUaHTaX OCYIICCTBICHHS CYOBCKT SBJISACTCS MYXKUYMHOH. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS
CYOBEKT SIBJISICTCS KCHIIWHON. B HEKOTOPHIX BapHaHTaX OCYILECTBICHHS CYOBEKT IOJBEPIcsl PE3EKIUH OIyXO0-
7. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS CyOBEKT OTKa3aJCs OT XHPYPTHIECKOH omeparnui. B HEKOTOPHIX
BapHaHTaX OCYIIECTBICHUS CYOBEKT SBIACTCS HEOmepaOeIbHBIM C MEIUIIMHCKOW TOYKH 3PEHUSL.
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B HEKoTOpBIX BapuaHTaX OCYIIECTBICHUS CYOBEKT SIBISETCS YEIOBEKOM, Y KOTOPOTO MPOSBIAIOTCS OJUH
i Gosiee cMMITOMOB, cBsi3aHHbIX ¢ [IEKomoii. B HEKOTOpPBIX BapHaHTax OCYLIECTBICHUS CYOBEKT HAXOANUTCS
Ha paHHe# cranuu [IEKoMbl. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHHS CyOBEKT HAXOIUTCS Ha CTaJHH PaCIpo-
ctpanenHoil [TEKoMbl. B HEKOTOPHIX BapuaHTaxX OCYIIECTBICHUS CYOBEKT T€HETHYECKH WJIM WHBIM 00pazoMm
mpenpacnoioxeH (Hampumep, umeet (aktop pucka) k pazpututo [IEKoMbr. CyOBeKThI, OABEPKEHHBIE PUCKY
pa3sutusa [IEKoMEl, BKITIO9atoT, HaIIpuMep, CyObEKTOB, PICK Y KOTOPBIX ONPEAeIseTCs aHATH30M TeHETHUECKUX
W OMOXMMHUYECKUX MapkepoB. Takue (pakTophl prcKa BKIIFOYAIOT, HE OTPAHWIHMBAACH STHUM, BO3pAcT, II0JI, pa-
Cy, paIlfioH, HCTOPHIO MPEIIIECTBYIONIETO 3a00JIeBaHNs, HAJIMYUE MIPEIIICCTBYIONIEro 3a00eBaHNs, TeHETHYC-
ckue (axkTopsl (HapUMep, MyTallMOHHBIN cTaTyc KiyOHeBoro ckieposa kommekca (TCK) n BoznelicTBue ok-
pyXxatomieii cpenpl. B HEKOTOPHIX BapuaHTax OCYIIECTBICHUS CyOBEKTHI, MOJABEPKEHHBIE pUCKY pa3Butus [1E-
Kowmpl, BKIIIOYAIOT, HaNIpuMep, CyOBEKTOB, y KOTOPBIX UMetoTcst poactBeHHUKH ¢ [IEKomo#, u cyObpekToB, dei
PHCK OmpeeNnseTcs aHAIN30M TeHETHYECKUX HIM OMOXMMHYECKHX MapKepoB (HAalpHMep, YPOBEHb AKCIIPECCHU
W aKTUBHOCTH, WIM MYTAIlMOHHBIA CTaTyc). bruomapkepbl BKIIOYAIOT, HE OTPaHHYUBASCH ITUM, T'CHBI MyTH
mTOR, Brrouast, He orpanmyuBasck 3tuMm, PIK3CA, TSC1, TSC2, AKT, PTEN, MTOR, RHEB u TFE3, ¢oc-
(hompoTenHbl, BKITIOYAs, He orpaHuauBasich 3TuM, p-AKT, p-S6, p-S6K, p-4EBP1, p-SPARC, Mapkeps! npoJun-
(hepamum, BKIIOYasi, HE OTpaHUYMBAsICh STUM, Mapkep Ki67, m Mapkepsl anonTo3a, BKIIOYast, He OTPaHUIHUBAsCh
atuM, PARP win ero gparmenTtsl. B HEeKOTOPBIX BapriaHTax OCYIIECTBICHUS IS OIEHKH OMOMAapKePOB MCIIONb-
3yI0T 00pa3erl KpOBH MM OMOTICHIHBIN 00pa3el] OImyXoJii CyOheKTa.

Crioco0bl1, oOecTiedeHHBIC 3/1eCh, MOTYT OBITH OCYIIIECTBIICHBI Ha TIPAKTHKE B aIbIOBAHTHOM peknMe. B He-
KOTOPBIX BapHaHTaX OCYIIECTBICHHUS CIIOCOO MPHMEHSAETCS Ha MPaKTHKE B HEOATHIOBAHTHOM pPEXHUME, T.€. CIO-
co0 MOXeT OBITh MPOBEJICH 10 NEPBUYHOM/ NeUHUTUBHON Tepannu. B HEKOTOPBIX BapHaHTaX OCYIECTBICHHS
JaHHBIN CIIOCO0 MpHUMEHsIETCS Ul JICYCHUs! CyOBEKTa, KOTOPBIH paHee IoJBeprajics JICUYeHHI0. B HEeKOTOphIX
BapUaHTax OCYIIECTBIICHNUS CyObEKT paHee He MOABEpraJics JeUeHn 0. B HEeKOTOPHIX BapHaHTaX OCYIECTBICHUS
JaHHBIN CcrTocO0 MPUMEHSETCS] B KAUeCTBE Tepaluy IEepBOH JIMHUU. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBIICHUS
JaHHBIN crToco0 MpPUMEHSIETCsl B Ka4eCTBE TEpalMK BTOPOIl JIMHWU. B HEKOTOpPBIX BapHaHTax OCYIIECTBICHUS
cyOBeKT paHee He mmojaBepraics jedeHnio uHruomropom mTOR. B HeKOoTOpHIX BapwaHTax OCYIIECTBICHHUS
CyOBEKT paHee He TOIBEPrajcs JICUSHHIO JIEKapCTBEHHBIM IIPETIapaToOM U3 TPYIIIHI IUMYCOB.

B HEKOTOPHIX BapHaHTax OCYIIECTBICHHS 00ECIIEYNBACTCS CIOCO0 MPOIJICHHUS BPEMEHH JI0 IPOTPECCHPO-
BaHus [IEKoMbl y cyOBbekTa, BKITIOUAIONINI BBEACHHE CYOBEKTY 3(h(HEKTHBHOTO KOJTMYECTBA KOMITO3UIIUH, CO-
JieprKaIiel HaHOYacTHIIbI, cofepskanire HHruouTop mTOR u anpO0ymMuH. B HEKOTOPHIX BapHaHTaX OCYIIECTBIIC-
HUS CIIOCO0 MPOJTIEBAET BpEeMsI IO MPOTPECCHPOBAHIS 3a00IeBaHus TI0 MEHbIeH mepe Ha 1, 2, 3,4, 5,6, 7,8, 9,
10, 11 wnm 12 Henens. B HexoTOphIX BapuaHTax ocymiectsieHust HHruOuTop mTOR siBisieTcs ekapCcTBEHHBIM
NpenapaToM M3 TPYHIBl JIMMYCOB. B HEKOTOpPBIX BapuaHTaxX OCYILECTBICHHS JIEKApCTBEHHBIN MNpenapar M3
TPYINBI JUMYCOB TPEJCTABIAET CHPOINMYC. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS KOMIIO3UINS COJEPKUT
Nab-cuposnmmyc. B HEKOTOPBIX BapuaHTax OCYIIECTBICHHUSI KOMITO3ULM ITpeacTaBisieT Nab-CHpoIuMyc.

B HEKOTOpBIX BapuaHTax OCYIIECTBJIECHHUs 00ECIICUMBACTCS CIIOCOO MPOJICHUSI BEDKMBAEMOCTH CyOBEKTa,
nmetorero [IEKomy, Bkitouaromuii BBeieHHe CyOBbEeKTY 3 (HEKTHBHOTO KOJIMUECTBA KOMIIO3UIINH, COJCPIKaILEH
HAHOYACTHIIBI, copepkamue nHruonTop MTOR u ans0ymMuH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS CIIOCOO
MIPOJyIeBAaET BHKUBAEMOCTh CYObEKTa TI0 MeHbIeH mepe Ha 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 18 umu 24 mecs-
ma. B HexoTopwIx BapmaHTax ocymiecTBieHHs WHTHOMTOp MTOR sBIsSeTCS NEeKapCTBEHHBIM IpenapaToM M3
TPYIIIEl JMMYCOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHSA JEKAPCTBEHHBIH MpemapaT W3 TPYMIBl JHAMYCOB
MPEICTaBISIET CUPOIUMYC. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS KOMMIO3HUIHUS comepkuT Nab-cupomumyec.
B HEeKOTOpBIX BapHaHTaX OCYLIECTBIICHNS! KOMIIO3UIIMS NpecTaBisieT Nab-cuponumyec.

B HEeKOTOpBIX BapHaHTax OCYIIECTBICHUS 00ECHEeYMBACTCS CHOCO0 OociabiieHHs OJHOTO WM Ooiee CHM-
NTOMOB y cyObekTa, nmetomiero [IEKomy, Brirouaronmii BBeZieHue CyObeKTy 3ppEeKTHUBHOTO KOJIMIECTBA KOM-
TIO3UIIMY, COJEpIKallell HaHOYacTHIEL, coaepxaiue nHrnonTop mTOR n anpOymuH. B HEeKOTOPHIX BapHaHTax
ocymiectBiieHns: nHrHOnTOp MTOR sIBiIsieTcs TeKapCTBEHHBIM IIPENapaToM M3 TPYIIIEI JIUMYCOB. B HekoTOpBIX
BapUaHTaX OCYIIECTBICHHS JICKApCTBEHHBIH MpernapaT 13 IPYIIbI JIUMYCOB IIPEACTaBISIET CHpoJIMMYyc. B Heko-
TOPBIX BapHaHTaX OCYIICCTBICHUS KOMIIO3UINS coaepkuT Nab-cuponmmyc. B HEKOTOPBIX BapHaHTaX OCYIIECT-
BJICHUS KOMITO3UIHSA TIpencTaBisier Nab-cupomammyc.

B HEKoTOpHIX BapHaHTaX OCYIIECTBIICHHUS 00ECIEUMBACTCS CIOCOO MOBBIIICHUS KauecTBa KU3HU Y CyOh-
ekta, umeromero [IEKomy, BKmodarommii BBeeHHE CyOBEeKTY 3(PPEKTHBHOTO KOJIMYECTBA KOMITO3HIIUU, CO-
JieprKariel HaHOYacTHIIbI, cofepskamre HHruouTop mMTOR u anpO0ymMuH. B HEKOTOPHIX BapHaHTaX OCYIIIECTBIIC-
Hus uHrEONTOp MTOR sBISETCA JTEKapCTBEHHBIM IMPENapaToOM U3 TPYIIIH JIUMYCOB. B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHHS JIEKAPCTBEHHBIHN TperapaT 13 TPYIIbI JUMYCOB TPEICTABISICT CHPOJIMMYC. B HEKOTOpBIX Bapu-
aHTaX OCYLIECTBJICHHSI KOMITIO3HIUS cofepXuT Nab-cuponumyc. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS KOM-
no3uys npenacrasiseT Nab-cuponumyc.

B HekoTOphIX BapuaHTax OCYyHIECTBICHUS cyObeKT paHee moxsepraics yeueHuto [IEKomsl (Takxke oTHO-
curcs K "mpenumecTByromeld Tepanuu'"). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS CYOBEKT SIBJISICTCS PE3H-
cTeHTHBIM K JsieueHnto [IEKoMbl npyruMu arenTamMu (TakuMH IperiapaTamu Ha ocHoBe MHruouropoB mTOR,
OTIMYHBIMH OT HAHOYACTHI). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS CYyOBEKT IIePBOHAYAIHHO OTBEYAN Ha
neyenue [IEKombl qpyrumMu areHtamu, HO Toclie JIeUeHHUs! OMyX0Jib MporpeccupoBana. [Ipeamectyromnie me-
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TONBI JICUCHUS BKJIIOYAIOT, HE OTPAHUYHMBASACH ITHM, XMMHOTCPAIHUIO, JIYUCBYIO TCPAITHI0O H XUPYPTHUCCKYIO
orepanuio. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS MPEIIISCTBYONIYIO TEPATHI0 OTMCHIIIH OOJIee YeM HITH 32
28 cyTOK 10 Hayaia MPOBEACHUS CIOCOOOB, OMICAHHBIX 37€Ch. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS TIpea-
MIECTBYIONTYIO TEpalfio OTMEHWJIN 3a IEPHOA, Ooliee YeM B IIATh pa3 MPEBBIMIAIONINI MTEpHO TOIypachaaa
areHTOB MPEIIIECTBYIOMICH Tepanny, 10 Hadaia MPOBEICHUS CIIOCOO0B, OIMCAHHBIX 3/1ECh.

B HeKOTOpBIX BapHaHTax OCYIIECTBICHHUS y CyObekTa mMmeeT Mecto permauBupyromas [TEKoma mocne
mpemecTBytomel Tepanuu. Hanpumep, cyOBEKT MOXKET epBOHAYAIFHO OTBETHTH HA JICYCHUE MPEIIICCTBYIO-
et repanueit, Ho [IEKoma pasBunack npumMepHo depes 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, 36, 48 nunu 60 mecs-
[EB MTOCJIC OTMEHBI MIPEIIICCTBYIOMICH TCPATIHH.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS CYOBCKT PE3UCTCHTCH K MPEIIICCTBYIOMICH TePaIIHH.

B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS y CyOBEKTa MMEJIO0 MECTO MPOrPECCHPOBAaHUE 3a00JICBaHNUs, KO-
I/1a OH HAXOJIWJICS Ha MPEIICCTBYIOMICH Tepamuu BO BpeMs JieucHus. Hampumep, y cyObeKTa IMEII0 MECTO TPo-
rpeccupoBaHue 3a0oyieBaHus MpuMepHo uepes 1, 2, 3,4, 5,6, 7, 8,9, 10, 11 wu 12 mecsueB mocie IcUcHUS
HpeIeCcTBYIOIEN Tepanue.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS CYOBEKT SABISCTCS PE3UCTEHTHRIM K MTPEIIICCTBYIONICH TEpaIHH.

B HeKOTOpPHIX BapHaHTaX OCYIIECTBICHHUS CYOBEKT HE MOIXOINT IS MIPOJOIDKCHHUS MIPEIIISCTBYIOMICH Te-
panuu, HarpuMep, 3a CUeT OTCYTCTBHUS OTBETA Ha JICUCHHNE W/MIIM 3a CUET MPOSBICHUS TOKCHIHOCTH.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS CYyOBEKT HE OTBEYAET HA TPEALICCTBYIOIIYIO TEPAITHIO.

B HeKkOTOpBIX BapHaHTaX OCYIIECTBICHUS CYOBEKT WaCTHYHO OTBEYAET HA INPEHAIISCTBYIONIYIO TEPAIIHIO
WM TIPOSIBIISICT MEHee TpeOyeMyIo CTeTIeHb pEaKTUBHOCTH Ha JIUCHHE.

B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS 00CCIICUYUBACTCS CIIOCO0 JICUSHUS JIMM(paHTHOICHOMIOMATO3a Y
cyObekTa (HampuMep, YeJI0BeKa), BKIIIOYAIOIIUN BBeICHHE CYOBEKTY 3(p(PEKTUBHOTO KONMMYESCTBA KOMITO3UIIHH,
coJiepKaIeil HaHOYACTHIIBI, cofepkanue nHruouTop MTOR (Takol Kak JEKapCTBEHHBIM MpenapaT U3 TPYIIIEI
JUMYCOB) U anbOyMuH. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS OOCCIICUYMBACTCS CIOCOO JiedueHUs JuMQaH-
rHojieioMHoMaTo3a y cyObeKkTa (HalmpuMep, 4eI0oBeKa), BKIIOUAIONNA BBEACHHE CYOBEKTY d((EKTHBHOTO KO-
JIMYECTBAa KOMITO3UIINH, CO/IepIKaIlleii HAHOYACTHUIIBI, COJIEPIKAIIIE JIEKAaPCTBEHHBIN Mpemapar U3 TPYMIbl JUMY-
COB U ambOyMHUH. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS 00ECIIeUnBaeTCs Crocod JieueHus JIuMpaHruoneio-
MHOMAaTo3a y CyObheKTa (HampuMmep, YeIoBeKa), BKIIOYAIONINA BBEACHHE CYOBEKTY 3(()EKTHBHOTO KOJMYECTBA
KOMITO3UINH, COAEprKaIled HAHOYACTHIIBI, COAEPIKaIINe JIEKAPCTBEHHBIH Mpenapar U3 TPYIIEl TUMYCOB H allb-
OyMUH, T/Ie JEeKapCTBEHHBIN MIpenapaTr U3 TPYIITEI JUMYCOB B HAHOYACTHIIAX CBA3aH (HAIPUMeEp, IIOKPHIT) C allb-
OyMHHOM. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS 00ECIIEUNBACTCS CIIOCO0 JICUSHMS TUM(PaHTHOIEHOMHIOMAa-
TO3a y CyOBeKTa (HalmpuMep, YeJIOBeKa), BKIIOYAIOIIUI BBEACHUE CYOBEKTY 3P (PEKTHBHOTO KOJIUIECTBA KOMIIO-
3UIINAH, CONICPKAIICH HAHOYACTHUIIBI, COMICPIKAIIUE JICKAPCTBCHHBINA MpenapaT U3 TPYIIIBI JIMMYCOB U albOYMUH,
I/ic HAHOYACTHIBI UIMCIOT CPEIHUN pa3Mep JacThil He Ooniee yeM mpuMepHo 150 HM (Hampumep, He Ooiice YyeM
npumepHo 120 HM). B HEKOTOpBIX BapuaHTaX OCYNICCTBICHUS OOCCICUMBACTCS CIOCOO JICUCHUS JIMM(paHTHO-
JeoMroMaTo3a y CyobeKTa (HampuMep, YeI0BEKa), BKIIIOYAIOIINN BBEICHHE CYOBEKTY 3(h(hEKTHBHOTO KOIHYEC-
CTBa KOMITO3HUITUH, COACPKAIIe HAHOYACTHUIIBI, COJICPIKAIINE JICKAPCTBCHHBIN NpenapaT U3 TPYIIIbI JIMMYCOB U
anb0yMUH, I/Ie HAHOYACTHIIBI COAEPIKAT JIEKAPCTBEHHBIH Ipenapar U3 IpyNIlsl JUMYCOB, CBA3aHHBIN (Hampumep,
MTOKPBITHIN) ¢ aTbOYMUHOM, U TJIe HAHOYACTHIIBI IMEIOT CPEIHUN pa3Mep JacTull He Oosee dem npumepHo 150
HM (Hampumep, He Oosiee yeM mpuMepHO 120 HM). B HEKOTOpPBIX BapuaHTaX OCYHIECTBICHHS OOECIICUYUBAETCS
croco0 JiedeHust TuMpanruoieioMroMaTo3a y cyobekTa (HalpuMmep, 9eJI0OBeKa), BKITIOYAIOIINN BBEACHHE CYOb-
eKTy 3¢ (EeKTHBHOTO KOJINYIECTBA KOMITO3UIINH, COACPKAIIEH HAaHOYACTHIIBI, COICPIKAIIIE CHPOINMYC U YeTIOBE-
YECKHI anbOyMUH, TNl HAHOYACTHIIBI COJCPKAT CHPOIMMYC, CBS3aHHBIN (HAIIpUMeEp, MOKPHITHIH) ¢ YeloBeye-
CKUM aJIbOYMUHOM, TJi¢ HAHOYACTHIBI UMCIOT CPEIHUN pa3Mep YacTHil He Oornee dem mpumepHo 150 M (Ha-
npumep, He Oosiee yeMm npuMepHo 120 uM, Harpumep npumepHo 100 HM), Tie MacCOBOE COOTHOLIEHHE YelloBe-
YECKOT0 aIbOYMHHA U CHPOJIMMYCa B KOMITO3UIIMH PAaBHO mpuMepHo 9:1 wim Hipke (Hampumep, npuMepHo 9:1
win npuMepHo 8:1). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS 00CCIIEYMBACTCS CIIOCOO JICUCHUS JIMM(paHTHO-
JeiioMroMaro3a y cyobekTa (HampuMep, YeI0BEKa), BKIIIOYAIOMINN BBEICHHE CYOBEKTY 3(h(HEKTUBHOTO KOIHYC-
CTBa KOMIIO3UITNH, coieprkamieid Nab-cuponmnmyc. B HEKOTOPBIX BapmMaHTaX OCYIIECTBIICHHS OOECTIEYMBAETCS
croco0 JiedeHust TuMpanrnoieioMroMaTo3a y cyobekTa (HalpuMep, 9eJI0OBeKa), BKITIOYAIOINN BBEACHHE CYOb-
ekTy d¢pdexTuBHOrO KoNMMuecTBa Nab-cupoiumyca. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS WHTHOUTOP
mTOR (Tako#t Kak JeKapCTBEHHBIH MperapaT U3 TPYIIILI JIMMYCOB) BBOIAT B J103€ MpUMepHO OT 10 10 mpumep-
HO 150 Mr/M?, BKIIIOUas, HAIIPEMED, MPUMEpHO oT 45 10 mpuMepHo 100 mr/m” i mpumepro ot 75 10 100 mr/m>.
B HeKoTOpHIX BapHaHTaX OCYIISCTBICHHS JEKAPCTBEHHBIA IIpemapaTr M3 TPYIIBI JIUMYCOB BBOIAT B 03¢ MPH-
MepHO 100 Mr/mM’. B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHMS JIEKAPCTBEHHBIN MpenapaT W3 IPYIIBI JHMYCOB
BBOJAT B J03¢ NMPUMEPHO 75 Mr/M°. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHS JIEKAPCTBEHHBIH Mperapar u3
IPYIIIBI IMMYCOB BBOJAT B 03¢ MPUMEPHO 56 Mr/M’. B HEKOTOPBHIX BAPHAHTAX OCYIICCTBICHHS KOMIO3HIIHS
HAHOYACTHII JICKAPCTBCHHOTO TpErapara u3 rPYyIIbl JUMYCOB BBOIUTCS CKEHEICIEHO. B HEKOTOPBIX BapHaHTaX
OCYILICCTBIICHHS KOMIIO3UIUSI HAHOYACTHUI] JICKAPCTBEHHOTO Tperapara U3 TPyl JUMYCOB BBOJSAT JIBa pa3a B
Tpu Henenu (Hampumep, Ha 1 u 8 cyTku 21-CyToyHOTO NHKIa). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS KOM-
MIO3HIIMIO0 HAHOYACTHI] JIEKAPCTBEHHOTO TIperapara U3 TPYIIBI JJUMYCOB BBOAAT TPH pasa B UETHIPE HEAeNH (Ha-
npumep, Ha 1, 8 u 15 cyTku 28-cyToduHoro nukia). B HEKOTOPHIX BapuaHTaX OCYIIECTBICHHS KOMITO3UITUIO Ha-
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HOYACTHI] JICKAPCTBECHHOTO Mpeapara U3 rPyIbl JUMYCOB BBOIST BHYTPUBEHHOW MH(y3uel B TeueHue 30 MUH.

B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS! 00€CTIEYHBACTCs CIIOCO0 JICUCHHST aHTHOMUOJIUIIOMBI y CYOBEKTa
(Hampumep, YeToBeKa), BKIIOYAIONINNA BBeleHHE CYOBEKTY 3(h(HEKTHBHOTO KOJIMUYECTBA KOMIIO3HUIIMH, COJIEPKa-
e HaHOYACTHIIBI, cosieprkantie HHruouTop mTOR (Takol kKak JIeKapCTBEHHBIN TIpenapaT U3 TPYIIII JUMYCOB)
1 ampOyMHUH. B HEKOTOPBIX BapHaHTaX OCYIISCTBIICHHS 00ECIEUYHBACTCS CHOCOO JICUCHUS! aHTHOMHOIHUIIOMEI Y
cyOBekTa (HampuMmep, YeIoBeKa), BKIIOYAIONINKN BBEACHHE CYOBEKTY 3(PPEKTUBHOTO KOJIUIECTBA KOMITO3HIIAH,
coJiep KaIel HaHOYACTHIIBI, COJIEPIKAIIIE JICKAaPCTBEHHBIH IpenapaT U3 TPYIIIBI IIMYCOB U anb0yMuH. B Heko-
TOPBIX BapHaHTaX OCYIIECTBICHHUS 00SCTICUNBACTCS CITOCO0 JICUSHUSI aHTHOMHUOJIUTIOMBI Y CyOBheKTa (Harmpumep,
YeJIOBeKa), BKIIOYAIOIINI BBeieHHE CYOBEKTY 3 (PEeKTUBHOTO KOJMYECTBA KOMITO3UIIUH, COAEpKalel HaHOYa-
CTHIIBI, COJICPIKAIIIE JICKAPCTBCHHBIN MpenapaT U3 TPYIIbI JUMYCOB M albOyMHUH, IJIe JICKAPCTBEHHBIN Tpera-
paT U3 TPYIIEI JINIMYCOB B HAHOYACTHIIAX CBsI3aH (HAIpUMEp, TIOKPHIT) ¢ albOYyMHUHOM. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHSI 00ECTIEYUBAETCS CIIOCO0 JICUCHNSI aHTMOMHOJIMIIOMBI y cyOBbeKTa (HalpuMep, 4eIoBeKa), BKIIO-
Yarouui BBeJCHNUE CyOBEKTy 3((PEKTUBHOTO KOJMYECTBA KOMIIO3UIMH, COJEpIKaIleil HaHOYACTHIIBI, COJIepKa-
e JCKapCTBCHHBIN Mperapar U3 TPYIIEI JIMMYCOB U albOyMUH, IIe HAHOYACTHIBI UMCIOT CPEIHHUN pa3Mep
gacTuIl He Oosree yeM npumepHo 150 HM (Hanpumep, He Oosiee yeM npuMepHo 120 HM). B HEKOTOPHIX BaphaH-
Tax OCYIIECTBJICHUS OOECTIEUMBAETCS CIOCO0 JICUESHUS aHTMOMHOJIMIIOMBI y CyOBeKkTa (HalpuMep, 4eloBeKa),
BKITIOYAONTNIA BBEACHHE CYOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UIMH, COAEpKaIleii HaHOYACTHUIIBI, CO-
JIep KalIie JeKapCTBEHHBIN TpenapaT U3 TPYIIBI JIMMYCOB U albOYMHH, TJ¢ HAaHOYACTHUIIBI CO/IEepKaT JEKapCT-
BEHHBIH Ipernapar u3 TPy JUMYCOB, CBSI3aHHBIN (HaIPIMep, TOKPHITHIN) ¢ aTbOYMHHOM, U TJ¢ HAHOYACTHIIHI
UMEIOT CPEeIHUH pa3Mmep JacTull He Oosiee yeM puMepHo 150 HM (Hampumep, He Ooree yeM npumepHo 120 HM).
B HexoTOpBIX BapHaHTaX OCYIIECTBIECHHS 00ECIIeUnBaETCs CIIOCO0 JICUCHUS] aHTHOMUOJIMIIOMBI Y CyOBbeKTa (Ha-
IpUMep, YeJIOBEKa), BKIIIOYAIOMINI BBeACHHE CYOBEKTY 3(P(PEKTHBHOTO KOIMYECTBA KOMITO3UIINH, COJCPIKaILCH
HAHOYACTHIIBI, COJICPIKAIIUEC CHPOIUMYC U YeJIOBECYCCKHUI abOYMUH, IJie¢ HAHOYACTHIEI COICPKAT CUPOJIAMYC,
CBSI3aHHBIN (HApUMEp, TOKPHITHII) C YEIOBCUYCCKUM allb,OYMHHOM, IJI¢ HAHOYACTHIIEI UMEIOT CPEIHUA pa3Mep
yacTHl He 6oisiee yeM npuMepHo 150 HM (HanpuMmep, He Gosee yeM npumepHo 120 HM, Harrpumep npumepHo 100
HM), TJIeé MacCOBOE COOTHOIICHHE YEIOBEUECKOTO albOyMHHA U CHPOJIMMYCa B KOMIIO3UIIMH PaBHO IIPHMEPHO
9:1 wim Hwke (Hanpumep, npuMmepHo 9:1 wimm npuMepHo 8:1). B HEKOTOPBIX BapHaHTax OCYIIECTBICHHS 00ec-
TIEYMBACTCS CIMOCO0 JICYCHUS] aHTHOMHUOJIMIIOMBI y CyOBeKTa (HampuMep, 4YelioBeKa), BKIIIOYAIONINNA BBEICHUE
cyOBeKTy 3(PPEKTHBHOTO KOJIMYECTBA KOMIIO3HIHH, cojaepkamieii Nab-cuponumyc. B HeKoTOphIX BaphaHTax
OCYIIIECTBIICHHUST 00€CTIEIUBACTCS CIIOCO0 JICUCHHSI aHTHOMUOJIHMIIOMBI Y CYyObeKTa (HalpuMep, 4eJI0OBEKa), BKITIO-
YJaIONINil BBEJEHUE CYOBheKTY 3P PEKTHBHOTO KomuecTBa Nab-cupoimmyca. B HEKOTOPBIX BapHaHTax OCYIIECT-
BJICHHS JIEKAPCTBEHHBIH MPEIapat U3 rPYIIbl TUMYCOB BBOIAT B 03¢ MpUMepHo oT 10 10 mpumepro 150 mr/v’,
BKJTIOYAs, HAPEMEP, IPUMEPHO OT 45 110 mpuMepHo 100 Mr/M° 1 pumepHo ot 75 10 100 Mr/m°. B HeKOTOpHIX
BAPHAHTAX OCYIIECCTBIICHHS JICKAPCTBEHHBIH IIPEMapaT U3 TPYIIIBI IMMYCOB BBOJAT B 03¢ MpuMepHO 100 mr/m?.
B HEKOTOpBIX BapHaHTaX OCYIICCTBICHHS JCKAPCTBCHHBIN MpemapaTr U3 TPYIIIBI JIMMYCOB BBOIAT B JI03¢ IPH-
MepHO 75 Mr/M°. B HEKOTOPBIX BAPHAHTAX OCYIICCTBIICHHS JICKAPCTBEHHBIN MPENapaT U3 TPYIIEI THMYCOB BBO-
JAT B 03¢ TIPUMEPHO 56 Mr/M”. B HEKOTOpPHIX BApPHAHTAX OCYIICCTBICHHS KOMIIO3HINS HAHOYACTHI] JIEKAPCT-
BEHHOTO TIperapaTa W3 TPYIIBl JIUMYCOB BBOIUTCS €)XEHEACThHO. B HEKOTOPHIX BapHaHTax OCYIIECTBICHHUS
KOMITO3UITMIO HAHOYACTHII JIEKAPCTBEHHOTO MpemnapaTa 13 TPYIIIEI JUMYCOB BBOIAT ABa pa3a B TPH HeJenu (Ha-
npumMep, Ha 1 u 8 cyTku 21-cyTouHOTO IMKIa). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS KOMITO3HUIINIO HAHOYA-
CTHII JIEKAPCTBEHHOTO TperapaTa U3 TPYIITHI JINMYCOB BBOIAT TPH pa3a B UeThIpe HeAenw (Hampumep, Ha 1, 8 u
15 cytku 28-cyTounHoro mukia). B HEKOTOPBIX BapHaHTaxX OCYNIECTBICHHS KOMITO3UIMIO HAHOYACTHI] JIEKAPCT-
BEHHOT'O TIpernapara u3 TPpyYIIIbI JIUMYCOB BBOJST BHYTPUBCHHOW HH(Y3uel B TeucHue 30 MUH.

B HeKOTOpHIX BapHaHTax OCYIIECTBICHHS OOECIeUMBAETCSI CHOCO0 JICYCHUs! CBETJIOKIETOYHBIX 'caxap-
HBIX" OITyXoJieii JIerkoro y cyObekra (HanpuMep, 4eloBeKa), BKIIOUAIOIIUKA BBeIeHNE CYOBEKTY 3(PEKTHUBHOTO
KOJIMYECTBA KOMIIO3HIIUY, COJCPKANICH HAHOYACTHIEI, conepkanue MHruoutTop mTOR (Takoil kak yekapct-
BEHHBIH Mpemapar U3 TPYIIBI JIMMYCOB) U allbOYMHUH. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHUS 00ECTICYNBACTCS
CIOCO0 JIeYeHHs CBETIIOKJIETOYHBIX "caxapHBIX'" OIyXOJIeH JIETKOro y CyObeKTa (Hampumep, 4ejoBeKa), BKIIO-
YaroIUi BBeJCHHE CYOBEKTY F((PEKTHBHOTO KOIMYECTBA KOMIIO3HIINH, COAEpIKaIlel HAHOYACTHIIBI, COMepkKa-
IHe JIEKapCTBEHHBIN Tperapar W3 TPYNIBl JUMYCOB W albOyMHH. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS
obecreunBaeTcs Croco0 JICYSHUS CBETIOKJIETOYHBIX "caxapHBIX" OMyXOJeil JIeTKoro y cyObekTa (Hampumep,
YeJI0BeKa), BKITIOYAIONINIA BBEeJICHNE CyOBheKTy 3 (HEKTHBHOTO KOJMYECTBAa KOMIIO3HUIIMH, COAEpKaIleii HaHO9a-
CTHIIBI, COJepKaIIie JEKapCTBCHHBIN IpenapaT U3 TPyl JUMYCOB M albOyMHUH, I/I€ JIEKapCTBEHHBIN Ipema-
pat u3 TPYNIbI IUMYCOB B HAHOYACTHIIAX CBA3aH (HAIIpUMeEp, TIOKPHIT) ¢ aTbOYMHUHOM. B HEKOTOPHIX BapHaHTaxX
OCYIIECTBIICHHSI 00ecTIeunBaeTCs Crioco0 JIEYeHUs CBETIIOKJICTOUHBIX "CaXxapHBIX" OIyX0JeH JIErKOTo y CyObhek-
Ta (HampuMep, YeoBeKa), BKIIOYAIOINH BBECHUE CYOBEKTY 3((PEKTUBHOTO KOJMYECTBA KOMITO3HLIUH, COJIep-
JKaleil HaHOYACTHUIIBI, COAEPIKAIINe JICKAPCTBCHHBIN TpenapaT U3 PYIIbI JUMYCOB U allbOYMUH, TJIc HAHOYA-
CTHIBI UMEIOT CPEeTHUH pa3Mep 4acTHLl He Oosee yeM mpumMepHo 150 HM (Hanmpumep, He Oojiee YeM MPUMEPHO
120 HM). B HekoTOpBIX BapHaHTax OCYLIECTBJICHHS OOECIIEYMBAETCS! CIOCOO JICUCHHs CBETIOKIETOYHBIX "ca-
XapHBIX" OIyXOJIeH JIerkoro y cyObekTa (Harmpumep, 4ejoBeKa), BKIIOYArOUIHi BBEJCHNUE CYOBeKTY 3¢ (HeKTHB-
HOTO KOJIMYECTBA KOMITO3UIIMH, COAep KAIIeH HAaHOYACTHUIIBI, COAEpIKaIllie JIeKapCTBEHHBIN penapaT i3 TPYIIIBI
JMYCOB U aTbOyMHH, T1Ie HAHOYACTHUIIBI COJIEpIKAT JICKAPCTBEHHBIHN IpenapaT U3 IPYIIIbl JIMMYCOB, CBSI3aHHBIH
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(HanpuMep, TOKPBITHIN) C albOYMHUHOM, M TJle HAHOYACTHIGI UMEIOT CPEAHHUI pasMep yacTuil He Oojee yeM
npumepHo 150 HM (Hanpumep, He Oosee yeM mpumepHo 120 HM). B HEKOTOpPBHIX BapumaHTaX OCYIIECTBICHHS
obecrieunBaeTcs Croco0 JICYSHUS CBETIOKJIETOYHBIX "caxapHBIX" OMyXOJeil JIeTKoro y cyObekTa (Hampumep,
YeJIoBeKa), BKIIOYAIONINA BBeJICHNE CyOBheKTy 2 (HEKTHBHOTO KOJMYECTBAa KOMIIO3HUIIMH, COAepKaleii HaHO9a-
CTHIIBI, COAEPIKAIINE CHPOINMYC H YEIOBEUYECKH anbOyMUH, TJIe HAHOYACTHIIBI COMIEPKAT CHPOIMMYC, CBSI3aH-
HBIH (HampuMep, TOKPHITHI) C 4eJIOBEYECKUM albOyMHHOM, II€¢ HAHOYACTHIBI HMEIOT CPETHUN pa3Mep JacTHUIl
He Oosiee yem mpumMepHo 150 HM (Hampumep, He Oosree ueM npuMepHo 120 HM, Hanpumep npuMepHo 100 HM),
T/Ie MacCOBOE COOTHOIICHHE YEJIOBEYECKOTO albOyMIHA ¥ CHPOJIMMYCa B KOMITO3UIIMH PaBHO MPUMEpHO 9:1 mim
HIDKe (HampuMmep, npuMepHo 9:1 nim npumepHo 8:1). B HEKOTOPHIX BapHaHTax OCYLIECTBIICHHS 00ecIieunBaeT-
Csl CHOCO0 JIeYEeHHs CBETIIOKJICTOYHBIX "caxapHBIX" OIyXOJed JIerKoro y cyObekra (Hampumep, 4YeloBeKa),
BKJTIOYAIOLINH BBEICHHE CYOBEKTY 3((EKTHBHOTO KOJIMYECTBA KOMITO3HMIMH, coaepkamieil Nab-cupomumyc. B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS 00ECIICUMBAETCS CIIOCOO JICUCHHUS! CBETIIOKJICTOUHBIX "caXxapHBIX" OIy-
XOJIeH JIeTKoro y cyObekTa (HampuMmep, 4eloBeKa), BKIIOYAIOMNI BBeJeHUE CYOBeKTY d((EeKTHBHOTO KOJIHMYe-
crBa Nab-cuponnmyca. B HEKOTOpBIX BapHaHTaX OCYLIECTBIICHHS JICKAPCTBEHHBIH IpenapaT u3 TPYIIIbI JINMY-
COB BBOJIAT B 03¢ puMepHO oT 10 10 mpumepro 150 Mr/m’, BKiIrOYasi, HAIPHUMEp, IPUMEPHO OT 45 110 prMep-
Ho 100 Mr/M* 1 mpuMepHO oT 75 10 100 Mr/m’. B HEKOTOPHIX BAPHAHTAX OCYIECTBICHHUS JTCKAPCTBEHHBII Tpe-
apaT W3 IPYIIIEL JHMYCOB BBOIST B 03¢ mpuMepHo 100 Mr/m°. B HEKOTOPBIX BAPHAHTAX OCYILIECTBICHHUS Jic-
KapCTBEHHBIN Mpenapar u3 IPyIIibl JUMYCOB BBOJST B J103€ MPUMEPHO 75 Mr/™m’. B HEKOTOPBIX BapHaHTaX OCy-
I{ECTB/ICHAS JIEKAPCTBEHHBII MperapaT U3 IPYIIIbI IAMYCOB BBOJAT B 03¢ IPUMEPHO 56 Mr/M>. B HEKOTOPBIX
BapHaHTaX OCYIIECTBIICHHMS KOMIIO3UIMS HAHOYACTHII JICKAPCTBEHHOTO IpenapaTa U3 TPYIIBI JUMYCOB BBOIUT-
sl ©XKEHeeTIbHO. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS KOMITO3HMIMIO HAHOYACTHII JIEKAPCTBEHHOTO TIperia-
parta u3 TpyNIbl JIMMYCOB BBOJSAT Ba pa3a B TpH HelenH (Hampumep, Ha 1 u 8 cyTku 21-cyTouHoro nukia). B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS KOMITO3HMIMIO HAHOYACTHI] JICKAPCTBEHHOT'O IIpenapara M3 TpyMIbl JIU-
MYCOB BBOJST TPHU pa3a B 4eThIpe Henesu (Hanmpumep, Ha 1, 8 u 15 cyrkn 28-cyrouHoro nukia). B HekoTopsIx
BapUaHTaX OCYLIECTBICHHUS KOMIIO3UINIO HAHOYACTHIL JIEKAPCTBEHHOTO IperapaTa U3 TPYIIIbl IUMYCOB BBOJST
BHYTpPUBEHHOU nH(]y3ueii B Teuenne 30 MuH.

B HekoTopwIx BapuaHTax ocyIiecTBieHus: obecneunBaercsi crocob yedenns [IEKomel-NOS y cyOnekTa
(Hampumep, YeroBeKa), BKIIOYAIONINNA BBeIeHHE CYOBEKTY 3(h(HEKTHBHOTO KOJIMYECTBA KOMIIO3HUIIMH, COJIEPKa-
e HaHOYAaCTHUIIBI, cosieprkantie HHruouTop mTOR (Takol Kak JIeKapCTBEHHBIN TIpenapaT U3 TPYIIILI JUMYCOB)
1 anbOyMuH. B HEKOTOpBIX BapuaHTax ocCymiecTBiIeHHUs obecneunBaercs crocod yedenus [TEKombl-NOS y
cyOBekTa (HampuMmep, 4eIoBeKa), BKIIOYAIONINKN BBeACHHE CYOBEKTY 3(PPEKTUBHOTO KOJIUIECTBA KOMITO3HIIAH,
coJieprKalliel HaHOYACTHIIbI, COJIepKallie JISKapCTBEHHBIH Mpenapar U3 TPyIIIbl JMMYCOB U alnbOyMHH. B Heko-
TOPBIX BapHaHTaX OCYMIECTBICHHs oOecmeunBaercs crmocob neuenus [TEKombel-NOS y cyObekTa (Hampumep,
YeJIOBeKa), BKIIOYAIOIINI BBeIeHHE CYOBEKTY 3 (PEeKTUBHOTO KOJMYECTBA KOMITO3UIIUH, COEpKallell HaHOYa-
CTHIIBI, COJEPIKaIUe JIEKAPCTBEHHBII Npenapar u3 IPyNIbl JUMYCOB U albOYMHH, I'/ie JISKapCTBEHHBIN Tperna-
par u3 TpyNIBI JUMYCOB B HAHOYACTUIAX CBA3aH (HAIPHMeED, IOKPHIT) C albOyMHHOM. B HeKOoTOpBIX BapuaHTax
ocymuiecTBiieHHsT obecnieunBaeTcst criocod nedenus: [IEKombI-NOS y cyObexTa (HampuMep, 4elloBeKa), BKIIIO-
YaroInil BBeICHHE CYOBEKTY F((PEKTHBHOTO KOIMYECTBA KOMIO3HIINH, COAEpIKaIlel HAHOYACTHIIBI, COMepkKa-
Iye JIEKapCTBEHHBINA TMperapar W3 TPYIIEI JIUMYCOB U albOyMUH, TI€ HAHOYACTHII UMEIOT CPEIHHUN pa3sMep
gacTuIl He Oosree yeM npumepHo 150 HM (Hanpumep, He Oosiee yeM npuMepHo 120 HM). B HEKOTOPHIX BaphaH-
Tax ocymectBieHus: obecreunBaetcst crocod nedenus [IEKomp-NOS y cyObekta (Hampumep, deioBeKa),
BKITIOYAIONINI BBEACHHE CYOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UINH, COAEpIKaIleii HaHOYACTHUIIBI, CO-
JieprKalie JIeKapCTBEHHBIH Mpenapar U3 TPYIIEl JIMMYCOB M albOyMUH, T1€ HaHOYACTHIBI COEPXKAT JIEKapCT-
BEHHBIU NpernapaT U3 TPYNIEI JUMYCOB, CBSI3aHHBIHN (HAaIIpuMep, MOKPHITHIH) C albOYMUHOM, U TJi¢ HAHOYACTHIIBI
MMEIOT CpeTHHUI pa3Mep JacTull He Ooiee yeM npuMepHo 150 HM (Hampumep, He Ooiee 4eM npumMepHo 120 HM).
B HekoTOphIX BapmaHTaxX OCYIICCTBICHHUS obOecneumBaetcs criocoO neueHuss [IEKoMb-NOS y cyObekra (Ha-
IpUMeEp, YEeJIOBEKA), BKIIIOYAIOINI BBeACHHE CYOBEKTY 3P (PEKTHBHOTO KOIMYECTBA KOMITIO3UIIMH, COJCPIKaILEH
HAHOYACTHIIBI, COAEPIKAIINe CHPOJIMMYC M YEIOBEYECKUI aabOyMUH, TAe HAHOYACTHIBI COJEPIKAT CHPOINMYC,
CBSI3aHHBIN (HApUMep, MOKPHITHII) C YeIOBEUYECKUM alTbOYMHHOM, I/Ie¢ HAHOYACTHIIEI UMEIOT CPEeIHUA pa3sMep
gacTHIl He Oosee yeM puMepHo 150 HM (Hampumep, He 6osiee uem nmpuMmepHo 120 uM, Hanpumep npumepro 100
HM), TJIeé MacCOBOE COOTHOIICHHE HYEIOBEUECKOTO albOyMHHA U CHPOJIIMMYCAa B KOMIIO3UIIMH PAaBHO IIPHMEPHO
9:1 wim Hwke (HanpuMmep, npuMmepHo 9:1 wimm npuMepHo 8:1). B HEKOTOPHIX BapHaHTax OCYIIECTBICHHS 00ec-
neunBaetcs criocod neuennus [IEKomp-NOS y cyObekTa (HanmpuMmep, 9eoBeKa), BKIIOYAIONINNA BBEACHHE CYOb-
eKTy 3¢ (eKTHBHOTO KOIMIECTBA KOMIIO3UINH, conepxkamieii Nab-cuponnmyc. B HEKOTOPBIX BapraHTax OcCyIie-
cTBieHUs obecrnieunBaetcst criocod seueHns [IEKomb-NOS y cyObekra (HanmpuMep, 4enoBeKa), BKIIOUAIOIIUHA
BBe/IcHHE CYOBEKTY 3(QeKTHBHOTO KonmuecTBa Nab-cuponumyca. B HEKOTOpBIX BapHaHTaxX OCYILIECTBICHUS
JIeKapCTBEHHBIH MperapaT U3 TPYIIIbI TMMYCOB BBOISAT B 03¢ HpUMepHO oT 10 10 npumepro 150 mr/m>, BKIO-
4asi, HapUMep, IPUMEPHO OT 45 10 mpumepHo 100 Mr/m” 1 mpumepHO 0T 75 10 100 Mr/™M”. B HeKOTOPHIX Bapu-
aHTaX OCYIIECTBIICHHS JEKAPCTBEHHBII MPEmapar U3 TPYIIIE IMMYCOB BBOJAT B 03¢ mpumepHo 100 mMr/m°. B
HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS JIEKAPCTBEHHBIN Mpenapar U3 rPpyIIsl JUMYCOB BBOJIST B JI03€ IIPUMeEp-
HO 75 Mr/M’. B HEKOTOPBIX BApHAHTAX OCYIECTBIICHHS JICKAPCTBEHHBIH MPEMapaT H3 IPYIIIb TUMYCOB BBOIST B
03¢ TIPEMEPHO 56 Mr/M”. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHMS KOMIIO3HINS HAHOYACTHII JIEKAPCTBEHHOTO
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npenapara M3 TPYIIbl JUMYCOB BBOAWUTCS €XEHEIeIbHO. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS KOMIO3H-
[0 HAHOYACTHII JIEKAPCTBEHHOTO Mpernapara u3 IPYIIbI JIMMYCOB BBOJST [Ba paza B TPU Hejenu (Harmpumep,
Ha 1 u 8 cyTku 21-cyTodHOTO IMHKIIA). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS KOMITO3UITUIO HAHOYACTHIL Jie-
KapCTBEHHOTO TpeTapaTa 13 TPYIIIEI IMMYCOB BBOJAT TP pa3a B UEThIpe Henmenu (Hampumep, Ha 1, 8 u 15 cyTku
28-cyTo4HOTO NHKJIa). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS KOMITO3HIIMIO HAHOYACTHI] JIEKAPCTBEHHOTO
mpernapaTa U3 TPYIITHL JUMYCOB BBOJISAT BHYTPUBEHHOH HH(DYy3uUei B TeueHue 30 MUH.

B HEKOoTOPHIX BapHaHTax OCYIIECTBICHUS obecrieanBaeTcs crmocob eueHus: Meractatndeckoit [IEKomer y
cyOBekTa (HampuMmep, YeIoBeKa), BKIIOYAIONINKN BBEACHHE CYOBEKTY 3(PPEKTUBHOTO KOJIUISCTBA KOMITO3HIIAH,
coJieprKalie HaHOYaCTHIIBI, coepskaniie nHrnonTop mTOR (Tako# Kak JIeKapCTBEHHBIH MperapaT 13 TPYIIIIbI
JMMYCOB) M abOyMuH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS 00ECIIeYNBAETCS CII0CO0 JICUSHHUs] MEeTacTaTh-
yeckoil [IEKoMBI y cyOBekTa (HanmpumMep, denoBeka), BKIIOYAONIUK BBeJIeHNE CyObeKTy 3(p(heKTHBHOTO KOJH-
YyecTBa KOMIIO3UIIMH, COAEprKalle HAaHOYACTHIIBI, COAEpIKaIie JICKapCTBEHHBIH Mpenapar u3 TPyl JINMYCOB
u anbOyMuH. B HEKOTOPHIX BapuaHTax OCYLIECTBIICHHS OOECIICUMBAETCS CIIOCOO JICYCHHS METacTaTHYECKOH
[NEKoms! y cyObekTa (Hampumep, 4eloBeKa), BKIIOYAIONIMHA BBeICHHE CYOBEKTY H(PQEKTHBHOTO KOJIMYECTBA
KOMITO3UINH, COAEpIKaIleld HAHOUYACTHIIBI, COAEPIKAIINe JIEKAPCTBEHHBIH Mpenapar U3 TPyl TUMYCOB H allb-
OyMUH, T/Ie JEeKapCTBEHHBIN MIpenapaTr U3 TPYIITEI JUMYCOB B HAHOYACTHIIAX CBA3aH (HAIPUMeEp, ITOKPHIT) C allb-
OyMHHOM. B HEKOTOpBIX BapuaHTaX OCYIIESCTBJICHHs 0OeCTeunBaeTCs Crocod nedeHus metactatnieckon [1E-
Kowmsb! y cyObekTa (HampuMep, deioBeka), BKIIOYAIOINA BBeIeHHE CYOBEeKTY 2 ()EKTUBHOTO KOJIMIECTBA KOM-
TIO3WIINH, COJepKaIe HAHOYACTUITHI, COMEpIKAIe JIEKAPCTBEHHBIN IpenapaT M3 TPYMIbl JIUMYCOB U anb0y-
MUH, TJI¢ HAHOYACTHUIIBI UMEIOT CPEIHUI pa3Mep JacThil He Oosee deM npumepHo 150 HM (Hampumep, He OoJiee
yeM npuMepHO 120 HM). B HEeKOTOpBIX BapHaHTaX OCYLIECTBICHHSI 00ECIIEYNBACTCS CIIOCOO JICYCHUS] METacTa-
trueckoit [IEKombl y cyObekTa (Hampumep, 4enoBeKka), BKIIOYAIOMINI BBeJCHHE CYOBEKTY 3(h(HEeKTUBHOTO KO-
JMYECTBa KOMIO3UINH, COJEprKalleil HAaHOYACTHIIBI, COJEpIKallie JISKapCTBEHHBIN MpernapaT U3 IPYMIIb JIUMY-
COB M aJbOYMHUH, I'7le HAHOYACTHUIIBI COAEPKAT JICKAPCTBEHHBIN ITpenapar U3 TPyHIbl JIUMYCOB, CBSI3aHHBIH (Ha-
HpUMep, TOKPBITHIN) ¢ albOyMUHOM, M TI'/Ieé HAHOYACTHIBI HMEIOT CPEJHUMA pa3Mep JacThI] He Oojiee YeM Ipu-
MepHo 150 aM (Harmpumep, He Oosee yeM puMepHo 120 HM). B HEKOTOPHIX BapraHTaxX OCYIIECTBICHUS o0ectie-
guBaeTcs crocob jeuenus meracrarndeckoi [TEKoMel y cyObekTa (Hampumep, 4elloBeKa), BKIIOUYAIOIINNA BBe-
JIeHne CyOBEeKTY 3(P(PEKTHBHOTO KOJIMYECTBA KOMIIO3UINH, COIEprKalleii HAHOYACTHIIBI, COACpIKAIINe CHPOIH-
MYC U 4eJOBEYEeCKHI anbOyMUH, T/Ie¢ HAHOYACTHUIIBI COAEPIKAaT CHPOIMMYC, CBSI3aHHBIA (HApHMep, TIOKPHITHIHN) ¢
YEeJIOBEYECKUM ATbOYMHHOM, TJIeé HAHOYACTHIIHI UMEIOT CPEeIHUIN pa3Mep 4JacTHIl He Oojee yeM mpumepHo 150
HM (Hampumep, He Oomnee yeM mpumepHo 120 HM, Hanpumep npumepHo 100 HM), rIe MaccoBO€ COOTHOIIICHUE
YeJIOBEUECKOT0 albOyMHUHA M CHPOJIMMYCa B KOMITO3HMIIMH PaBHO MpUMEpHO 9:1 mim Hike (Harpumep, IpuMep-
HO 9:1 wm npumepHo 8:1). B HeKoTOpBIX BapnmaHTax OCYIIECTBJIECHHUsS oOecrieunBaeTcsl Crocod JeYeHUs! MeTa-
cratnyeckoil [IEKombl y cyObekra (Hanpumep, 4eloBeKa), BKIIOYAIOUINN BBEACHHE CyOBEeKTY 3((PEKTUBHOTO
KOJIMYECTBa KOMITO3ULIMH, coaepxkanield Nab-cuponnmyc. B HEKOTOpBIX BapnaHTax OCYIIECTBJICHUs obecrieun-
Baercs crioco0 neyennst meracrarndeckoil [IEKoMer y cyObekTa (Hanmpumep, 4enoBeKa), BKIIOUAIOIIUI BBee-
HHE CyOBeKTy ¢ ¢eKTuBHOrO Kosmuectsa Nab-cuposinmyca. B HEKOTOpPBIX BapnaHTaxX OCYIIECTBICHHUS JieKap-
CTBEHHBIH TIperapar W3 IPYIIIbl TAMYCOB BBOIAT B 103¢ MpUMepHO oT 10 10 mpumepHo 150 mMr/m’, BKImouas,
HATpUMep, IPUMepHO 0T 45 10 mpumepHo 100 Mr/M° 1 puMepHo 0T 75 10 100 Mr/M”. B HEKOTOPBIX BAPHAHTAX
OCYILECTBIICHHUS JIEKAPCTBEHHBII MPEIIapaT 13 TPYIIIBI IMMYCOB BBOAT B 03¢ npuMepHo 100 mMr/m”. B HekoTo-
PBIX BapHaHTaX OCYIICCTBICHUS JICKAPCTBEHHBIM NpemapaT W3 TPYIIHBI JIUMYCOB BBOAAT B 03¢ IPUMEpPHO 75
Mr/m’. B HEKOTOPHIX BAPHAHTAX OCYIECTBIICHHS JEKAPCTBEHHBII PENapaT U3 TPYIIIBI TAMYCOB BBOIAT B 03¢
IpUMEPHO 56 Mr/M”. B HEKOTOPBIX BAPHAHTAX OCYIIECTBJICHHS KOMIIO3HIIMS HAHOUACTHI JIGKAPCTBEHHOTO TIpe-
napara U3 TPYNIIEl JIUMYCOB BBOJMTCS €KCHEAENHbHO. B HEKOTOPHIX BapHaHTaX OCYLIECTBICHHS KOMITO3HIUIO
HAHOYACTHII JICKAPCTBCHHOTO TIperiapaTa U3 TPYIIbI JIMMYCOB BBOJIAT JIBa pa3a B TPHU HeJeNH (Hampumep, Ha 1 1
8 cyrtku 21-cyTouHOoro nukia). B HEKOTOpPBIX BapHaHTaX OCYILECTBICHHS KOMITO3MLINIO HAHOYACTHIL JIEKapCT-
BEHHOT'0 IpenapaTa U3 IpyMNIlbl JUMYCOB BBOJST TPU pa3a B UEThIpe HeAenu (Hampumep, Ha 1, 8 u 15 cytku 28-
CYTOYHOTO IIMKJa). B HEKOTOPHIX BapHaHTaX OCYLIECTBICHHS KOMIO3UIMIO HAHOYACTHI] JIEKAPCTBEHHOTO IIpe-
mapaTa U3 TPYIIIEI JUMYCOB BBOJST BHYTPUBEHHOH nH(pY3uer B TedeHne 30 MuH.

B HexoTOpBIX BapHaHTaxX OCYIIECTBICHHSA O0ECIEUNBACTCS CHOCOO JICUEHHUS MECTHO-PACIPOCTPAHCHHON
ITEKoMmbI y cyOBekTa (Hampumep, 4esloBeKa), BKIIOYAIOIINN BBeIeHHE CYyOBeKTy d()D(PEKTUBHOTO KOJIUIECTBA
KOMITO3HUITUH, COJIeprKalleil HaHOJacTUIhI, coaepxammue HHruouTop mTOR (Takoi Kak JieKapCTBEHHBIN Tpera-
paT U3 TPYNIbBI JUMYCOB) M allbOyMHUH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS 00ECTIeYnBALETCS CIIOCO0 Jieve-
HUsL MecTHO-pactpocTpaneHHoi [ITEKoMb! y cyObekTa (HampuMep, YeJloBeKa), BKIIOYAIONIH BBeIeHHE CYOBeK-
Ty 3((EeKTHBHOTO KOJIMYECTBA KOMITO3HMIINH, COJIep Kalllell HaHOYACTHUIIbI, COJIep KaIllie JIEKapCTBEHHBIN Mpena-
par M3 rpynmsl JUMYCOB M albOYMHH. B HEKOTOPHIX BapuaHTax OCYLIECTBICHHs 0OecTieunBacTCs Crocod jede-
HUs MecTHO-pacnpocTtpaneHHoi [IEKombl y cyObekTa (HanpuMep, 4eoBeKa), BKIIOYAIONIN BBEICHHE CYyObeK-
Ty 3((EeKTHBHOTO KOJIMYECTBA KOMITO3HMIINH, COJIep Kalllell HaHOYACTHUIIbI, CO/Iep KaIllie JIEKapCTBEHHBIN Mpena-
paT U3 TPYIIIEI TUMYCOB M albOYMHH, TI¢ JICKAPCTBEHHBIN MPENapar U3 rPYIIbl JIIMYCOB B HAHOYACTHUIIAX CBS-
3aH (HarmpuMmep, MOKpPHIT) ¢ anb0yMHHOM. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUS OOECIIEYMBAETCS CHOCOO
nedeHnuss MecTHo-pactipoctpaHenHoi [TEKoMbl y cyObekTa (Hampumep, delloBeKa), BKIIIOUAIONIUN BBEICHUE
cy0BexTy 3(h(heKTHBHOTO KOJMYECTBa KOMITO3HIINH, CO/IepIKaIlell HAaHOYACTHIIBI, COAepIKaIIne JTeKapCTBEHHBIN
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npenapar u3 Ipynnsl JUMYCOB U albOyMUH, TJie HAHOYACTUIIBI UMEIOT CPeIHUH pa3Mep JacTUll He Oojee yeM
npumepHo 150 HM (Hanpumep, He Oosee yeM mpumepHo 120 HM). B HEKOTOpPBHIX BapumaHTaX OCYIIECTBICHHS
obecrieunBaeTcs Crocod JieueHus MecTHo-pacnpoctpaHeHHol [IEKombl y cyObekTa (Hampumep, 4delnoBeKa),
BKITIOYAONINHA BBEACHHE CYOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UIINH, COAEpKaIleil HaHOYACTHUIIBI, CO-
JIep KaIIie JeKapCTBEHHBIA TpenapaT U3 TPYIIBI JIMMYCOB U albOYMHH, TJ¢ HAaHOYACTHUIIBI CO/IEpKaT JEKapCT-
BEHHBIH Ipernapar u3 TPy JUMYCOB, CBSI3aHHBIN (HAIPHIMep, TOKPHITHIN) ¢ aTbOYMHHOM, U TJ€ HAHOYACTHIIHI
UMEIOT CPeIHUI pa3mep JacTull He Oosiee yeM puMepHo 150 HM (Hampumep, He Oonee yeM npumepHo 120 HM).
B HekoTOpBIX BapuaHTax OCYIIECTBICHUS 00ECTIEUNBAETCS CIIOCO0 JIeUeHUsl MecTHO-pactpocTpanenHoi [TEKo-
MBI Y cyObekTa (Harmpumep, 4eJIoBeKa), BKIIOYAIOIINIl BBEACHHE CYOBEKTY d3((EKTUBHOTO KOJINYECTBA KOMIIO-
3MIUH, COJEepIKaIlell HAHOYACTHUIIBI, COJIEPIKallie CHPOIMMYC W UYEeJIOBEYECKHH albOyMHH, Ille HaHOYACTHUIIBI
COJIepKaT CHPOJINMYC, CBSI3aHHBIN (HAarpuMep, MOKPHITHIA) C YEJOBEYECKUM aIbOYMHUHOM, TJie HAHOYACTHIIBI
MMEIOT CpelHII pa3Mep JacTul He Ooinee yeM npumepHo 150 HM (HampuMmep, He Oosee yeM npuMepHo 120 HM,
Harpumep npuMepHo 100 HM), Tie MaccoBOE COOTHOILCHUE YEIOBEUECKOTO ajlbOyMUHA H CUPOJIMMYCa B KOMIIO-
3MIUK PaBHO NpuMepHO 9:1 i Huke (HanpuMep, npuMepHo 9:1 wmu npumepHo 8:1). B HEKOTOPHIX BapHaHTax
OCYIIIECTBIICHHUST O00ecrieunBaeTcs Crocod JieueHuss MectHo-pacnpocTpaneHHor I[TEKombr y cyObekra (Hampu-
Mep, YeloBeKa), BKIIOYAIONINKA BBeICHHE CYOBEKTY A(()EKTUBHOTO KOJHMYECTBA KOMITO3HUITHH, COAep Karei
Nab-cuponnmyc. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHS oOecmeduBaeTcs Crocod JIEYeHHS MECTHO-
pacnpoctpanenHoi [TEKoMbI y cyObekTa (HammpuMep, 4esI0OBeKa), BKIIOYAIOIINA BBEACHHE CYObEKTY 3 (HEeKTHB-
Horo KommdectBa Nab-cuponmMyca. B HEKOTOpBIX BapuaHTax OCYIIECTBICHHS JIEKAPCTBEHHBIA MpemapaTr u3
IPYIIIEL THMYCOB BBOIAT B 03¢ MpUMeEPHO oT 10 10 mpumepro 150 mr/m%, BKiouast, HAPAMeEp, TIPUMEPHO OT
45 1o npumepro 100 mr/m” u npuMepHo 0T 75 10 100 Mr/M°. B HEKOTOPHIX BAPHAHTAX OCYIIECTBIICHHS JIeKap-
CTBEHHbII1 IIPemapar u3 FPYIIbI IMMYCOB BBOAT B 03¢ npuMepHo 100 Mr/m°. B HEKOTOPBIX BapHAHTAX OCYIIle-
CTBJICHHMS JIEKAPCTBEHHbII MPENapaT 3 PYIIIbI IMMYCOB BBOIST B 03¢ HPUMEPHO 75 MI/M°. B HeKOTOpHIX Ba-
PHAHTAX OCYIIECTBJICHUS JIEKAPCTBEHHBII IpeNapaT M3 TPYIIIbI TUMYCOB BBOJAT B 03¢ IIPUMEpPHO 56 Mr/m”. B
HEKOTOPBIX BaAPHAHTaX OCYIIECTBICHHS KOMITO3UIIUS HAHOYACTHI] JICKAPCTBEHHOTO ITpenapara 13 rPpyIIsl JIMy-
COB BBOJIUTCS €XCHEIENHHO. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS KOMIIO3UIIIO HAHOYACTHUI] JICKAPCTBEH-
HOTO TIperapaTa U3 TPYIIEI JUMYCOB BBOJIAT JIBa pa3a B TpW Henenu (Harmpumep, Ha 1 u 8 cyTku 21-CyTodHOTO
IUKIa). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS KOMIO3WIIMIO HAHOYACTHIl JICKAPCTBEHHOTO Iperapara u3
TPYIIBI JUMYCOB BBOJISAT TPH pa3a B 4eThIpe Heaenu (Hampumep, Ha 1, 8 u 15 cytkm 28-cyrounoro mukia). B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHMS KOMIIO3UIIMIO HAHOYACTHII JEKAPCTBEHHOTO IIperapara U3 TPYIIBI JH-
MYCOB BBOJSIT BHYTPUBEHHOM HH(Y3WeH B TeueHne 30 MUH.

B HeKkoTOpBIX BapuaHTax OCYIIECTBIECHHS 00eCHeYrBacTCsl Croco0 JICYeHUs] pacpoCTpaHEHHOH 3I0Kade-
crBeHHoit [IEKombI y cyObekTa (Harmpumep, 4eloBeKa), BKIIOYAIOMINI BBEeAEHHE CYOBEKTY 3((HEKTUBHOTO KO-
JIMYECTBa KOMIIO3HIIUH, COJICPIKAIICH HAHOYACTHIEI, conepxkamue nHruoutop mTOR (Takoii kak JeKapCTBEH-
HBIIl TIpenapaT U3 TpyNIsl JUMYcOB) U adbOyMuH. B HEKOTOpBIX BapnaHTax OCYyLIECTBJICHHs OoOecrieunBaeTcs
CIoco0 JIeYeHUs! pacrpocTpaHeHHOH 3nokadecTBeHHOH [IEKoMmBI y cyObekta (Hampumep, 4eioBeKa), BKIIIO-
Yarouui BBeJCHNUE CyOBEKTy 3((PEKTUBHOTO KOJIMYECTBA KOMIIO3UIMH, COJEpIKaIleil HAaHOYACTHIIBI, COJIepiKa-
IHe JIEKapCTBEHHBIN Tpemapar W3 TPYNIBl JUMYCOB W albOyMHH. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS
obecreunBaeTcs crocod JedeHns pacnpocTpaHeHHou 3nmokadecTBeHHONW [IEKombI y cyObekTa (Hampumep, de-
JIOBEKA), BKITIOYAIOIINIA BBEACHHE CYOBEKTY 3 (HEKTHBHOTO KOJUIECTBA KOMITO3HIINH, COIepIKaIeii HAaHOYaCTH-
IIBI, COZIeprKaIlHe JIEKapCTBEHHBIN NpenapaT U3 TPyIIbI INMYCOB B alb0yMHUH, TI€ JEKapCTBEHHBIN Mpenapar u3
TPYIIIEI JUMYCOB B HAHOYACTHIIAX CBSA3aH (HAIpUMEp, MOKPHIT) C aTbOYMHHOM. B HEKOTOpHIX BapHaHTaX OCY-
IIECTBIICHUS 00ECTIeYMBaETCsl CIIOCO0 JICUSHHUS pacpocTpaHeHHoH 3nokauecTBeHHoi [IEKoMer y cyObekra (Ha-
IpUMep, YeJIOBEKA), BKIIIOYAIOMINI BBeACHHE CYOBEKTY 3P (PEKTHBHOTO KOIMYECTBA KOMITO3UIIMH, COJCPIKaILCH
HAHOYACTHIIBI, COJEPIKallue JICKapCTBEHHBIH Npernapar W3 IpyINbl JUMYCOB W albOyMUH, TJ€ HaHOYACTHIII
MMEIOT CpeTHHUI pa3Mep JacTull He Ooiiee yeM npuMepHo 150 HM (Hampumep, He Ooiee 4eM npumMepHo 120 HM).
B HEKOTOpBIX BapHaHTax OCYLIECTBICHHSI 0OECIIEUMBACTCS CIIOCO0 JICUEHHS PacIpOCTPAHECHHON 3JI0KaYECTBEH-
Ho# [TEKoMBI y cyOBekTa (Harmprumep, 4esioBeKa), BKIIOUAIOIIUK BBEeJCHHE CyObeKTy d((EKTHBHOTO KOJIHMYECT-
Ba KOMIIO3HIINH, COJEPIKAIeil HAHOYACTHIIbI, COAEPIKaINe JIEKAPCTBEHHBIN IMpernapar U3 TPYIIEI IUMYCOB U
anb0yMUH, I/Ie HAHOYACTHIIBI COAEPIKAT JIEKAPCTBEHHBIH Ipenapar U3 IpyIIlsl JUMYCOB, CBI3aHHBIN (Hampumep,
MTOKPBITBIN) ¢ aTbOYMUHOM, H TJIe HAHOYACTHIIBI IMEIOT CPEIHUN pa3Mep JacTull He Oosee dem npumepHo 150
HM (Hampumep, He Oosiee yeM mpuMepHO 120 HM). B HEKOTOpPBIX BapuaHTaX OCYHIECTBIICHHUS OOECTICUYUBAETCS
croco0 JiedeHusl pacmpocTpaHeHHOU 3nokadecTBeHHOW [IEKoMBI y cyObekTa (HampuMmep, YeloBeKa), BKITIO-
YaroIUil BBeJCHHE CYOBEKTY A((PEKTHBHOTO KOJMYECTBA KOMIIO3HIINH, COAEpIKaIlel HAHOYACTHIIBI, COMepKa-
e CHPOJIMMYC M YeIOBEYECKUH anbOyMUH, I/le HAaHOYACTHUIIBI COJEPKaT CHPOIMMYC, CBSI3aHHBIN (Harpumep,
MOKPBITHI) C YEIOBEYECKHM abOYMHMHOM, TJie HAHOYACTHIBI MMEIOT CPEAHUH pa3Mep 4acTHIl He Ooiee yeM
npumepHo 150 HM (Hampumep, He Oosiee yeM npumepHo 120 M, Hanpumep npumepHo 100 HM), rie MaccoBoe
COOTHOIIICHHE YEJIOBEYECKOT0 albOyMMHA M CHPOJIMMYca B KOMIO3UIMK paBHO IpuMepHo 9:1 mimm Huke (Ha-
npumep, npuMepHo 9:1 winu npuMepHo §:1). B HEKOTOPBIX BapraHTaxX OCYIIECTBIECHUS 00eCIeYnBacTCsl CIOCo0
JICUCHUS PACIpOCTpaHeHHOU 3imokadecTBeHHOW [IEKoMBI y cyOBekTa (Hampumep, 4elIoBeKa), BKIFOYAROLIHIMA
BBeJleHHE CYOBeKTY d(D(PEeKTHBHOTO KONMMUYECTBA KOMITO3HIINH, coaepxameii Nab-cupoinmyc. B HeKOTOpBIX Ba-
pHaHTaX OCYIIECTBICHHs 0oOecreunBacTCs CIoco0 JeUeHUs pactpocTpaHeHHor 3mokadecTBeHHON [TEKombr y
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cyObekTa (HampuMmep, 4YelOBEKa), BKIIOYAIOINUN BBEJACHHE CYOBEKTY 3(QeKTHBHOTO KoimdecTBa Nab-
cHposnMyca. B HEKOTOpBIX BapuaHTax OCYIIECTBICHU JIEKapCTBEHHBIH Mpenapar U3 rpyIIsl IMMYCOB BBOJST B
03¢ mpuMepHo ot 10 10 mpumepHo 150 Mr/M%, BKIoUasi, HaIpUMep, IPUMepHO oT 45 10 mpuMepHo 100 Mr/M” i
npuMepHo ot 75 mo 100 mr/m’. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS JIEKAPCTBEHHBIN MpenapaT u3 rPyIbl
JIMYCOB BBOJAT B 03¢ mpuMepHO 100 Mr/m”. B HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHS JICKAPCTBEHHEIH Tpe-
Tapar W3 IPYIIIB THMYCOB BBOAT B 03€ IPHUMEPHO 75 Mr/M”. B HEKOTOPEIX BAPHAHTAX OCYIIECTBICHHS JTeKap-
CTBEHHbIIT Tpenapar U3 TPYIIIHI TUMYCOB BBOJAT B 03¢ IPAMEPHO 56 Mr/M°. B HEKOTOPHIX BAPHAHTAX OCYIIIE-
CTBJICHUS KOMIIO3HIIMS HAHOYACTHII JJIEKAPCTBEHHOTO TIpeTapara 13 TPYIIIHI IUMYCOB BBOIUTCS €XKECHEACTHHO. B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS KOMITO3MIMIO HAaHOYACTHI] JICKAPCTBEHHOTO IIpenapara U3 IpyMIbl JIU-
MYCOB BBOJSAT JBa pa3a B TpH Hejenu (Hampumep, Ha 1 u 8 cyTku 21-cyrouHoro nukia). B HeKoTopbIX BapuaH-
TaxX OCYILECTBJICHUsI KOMITO3MIMIO HAHOYACTHII JICKAPCTBEHHOTO Mperapara W3 IPYyMIbl JUMYCOB BBOIST TPHU
pasa B 4yeTsIpe Hezenu (Hampumep, Ha 1, 8 n 15 cyTku 28-cyrounoro nukia). B HeKOTOphIX BapuaHTax ocyIie-
CTBJICHUSI KOMITO3MIIMIO HAHOYACTHI] JIEKAPCTBEHHOTO Mperapara W3 IPYINbl JUMYCOB BBOJST BHYTPHBEHHOH
uH(pysuel B reuenne 30 MuH.

B HEKOTOpHIX BapHaHTax OCYIIECCTBICHHs oOecreunBaeTcsi crocob jedenus peuuauBupyromeii [TIEKombr
y cyOBbekTa (HalpuMep, 4eJI0BeKa), BKITIOYAIONNN BBeIeHHE CYObEeKTY 2P (HEKTUBHOTO KOJIHYECTBA KOMIIO3HIIHH,
coJieprkaleit HaHOYaCTHUIBI, coneprkamme HHruouTop MTOR (Takoi Kak JIeKapCTBEHHBIN Tperapar U3 TPYIIIbI
JUMYCOB) U aJIbOyMHH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS 00ECIICUMBACTCS CIIOCO0 JICUSHUS PEIlUINBH-
pytomeii [IEKoMbI y cyObekTa (Hanmpumep, 4eloBeka), BKIIOYAIONU BBeleHHe CyOBeKTY 3P (HEKTUBHOTO KOJIH-
YyecTBa KOMITO3HIINH, COAEpIKAIIe HAHOYACTHIIbI, COAEpIKaIIie JICKapCTBEHHBIH MpernapaT U3 TPYIIB JTUMYCOB
U anbOyMHH. B HEKOTOpBIX BapuMaHTaX OCYIIECTBICHHUS 00ECIICUMBAETCS CIOCOO JICUEHHS pPEeLMIUBHPYIOMIECH
[NIEKowmsb! y cyObekTa (Hampumep, 4eloBeKa), BKIIOUYAIONIMHA BBeICHHE CYOBEKTY A(PQEKTUBHOTO KOJIMYECTBA
KOMITO3HIINH, COJIep)Kallleil HaHOYaCTHUIIbI, COIEpKAIME JICKAPCTBEHHBIN Mperapar U3 IpyIbl JUMYCOB U allb-
OyMMH, I'/ie JIeKapCTBEHHBIH MpenapaT U3 IPyYIIIbI JIMMYCOB B HAHOYACTHIAX CBs3aH (HAaIpHUMep, MOKPHIT) C alb-
OymHuHOM. B HEKOTOpBIX BapuaHTaX OCYIIECTBIECHHs 0OecIeunBaeTCs CIocod JieueHus peruauBupyromeit [1E-
Kowmsb! y cyObekTa (HampumMep, deioBeka), BKIIOYAIOMINA BBeIeHHE CYOBeKTY 2(()EKTUBHOTO KOJIMIECTBA KOM-
TIO3WIINH, COIepIKaIe HAaHOYACTUITHI, COJEpIKAIe JIEKAPCTBEHHBIN IpenapaT W3 TPYMIbl JIUMYCOB U anb0y-
MUH, TJI¢ HAHOYACTHUIIBI UMEIOT CPETHUI pa3Mep JacThil He Oosee deM npumepHo 150 HM (Hampumep, He OoJiee
geM npuMepHo 120 HM). B HEKOTOPHIX BapuaHTaX OCYIIECTBICHHUS 00ECIIEYUBAETCS CIIOCO0 JICUCHUS PEIIHBH-
pytomeii [IEKoMbI y cyObekTa (Hanmpumep, 4eloBeka), BKIIOYAIONUi BBeleHHE CyOBeKTY 3P (EKTUBHOTO KOJIH-
YyecTBa KOMITO3HIINH, COAEPIKAIIeH HAHOYACTHIIbI, COAEpIKaIIie JIEKapCTBEHHBIH MpenapaT U3 TPYIIB JTUMYCOB
U anbOyMHH, TJle HAHOYACTHUIIBI COJEPIKaT JICKapCTBEHHbIH NpenapaT W3 TPy JIUMYCOB, CBSI3aHHBIN (Harpu-
Mep, TOKPBITHIN) ¢ aIbOYMHHOM, U TJIe HAHOYACTHIBI UMEIOT CPEAHUH pa3Mep dacTull He Oojee 4YeM MPUMEPHO
150 aM (Hanpumep, He Gonee yem npumepHo 120 HM). B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS 00eCIIeunBaeT-
cs1 criocob siedenns peuunusupytomeii [IEKombr y cyObekTa (HampuMep, desoBeka), BKIIOUAIOIIUA BBEICHHUE
cyOBeKTy 3((heKTHBHOrO KOJMYECTBA KOMIO3HWIMHU, COJEpIKAIlel HaHOYACTHIBI, COAEPIXKAILINE CHPOIUMYC H
YeJIOBEUECKUI aJIbOYMHH, T/Ie HAHOYACTHIIBI COJIEP)KaT CUPOJIMMYC, CBSI3aHHBIN (HalpUMep, MOKPBITHIN) C 4elo-
BEYECKUM aJb0yMHUHOM, I/Ieé HAaHOYACTHUIIBI UMEIOT CPEIHUI pa3Mep JacTHIl He Oojee deM mpuMmepHo 150 HM
(manpumep, He 6osiee yem npumMepHo 120 HM, HanpuMep npuMepHo 100 HM), TJIe MACCOBOE COOTHOIIIEHUE YEIIO-
BEUYECKOTO aIbOyMHHA U CHPOJIMMYCa B KOMITO3HIIMY PaBHO MpuMepHO 9:1 nnu Hmwke (Hampumep, nmpumepHo 9:1
n npuMepHo 8:1). B HEKOTOpHIX BapWaHTax OCYIIECTBICHHS OOECIIEUYMBAETCS CIOCO0 JICUCHHUS PEIHIUBHU-
pytomeii [IEKoMbI y cyObekTa (Hanmpumep, 4eloBeka), BKIFOYAIONUH BBeleHHE CyOBeKTY 3P (EKTUBHOTO KOJIH-
YyecTBa KOMIIO3UIINH, cozepxamiell Nab-cupoimumyc. B HeKOTOpBIX BapuaHTax OCYLIECTBICHHS 00ecTieunBacTCs
cnioco0 neuenust peuuamuBupyronied [IEKombr y cyObekra (Hampumep, 4YenoBeKa), BKIIOYAIONIMH BBEJCHUE
cyonexTy addexruBHoro konnuecrsa Nab-cuponrMyca. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS JIEKAPCTBEH-
HBIH [pemapar u3 Pyl JHMYCOB BBOJAT B 03¢ HPUMEpHO oT 10 10 mpumepHo 150 Mr/m’, BKIOUAs, HATIPH-
Mep, IpUMepHO OT 45 10 mpumepHo 100 Mr/mM* 1 npumepHo ot 75 10 100 Mr/m*. B HEKOTOPHIX BapHAHTAX OCY-
IIECTBJICHUS JIEKAPCTBEHHbIH MPENapar U3 TPYIIIE! TUMYCOB BBOIAT B 03¢ mpuMepHO 100 Mr/m’. B HeKOTOpHIX
BAPHAHTAX OCYIECTBIICHHS JEKAPCTBEHHBII NPEapaT W3 TPYIIIE JTHMYCOB BBOIAT B 03¢ MPHMEPHO 75 MI/M’.
B HekoTOpHIX BapHaHTaX OCYIICCTBICHHS JEKAPCTBCHHBIA IIpemapaTr M3 TPYIIBI JIUMYCOB BBOIAT B 03¢ IPH-
MepHO 56 Mr/m’. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHAS KOMIIO3HINS HAHOYACTHI] IGKAPCTBEHHOTO Mperapa-
Ta W3 TPYIIBI JUMYCOB BBOJIUTCA €KEHEIENbHO. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS KOMIIO3HIIMIO HAHO-
YaCTHI] JIEKAPCTBEHHOTO TIpenapaTa W3 TPYMIEl JMMYCOB BBOJAT JBa pa3a B TpH Hexenw (Hampumep, Ha 1 u 8
CyTKH 21-CyTOYHOTO nHKia). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS KOMIO3HUIIMIO HAHOYACTHUI JICKAPCTBECH-
HOTO TIperapaTa nu3 TPYMIbI JMMYCOB BBOAAT TPH pa3a B YeThIpe Hejaenu (Hampumep, Ha 1, 8 u 15 cytku 28-
CYTOYHOTO IMKJa). B HEKOTOPHIX BapHaHTaX OCYLIECTBICHHS KOMIO3UIMIO HAHOYACTHI] JIEKAPCTBEHHOTO IIpe-
napara M3 TPYIIbI JUMYCOB BBOJST BHYTPUBEHHOH HH(Y3ueH B TeueHue 30 MUH.

B HexoTopbIX BapmaHTax OcylIlecTBIEHHs obOecrieunBaercsi criocod crabmmmsanmu [TEKomsr (Hampumep,
NpeAYNPEXICHNS HIIH 3aAepKKH o0ocTpeHns 3a0oaeBanmst) y cyObekTa (HarmpuMmep, 4ejaoBeKa), BKIIOUAIOIIUMA
BBe/IcHHE CyObeKTy 3(p(eKTHBHOTO KOJIMYECTBA KOMITO3HIIUH, COJIEp KaIlleii HAaHOYACTHUIIBI, COAEp Kallie HHIU-
outop mTOR (Takoi Kak JEKapCTBEHHBIH MpemnapaT U3 TPYIIILI JUMYCOB) B anbOyMUH. B HEKOTOpHIX BapHaH-
Tax OCYIIECTBJIICHHs oOecrnieunBaercs crocod crabunmuzanuu [TEKoMbl (Hampumep, MpeaynpexaeHus Wiu 3a-
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JIEp)KKN 000CTpeHust 3a00neBanusl) y cyObekTa (Hampumep, 4ejoBeKa), BKIIOUAIOINN BBeAeHHE CYOBeKTY d¢-
(heKTHBHOTO KOJIMUECTBA KOMITO3HMIIMH, COJEpPIKAIEeH HAaHOYACTHUIIBI, CO/IEpIKAINe JEKapCTBEHHBIN MIpenapar u3
TPYIIBI TUMYCOB U albOyMHUH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS OOECIIEUYUBAETCS CIIOCO0 cTabmiIm3a-
mu [TEKoMmbl (HanmpuMmep, ipeaynpeskIeHus Wik 3aIepKKH 000CTpeHns 3a0oieBanus) v cyObekTa (Harmpumep,
YeJI0BeKa), BKIIOYAIONINA BBEeICHNE CyOheKTy 3 (HEKTHBHOTO KOJMYECTBAa KOMIIO3HUIINH, COAepKalleii HaHO9a-
CTHIIBI, COJepIKaIIie JEKaPCTBCHHBIN IpenapaT u3 TPYIIEl JJUMYCOB M albOyMHUH, I/I€ JIEKapCTBEHHBIN Ipema-
pat W3 TPYNIbI JUMYCOB B HAHOUACTHIIAX CBA3aH (HAIIpUMeEp, IOKPHIT) ¢ albOYMHUHOM. B HEKOTOPHIX BapHaHTaxX
OCyIIecTBIIEHHUsT obecriednBaeTcs criocod cradmmzanyu [IEKoMbl (HampuMmep, mpeaynpekaeHUs WIH 3aAePKKU
obocTpenust 3a0oieBaHus) y cyObeKTa (HalpuMep, YeJIoBeKa), BKIIOYAONINi BBeAeHHE CyObeKTy 3 PeKTHBHO-
ro KOJIMYEeCTBa KOMIIO3UIMH, COAEprKalled HAaHOYACTHUIbI, COJep)Kallie JISKapCTBEHHBIH Ipenapar U3 IpyIIbI
JMMYCOB M anbOyMHUH, TJ€ HAHOYACTUIBI UMEIOT CPeTHHUN pa3Mep YacTHll He Oojee yeM npumepHo 150 HM (Ha-
npumep, He Oonee yem npumepHo 120 HM). B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHUS 00eCIIeunBacTCs COCo0
crabummzanuu [IEKombl (Hanmpumep, NpeaynpexaeHus WK 3a1epXKu 000cTpeHHs 3a0oneBanus) y cyobekTa
(HanpuMep, YesIOoBEKa), BKIIOYAIONINH BBEJCHUE CyObeKTY 3()(heKTHBHOTO KOIMYECTBA KOMITO3MIMH, COJEpiKa-
el HaHOYACTHIIBI, CO/IepIKaIye JICKApCTBEHHBIN MpenapaT U3 TPYIIIHI JINMYCOB U albOyMHUH, TIe HAHOYACTH-
IIBI COZIEPIKAT JIEKAPCTBEHHBIN Mpemapar U3 TPYIIBI JINMYCOB, CBA3aHHBIN (HAaIpuUMep, MTOKPHITHIN) ¢ ams0ymu-
HOM, ¥ TJIe HAaHOYACTHIIBI MMEIOT CPEeTHUHN pa3Mep JacTHIl He OoJiee yem mpumepHo 150 HM (Hampumep, He 00-
nee yeM npuMepHo 120 HM). B HEKOTOPHIX BapHaHTax OCYIIECTBICHHS 00eCIeUNBACTCS CITOCO0 CTAOMIIN3AINN
ITEKoMbI (HampuMep, TpeaynpekIeHUs WK 3aep>KKi 000CTpeHus 3a00iieBaHns) y cyObekTa (Hampumep, de-
JIOBEKA), BKITIOYAIOIINNA BBEACHHE CYOBEKTY 3((HEKTHBHOTO KOJUIECTBA KOMITO3HIINH, COIEpPIKaIeH HAaHOYACTH-
1B, COZIEpIKalINe CUPOIUMYC U YEJIOBEUECKHH anbOyMHUH, TJie HAHOYACTHIBI COJEPIKAT CHPOJIIMMYC, CBSI3aHHBIH
(HanpuMep, NOKPHITHINH) C YEJOBEUYECKUM albOYMHHOM, Iie HAHOYACTHIIBI UMEIOT CPEJIHUH pa3Mep 4YacTHIl He
6osiee uem npumMepHo 150 HM (Hanpumep, He Oonee yeM npuMepHo 120 HM, Hanpumep npumepHo 100 HM), TaE
MacCcOBOE COOTHOILIECHUE YEIOBEYECKOTO aJbOyMHHA W CHPOJHMMYCa B KOMITO3MLMH paBHO NpumepHo 9:1 wuim
HIDKe (HarnpuMmep, npuMepHo 9:1 nim npumepHo 8:1). B HeKOTOPHIX BapHaHTax OCYLIECTBIICHHSI 00ecIieunBaeT-
cs1 cnoco6 crabmwmmsanuu [TEKoMbl (HampuMep, peaynpekIeHus Wik 3aIepKKH 000CTpeHHs 3a00IeBaHus) Y
cyOBekTa (HampuMmep, 4eIoBeKa), BKIIOYAIONINN BBEACHHE CYOBEKTY 3(PPEKTUBHOTO KOJIUIECTBA KOMITO3HIIAH,
conepkamieit Nab-cuponumyc. B HEKOTOPBIX BapHaHTax OCYMIECTBIICHHS O0ECIIEUMBAETCS CIIOCOO CTaOWMIIN3a-
uu [TEKoMmbl (HanmpuMmep, ipeaynpeskIeHus Wik 3aepKKH 000CTpeHns 3a0oieBaHus) v cyObekTa (Harmpumep,
YeJI0BeKa), BKIIOYAIOIINNA BBElIeHHE CYOBEeKTY 3P PeKTHBHOTO KommdecTBa Nab-cuponumyca. B HEKOTOPHIX Ba-
pHaHTaxX OCYIIECTBICHUS JICKAPCTBEHHBIM TpenapaT W3 TPYMIbLI JIUMYCOB BBOIAT B J03€ mpuMepHo oT 10 1o
npuMepHo 150 Mr/M%, BKITIOUAs, HAIPUMeEp, IPUMEPHO 0T 45 10 npuMepro 100 Mr/M° i mpuMepHo 0T 75 10 100
Mr/M°. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUS JEKAPCTBEHHBII PENapaT U3 TPYIIIbI TUMYCOB BBOIAT B J103€
npumepHo 100 Mr/m’. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHS JEKAPCTBEHHBII PENapaT U3 IPYIIIIbl THMYCOB
BBOJAT B JI03¢ NMPUMEPHO 75 Mr/mM’. B HEKOTOpHIX BapHAaHTAaX OCYIIECTBICHHS JIEKAPCTBEHHbIH Mpenapar u3
IPYIIIE! TUMYCOB BBOIST B 03¢ NMPUMEPHO 56 Mr/M°. B HEKOTOPHIX BAPMAHTAX OCYIIECTBICHHS KOMIIO3MIIS
HaHOYACTHII JIEKapCTBEHHOTO TIpernapaTa u3 TPYIIIbl JMMYCOB BBOANTCS €KCHEIETbHO. B HEKOTOPHIX BapraHTax
OCYILECTBIICHHS KOMITO3UIIMIO HAHOYACTHII JIEKAPCTBEHHOTO IpeTrapara u3 TPyIIs! JIMMYCOB BBOIAT IBa pas3a B
TpH Henenu (Hampumep, Ha 1 u 8 cyTku 21-cyToUHOTO IUKIa). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS KOM-
TIO3HIIMIO0 HAHOYACTHI] JIEKAPCTBEHHOTO TIperapara U3 TPYIIBI JJUMYCOB BBOAAT TPH pasa B UETHIPE HeAenH (Ha-
npumep, Ha 1, 8 u 15 cyTku 28-cyTouHoro nukia). B HEKOTOPHIX BapuaHTaX OCYIIECTBICHHS KOMITO3UITUIO Ha-
HOYACTHI] JIEKAPCTBEHHOTO TIpeTapara 13 TPyIsl IUMYCOB BBOIST BHYTPUBEHHON HHPYy3nell B Teuenue 30 MUH.

Crioco0bl, ONMCaHHbIE 3/1€Ch, TIPUTOIHBI ISl pa3yindHbIX acrekToB yieueHus [IEKomel. B HekoTophIx Ba-
pHaHTax OCYIIECTBIECHUs oOecIeunBaeTcs crocod MHrMOMPOBaHUS POIH(EPaIN IEPUBACKYISIPHBIX ITUTEITH-
OJTHBIX KJIETOK (Hampumep, pocta omyxonu [TEKoMer) y cyObekTa, BKIIOHarOUInid BBeieHHE CYOBEKTY 3 dek-
THUBHOT'O KOJIMYECTBA KOMITO3UIINH, COAEpIKalled HaHOYaCTHIIBI, coaepxamne nHrnoutop mTOR n ans0ymun. B
HEKOTOPBIX BapUaHTax OCYLIECCTBICHHS Mposindepanus KIeTOK HHIMOUPYeTCsl 0 MEHbIIEH Mepe MPUMEPHO Ha
10% (BxITIOYast, HATIPUMEP, IO MEHBIIIeH Mepe nmpuMepHo Ha 20%, 30%, 40%, 60%, 70%, 80%, 90% wumu 100%).
B mekoTOphIX BapraHTax ocymiecTBieHUs HHruOnTop mTOR sBiIsgeTcs nekapcTBEHHBIM IpEnapaToM U3 TPYIIIIEI
JMMYCOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS JIEKAPCTBEHHBIN Mpemapar U3 TPYIIIBI JINMYCOB MPEICTaB-
JseT cuponuMyc. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS JICKAPCTBEHHBIM Mperapar W3 TPYIIBI JUMYCOB B
HAHOYACTHUIIC B KOMIIO3WIIMH BBOJSAT BHYTPHBCHHBIM BBEACHHEM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS
KOMITO3HUIUS COZIEP’KUT HAHOYACTHUIIHI, COAEpIKaIlIe JIeKapCTBEHHBIN IIpenapaT U3 TPYIIIBI JINMYCOB, CBI3aHHBIN
(HarmpuMep, TOKPHITHIN) ¢ aTbOyMHHOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS KOMIO3HIHNS COIACPKHUT Ha-
HOYACTHIIBI, UMEIOLIME CPEHUI auamMeTp He Oosee yeM rpumepHo 150 HM. B HEKOTOpBIX BapraHTax OCyIIeCTB-
JICHUSI KOMITO3HMIINS COIEPKUT HAHOYACTHIIBI, COJIepIKalllNe JISKapCTBEHHBIN IpenapaT U3 rPyIbl JIAMYCOB, CBS-
3aHHBIM (HanmpuUMep, TOKPHITHINH) C anbOYMHHOM, I'/ile HAHOYACTHIBI MMEIOT CPeIHHH auaMeTp He Oojee ueMm
npuMepHo 150 HM. B HEKOTOpHIX BapuaHTaX OCYIIECTBICHHUSI KOMIIO3HIUS COAEPKUT HAHOYACTHIIBI, COJIepKa-
e CHPOJIMMYC, CBSI3aHHBIN (HaIpuMep, MOKPHITHIA) ¢ YeOBEYECKHM allbOyMHUHOM, T/ HAHOYACTHIIBI HMEIOT
cpenHMi nuamerp He Oonee yem mpuMmepHo 150 HM (Hampumep, He Oonee yeM npumepHo 120 HM, Hampumep
npumepHo 100 HM), Te MacCOBOE COOTHOIICHHE YEeJIOBEUESCKOTO albOyMUHA U CHPOJIUMYCa B KOMIIO3UIIMH CO-
cTaBisier mpuMepHo 9:1 mnm Huke (Hampumep, mpuMepHo 9:1 wimm mpumepHo 8:1). B HeKOoTOpHIX BapmaHTax
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OCYIIECTBIICHHS] KOMITO3UIIMIO HAHOYACTHII JICKAPCTBEHHOTO TIperiapaTa U3 rpyIibl JUMYCOB BBOAAT TPHU pasa B
YeTsIpe Henenu (Harmpumep, Ha 1, 8 u 15 cyrku 28-cyrounoro 1ukia). B HekoTopbIX BapuaHTax OCYIIECTBICHUS
KOMIIO3UIHS cofep T Nab-cupoinuMyc. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS KOMITO3UIIHS MPEACTaBISICT
Nab-cuponmumyc.

B HEKOTOPHIX BapuaHTax OCYIIECTBIICHHUS O0ECIIEYMBACTCS CIOCO0 MPENyNpPeKACHUS JOKAIHHOTO PELH-
IUBUPOBAHUS (HaIpUMeEp, PEUUIAMBHPOBAHUS OIYXOJIM TIOCIE pe3ekiuu) y cyowekra, mmeromiero ITEKomy,
BKITIOYAIONINIA BBEACHHE CyOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UINH, COAEpKaIleil HaHOYACTHUIIBI, CO-
nepxamtie nHrEouTop MTOR 1 ansOymMuH. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHUS METACTa3HPOBAHNE MHTHU-
Oupyercst mo MeHbplIeld Mepe npuMmepHo Ha 10% (Bkitouass, HampuMmep, 1Mo MeHbIIeld Mepe npumepHo Ha 20%,
30%, 40%, 60%, 70%, 80%, 90% wmu 100%). B HekoTOpbIX BapuaHTax ocyuiecTBieHUs HHrHOuTOp MTOR sB-
JSIeTCsI JIEKapCTBEHHBIM IIPETIapaToM M3 TPYHIEI JUMYCOB. B HEKOTOpBIX BapHaHTax OCYIIECTBIICHUS JIEKapCT-
BEHHBII IIpenapar W3 IPYHIIbI JIUMYCOB IIPEACTABISIET CHPOJIMMYC. B HEKOTOPBHIX BapHaHTaX OCYIECTBICHHS
JICKApCTBCHHBIN Tpenapar u3 TPYIIbI JUMYCOB B KOMITO3UIIMHA HAHOYACTHUI] BBOAAT BHYTPUBCHHBIM BBCICHUCM.
B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS KOMIIO3UIIMS COJCPKUT HAHOYACTHIIBI, COJICPIKAIINE JIEKapCTBEHHBIN
mpernapaT U3 TPYIIEl JIMMYCOB, CBSI3aHHBIM (HaIpHUMep, MOKPHITHIA) ¢ anbOyMHHOM. B HEKOTOPHIX BapHaHTaxX
OCYILECTBIICHHUSI KOMIO3HIINS COACPKHUT HAHOYACTHIIBI, NMEIOIINE CPEIHUN AuaMeTp He Ooliee 4yeM NMPHUMEPHO
150 aM. B HEKOTOpHIX BapHaHTaX OCYIIECTBIICHHS KOMIIOZHIINS COACPKUT HAHOYACTHUIII, COAEPIKAIINE JIeKap-
CTBEHHBIN TpenapaT U3 TPYMITEI JIUMYCOB, CBSI3aHHBIHN (HApUMep, MOKPHITHIN) C aTbOyMHHOM, TJI¢ HAHOYACTHIIHI
UMEIOT CpeHui quaMeTp He O6osee ueM nmpuMmepHo 150 HM. B HEKOTOPHIX BapraHTaX OCYIIECTBICHUS KOMITO3H-
UL COACPKUT HAHOYACTHUIIHI, COJICPIKAIINE CHPOIMUMYC, CBSI3aHHBIN (HAaIpUMep, MOKPHITHIN) C YeIOBEUYECKUM
IbOYMHHOM, TI€ HAHOYACTHIIBI UMEIOT CPEAHUI TuaMeTp He Oojiee yeM mpumepHo 150 HM (Hanpumep, He 60-
nee 4eM npumepHo 120 HM, HanpuMep npumepHo 100 HM), T7Ie MaccoBOE€ COOTHOLICHUE YEIOBEYECKOTO alb0y-
MHHA U CHPOJIMMYCa B KOMIO3HIMN COCTaBIseT puMepHO 9:1 wim Hixe (HampuMmep, npumepHo 9:1 wm npu-
MepHO 8:1). B HEKOTOPHIX BapHaHTaX OCYLIECTBICHHS KOMIIO3MIMS colepxuT Nab-cuponumyc. B HekoTopbIX
BapUaHTaX OCYIIECTBICHHUsI KOMITO3ULMS NpeacTaBisieT Nab-cupoiumyc.

B HEKOTOpHIX BapHMaHTaxX OCYIIECTBICHHS OOecreyMBacTCs cnoco0 WHTHOMPOBAaHUS METACTa3UpPOBAHHA
onyxomu [TEKoMbI y cyObekTa, BKIIIOYAIONIUI BBEICHHE CYOBEKTY ((HEKTHBHOTO KOJIMUYECTBA KOMITO3HIIUH,
cozeprkaleit HaHOYacTHIIBI, coneprkartiue HHruouTop MTOR u anpOymMuH. B HEKOTOPHIX BapHaHTaX OCYIIECTB-
JICHWsI METacTa3MpOBaHNE MHIMOUPYETCS 10 MEHBIIEH Mepe nmpuMepHo Ha 10% (Bkiroudasi, HampuMep, o MEHb-
et Mmepe mpumepHo Ha 20%, 30%, 40%, 60%, 70%, 80%, 90% nmm 100%). B HeKOTOPBIX BapHaHTaX OCYIECT-
BICHUS 0OecreunBacTCs CIoco0 MHTHOMPOBAHHS METACTa3UPOBaHUS B JMM(aTHIecKUH y3en. B HEKOTOpBIX
BapuaHTax OCYLIECTBJICHUS 00OecreynBaeTcs Coco0 MHIMOMPOBaHUS METacTa3upoBaHUs B Jierkoe. B HekoTo-
PBIX BapHaHTaX ocyinecTBieHUs HHruOuTOp MTOR sBIISETCS ICKapCTBEHHBIM MPETAPATOM U3 TPYIIITBI JIUMYCOB.
B HeKOTOpBIX BapHaHTaX OCYIIECTBIICHUS JICKAPCTBEHHBIN NperapaT U3 rPYMIbl JIUMYCOB MPEICTaBIISIET CHPO-
auMyc. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHS JIEKAPCTBEHHBIH ITpenapar 13 rPyIIibl JIMMYCOB B KOMITO3UIIUT
HAHOYACTHI BBOJSIT BHYTPUBCHHBIM BBEICHHEM. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUS KOMIO3UIHS COJEp-
JKUT HAaHOYACTHUIIBI, COJICPIKAIIIE JICKAPCTBEHHBIN TpenapaT U3 TPYIIIbI JUMYCOB, CBA3aHHBIN (HAaIpUMep, I0-
KPBITBIH) ¢ anmbOyMHHOM. B HEKOTOpPBIX BapHaHTaX OCYIICCTBICHHS KOMIIO3HMIHUS COACP)KUT HAHOYACTHUIIHI,
MMEIONTNE CPeIHUN araMeTp He Oosee dem mpumepHo 150 HM. B HEKOTOPHIX BapuaHTaX OCYIIECTBICHHS KOM-
MO3HIHNS COACPIKUT HAHOYACTHIBI, COMACPIKAIINE JICKAPCTBCHHBIA MpenapaT W3 TPYHIBI JIMMYCOB, CBA3aHHBIN
(Hampumep, TTOKPHITHIA) ¢ ATLOYMHHOM, TJ¢ HAHOYACTHIIEI UMEIOT CPEAHHUA TuaMeTp He Oosee 4eM MpHUMEpPHO
150 EM. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS KOMITO3UIHS COACPKUT HAHOUYACTHIIBI, COIEpIKaIIHe CHPO-
JMMYC, CBS3aHHBIH (HapUMep, HOKPHITHIH) C YEJIOBEYECKUM aTbOYMHHOM, IJie¢ HAHOYACTHIBI UMEIOT CPEIHUI
IuameTp He Ooisiee yeM mpumepHo 150 HM (Hanpumep, He Oonee 4yeM npuMepHo 120 HM, HapUMeEp NPUMEPHO
100 HM), TZIe MaccoBOE€ COOTHOLICHHE YEJIOBEYECKOTO AIbOYMHHA M CHPOJIMMYCa B KOMIIO3MIIMH COCTaBIISET
npuMepHo 9:1 unu Huke (HarmpuMep, npuMepHo 9:1 nnn npuMepHo 8:1). B HeKOTOpBIX BapuaHTax OCYIIECTBIIE-
HUSI KOMITO3UIUS coziepHuT Nab-cupoiauMyc. B HEKOTOpPBIX BapraHTaX OCYIIECTBICHHS KOMITO3UIUS TIPEJICTaB-
nset Nab-cupoiumyc.

B HEKOTOPBIX BapwaHTax OCYIIECTBIICHUS OOECIIEUMBACTCS CIOCOO CHIDKEHHS (HAIpUMep, dJIMMHHAIINN)
paHee MMeBIIEero MecTo MeracTasupoBanus omyxonu [IEKomer (Hampumep, MeTacTa3upoBaHUs B JIETKOE HIIH
METacTa3upOBaHUs B TUMQPATHICCKHUHA y3el) Y CyOBheKTa, BKIIOYAOIINN BBEACHUE CYOBEKTy 3P (HEKTUBHOTO KO-
JUYeCTBa KOMITO3UIINH, CONEpIKaIlel HaHOYACTUIBI, cojepxamue naruontop mTOR u anpO0ymuH. B HekoTo-
PBIX BapHaHTaX OCYIIECTBICHHS METACTa3HPOBAHME CHIDKACTCS IO MEHbIIeH mepe mpuMmepHo Ha 10% (BKIIO-
qasi, HampuMep, 1Mo MeHbIIeld Mepe npumMepHo Ha 20%, 30%, 40%, 60%, 70%, 80%, 90% umu 100%). B HekoTo-
PBIX BapHaHTax OCYIIECTBICHUsI 00eCTICUNBAETCS CIIOCO0 CHIKEHHSI METaCTa3upOBAaHUS B INM(ATHUCCKUN Y3el.
B HekoTOpHIX BapmaHTax OCYLIECTBICHUS 00ecHeYMBaeTCs CHOCO0 CHIDKEHHS METacTa3upoBaHUs B Jierkoe. B
HEKOTOPBIX BapHaHTax ocymecTBieHus HHruOuTop MTOR sBIsIeTCS NeKapCTBEHHBIM MPEMapaToM W3 TPYIIIHI
JMMYCOB. B HEKOTOPBIX BapHaHTax OCYLIECTBIICHHS JICKAPCTBEHHBIH NpernapaTr U3 TPYIIbl JIUMYCOB TIpPeJICTaB-
JSIET CHpPOJIMMYC. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS JICKAPCTBEHHBIM Mpernapar W3 IPYHIEl JHMYCOB B
KOMITO3HIIMHA HAHOYACTHIl BBOJST BHYTPUBEHHBIM BBEJCHUEM. B HEKOTOPBIX BapnaHTaX OCYIIECTBICHUS KOMIIO-
3UIKSA COACPKUT HAHOYACTHUIIBI, COAEPIKaIINe JIEKAPCTBEHHBIH Mpemapar U3 TPYIIIbl TUMYCOB, CBSI3aHHBIHN (Ha-
IpUMeEp, MOKPHITHINA) ¢ aTbOYMHUHOM. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHS KOMIIO3UIUS COACPKHUT HAaHOTA-
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CTHIIBI, UMCIOIIIUE CPETHUM TruaMeTp He Ooiee yeM mpuMepHo 150 HM. B HEKOTOPBIX BapHaHTax OCYIICCTBICHUS
KOMITO3HUITUSI COICPIKUT HAHOYACTHUIIBI, COACPIKAIIIHE JICKAPCTBEHHBIN TIpenapaT U3 TPYIIIBI JITMYCOB, CBI3aHHBIN
(HampuMmep, TTOKPHITHIA) ¢ ATLOYMHHOM, TJ¢ HAHOYACTHIIBI UMEIOT CPEAHHUA TuaMeTp He Oosee 4eM MpHUMEpPHO
150 aEM. B HEKOTOPHIX BapHaHTaX OCYIIECCTBICHHS KOMITO3UIHS COACPKUT HAHOYACTHIIBI, COIEpIKAIIUe CHPO-
JMMYC, CBS3aHHBIN (HaIlpuMep, MOKPBITHIA) C YETOBEYECKUM aTbOyMHUHOM, TJi¢ HAHOYACTHIIBI UMEIOT CPEeIHIHA
nuameTp He Ooisiee yeM mpuMepHo 150 HM (HanmpuMmep, He Oonee dem npumepHo 120 HM, HalpuUMep TPUMEPHO
100 HM), TIIe MaccoBO€ COOTHOIICHHWE YEJIOBEUESCKOTO aThbOyMHHA W CHUPOIMMYCa B KOMIIO3HUIIMH COCTABIISIET
npuMepHo 9:1 win Huxe (Harmpumep, npuMepHo 9:1 wiu nmpuMepHo 8:1). B HEKOTOpPBIX BapHaHTaX OCYIIECTBIIC-
HUS KOMITO3UIIHS colepKUT Nab-cuponumyc. B HEKOTOPBIX BapraHTaxX OCYIICCTBICHHS KOMITO3HUIIUS MPEICTaB-
nset Nab-cupoiumyc.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUSA 00ECIICYNBACTCS CIOCO0 CHIKEHUS YacTOTHI WM HArpy3KH pa-
HEee MMEBIIIETO MECTO MeTacTa3upoBaHus onmyxonu [IEKoMel (HampuMmep, METacTa3uPOBaHUS B JIETKOE WU Me-
TACTa3MPOBaHUS B IUM(PATHICCKUIA y3€) Y CYOBCKTa, BKIFOUAIOIINN BBElICHHE CYOBeKTYy 3 PeKTHBHOrO KOIU-
YecTBa KOMITO3UIIMH, COJICPIKaIlell HAaHOYaCTHITBI, copeprkanme nHruouTop mTOR u ansOymuH. B HEKOTOPBIX
BapHaHTax ocymiecTBieHus HHruoutop mTOR sBiseTCS IEKapCTBEHHBIM MPETIapaToM W3 TPYIIIEI JUMYCOB. B
HEKOTOPBIX BapHAHTaX OCYIIECTBICHUS JICKAPCTBEHHBIA IpenapaT U3 TPYIIEl IUMYCOB IPEACTaBIICT CHPOIIH-
Myc. B HEKOTOpBIX BapmuaHTax OCYIIECTBICHHUS JIEKapCTBEHHBIN IpenapaT U3 TPYIIIHI JINMYCOB B HAHOYACTHIIE B
KOMIIO3WIINH BBOJAAT BHYTPUBEHHBIM BBEICHHEM. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS KOMITO3HIIHS CO-
JEpKUT HAHOYACTHIIBI, COAEpIKAIINe JICKApCTBEHHBIM IpenapaT W3 TPYIMIBI JUMYCOB, CBSI3aHHBIA (HampuMmep,
MOKPBITEIA) € anbOyMHHOM. B HEKOTOPHIX BapHMaHTaX OCYIIECTBICHHS KOMIIO3UIMS COICPIKAT HAHOYACTHUIIH,
MMeEIOIINe CPeHUI 1naMeTp He Oosee yeM mpumepHO 150 HM. B HEeKOTOpBIX BapHaHTax OCYIIECTBICHHS KOM-
MO3HIIUS COACPKUT HAHOYACTHIIBI, COJCPKAIINE JICKAPCTBCHHBIA MpenapaT W3 TPYIIBI JIUMYCOB, CBA3aHHBIN
(HampuMep, TOKPBITHINA) ¢ ATEOYMHUHOM, TI¢ HAHOYACTHUIIBI MMCIOT CPEIHUN TUAMETp He Ooyiee YeM MPUMEPHO
150 aM. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHUS KOMITO3UIIHS COACPKUT HAHOUYACTHIIBI, COICPIKAIIUEC CHPO-
JMMYC, CBS3aHHBIN (HAIIPUMEp, MOKPBITHIA) C YSIOBEYCCKUM aTbOyMUHOM, TJI¢ HAHOYACTHUI(BI UMCIOT CPEIHUMA
nuameTp He Ooisiee yeM mpuMepHo 150 HM (HanmpuMmep, He Oonee dem npuMmepHo 120 HM, HaIpuUMep TPUMEPHO
100 HM), TIIe MaccoBO€ COOTHOIICHHWE YEJIOBEUECKOTO aTbOyMHHA W CHUPOJMMYCa B KOMIIO3UIIMH COCTABIISET
npuMepHo 9:1 win Huxe (Harpumep, mpuMepHo 9:1 wiu nmpuMepHo 8:1). B HEKOTOpPBIX BapuaHTaxX OCYIIECTBIIC-
HUS KOMITO3UIHA conepKuT Nab-cuponnmyc. B HEKOTOPBIX BapHaHTaxX OCYIISCTBICHHS KOMITO3HINS MIPEACTaB-
nsieT Nab-cuponmumyc.

B HekoTophIX BapHWaHTaX OCYIIECTBIICHHs OOecreunBaeTcs Crocod ymeHbmeHus pasmepa [IEKomebr y
CyObeKTa, BKIIOYAIONINIA BBEJICHUE CYOBEKTY 3(D()EKTUBHOTO KOJIMYECTBa KOMIO3HMIIUY, COZACpIKaIleld HaHOYA-
cTuibl, coaepxkamue naruourop mTOR u anpOymMuH. B HEKOTOPEIX BapHaHTaX OCYILECTBIICHUS pa3Mep OMyXO-
JIM yMEHbILAeTCs M0 MeHbIel Mepe npuMepHo Ha 10% (Bkirodas, HampuMep, O MEHbLIEH Mepe IPUMEPHO Ha
20%, 30%, 40%, 60%, 70%, 80%, 90% wumu 100%). B HEKOTOpHIX BapHaHTaX OCYIICCTBICHHUS HHTHOUTOP
mTOR sBnsieTcs TeKapCTBEHHBIM IpEnapaToM M3 TPYIIEI JUMYCOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS
JICKApCTBCHHBIN TpernapaT |3 IPYIIIbI JIAMYCOB MPEICTABISICT CUPOIMMYC. B HEKOTOPBIX BapHaHTaX OCYILICCTB-
JICHWs JIEKaPCTBEHHBIH Tperapar U3 TPYIIIHI JIMMYCOB B KOMITO3UIIMKA HaHOYACTHI] BBOIST BHYTPUBEHHBIM BBE-
JIeHHeM. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHUS KOMIIO3UIIHS COACPKUT HAHOUACTHIIBI, COACPIKAIIHE JIeKap-
CTBEHHBIN TpemapaT W3 TPYMIEI JHUMYCOB, CBA3aHHBIA (HAIpUMeEp, MOKPHITHINA) ¢ ans0yMHHOM. B HEKOTOpPHIX
BapHaHTaX OCYIIECTBICHUS KOMIIO3UIHSI CONEPKUT HAHOYACTHUIIHI, MMEIOMINE CPEeAHNN AuaMeTp He Ooiee deM
npuMepHo 150 HM. B HEKOTOpHIX BapHaHTaX OCYIIECTBICHHS KOMIIO3UIUS CONEPKUT HAHOYACTHIIBI, COMEpKa-
IIKe JCKapCTBCHHBIN Mpermapar U3 TPYIIBI JUMYCOB, CBA3aHHBIN (HAIIpUMeEp, MOKPHITHIH) ¢ adb0yMHUHOM, TJIe
HAHOYACTHIIEI UMCIOT CPEAHUIN quaMeTp He Oonee yem nmpumepHO 150 HM. B HEKOTOPBIX BapHaHTaX OCYIICCTB-
JICHHUsT KOMIO3HIUS COJCPKUT HAHOYACTHUIIBI, COJCPKAIINE CHUPOIUMYC, CBS3aHHBIN (HApHMep, MOKPHITHIH) ¢
YEIIOBEYCCKUM alTb,OYMHHOM, IIe HAHOYACTHUIIBI UMCIOT CPEIHUMN AuaMeTp He Oosee yem mpumepHo 150 M (Ha-
npumep, He Oosiee yeMm npuMepHo 120 uM, Hanpumep npumepHo 100 HM), Tie MacCOBOE COOTHOLIEHHE YelloBe-
YECKOro ajJbOyMHUHA U CHPOJIUMYCa B KOMIIO3HIIMU COCTABIISACT MpUMEpHO 9:1 min HIke (Hampumep, IPUMEPHO
9:1 nnmu npumepHo 8:1). B HEKOTOPBHIX BapHaHTaX OCYIIECTBICHHUS KOMITO3UIUS coliepkuT Nab-cupommmyc. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHUS KOMIIO3HUIUS TpeacTaBisieT Nab-cupoinmyec.

B HEKOTOPHIX BapHaHTax OCYIIECTBICHHS 00ECIIEYNBACTCS CIOCO0 MPOIJICHHS BPEMEHH 10 IPOTPECCHPO-
BaHus [IEKoMbl y cyOBbekTa, BKIIOUAIONINI BBEACHHE CYOBEKTY 3(h(HEKTHBHOTO KOJTUYECTBa KOMITO3UIINH, CO-
JieprKariel HaHOYacTHIIbI, cofepskamre HHruouTop mMTOR u anpO0ymMuH. B HEKOTOPHIX BapHaHTaX OCYIIIECTBIIC-
HUS CIIOCO0 MPOJTIEBAET BpEeMs JI0 MPOTPECCHPOBAHM 3a00eBaHus TI0 MEHbIIeH mepe Ha 1, 2, 3,4, 5, 6,7, 8,9,
10, 11 wm 12 Henens. B HekoTOphIX BapuaHTax ocymiecTsieHust HHrHOuTop mTOR siBisieTcs ekapcTBEHHBIM
mpenapaToM M3 TPYOIBl JUMYCOB. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS JICKAPCTBEHHBIN Ipemapar u3
TPYIIIEI TUMYCOB TPEICTABISACT CUPOIUMYC. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS JICKAPCTBECHHEIH Mpera-
paT 3 TPYIIBI JUMYCOB B KOMIIO3HIIMH HAHOYACTHI] BBOJIST BHYTPUBCHHBIM BBEICHHEM. B HEKOTOPHIX BapHaH-
TaX OCYMICCTBICHUS KOMITO3UIIMS COACPKUT HAHOYACTHUIIBI, COJICPKAIIIE JICKAPCTBEHHBIN Mpemapar u3 TPYIIbI
JMMYCOB, CBSI3aHHBIHN (HAIIPUMEDP, TOKPBITHIN) ¢ aTbOyMUHOM. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS KOMIIO-
3UIMS COJCPIKUT HAHOYACTHIIBI, IMEIOIINE CPeIHUN auaMeTp He Oosee dyem mpumepHo 150 HM. B HekoTOpBIX
BapHaHTaX OCYIIECTBIICHHS KOMITO3UIUS COACPKUT HAHOUYACTHIBI, COJEpIKAIlie JIEKapCTBEHHBIN MpenapaT u3
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TPYIIIEI TUMYCOB, CBA3aHHBIN (HAPUMEp, OKPBITHINA) ¢ aTbOYMHHOM, T HAHOYACTHIIEI UMCIOT CPEIHUN Tua-
MeTp He Oosiee ueM mpuMepHO 150 HM. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHS KOMIO3HUIIHS CONCPIKUT HAHO-
YaCTHUIIBI, COJIEpIKAIIIEe CHPOIMMYC, CBSI3aHHBIN (HAIIpUMeEp, MOKPHITHIN) ¢ YeIOBEUSCKUM aTbOYMUHOM, Te Ha-
HOYACTHUIIBI UMEIOT CPETHUHN nHaMeTp He Oosee yeM npumMepHo 150 HM (HanmpumMep, He 6oJiee ueM mpumepHo 120
HM, Hampumep npumepHo 100 HM), e MacCOoBO€ COOTHOIICHHE YEIOBEYSCKOTO albOyMUHA U CHPOJIUMYca B
KOMITO3HUITUH COCTaBJISIET MpUMepHO 9:1 wim Huke (HanpuMmep, mpumepHo 9:1 wim npumepHo 8:1). B HekoTophIX
BapHaHTaX OCYIIECTBICHHUS KOMIO3HINS colepx T Nab-cuponumyc. B HEKOTOPBIX BapraHTaxX OCYIIECTBICHHUS
KOMIIO3HIUS TTpencTaBIsieT Nab-CHpomumyc.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS 0OCCIICUMBACTCS CIIOCOO MPOAJICHUS BBDKHBAEMOCTU CYOBCKTa,
umerornero [1EKomy, Brimrouaromuii BBeieHHE CyOBEKTY 3 PEKTHBHOTO KOIMYECTBA KOMITO3UIIMH, COACPIKAIICH
HAHOYACTHIIEI, cogepikamnue HHruouTop mTOR u ambOymMuH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS CIOCO0
MPOJJICBaeT BEDKUBACMOCTh CYOBEKTa IO MeHbINeH Mepe Ha 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 18 wu 24 mecs-
na. B HekoTophIx BapmaHTax ocymiectBiacHus MHTHOMTOp MTOR sBIsSeTCS NeKapCTBEHHBIM IpenapaToM U3
TPYIIEI JUMYCOB. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHS JEKAPCTBCHHBIA TpenapaT W3 TPYIIbI JTHUMYCOB
MPEICTaBISIET CHPOIMMYC. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHUS JICKApPCTBECHHBIN IpenapaT U3 TPYIIIHEI JIH-
MYCOB B KOMITO3HIINM HAHOYACTHIl BBOISAT BHYTPHBEHHBIM BBEJCHHEM. B HEKOTOPHIX BapHaHTaX OCYIIECTBIIE-
HUSI KOMITO3HUIHS COACPKHUT HAHOYACTHUIIBI, COAEpIKaIlre JeKapCTBEHHBIH NpenapaT U3 TPYIIBI JIUMYCOB, CBS-
3aHHBIA (HATIPUMEp, TOKPHITHINA) ¢ aTb0yMHHOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS KOMIIO3UIHS COIEP-
JKUT HaHOYACTHIBI, MEIOIINE CPEenHUH nauamerp He Oonee dem mpumepHo 150 HM. B HekoTOphIX BapmaHTax
OCYILECTBIICHHS KOMITO3UIINSI COAEPKUT HAHOYACTHUIIHI, COMIEprKaIie JIEKapCTBCHHBIA pernapar U3 TPkl JIH-
MYCOB, CBSI3aHHBII (HAaIIpUMep, TOKPBITHIN) C AIbOYMHUHOM, TJI¢ HAHOYACTHIIEI UMCIOT CPEIHUN qraMeTp He 0o-
nee yeM npuMepHO 150 HM. B HEKOTOpBHIX BapHaHTaX OCYIICCTBICHHUS KOMITO3UIIMS COACPIKUT HAHOYACTHIIEI,
COJIepIKAIIIe CHPOIIMMYC, CBS3aHHBINA (HAPUMEp, MOKPHITHIN) ¢ YCIIOBEUCCKUM alTbOYMHHOM, TJI¢ HAHOYACTHUIIBI
UMEIOT CpeJHHI TuaMeTp He Oonee yeM mpumepHo 150 HM (Hampumep, He Oonee yeM mpumepHo 120 HM, Ha-
npumep npumepHo 100 HM), TIe MaCCOBOE COOTHOLICHUE YEIIOBEUYECKOT0 ajJbOyMHUHA U CHPOJIMMYCa B KOMIIO3H-
IIUU COCTaBJISET MpuMepHO 9:1 mnm Hike (Harpumep, mpuMepHo 9:1 wiu npuMepHo 8:1). B HeKOTOpBIX BapuaH-
TaX OCYIIECTBICHHUSI KOMITO3UINS COIEpKUT Nab-cupornmyc. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHUS KOMIIO-
3unus npeacrasisieT Nab-cupomumyec.

B HEKoTOpHIX BapwaHTax OCYIIECTBICHHUS 00eCIIEIMBAETCS CIOCOO OCIabIeHUs OHOTO WM OoJiee CHM-
NITOMOB y cyObekTa, nmetomiero [IEKomy, Bimrouatomuii BBeAicHHE CyOBeKTy 3((HEKTHBHOTO KOJIMIECTBA KOM-
TIO3UITNH, CoJepKallell HaHOYaCTHIIbI, coaepxamue HHruouTop mTOR n anpOymuH. B HEKOTOpPHIX BapuaHTax
ocyiectBieHuss nHrnOuTOp MTOR sBRsETCS NTEKAPCTBEHHBIM MIPEMAapaToM U3 TPYIIEI JUMYCOB. B HEKOTOpPHIX
BapHaHTaX OCYIIECTBIICHUS JCKAPCTBCHHBIN TperapaT U3 TPyMIIbl JUMYCOB MPEACTABIACT CUPOIUMYC. B Heko-
TOPBIX BapUAHTaX OCYIIECTBIICHUS JCKAPCTBCHHBIN MPENapaT W3 TPYIIbI JUMYCOB B HAHOYACTHUIIE B KOMITO3U-
IIUHM BBOJSAT BHYTPHUBCHHBIM BBEICHHEM. B HEKOTOPBIX BapHaHTAX OCYIICCTBICHUS KOMITO3HIUS COIACPKUT Ha-
HOYACTHIIBI, COACPIKAIINE JICKAPCTBCHHBINA MPEapaT U3 TPYIIIBI JIUMYCOB, CBSI3aHHBIA (HATIPUMED, MTOKPHITHIH) ¢
ATEO0YMUHOM. B HEKOTOPBIX BapHUaHTaX OCYIIECTBICHUS KOMIIO3UIIHUS COACPKUT HAHOYACTHIIBI, UMCIOIIIUE CPE/I-
HUHM quameTp He Oonee yeM mpuMepHO 150 HM. B HEeKOTOpBIX BapHaHTaX OCYIIECTBICHHS KOMIIO3HIUS CONEp-
JKUT HaHOYACTHIIBI, COJEpIKAIe JICKAPCTBEHHBIN MpenapaT U3 TPYIIBl JHUMYCOB, CBA3aHHBIN (HampuMep, Io-
KPBITBIH) ¢ ambOYMHUHOM, TJIe HAHOYACTHUIBI IMEIOT CPEIHIN TuamMeTp He OoJiee yeM npumepHo 150 am. B Heko-
TOPBIX BapHaHTaX OCYIIECTBICHUS KOMIIO3HIINS COJICPKUT HAHOYACTHIIBI, COMEPIKAIINE CHPOIMMYC, CBSI3aHHBIH
(HampuMep, TMOKPBITHIN) ¢ YEITOBEYECKUM aTbOYMUHOM, T/I€ HAHOYACTHUIBI UMEIOT CPEIHHUIA TUaMeTp He Oolee
yem npuMepHo 150 M (Hanpumep, He Oosree yem npumepHo 120 HM, Harrpumep, npumepro 100 HM), TIe Macco-
BOC COOTHOIIICHHE YEJIOBEYCCKOTO albOYMHHA W CHPOJIMMYCa B KOMITO3HIIMU COCTABISACT mpuMepHO 9:1 wim
HIke (Hampumep, nmpuMepHo 9:1 win npumepHo 8:1). B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHUS KOMIO3HIIUS
comepxutr Nab-cupoiaumMmyc. B HEKOTOpPBIX BapHaHTaX OCYMICCTBICHHS KOMIIO3UIMS MpenacTtaBiser Nab-
CHPOJIUMYC.

B HEKOTOPBIX BapHaHTaX OCYIIECCTBICHUS 00CCIIEYMBAETCS CHOCOO MOJABICHUS IPOTPECCHPOBAHUS OYa-
roB CIS (kapruHOMEI in situ) y cyonekra, nmeromero [IEKomy, Bkimogaronuii BBeneHne cyobekTy 3¢ ¢heKTruB-
HOTO KOJMYECTBA KOMITO3UIIMH, COAEPIKAIEH HAaHOYACTHUIIGI, cojeprxkamue uaruoutop mTOR n ans0ymun. B
HEKOTOPBIX BapHaHTax ocymecTBieHHs HHruonTop mTOR sBiIsIeTCS NEKapCTBEHHBIM INPETapaToM W3 TPYIIIBI
JMIMYCOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS JIEKAPCTBEHHBIN Mpemnapar U3 TPYIIIBI JINMYCOB MPEICTaB-
JseT cuponuMyc. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS JICKAPCTBEHHBIN Mperapar W3 TPYIIBI JUMYCOB B
HAaHOYACTHUIIC B KOMIIO3WIIMH BBOJSAT BHYTPHBCHHBIM BBEACHHEM. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS
KOMITO3HUITUSI COICPIKUT HAHOYACTHUIIBI, COACPIKAIIIHE JICKAPCTBEHHBIN TIpenapaT U3 TPYIIIBI JINMYCOB, CBI3aHHBIN
(HampuMep, TOKPBITHINA) ¢ aTbOyMUHOM. B HEKOTOPBIX BapUaHTaX OCYIICCTBICHHUS KOMITO3MIUS COICPIKHUT Ha-
HOYACTHUIIBI, IMEIOIIHE CPETHUIA qruaMeTp He Oonee yeM nmpuMmepHo 150 HM. B HEKOTOPBIX BapHaHTaX OCYIICCTB-
JICHUSI KOMITO3HUITUS COACPIKUT HAHOYACTHIIBI, COJCPIKAIIIE JICKAPCTBCHHBIN MPEnapaT U3 TPYIIIbI JUMYCOB, CBsI-
3aHHBIA (HAIIPUMEp, TOKPBITHIH) C aTbOYMHHOM, TJI¢ HAHOYACTHIIEI MUMCIOT CPEIHHUM IHaMeTp He Oojee deM
npuMepHO 150 HM. B HEKOTOpHIX BapHaHTaX OCYIISCTBICHHUS KOMITO3UIUS CONEPIKUT HAHOYACTHIIBI, COMEpkKa-
M€ CHPOJIMMYC, CBSI3aHHBIN (HApHMep, MOKPBITHINA) C YEeI0BEYECKUM alTbOYMIHOM, T/l€ HAHOYACTHIHI HMEIOT
cpenHuit quametp He Ooisiee yeM mpumMepHo 150 HM (Hampumep, He Oojiee yem mpuMepHo 120 HM, HampuMmep
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npumepHo 100 HM), rIe MaccoBOE€ COOTHOIICHHE YEJIOBEUSCKOT0 albOYMHHA M CHPOJIMMYCa B KOMITO3HIIUH CO-
cTaBisieT npuMepHo 9:1 mim Hwke (Hanpumep, mpuMmepHo 9:1 wam npumepHo 8:1). B HexkoTophIX BapuaHTax
OCYIIIECTBIICHHUS CPETHUH WIIM METUAHHBIN JHaMeTp HAaHOYACTHII COCTABIISAET MpuMepHo oT 10 g0 mpumepHo 150
HM. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS CPSIHUN WM MEAWAHHBIN AMaMETp HAaHOYACTHI] COCTABILIET MPH-
MepHo oT 40 mo mpumepHo 120 HM. B HEKOTOpPBIX BapHaHTax OCYIIESCTBICHHSI KOMITO3HUIIUS COMEPKUT Nab-
cHUpoIUMYyC. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS KOMITO3UIMS IpeaAcTaBisieT Nab-cupoiumyec.

B HekoTOphIX BapHaHTax ocyllecTBIeHHS oOecneunBaercs crocob nedenus [IEKombr y cyObekTa (Ha-
MIPUMeEp, YeI0BEKa), BKIIOYAIOIINKA BBeIeHHE CYOBEKTY 2P (EKTUBHOTO KOJIMIECTBA KOMITO3UITUH, COAepKaIe
HAHOYACTHIIBI, COJIEpKaIINEe CUPOIMMYC U albOyMuH (HanpuMep, HaHOYACTHIIBI, COJEPIKAIINE CHPOINMYC, HO-
KPHITBIH anbOyMuHOM, HarpuMep, Nab-cipoumyc), rie KOMIIO3HIMIO BBOAAT B 103¢ 100 Mr/m”. B HekoTOphIX
BapuaHTaX OCYIIEeCTBICHHUs obecrieunBaercsi criocod jedenus: [IEKoMbr y cyObekTa (HampuMmep, denoBeKa),
BKJTIOYAIOUINH BBEJCHUE CYOBEKTY 3(Pp(PEKTHBHOIO KOJIMYECTBA KOMIIO3UIIMH, COAEpKalled HAaHOYACTHUIIBI, CO-
JieprKalie CUPOIMMYC U albOyMHH (HarpuMmep, HaHOYACTHIIBI, COJCPIKaIie CHPOJIIMMYC, TIOKPBITHIH alb0yMH-
HOM, Hampumep Nab-cHpouMmyc), Te KOMIO3HIMIO BBOAAT B 103¢ 100 MI/M’, U IJie KOMIIO3HIIHIO BBOJIST €Ke-
HenenbHo, 2 pa3a B 3 Hexenu (HanpuMmep, Ha 1 1 8 cyTku 21-CyTouHOTO IWKIA). B HEKOTOPHIX BapHaHTax OCY-
mecTBIieHUs1 obecneunBaeTcst criocod nedenus [IEKombr y cyOnekta (HanpuMep, 9eloBeKa), BKITIOYAIONIINN BBe-
JIeHne CyOBEeKTY (P(PEKTHBHOTO KOJIMYECTBA KOMIIO3UINH, COAEprKalleii HAHOYACTHIIBI, COACpIKaIINe CHPOIH-
MyC " anbOyMuH (HalpuMep, HAHOYACTHIIBI, COIEPIKAIINE CUPOIMMYC, IIOKPBITHIN ams0yMuHOM, Hanpumep Nab-
CHUPOJIIMYC), T KOMIIO3HUITHIO BBOIAT B mo3e 100 MF/M2, T7ie KOMITO3HMIIMIO BBOJIAT €KEHEAeIbHO, 2 pa3a B 3
Henenu (HanpuMmep, Ha 1 i 8 cyTkr 21-CyTOYHOTO IMKIIA), ¥ T1Ie 103y BBOAAT BHYTPUBEHHOU HH(DY3HEH B Tede-
Hre 30 MuH. B HEeKOTOpBIX BapnaHTax ocymiecTBieHHs obecnieunBaeTcst crocod seueHus [IEKombl y cyObekTa
(HanpuMep, YesIOBEKa), BKIIOYAIONINN BBEJCHUE CyObeKTY 3()(heKTHBHOTO KOIMYECTBA KOMIIO3MIMH, COJEpiKa-
IIeil HAHOYACTHIIBI, COIEPIKAIINE CHPOIMMYC U anbOyMUH (HarpuMep, HAHOYACTHIIBI, COIEPKAIINE CHPOINMYC,
TMOKPBITHII aTbOYMHHOM, HampuMep Nab-cHpomuMyc), rie KOMIO3HIMIO BBOAT B 103¢ 100 Mr/M’, 1 rie KOMIIo-
3HIUIO0 BBOAAT €)XEHENEIbHO, 3 pa3a B 4 Henenu (Hanpumep, Ha 1, 8 u 15 cyrku 28 cyrounoro nukia). B Hexo-
TOPBIX BapHaHTaX OCYIIECTBIEHUs obecriednBaeTcs crocob nedenus: [IEKoMer y cyObekTa (Hampumep, desoBe-
Ka), BKJIIOYAIONUH BBeleHHE CYOBEKTY 3((EKTHBHOTO KOJUYECTBA KOMIIO3HIIMH, COAEPKAIIEH HAaHOYACTHUIIHI,
COJIepIKAIIIe CUPOIIUMYC M adbOyMHH (HampuMep, HAHOYACTHIIBI, COIEPIKAINE CHPOIUMYC, MOKPHITHIA anb0y-
MUHOM, HarpuMmep Nab-cupoaumyc), Te KOMIO3HUINIO BBOAAT B 103¢ 100 MF/M2, II€ KOMIIO3HIIMIO BBOIST €XKe-
HelenbHo, 3 pasa B 4 Henenu (HanpumMep, Ha 1, 8 u 15 cyTku 28-CyTOUHOTO IMUKIIA), ¥ T1Ie 103y BBOJSAT BHYTPH-
BEeHHOU nH(Dy3ueii B Teuenne 30 MuH.

B HekoTophIX BapmaHTax ocyliecTBIeHHUs oOecrieunBaercsi criocod snedenus [IEKomsr y cyObekTa (Ha-
IpUMep, YeJIOBEKa), BKIIIOYAIOMINI BBeACHHE CYOBEKTY 3P (PEKTHBHOTO KOIMYECTBA KOMITIO3UIINH, COJCPIKaILEH
HAHOYACTHIIBI, COJIEpKAIINE CUPOIMMYC U albOyMuH (HampuMep, HaHOYACTHIBI, COJEPIKAIINE CHPOINMYC, HO-
KPHITBIH anbGyMuHOM, HanmpuMep Nab-CHPOIMMYC), Iie KOMIO3HIMIO BBOJAT B 03¢ 75 Mr/m’. B HEKOTOpHIX
BapuaHTaX OCYIIECTBICHHUsI oOecrieunBaercsi criocod jedenus: [IEKoMbr y cyObekTa (HampuMmep, YeloBeKa),
BKJTIOYAIOUINH BBEJCHUE CYOBEKTY 3(P(PEKTHBHOIO KOIMYECTBA KOMIIO3UIIMH, COAEpKalled HAaHOYACTHUIIBI, CO-
Jiep Kalie CHPOINMYC U albOyMHH (HalpuMep, HAaHOYACTHUIIHI, COIEPIKAIINe CHPOIMMYC, TIOKPHITHIA alb0yMu-
HOM, Hanpumep Nab-CHpPOIIMYC), T/ie KOMIIO3HIMIO BBOIST B 103€ 75 MI/M’, I Iie KOMIIO3HIIHIO BBOJAT CKe-
HelenbHo, 2 pa3a B 3 Hexenu (HanpuMmep, Ha 1 1 8 cyTku 21-cyTouHOTO IWKIA). B HEKOTOPHIX BapHaHTax OCY-
mecTBiieHUs1 obecneunBaeTcst criocod nedenus [IEKombr y cyObekTa (HanpuMep, 9eoBeKa), BKITIOYAIONIUN BBe-
JIeHne CyOBEeKTY (P(PEKTHBHOTO KOJIMYECTBA KOMIIO3UINH, COIEprKalleii HAHOYACTHIIBI, COACPIKaIINe CHPOIH-
MYyC ¥ anbOyMuH (HanmpuMep, HAaHOYACTHIIBI, COIEPKALINE CHPOJIMMYC, IIOKPHITHIN ab0yMUHOM, HanpuMep Nab-
CHPOIIIMYC), TJie KOMIIO3HIIHIO BBOISAT B 03¢ 75 MI/M’, Tle KOMIIO3HIMIO BBOJIAT €KEHEACTBHO, 2 pa3a B 3 He-
nenu (HarpuMmep, Ha 1 u 8 cyTku 21-cyTOYHOTO LIMKIA), U TA€ 103y BBOJST BHYTPUBEHHOHN NH(]Y3UEH B TeUCHHUE
30 MuH. B HEKOTOPHIX BapuaHTax OcyllecTBIeHHs obecnieunBaercs crnocod neuenns [IEKoms! y cyObekra (Ha-
IpUMeEp, YEeJIOBEKA), BKIIIOYAIOMINI BBeAeHHE CYOBEKTY 3P (PEKTHBHOTO KOIMYECTBA KOMITO3UIIMH, COJCPIKaILeH
HAHOYACTHIIBI, COJIEpKAIINEe CUPOIMMYC U albOyMUH (HampuMep, HaHOYACTHIBI, COJEPIKAIINE CHPOINMYC, HO-
KPBITHIH a160yMUHOM, HanpuMep Nab-cHpomMyc), rie KOMIO3HIIHIO BBOAT B 03¢ 75 MI/M’, U Ti¢ KOMIIO3H-
IO BBOJIAT ©XKEHENeNbHO, 3 pa3a B 4 Henenu (Hanpumep, Ha 1, 8 u 15 cyTku 28 cyrounoro mukia). B HekoTo-
PBIX BapHaHTax ocyliecTBIeHus obecnieunBaetcs ciocod nedenus [IEKombr y cydbekTa (HanpumMep, 9eoBeKa),
BKITIOYAONINI BBEACHHE CYOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UINH, COAEpKaIleii HaHOYACTHUIIBI, CO-
JiepKallie CHPOINMYC U aTbOyMHH (HalpuMep, HAaHOYACTHUIIHI, COIEPIKAIINe CHPOIMMYC, TIOKPHITHIA alb0yMu-
HOM, Hanpumep Nab-CHpOIHMYC), Tie KOMIO3HINIO BBOIAT B 03¢ 75 MI/M’, T/ie KOMIIO3HIINIO BBOIAT IKEHE-
JeTbHO, 3 pasa B 4 Henenu (HampuMmep, Ha 1, 8 u 15 cyTku 28-cyTOYHOTO IMKIIA), U TA€ 103y BBOJASAT BHYTpPHU-
BeHHOW MH(Yy3ueH B Teuenue 30 MuH.

B HekoTophIx BapmaHTax ocyliecTBIeHHUs oOecrieunBaercsi crnocod snedenus [IEKomsr y cyObekTa (Ha-
IpUMep, YeJIOBEKA), BKIIOYAIOMINI BBeACHHE CYOBEKTY 3P (PEKTHBHOTO KOIMYECTBA KOMITO3UIIMH, COJCPIKaILEH
HAHOYACTHIIBI, COJIEpXKaIINEe CUPOJIMMYC U albOyMuH (HanmpuMep, HAaHOYACTHIBI, COJEPIKAIINE CHPOINMYC, HO-
KPBITBIH anb6yMuHOM, HanmpuMep Nab-CHpOIMMYC), Iie KOMIO3HIMIO BBOJAT B 03¢ 56 Mr/mM’. B HEKOTOpHIX
BapHaHTax OCyIecTBIeHus obOecneunBaercs crocod yedeHus [TEKombr y cyObekra (Hampumep, 4denoBeKa),
BKITIOYAONNIA BBEACHHE CYOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UIINH, COAEpKaIleil HaHOYACTHUIIBI, CO-
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JiepKaIe CUPOIUMYC U allbOYMUH (HAIpUMEp, HAHOYACTHUIIBI, COJICPIKAIIUC CUPOIUMYC, MTOKPHITHIA alb0yMu-
HOM, Hanpumep Nab-CHPOIMMYC), T/ie KOMIO3HIMIO BBOIAT B 03¢ 56 MI/M’, I IJie KOMIIO3UIIHIO BBOJIAT €Ke-
HelenbHo, 2 pa3a B 3 Hexenu (HanmpuMmep, Ha 1 1 8 cyTku 21-cyTouHOTO IWKIA). B HEKOTOPHIX BapHaHTax OCY-
mecTBieHus1 obecneunBaeTcst criocod nedenus [IEKombr y cyOnekTa (HanpuMep, 9eoBeKa), BKITIOYAIONIUN BBe-
JIeHne CyOBEeKTY 2(P(PEKTHBHOTO KOJIMYECTBA KOMIIO3UINH, COIEprKalleii HAHOYACTHIIBI, COACpIKaIINe CHPOIH-
MyC " anbOyMuH (HalpuMep, HAHOYACTHIIBI, COIEPIKAIINE CUPOIMMYC, IIOKPBITHIN amb0yMUHOM, HampuMep Nab-
CHPOJIHMYC), T/ie KOMIIO3HIIHIO BBOAT B 03¢ 56 MI/M’, Ti¢ KOMIIO3HINIO BBOIAT ©XKCHEACIBHO, 2 pa3a B 3 He-
nenu (HanmpuMep, Ha |1 u 8 cyTku 21-cyTOYHOTO IMKIIA), ¥ T1Ie 03y BBOISAT BHYTPUBEHHON MH(Y3UEH B TeUCHNE
30 MuH. B HEeKOTOPHIX BapuaHTax OcyllecTBIeHHs obecnieunBaercs crnocod neuenns [IEKoms! y cyObekra (Ha-
IpUMep, YeJIOBEKA), BKIIIOYAIOMINI BBeACHHE CYOBEKTY 2(P(PEKTHBHOTO KOIMYECTBA KOMITIO3UIMH, COJCPIKaILEH
HAHOYACTHIIBI, COJIEpKAIINE CUPOJIMMYC U albOyMuH (HampuMep, HaHOYACTHIIBI, COJEPIKAIINE CHPOINMYC, HO-
KPHITBIH anbOyMHHOM, Hanpumep Nab-CHPOIMMYC), Iie KOMIO3UIMIO BBOJAT B 03¢ 56 MI/M’, M Il KOMIIO3H-
LU0 BBOJAT €XKEHEAEIbHO, 3 pa3a B 4 Henenu (Hanpumep, Ha 1, 8 u 15 cytku 28 cyTouHoro nukia). B Hekoto-
PBIX BapHaHTaxX OCyLIECTBICHHs obecnieunBaeTcs crocod neuenus [IEKomsr y cyObekTa (Harmpumep, 4enoBeka),
BKITIOYAONTNIA BBEACHHE CyOBEKTY 3()()eKTHBHOTO KOJMYECTBA KOMITO3UIINH, COAEpKaIleil HaHOYACTHUIIBI, CO-
Jiep Kalie CHPOINMYC U aTbOyMHH (HalpuMep, HAaHOYACTHUIIHI, COIEPIKAIINEe CHPOIMMYC, TIOKPHITHIH alb0yMu-
HOM, Hampumep Nab-CHpOIHMYC), TI¢ KOMIO3HIIHIO BBOIAT B 03¢ 56 MI/M’, Tie KOMIIO3HIIHIO BBOMSAT CKCHE-
JIeNbHO, 3 pa3a B 4 Henenu (Hampumep, Ha 1, 8 u 15 cyTku 28-CyTOYHOTO IHKIIA), U T/I€ J03y BBOIST BHYTPH-
BeHHOU nH(Dy3ueii B Teuenne 30 MuH.

Taxxe obecrieunBaroTcsl (papMaIeBTHIECKHE KOMITO3UIINMY, COIEpIKallie HAHOYACTHUIIBI, CO/IepIKaIlne WH-
ruouTop mTOR (Takoif kak JIekapcTBEHHBIN TpenapaT U3 TPYIIIBI JIUMYCOB, HAPUMEP CHPOIUMYC) IS IpUMe-
HeHus B JII000oM u3 croco6oB jedenust [IEKombl, onvcaHHbIX 31ech. B HEKOTOPBIX BapuaHTax OCYIECTBICHHS
KOMITO3UITUH COJICPKAT HAHOYACTHIBI, conepxaniue nHruoutop mTOR (Takoil kak JeKapCTBEHHBINA Mpemapar
U3 TPYIIIBI JIMMYCOB, HATIPUMEP CHPOJMMYC) U anbOyMHH (TaKO# KaK YeIIOBCUCCKUH anbOyMuUH).

[IpumMeHeHHE OMOMAPKEPOB.

Hacrosmee m300peTeHne B OJHOM acleKTe 00ECIeYMBAET CHOCOOBI JICUCHHS ATHUTEIHONTHOKICTOTHON
onyxonu, Takoi kak [TEKoma, ocHOBBIBasich Ha ypOBHE 3KCNPECCHUU WIIM aKTUBHOCTH, WJIM MYTallMOHHOTO CTa-
Tyca OZHOTO WK OoJiee OMOMapKepoOB.

B HEKOTOpBIX BapuaHTax OCYIIECTBIEHUS obecnieunBaeTcs crocod nedenns [ITEKoMbl (Takoi kak 3510Kka-
gectBeHHas [IEKoma, Hanmpmmep MeracraTudeckas WM MecTHO-pacnpoctpaneHHas [IEKoma) y cyObekTa,
BKITIOYAONITNIA BBEACHHE CYOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UIMH, COAEpKaIleil HaHOYACTHUIIBI, CO-
nepxamue uHruOnTop MTOR (Takoi Kak JeKapcTBEHHBIH Npenapar M3 TPYHIBl JIMMYCOB) M albOYMHH, T
CyOBEKT 0TOOpaH ISl JISUEHHsI, OCHOBBIBAsICh Ha CyOBEKTE, MMEIOIIEM MYTallMOHHBIH cTaTtyc B rene. B HekoTo-
PBIX BapHaHTax ocyuiecTBiieHHs reH BboIOpaH n3 ananmnza ONCOPANEL™ (ceptudurnmpoBannoro CLIA). B
HEKOTOPBIX BapUaHTaX OCYIICCTBICHUS I'eH mpeacTaBiseT reH mytd mTOR. B HEKOTOpPHIX BapuaHTax OCYIIECT-
BiIeHUs TeH npencraBisier reH mTOR-accounmpoBannoro myt. Kak 3xech Mcmosb3yercs, BeIpaxkeHHe "TeH
mTOR-acconunpoBaHHOTO IMyTH", OTHOCUTCS K T€HY, KOTOPBI KOAUPYET MOJICKYJTY, TaKyl0 Kak OeloK, KoTopas
MIPSIMO WJIA OTIOCPEIOBAHHO B3aUMOJAEHUCTBYET B cUTHaIbHOM IyTH MTOR wnim B3ammopaeicTByer ¢ HUM. B He-
KOTOPBIX BapHaHTaX OCYIIECTBIEHHUS TeH BBHIOpaH u3 rpymisl, coctosmeir u3 PIK3CA, TSC1, TSC2, AKT,
PTEN, MTOR u RHEB. B HekoTOphIX BapraHTaxX OCyIIecTBIeHUS T'eH npencrasiseT reH TFE3. B HekoTopbIx
BapHaHTaX OCYIICCTBIICHHS MyTallMOHHBIA CTaTyC HACHTHDUITUPYETCS B 00pa3ie oT CyObeKTa C HCIIOIb30BaHH-
eM cekBeHupoBanus OeckierouHor JIHK. B HeKOTOpHIX BapuaHTaxX OCYIIECTBICHHS MYTAIlMOHHBIA CTaTyC
uneHTuuIMpyercs B o0pasie oT cyObekTa ¢ UCIIOIb30BAaHHEM IK30MHOTO CEKBEHUPOBaHUS. B HEKOTOpHIX Ba-
pHaHTax OCYIIECTBICHUS! MyTallMOHHBIA cTaTyc HACHTHUIMPYETCsl B 00pasiie OT CyObeKTa ¢ NCIIOJIb30BaHUEM
MYTallMOHHOTO aHaJIn3a OMOIICHMITHOrO 00pa3ua oImyXojHu. B HEeKOTOpBIX BapHaHTaX OCYIIECTBICHUS MyTallUOH-
HBII CTaTyc HICHTUQUIUPYETCS B 00pasiie OT cyObeKTa ¢ UCTIOIb30BaHHEM (pIIyopeclieHTHOI ruOpuan3anuy in-
situ. B HEKOTOPBIX BapHaHTaX OCYILECTBIECHUs 00pa3el MmpeacTaBisieT co0oi oOpasen KpoBH. B HEKOTOPHIX Ba-
pHaHTax OCYHIECTBICHMsI OoOpasel] HpenCTaBiIseT OMONCHHHBIN oOpaser omyxoyin. B HEKOTOpEIX BapuaHTax
OCYILECTBIICHHS 00pa3ell MOIydIeH 0 Hayajla IPOBEIEHHs CIIOCOO0B JCUCHHS, OIMMCAHHBIX 3/1eCh. B HEKOTOPBIX
BapHaHTax OCYIICCTBICHUS 00pasell IOIydeH II0oCiie Havyasa IMPOBEICHHUS CIIOCO00B JICUCHHUS, ONTMCAHHBIX 3/1€Ch.

B HEKOTOpBIX BapuaHTax OCYIIECTBIEHUS obecnieunBaeTcs crocod nedenns [IEKoMbl (Takoi kak 3510Kka-
gectBeHHas [IEKoma, Hanmpmmep MeracraTudeckas WM MecTHO-pactpoctpaneHHas [IEKoma) y cyObekTa,
BKITIOYAONINI BBEACHHE CyOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UINH, COAEpIKaIleil HaHOYACTHUIIBI, CO-
nepxarue nHruonTop mMTOR (Tako#l Kak JIeKapCTBEHHBIM TpermapaT W3 TPYIIBI JUMYCOB) U albOyMHH, TIE
CyOBEKT 0TOOpaH /IS JICYECHHs, OCHOBBIBASICh Ha CYOBEKTE, NMEIOLIEeM cratyc (GocdopminpoBanus Oenka, CBs-
3aHHOTO ¢ cUTHANBHBIM myTeM MTOR. B HEKOTOPBIX BapHaHTaxX OCYIICCTBICHUS OCIOK BHIOPAH W3 TPYIIIIHL,
cocrosieit n3 AKT, S6, S6K, 4EBP1 n SPARC. B HekoTOpBIX BapraHTax OCYIIECTBICHUs Oeok pochopuin-
poBaH. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS 0€I0K (POCHOPHINPUPOBAH B CaliTe ONpEeICHHON aMUHOKHC-
JOTHL. B HEKOTOPHIX BapuaHTax OCyIlecTBICHHS Oelok He (ochoprinpoBaH. B HEKOTOPBIX BapHaHTax OCyIIle-
CTBJICHUS CTAaTyC (OCHOPUINPOBAHUS UICHTUPHUIMPYETCS B 00pa3le OT CyObeKTa ¢ HCIOIb30BaHUEM HMMYHO-
TUCTOXUMHH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHU 00pa3ell IpeacTaBisieT ONOTICHITHBIN 00pa3er] OImyXoJH.

B HEKOTOpBIX BapuaHTax OCYIIECTBIEHUS obecnieunBaeTcs crocod nedenns [ITEKoMbl (Takoi kak 3510Kka-
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yectBeHHass [IEKoma, Hampumep Meracratmueckas WM MecTHO-pacrpoctpaHeHHas [IEKoma) y cyObekra,
BKJTIOYAIOUINH BBEJCHUE CYOBEKTY 3(p(PEKTHBHOIO KOIMYECTBA KOMIIO3UIIMH, COAEpKalled HAaHOYACTHUIIBI, CO-
nepxarue nHruonTop mTOR (Tako#l Kak JIeKapCTBEHHBIM TpermapaT W3 TPYIIBI JUMYCOB) U albOyMHH, T
CcyOBEKT OTOOpaH IS JICUEHHs, OCHOBBIBAsICh HAa CYOBEKTE, MMEIOIIEM YPOBEHb SKCIIPECCUH MapKepa mpomde-
pamuu. B HEKOTOpHIX BapHWaHTaX OCYIIECTBICHHUS Mapkep nposmdepanuu npencrasiser Ki-67. B HEKOTOphIX
BapHaHTax OCYIIECTBICHHUS YPOBEHb SKCIPECCHH MapKepa mpoimdepanun n3Mepsercs B o0pasie oT cyObeKTa ¢
WCIIOJIb30BaHUEM HMMYHOTHUCTOXHMHH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHs 0Opa3el MpeacTaBiseT OHo-
TICHHHBIA 00pasel] omyxoin. B HEKOTOpHIX BapHaHTaX OCYIIECTBICHHS OOCCIEYMBAETCS CIOCOO IJIEYCHHUS
ITEKowMms! (Takoi kak 31mokadectBeHHas [IEKoma, HanmpuMep MeracTaTHueckast WM MECTHO-PaclpOCTpaHEHHAs
[IEKoma) y cyObekTa, BKJIIOYAIOIIAsi BBECHHE CYOBEKTY d((QEKTUBHOTO KOJIMYECTBA KOMIIO3UIIMH, COJEpXKa-
Iieit HaHoYacTUIIbI, coaepskame HHruonTop mTOR (Takoi Kak JeKapcTBEHHBIH Mpernapar U3 rpyIiibl JIMMYCOB)
U anbOyMUH, TAe CyOBeKT OTOOpaH /sl JICYCHUs, OCHOBBIBAsICh Ha CYOBEKTE, MMEIOIIEM YPOBEHb HKCIIPECCUH
Mapkepa arornTo3a. B HEeKOTOpHIX BapHaHTax OCYIIECTBICHHUS MapKep anonrosa npezacrasisier PARP umm ero
¢parmMeHT. B HEKOTOPHIX BapHaHTaX OCYLIECTBJICHHS YPOBEHb JKCIPECCHH MapKepa aromnTo3a H3MepsieTcsl B
o0pasie oT cy0beKTa ¢ NCIOIb30BaHHEM NMMYHOTHCTOXMMHHN. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS 00pa-
3€1] MPEACTABISIET OMOTICUITHBIN 00pa3el] OITyXOJIH.

B HEKOTOpBIX BapuaHTax OCYIIECTBIEHUS obecnieunBaeTcs crocod nedenns [IEKoMbl (Takoi kak 3510Kka-
gectBeHHas [IEKoma, Hanmpmmep MeracraThdeckas WM MecTHO-pacnpoctpaneHHas [IEKoma) y cyObekTa,
BKITIOYAONTNIA BBEACHHE CyOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UIINH, COAEpKaIleii HaHOYACTHUIIBI, CO-
nepsxaniie nHruouTop MTOR (Takoii kak JIeKapCTBEHHBIN MpenapaT U3 TPYIIEI JUMYCOB) M aJIbOYMUH, Te Ha-
HOYACTHIBI IMEIOT CPEIHUN AnameTp He Oosiee yeM mpumepHO 150 HM, M r1ie cyOBbeKT 0ToOpaH IS JIeUeHHs,
OCHOBBIBaSICh Ha CyOBEKTE, UMEIOIIEM MYTAllMOHHBIN CTaTyC B reHe. B HEKOTOPBIX BapuaHTax OCYIIECTBICHHS
reH BeIOpaH u3 aHanu3za ONCOPANEL™. B HeKOTOPBIX BapHaHTaX OCYIIECTBICHUS TeH BBIOpAH M3 T'eHa MyTH
mTOR. B HekoTophIX BapHaHTaX OCYHIECTBIEHUs reH mpexacrasiseT reH mTOR-accouuupoBanHoro mytu. B
HEKOTOPBIX BapUaHTaX OCYIICCTBICHHS T'eH BBIOpaH w3 rpymmsl, cocrosimeii u3 PIK3CA, TSC1, TSC2, AKT,
PTEN, MTOR u RHEB. B HekoTOpbIX BapuaHTax OCyLIeCTBIeHHs IeH mpercrasiseT red TFE3. B HekoTopsIx
BapUaHTaX OCYIIECTBIICHNS MyTallMOHHBIH CTaTyC UACHTU(HUIUPYETCS B 00pasle OT CyOBbeKTa C CIOIb30BaHHU-
eM cekBeHupoBanus OeckierouHor JIHK. B HeKOTOpHIX BapuaHTaxX OCYIIECTBICHHS MYTAIlMOHHBIA CTaTycC
HUACHTUQHUIHpPYETCA B 00pa3Iiie 0T CyOBeKTa ¢ MCIOIB30BAHNEM PK30MHOTO CEKBEHHPOBaHM. B HEKOTOpHIX Ba-
pHaHTaX OCYIIECTBICHUS MYTAIlMOHHBIN CTaTyC MACHTH(OHUIHpPYETCs B 00pasie OT CyObeKTa ¢ MCTI0Ib30BaHUEM
MYTaI[IOHHOTO aHanu3a OuorcuitHoro obpasiia omyxoii. B HEKOTOPHIX BapHaHTaX OCYIECTBICHHUS MYTAIlHOH-
HBIHA CTaTyC UACHTH(PHUIMPYETCS B 00pasie OT CyObeKTa ¢ HCIIOJIb30BaHUEM (DITyOPECIICHTHOW THOPUAN3AIINH in-
situ. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHHS oOpa3el mpeacTaBiseT co0oit odpaselr; KpoBU. B HEKOTOPHIX Ba-
pHaHTax OCYLIECTBICHMsI OOpasel| HpeACTaBiIseT OMONCHHHBIN oOpaser omyxoyin. B HEKOTOpHIX BapuaHTax
OCYIIECTBIICHHS] 00pa3ell MoJydeH 10 Hadaja MPOBEICHHUS CIIOCOOO0B JICUSHNUS], ONMCAHHBIX 31eCh. B HEKOTOPBIX
BapUaHTax OCYIIECTBICHUs 00pasel] MoTydeH [ociIe Havyajaa NPOBEACHHS CIIOCOO0B JICYCHUS, ONTUCAHHBIX 3/1€Ch.

B HexoTOphIX BapuaHTax OCYIIECTBICHHUS oOecrieunBaeTcs crocod sedenus [IEKombr (Takoit kak 3110Ka-
yectBeHHass [IEKoma, Hampumep Meracratmueckas WM MecTHO-pacnpoctpaHeHHas [IEKoma) y cyObekra,
BKITIOYAONTNI BBEACHHE CyOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UINH, COAEpKaIleil HaHOYACTHUIIBI, CO-
neprxarie HHruouTop MTOR (Takoii kak JIeKapCTBEHHBIN MpenapaT U3 TPYIILI JUMYCOB) M aJIbOYMUH, Te Ha-
HOYACTHUIIBl IMEIOT CPEIHUIN AuaMeTp He Oojee yeMm mpuMepHo 150 HM, rae cyObeKT 0TOOpaH IS JISUSHHSI, OC-
HOBBIBAsICh Ha CYOBEKTE, UMEIOMIEM cTaTyc (hochopruarpoBanus OeiKa, aCCOIMUPOBAHHOTO C CHTHAIBHBIM ITy-
teM MTOR. B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS OEOK BhIOpaH M3 rpynmbl, cocrosmen n3 AKT, S6, S6K,
4EBP1 u SPARC. B HekoTOpbIX BapuaHTaxX OCyIIiecTBICHHs O0enok GochoprmpoBan. B HeKOTOPHIX BapraHTax
OCyIIECTBIICHHST O€0K (hOCHOPHINPUPOBAH B CaliTe ONpeNeIeHHOW aMMHOKUCIIOTHL. B HEKOTOpBIX BapHaHTax
ocyuiecTBlieHHs1 Oeslok He (ochoprarpoBaH. B HEKOTOPHIX BapHaHTaX OCYLIECTBICHHS cTaTyc (ochopHInpo-
BaHMs MICHTUQUIMPYETCsS B 0Opasiie OT cyObeKTa ¢ MCIOJIb30BaHNEM MMMYHOTHCTOXMMUH. B HEKOTOpHIX Ba-
pHaHTax OCYLIECTBICHHS 00pa3el NpeICTaBIseT OMONICHITHBIH 00pa3er OIyXoJy.

B HexoTOphIX BapuaHTax OCYIIECTBICHHUS oOecrieunBaeTcs crnocod sedenus [IEKomebr (Takoil kak 3110Ka-
yectBeHHass [IEKoma, Hampumep Meracratmueckas WM MecTHO-pacnpoctpaHeHHas [IEKoma) y cyObekra,
BKITIOYAONTNIA BBEACHHE CYOBEKTY 3()()EeKTHBHOTO KOJMYECTBA KOMITO3UINH, COAEpKaIleii HaHOYACTHUIIBI, CO-
neprxariie HHruouTop MTOR (Takoit kKak JeKapCTBEHHBIN MpenapaT U3 TPYIILI JUMYCOB) M aJIbOYMUH, TJe Ha-
HOYACTHUIIBI IMEIOT CPEIHUIN AuaMeTp He Oomee yeM mpuMepHo 150 HM, rae cyObeKT 0TOOpaH IS JISUSHHSI, OC-
HOBBIBAsSICh Ha CyOBEKTe, MMEIOIIEM YPOBEHBb JKCIIPECCHH Mapkepa mpoimdepanuyu. B HEKOTOPBIX BapHaHTax
OCYILIECTBIICHHUS Mapkep mpoiudeparnun npeactapisieT Ki-67. B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHHUS ypo-
BEHb JKCIIPECCUH MapKepa Mposmdepanu u3MepseTcs B o0pasie OoT CyOBeKTa ¢ UCIIOb30BaHUEM MMMYHOTIH-
CTOXMMHH. B HEKOTOPBIX BapHaHTaX OCYyIIECTBICHHs 00pasel] IpeIcTaBiIsseT OMoNnCcHitHbIN oOpaser omyxosu. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUs obecrnieunBaercs crocol sneuennst [IEKombI (Takol Kak 3710Ka4ecTBEH-
Has [IEKoma, Hanpumep MeractaThueckas win MecTHo-pactpoctpaHeHHas [IEKoma) y cyObekra, BKItouUaro-
Uil BBeICHHE CYOBEKTY 3(QEKTUBHOTO KOJIMYECTBA KOMIIO3UIMH, COJEpIKAIlel HAHOYACTHUIIBI, COJlepiKallne
uaruourop mTOR (Takoil Kak JeKapCTBEHHBIN MpenapaT U3 TPy JUMYCOB) U allbOyMUH, Iie CyOBEKT 0TO-
OpaH 1UIs JIeYeHUs, OCHOBBIBAACH Ha CyOBEKTE, MMEIOIIEM YPOBEHb SKCIIPECCHH MapKepa amonrosa. B HexoTo-
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PBIX BapuaHTax OCYIIECTBICHMSI MapKep aronTo3a npencrasisieT PARP wmn ero gpparment. B HekoTOpbIX Bapu-
aHTaX OCYILIECTBIICHUS YPOBEHb 3KCIIPECCHU MapKepa aronTo3a n3Mepsiercsi B 00pasle oT cyobeKkTa ¢ UCIOJIb30-
BaHHEM MMMYHOTHCTOXMMHH. B HEKOTOPHIX BapHaHTaX OCYMIECTBICHHS OOpasell MPeICTaBIseT OMONCHUHBIN
obpaserr omyxoiau. B HEKOTOPHIX BapraHTaX OCYIIECTBICHHS oOecriednBaeTcs criocod nedenns [IEKombr (Takoit
Kak 3nmokavectBeHHas [IEKoma, HampuMep MeTacTaThdeckas i MecTHo-pactipoctpaneHHas [IEKoma) y cyon-
€KTa, BKITIOYAIONIHii: (a) OIEHKY MYTAIlMOHHOTO CTaTyca B TeHe y cyObekTa u (b) BBemeHne CyOnekTy 3 dek-
THBHOTO KOJIMYECTBA KOMIIO3HIIMH, COJEpKalell HaHOYAaCTHIBI, coaepkamue uHruouTop mTOR (Takoi kak
JICKapCTBEHHBIA IIpernapar u3 TPYIIBI JIMYCOB) U albOyMUH, TA€ CyOBEKT 0TOOpaH JUIA JISYeHHUS, OCHOBEIBAsICH
Ha cyObeKkTe, MMEIOIIEeM MYTalIOHHBIH CTaTyC B reHe. B HEeKOTOpBIX BapuaHTax OCYIIECTBIICHUS I'eH BBIOpaH M3
agamm3za ONCOPANEL™.

B HekoTophIX BapmaHTax OCYyIIECTBIEHHs T'eH BbIOpaH n3 reHa myth mTOR. B HexoTOpbhIX BapuaHTax
ocyliecTBIIeHHs! TeH npeactaBisieT red mTOR-acconmupoBaHHOTO MyTH. B HEKOTOPBIX BapHaHTaX OCYLIECTB-
JICHWs TeH BbIOpaH u3 rpymskl, cocrosmeit u3 PIK3CA, TSCI1, TSC2, AKT, PTEN, MTOR u RHEB. B Hekoro-
PBIX BapHaHTax OocyLIecTBICHHs reH npeacrasisieT reH TFE3. B HeKOTOpBIX BapuaHTaX OCYIIECTBIICHUS MyTa-
IIMOHHBIN CTaTyc WAECHTU(HUIUPYETCS B 00pasie OoT cyObeKTa ¢ HUCIOIb30BaHUEM CEKBEHHPOBAHUS OECKIeTOY-
Hoit JIHK. B HekoTOpBIX BapHaHTax OCYIIECTBICHUS MYTAIIMOHHBIA CTATyC MACHTH(QHUIIUPYETCS B 0Opasie OT
CyOBeKTa ¢ MCIOJIB30BaHIEM SK30MHOTO CEKBEHHPOBAaHHUS. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS MyTallH-
OHHBIN CTAaTyC HISHTUPUIIUPYETCS B 0Opasie OT CyOBbeKTa ¢ WCIOJIh30BAaHUEM MYTAIMOHHOTO aHalin3a OWOo-
NICHIHOTO 00pa3ma omyXoiu. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS MYTAI[MOHHBIN CTAaTyC MACHTUQUINPY-
eTcsi B 00pasiie oT CyObheKTa ¢ UCTIOb30BaHNuEM (hITyOpeCIIeHTHOM rTHOpUaN3aliuy in-situ. B HeKOTOpHIX BapuaH-
TaxX OCYIIECTBICHHS oOpaser mpeacraBisieT co0oil oOpaser] KpoBU. B HEKOTOPHIX BapmaHTaX OCYIIECTBICHHS
o0paser npencTaBiIsgeT OMONCUIHBIN 00pasel oIryxoir. B HeKOTOpBIX BapHaHTax OCyIIECTBICHUST oOpaser no-
JydeH JI0 Havyaja IIPOBEJCHHUS CIIOCOOO0B JICUCHHMSI, ONMCAHHBIX 37IeCh. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHUS
o0paser MoIydYeH MOcIIe Havaa IIPOBEICHHS CIIOCOOO0B JICUEHHsI, OMMCAHHBIX 3]1€Ch.

B HexoTOphIX BapuaHTax OCYIIECTBICHHUS oOecrieunBaeTcs crnocod sedenus [IEKombr (Takoil kak 3110Ka-
yectBeHHass [IEKoma, Hampumep Meracratmueckas WM MecTHO-pacnpoctpaHeHHas [IEKoma) y cyOmbekra,
BKJTIOHAIOLIHH: (@) OLleHKY cTaTyca dochopuiarpoBanus Oenka y cyobekra u (b) BBeneHne cyobekty 3¢ peKTuB-
HOTO KOJIMIECTBA KOMITO3HIINH, COJIEprKalleil HaHO9aCTHIII, coaepxammue nHruonTop mTOR (Takoi kak yekap-
CTBEHHBIN TIpenapar U3 TPYIIHI JAMYCOB) M abOYMUH, TIe CyOBEKT OTOOpaH JUIsl JIeUYeHHUs, OCHOBBIBASICh Ha
cyOBekTe, uMmeromeM cratyc gochopumupoBanus Oenka, aCCONMMUPOBAHHOTO ¢ cHTHAJIBHBIM myTeM mTOR. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS OeOK BbIOpaH w3 rpymmbl, coctosmed m3 AKT, S6, S6K, 4EBP1 u
SPARC. B HekoTOpBIX BapuaHTaX OCYIIECTBIEHUS Oelok GochopuimpoBaH. B HEKOTOPBIX BapHaHTaX OCyIIe-
CTBIICHUS 0eJ0K (GochopIIMpUPOBaH B caliTe ONpeaeIeHHOH aMHHOKUCIIOTH. B HEKOTOPHIX BapHaHTaX OCYIIe-
CTBJICHUS OeoK He (ochopmwimpoBaH. B HEKOTOPHIX BapuaHTaX OCYIIECTBIEHHS cTaryc (ochoprmimpoBaHus
uneHTuuIMpyercs B oopasie oT cyObeKTa ¢ NCIOJIb30BaHUEM HMMYHOTHCTOXMMHHU. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHSI 00pa3ell NpeICTaBIseT OMOTICHITHBIN 00pa3er OIryXoJIu.

B HexoTOphIX BapuaHTax OCYIIECTBICHHUS oOecrieunBaeTcs crocod sedenus [IEKombr (Takoit kak 3110Ka-
yectBeHHass [IEKoma, Hampumep Meracratmueckas WM MecTHO-pacnpoctpaHeHHas [IEKoma) y cyObekra,
BKITIOUAIOUI: (a) OIIEHKY YpOBHS dKCIPECCHH Mapkepa mpoiudepanun y cyonekra u (b) BBeJeHHEe CyOBeKTy
3¢ exTHBHOrO KOIMUYECTBa KOMITO3UIIMH, COEpKallell HAHOYACTHUIIBI, conepkanue nHruonTop mTOR (Takoi
KaK JIEKapCTBEHHBI IIperapar U3 TPYIIIBI JUMYCOB) U albOYMHH, Tie CyOBEKT 0TOOpaH ISl JICUEHHsI, OCHOBBI-
BasICh Ha CyOBEKTe, MIMEIOIIEM YPOBEHb IKCIIPECCHU MapKepa mpoiudepanuy. B HEKOTOPBIX BapHaHTaxX OCyIIe-
CTBIICHUS Mapkep nponudeparmn npenctasisieT Ki-67. B HeKOTOPBIX BapHaHTaX OCYIIECTBICHHUS YPOBEHb JKC-
Ipeccun Mapkepa nposiudepannu u3Mepsercs: B oopasiie oT CyObheKTa ¢ HCIOIB30BAHNEM UMMYHOTHCTOXUMHH.
B HEKOTOpPBIX BapHaHTax OCYIIECTBICHHS 00pa3ell peAcTaBisieT ONONICHHHBIN 00paser omyxoiu. B HeKoTophIx
BapuaHTax OcyLIecTBIeHHs obecrieunBaercs criocod neuennst [IEKoms! (takoil kak 3nmokadectBenHas [IEKoma,
HarpuMep MeTacTaTHuecKas WM MecTHo-pactpoctpaHeHHas [IEKoma) y cyObekTa, BKIIIOUaromuii: (a) oneHKy
YPOBHSI 3KCIIPECHH MapKepa aronTosa y cyobekTa u (b) BBeneHnue cyobekTy 3ppekTHBHOro KoJimyecTBa KOMIO-
3MIUH, COZIepXKallell HaHOYaCTHIIBI, conepkamue nHruonTop mTOR (Takoil kak JekapCTBEHHBIH Ipenapar u3
TPYIHI JIMMYCOB) M aIbOYMHH, TIe CYOBEKT OTOOpaH I JICUCHHs, OCHOBBIBAsICh Ha CYOBEKTE, UMEIOIIEM YpO-
BEHb DKCIIPECCHU MapKepa aronTo3a. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS MapKep armonTo3a IpeAcTaBiIsIeT
PARP unm ero ¢parMeHT. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHHUS YPOBEHBL DKCIPECCHHM MapKepa aIrornTo3a
u3MepsaeTcs B 00pasne OT CyOheKTa ¢ UCIOIb30BaHINEM NMMYHOTHCTOXHMMHN. B HEKOTOPBIX BapHaHTaxX OCYIIe-
CTBJICHHSI 00pa3ell MpeICTaBseT ONOTICHITHBIN 00pa3el OmyXoJIy.

B HEKOTOpBIX BapuaHTax OCYIIECTBIEHUS obecnieunBaeTcs crocod nedenns [ITEKoMbl (Takoi kak 3510Kka-
yectBeHHass [IEKoma, Hampumep Meracratmueckas WM MecTHO-pacnpoctpaHeHHas [IEKoma) y cyObekra,
BKJTIOYAIOUIHH: (a) OLIEHKY MYTallMOHHOTO CTaTyca B reHe y cyobekra; (b) otOop (Hampumep, UICHTUPHUKALIIO
W PEKOMEH/AINIO) CyObeKTa ISl JICYEHHs, OCHOBBIBAsSCh Ha CYOBEKTE, NMEIONIEM MYTAIlMOHHBIH CTAaTycC B
reHe; u (C) BBeZleHHE CyOBeKTy d((PEKTUBHOTO KOJIMYECTBA KOMIIO3HIIMH, COJCpIKallell HAHOYACTHIBI, colep-
xamue nHruourop mTOR (Takoif Kak JIekapCTBEHHBIH Mpemnapar U3 IPYIIs JUMYCOB) U ans0ymMuH. B HekoTo-
pBIX BapHaHTax ocyliecTBieHus reH BpioOpan u3 aHam3a ONCOPANEL™. B HEKOTOPBIX BapHaHTaX OCYIIECTB-
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JeHus TeH BbIOpaH u3 reHa mytd MTOR. B HEKOTOpPHIX BapWaHTaX OCYINECTBICHHS T'€H TPEACTaBISICT T'CH
mTOR-acconuupoBaHHOTO MyTU. B HEKOTOPBIX BapHAHTaX OCYIICCTBICHUS T'€H BHIOPAH U3 TPYIIIIBI, COCTOSIICH
n3 PIK3CA, TSCI1, TSC2, AKT, PTEN, MTOR u RHEB. B HekoTOpBIX BapuaHTaxX OCYIIECTBICHHS T'eH MPEI-
crarisier TeH TFE3. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHHUS MYTAllMOHHBIN cTaTyc WACHTU(DHUIIUPYETCS B 00-
pasiie OT cyObeKTa C HCIIOJIb30BaHUEM CekBeHHpoBaHus Oeckierounoi [IHK. B HekoTophIX BapwaHTax ocCyIie-
CTBJICHUS] MyTalIMOHHBINA CTaTyC HACHTU(HUIPYETCS B 00pasie OT CyObeKTa C HCIIOIB30BAaHNEM 3K30MHOTO CeK-
BEHUPOBAHUA. B HEKOTOPHIX BapHaHTaX OCYIIECTBJICHHS MYTalIMOHHBIA CTaTyC MACHTH(UIMPYETCS B oOpasie
0T CyOBeKTa ¢ MCIOJIb30BaHHEM MYTAI[OHHOTO aHaIM3a OMONCHHHOTO 00pa3la OMmyXOoJiHn. B HEKOTOPHIX BapH-
AHTaxX OCYILICCTBIICHHS MYTAIlMOHHBIH CTaTyCc MICHTH(OUIUPYETCS B 0Opasiie OT CyObeKTa C HCIIOJIh30BAHUEM
(ryopecueHTHON THOpHIM3aLMK in-situ. B HEKOTOPBIX BapHaHTaxX OCYILIECTBICHHS 00pasell MpeACTaBIseT Co-
60i1 oOpasen KpoBH. B HEKOTOPHIX BapHaHTaxX OCYIIECTBIECHHUS 00Opasell NMpelCTaBIsIeT OMONICHIHBIN 00pasen
oITyXoJi. B HEKOTOpBIX BapnmaHTax OCYIIECTBJICHHUs 0Opa3el] MOoJIydeH A0 Hadana IpoBEeICHHs cIIoco0OB Jieue-
HUS, OMMUCAHHBIX 37IcCh. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS 00pa3ell MOIYYCH MMoCie Havalla MPOBEACHUS
CIIOCOOOB JIEYCHUS], OTTUCAHHBIX 3/1€Ch.

B HEKOTOpBIX BapuaHTax OCYIIECTBIEHUS obecnieunBaeTcs crocod nedenns [ITEKoMbl (Takoi kak 3510Kka-
gectBeHHas I[IEKoma, Hanmpmmep MeracraThdeckas WM MecTHO-pactpoctpaneHHas [IEKoma) y cyObekTa,
BKITIOUAIONIHUI: () OlleHKy cTaTyca (hochopunmpoBaHus Oeyka y cyobekra; (b) orbop (Hanmpumep, HIeHTHDUKA-
IO WJTH PEKOMEHIAINIO) CYObeKTa sl JICUCHHsI, OCHOBBIBAsCh Ha CYOBEKTe, UMEIONIeM cTaTyc Ghochoprupo-
BaHUs Oenika; u (C) BBeAeHUE CYOBEeKTYy 3()(HEKTHBHOTO KOJIMYECTBA KOMIIO3UIMH, COAepkKalleld HaHOYACTHIIBI,
conepkame nHrEOuTOp MTOR (Takol Kak JIeKQpCTBEHHBIM Tperapar W3 TPYIILI JUMYCOB) W ans0yMuH. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS Oenok BbIOpaH u3 rpymnmsl, cocrosimeid u3 AKT, S6, S6K, 4EBP1 u
SPARC. B HekoTOpBIX BapHaHTax ocymiecTBieHus Oenok ¢ochopunipoBan. B HEeKOTOpHIX BapHaHTax OCyIle-
CTBIICHUS 0eN0K (ochOPMIMPHUPOBaH B CaliTe ONMpPEIeICHHON aMUHOKUCIIOTE. B HEKOTOPBIX BapHaHTaX OCYIIe-
cTBIICHUS Oenok He (ochopmmmpoBaH. B HEKOTOPBIX BapHaHTaX OCYMIECTBICHUS CTaTyC (OCHOPHIMpPOBAHUSA
UICHTUQHUIUPYETCS B 00pa3ie OT YeJIOBEKa C UCIOJF30BAaHIHEM MMMYHOTHCTOXHMHHU. B HEKOTOPBIX BapHaHTax
OCYIIIECTBIICHHUST 00pa3el] MPeCTaBIACT OMOTICUIHHBIA 00pa3ell OIMyXOJIH.

B HEKOTOpBIX BapuaHTax OCYIIECTBIEHUS obecnieunBaeTcs crocod nedenns [IEKoMbl (Takoi kak 3510Kka-
gectBeHHas [IEKoma, Hanmpmmep MeracraThdeckas WM MecTHO-pacmpoctpaneHHas [IEKoma) y cyObekTa,
BKITIOUAIONUI: () OICHKY YPOBHS JKCIPECCHH Mapkepa mponudepanun y cyobekra; (b) otéop (Hampumep,
UACHTH(DHUKAITNIO WM PEKOMEHIAINIO) CyOheKTa JIs JICUSHHS, OCHOBBIBAsICh Ha CYOBEKTe, MMEIOIIEM yPOBEHB
JKCIPECCUH MapKepa Tpoiudepanun; u (¢) BBeleHUE CyOheKTy 3((HEeKTUBHOTO KOJUYECTBA KOMITO3UIINH, CO-
Jeprkalel HaHOYacTHIBI, coneprkaiue MHruoutop mTOR (Takol Kak JeKapCTBEHHBIH NpenapaTr W3 IPYIIIBI
JMMYCOB) M aJbOYMHUH, TJ€ CyObEKT OTOOpaH s JICUSHNUS, OCHOBBIBAsICh Ha CyOBEKTE, MMEIOIIEM YPOBEHB 3KC-
npeccun Mapkepa mponudepanuu. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS MapKep Mpoiudepauy mpeacTaB-
nset Ki-67. B HEKOTOpBIX BapuaHTaX OCYMICCTBICHUS YPOBEHB SKCIPECCHH MapKepa mponruepanuu u3MepseT-
cs B oOpaslie OT cyOBeKTa ¢ MCHOIb30BaHUEM UMMYHOTUCTOXUMUH. B HEKOTOPHIX BapHUaHTaX OCYIICCTBICHUS
oOpaserl npeacTaBiIsieT OMONICUIHBII 00pa3er ommyXxoiu. B HEeKOTOPBIX BapHaHTaX OCYILIECTBICHUs oOecrednBa-
ercs criocob nedenust [IEKombl (Takoit kak 3mokadectBernHast [IEKoma, HanpuMep MeTacTaTHueckas WJIM MECT-
Ho-pacnpoctpaneHHas [ITEKowma), BKirodaromuii: (a) OIeHKy YpPOBHS SKCIIPECHH MapKepa aronTo3a y CyObeKTa,;
(b) ot60p (Hampumep, UASHTU(UKAINIO WIH PEKOMEHAINI0) CyOBeKTa ISl JIeUSHHUsI, OCHOBBIBAsCh Ha CyOBEK-
Te, UMEIONIEM YPOBEHBb DKCIIPECCHH MapKepa amornTo3a; u (¢) BBeneHHe CyOheKTy 3((EeKTHBHOTO KOJUIECTBA
KOMITO3HUITUH, CONIEeprKalieil HaHOJacTUIhI, coaepxamue HHruouTop mTOR (Takoi Kak JieKapCTBEHHBIN Tpera-
pAaT W3 TPYIIEI JUMYCOB) U albOYMHUH. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS MapKep armonTo3a MpeICcTaBlisi-
et PARP wmu ero gparmMenT. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHS YPOBEHb SKCIPECCHH MapKepa armonTo3a
u3Mepsiercst B o0pasie oT cyObeKTa ¢ UCIIOJIb30BaHMEM HMMYHOTUCTOXMMUH. B HEKOTOPHIX BapHaHTax OcCylle-
CTBJICHUS 00pasel] peCTaBIIsieT OMOTICHIHBIN 00paser] OIyXOJIH.

B HEeKOTOpHIX BapMaHTax OCYIIECTBICHHUS OOecmeduBaeTcs Crocod ordopa (BKIOYAS HICHTHU(PHKAIMIO
WM pekoMeHpaanuo) cyobekra, nmetomero [IEKomy (Takyro kxak 3iokauectBennas [IEKoma, Hanpumep mera-
cTaTH4eckas WM MecTHo-pactnpoctpaneHHas [IEKoma) mis nedeHus: KOMIO3UIUEH, coaepiKamieid HaHO9acTH-
161, conepikantie naruountop mTOR (Takoi kKak JeKapCTBEHHBIN MpemnapaTr U3 TPYIIbI JUMYCOB) U allbOYMUH,
T7e Ccroco0 BKIIIOYAET: (a) OIEHKY MYTAI[MOHHOTO CTaTyca B TeHe y cyonekTa u (b) oTOOp MM peKOMEHIAINIo
cyOBeKTa I JIeUCHHS, OCHOBBIBASACH HAa CYOBEKTE, NMEIOIIEM MYTAllMOHHBIA CTAaTyC B reHe. B HEKOTOpHIX Ba-
puaHTax ocyiecTBieHus reH BoiOpaH u3 aHannza ONCOPANEL™. B HeKOTOPBIX BapHaHTaX OCYLIECTBIICHHS
reH BoIOpaH u3 reHa Myt mMTOR. B HEKOTOpHIX BapwaHTax OCYIIECTBJICHHS T'eH mpeactaBisieT reH mTOR-
ACCOITMMPOBAHHOTO MyTH. B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHHS I'€H BBIOpaH W3 TPYIIBI, COCTOSIICH M3
PIK3CA, TSCI1, TSC2, AKT, PTEN, MTOR u RHEB. B HekoTOpbIX BapuaHTax OCYUIECTBIICHUS T€H MPEACTaB-
nset red TFE3. B HeKoTOpBIX BapHaHTaX OCYIIECTBICHUS MYTAIlMOHHEIN CTaTyC UIACHTUDUIIMPYETCS B 00pasie
0T CyOBEKTa C UCIIONb30BAaHUEM ceKBeHHpoBaHus OeckierouHoi IHK. B HekoTOphIX BapHaHTax OCyIecTBIIe-
HUS MYTaIlMOHHBIN CTaTyC MICHTU(QHUIUPYETCS B 00pa3ie oT cyObeKTa C HCHOIb30BaHUEM SK30MHOTO CEKBEHH-
poBaHus. B HEKOTOpPHIX BapHaHTaX OCYIICCTBIICHUS MYTAllMOHHBIA CTATyC WACHTH(QHUIUpPYETCS B 0Opasie OT
CyOBeKTa C HCIIOIB30BAaHUEM MYTAIIMOHHOTO aHAIN3a OHMOTICHIHOTO 00pa3iia OImyXoii. B HEKOTOPEIX BapHaHTax
OCYIIECTBIICHUSI MYTAI[HOHHBIN CTaTyC MACHTHPHUIMPYETCS B 00pasiie OT CyObeKTa C MCIOJb30BaHuEM (Iryo-
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pecueHTHOH rubpuau3anuy in-situ. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHHUs oOpasel IpelcTaBisieT coOoi
oOpaser] KpoBU. B HEKOTOPBIX BapuaHTax OCYLIECTBICHHS 00pa3ell MpeACTaBIsIeT ONOTICHIHBIN 00pa3er oIryXo-
. B HEKOTOpBIX BapHMaHTaX OCYIIECTBICHHs oOpa3elr MOJydeH IO Hadayia MPOBEICHHS CHOCOOOB JICUSHHUS,
OTIMCaHHBIX 3/1eCh. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS 00pa3ell MoydeH II0Cie Havaia IMPOBEICHHUS CIIO-
c00OB JICYCHHUS, OMTMCAHHBIX 3/1€Ch.

B HEKOTOPHIX BapWaHTax OCYIIECTBIEHHUS OOecreduBacTcsl Ccrocod orbopa (BKIOYas HIACHTH(DHUKAITUIO
WIH peKOMeHIaIunio) cyobpekra, nmetomero [IEKomy (takyro kak 3nokadectBeHHas [IEKoma, Hanpumep merta-
cTaTH4eckas Wi MecTHo-pactnpocTtpaneHHas [TEKoma) mis nedeHus: KOMIIO3UIMEH, coaepiKalieid HaHO9acTH-
eI, copepkamue uHruOuTop MTOR (Takoil kak JeKapCTBEHHBIH TpenapaT U3 TPYIIIBI JIUMYCOB) U allbOYMUH,
rze crioco0 BKiIroyaet: (a) oueHky craryca dochonupupoBanus oenka y cyobekra u (b) otOop unm pekomeHnaa-
o cyObeKTa /IS JICUeHHUs, OCHOBBIBasICH Ha CyOBbeKTe, nMeromeM craryc (ocdomupupoBanus Oenka, acco-
IIUMPOBAHHOTO ¢ CUTHANBHBIM IyTeM MTOR. B HEKOTOPEIX BapraHTax OCYIIECTBICHHS OCIOK BEIOPAaH U3 IPYII-
e, cocrosimeit u3 AKT, S6, S6K, 4EBP1 u SPARC. B HexkoTOphIX BapHaHTaX OCYHICCTBICHHS OeIoK Gocdo-
puiIHpoBaH. B HEKOTOPHIX BapuaHTax OCYLIECTBICHHS OeNIOK (ochOpmIMpUpOBaH B caiiTe onpeneIeHHON aMu-
HOKHCJIOTH. B HEKOTOPHIX BapuaHTax OCyIIecTBICHHA Oelok He (ocopunupoBaH. B HEKOTOPHIX BapuaHTax
OCYIIECTBIICHUST CTaTyC (HOCHOPMITHPOBAHMS HIESHTUPHUIIUPYETCS B oOpasiie OT YelloBeKa C WCIOJIL30BaHUEM
MMMYHOTHCTOXUMHH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS 0Opasel MpelcTaBiseT OMOTICHIHBIN o0paser
OTYXOJH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS OOECIIeUYUBAETCs Crocod oTOopa (BKIoUas MICHTU(HKA-
IIUIO0 WK peKoMeHmaiuio) cyonrekra, nmetomero [TEKomy (takyro kak 3imokadectBenHas [IEKoma, Hampumep
MeTacTaTHdecKkas WM MecTHO-pacnpocTpanenHas [TEKoma) st nedeHus: KoMIo3unyen, coaepikaiieii HaHoda-
cThLpl, cogepxkamue nHruOnTop MTOR (Takoi kKak JiekapCTBEHHBIH Npenapar U3 IpyInbl JUMYCOB) U ajb0y-
MHUH, T/I¢ CIIoco0 BKIIIOYAET: (@) OIEHKY ypPOBHS 9KCIpEecCHH Mapkepa nponudepanun y cyosexra u (b) otdop
WIM PEKOMEHAALUIO CyOBbeKTa ISl JICUSHHUS, OCHOBBIBAsICh Ha CyOBEKTE, UMEIOIIEM YPOBEHb SKCIPECCHH Map-
Kepa nponudepanyu. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS Mapkep npoiudeparmu npenacrapiser Ki-67. B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS YPOBEHb IKCIIPECCHH MapKepa Ipoindepanun n3mepsiercs: B oopasue oT
Cy0BeKTa C HMCHOJH30BAHMEM HMMYHOTHCTOXHMHH. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS OOpasell Ipea-
CTaBJSIET OMOTICHAHBIN 00pa3er] omyxoiu. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS OOECIIEYUBAETCS CIIOCOO
oTtbOopa (BKIItoUYast HHACHTHU()HUKAITIIO WIIH pEKOMEHIANNI0) cyobekTa, nmetomero [IEKomy (Takyro kak 37okade-
cteenHas [IEKoma, Hampumep meractaThueckasi WM MecTHO-pacnpoctpaHeHHnast [IEKoma) s nedeHus Kom-
MO3UITHEH, coeprKalell HaHOYaCTULIBI, coaepkanue HHruouTop mMTOR (Takoi kKak JeKapCTBEHHBIN mpemnapar
W3 TPYNIBI JIAIMYCOB) W allbOyMHUH, TZIe CTIOCO0 BKIJIIOYAET: (a) OIEHKY YPOBHS JKCIPECHH MapKepa aromnTosa y
cyowekTa u (b) otdop (Hanpumep, HASHTH(UKALNIO WM PEKOMEH/IAINI0) CYOBEKTa ISl JICUEHHs, OCHOBBIBASICh
Ha CyOBEeKTe, MMEIOIEM YpPOBEHb AKCIIPECCHH MapKepa arlonTo3a. B HEKOTOpHIX BapHaHTaX OCYIIECTBICHHS
Mapkep amonro3a npencrapisieT PARP wim ero gparment. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS YPOBEHb
9KCIPECCUH MapKepa aIornTo3a u3Mepsiercsi B o0pasiie oT CyObeKTa ¢ HCHOIb30BaHNEM HMMYHOTUCTOXUMHU. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS 00pa3el MpecTaBIseT OMOTICHIHBIN 00paser] OITyXOJIH.

B HEeKOTOpHIX BapMaHTax OCYIIECTBICHHUS OOecmeduBaceTcs Crocod ordopa (BKIOYAS HICHTH(PHKAIMIO
WIH peKOMeHIaIunio) cyobpekra, nmetomero [IEKomy (takyro kak 3nokadectBeHHas [IEKoma, Hanpumep merta-
cTaTHdeckas Wi MecTHo-pactnpocTtpaneHHas [TIEKoma) mis jnedeHus: KOMIO3UIMEH, coaepiKaiieid HaHO9acTH-
161, coneprkantie naHruoutop mTOR (Takoi Kak JeKapCTBEHHBIN MpemnapaTr U3 TPYIIbEI JUMYCOB) U allbOYMUH,
re crmoco0 BKIIIOYaeT: (a) OIEHKY MYTAI[MOHHOTO CTaTyca B reHe y cyonekTa; (b) oTOOp WM PEeKOMEHIAITUIO
cyOBeKTa IS JICUCHHUsS, OCHOBBIBAsACh Ha CyOBEKTE, NMEIOIIEM MYTAIIHOHHBIM CTaTyc B T'eHe; U (C) BBeICHHE
3¢ PEKTUBHOTO KOJIMUECTBA KOMIO3UIINY, COJEPIKaIlel HAHOYACTHIIBI, CO/IEpKAINE JICKAapCTBEHHBIN TpenapaT
U3 TPYIIIBI JIUIMYCOB M adbOyMHH, OTOOpaHHOMY CyOBEKTY. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHUS T'CH BBI-
Opan n3 ananmuza ONCOPANEL™. B HeKOTOPBIX BapHaHTaX OCYIIECTBICHUS TeH BhIOpaH u3 reHa mytd mTOR.
B HexoTOphIX BapuaHTaxX OCYILIECTBIICHHs reH mpencrasiser reH mTOR-acconumnpoBannoro myti. B Hexoro-
PBIX BapuaHTaX OCYIIECTBJICHUS I'eH BbIOpaH u3 rpymmsl, cocrosmeid n3 PIK3CA, TSC1, TSC2, AKT, PTEN,
MTOR u RHEB. B HekoTOpBIX BapHaHTax OCyLIECTBIEHUA I'eH npeacTasiser red TFE3. B HekoTophIx BapuaH-
Tax OCYILECTBIICHHSI MYTallMOHHBIN CTAaTyC MICHTUPUIMPYETCS B 00pasue oT CyObeKTa ¢ HCHOIb30BaHUEM CEK-
BeHUpoBaHus Occkiietounoli JTHK. B HeKOTOpBIX BapuaHTaX OCYHICCTBICHUS MYTAIMOHHBIA CTAaTyC UICHTH(H-
mupyercss B o0pasie oT cyOBeKTa ¢ HCIIOIB30BAHHEM 3K30MHOTO CEKBCHHPOBaHHUSA. B HEKOTOPBIX BapHaHTax
OCYILECTBIICHHUS MYTAIllHOHHBIN CTaTyC WACHTU(HUIMPYETCS B 00pasiie OT CyOheKTa ¢ HCIOIH30BAHNEM MYTAallH-
OHHOTO aHaNIHM3a OMOIICHIHOTO 00pasna OImyXxoiu. B HeKOTOPBIX BapHaHTaX OCYIIECTBICHUS MYyTAIlIOHHBIN CTa-
TyC HACHTUPHUIMPYETCS B 00pasile OT CyObeKTa ¢ MCIOIb30BaHHeM (DIIyopecleHTHOW Tudpuan3anyn in-situ. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHH 0Opa3er] npeacTaBisieT co0oif oOpa3zer KpoBU. B HEKOTOPEIX BapHaHTax
OCYIIECTBIICHHS] 00pa3ell MpecTaBiIsieT OMONICHITHEIM 00paser] onyxoiau. B HEKOTOpBIX BapHaHTax OCYyILIECTBIIE-
HUs 00paser MojlydeH JI0 Hadania IPOBEJCHHUS CIIOCOO0B JIEUECHUsI, OIMCAaHHBIX 37IeCh. B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHHS] 00pa3ell MoJIyYeH ociie Hadalla MPOBEICHHUS CII0COO0B JICUEHHSI, OITMCAHHBIX 3]1ECh.

B HEKOTOpHIX BapMaHTax OCYIIECTBICHHUS OOecmeduBaeTcs Crocod ordopa (BKIOYAS HICHTHU(PHKAIMIO
WM pekoMeHpaanuo) cyobekra, nmetomero [IEKomy (Takyio kak 3inokauectBennas [IEKoma, Hanpumep mera-
CTaTH4ecKass WM MecTHO-pacnpoctpaneHHas [IEKoma) aist iedueHus KOMIO3MnuMeH, conaepkaieil HHruOuTop
mTOR (Takoii kKak JIeKapCTBEHHBIA Tperapar W3 TPYIIbl JIUMYCOB) U albOyMHH, TJI€ CIOCO0 BKIIOYACT: (a)
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OIIeHKY cTaTyca (ochopunupoBanus B Oenke y cyobekrta; (b) oTOOp WM peKoOMEeHIAIMI0 CyObheKTa IS Jiede-
HHS, OCHOBBIBASICh Ha CyOBEKTe, UMEIOIIeM cTaTyc (ocdopmimpoBanus Oenka; U (¢) BBeJCHUE CYOBEKTY d¢-
(heKTUBHOTO KOJMYECTBAa KOMITO3UIINH, COJEp KaIleii HAaHOYACTHUIIBI, COJIEpIKAIIIe JEKAPCTBCHHBINA Mpemapar u3
TPYIIIEl TUMYCOB U adbOyMHH, 0TOOpaHHOMY CyOBeKTy. B HEKOTOPHIX BapHMaHTaX OCYIIECTBICHHUS OEJIOK BEI-
Opan u3 rpymsl, coctosmieit u3 AKT, S6, S6K, 4EBP1 u SPARC. B HeKoTOpHIX BapuaHTaX OCYIICCTBICHHUS
Oemok (ochoprmpoBaH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS Oelok GochoprmuprpoBaH B caite ompe-
JIeIICHHON aMUHOKHCIIOTHL. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS O0eoK He (ochoprmrpoBaH. B HEKOTOPHIX
BapHaHTaX OCYIIECTBICHUS cTaTyc (HochHOpHIMpoBaHUS HISHTUPHUITUPYETCS B 00pasiie oT CyOheKTa ¢ UCIOJb-
30BaHUEM MMMYHOTHCTOXMMHHU. B HEKOTOPHIX BapHaHTaX OCYLIECTBICHHS 00pasel] IpeICTaBIsieT ONOTICHIHBIN
o0paselr OImyXoJu.

B HEeKOTOpHIX BapMaHTax OCYIIECTBICHHUS OOecmeduBaeTcs Crocod ordopa (BKIOYAS HICHTHU(PHKAIMIO
WM pekoMeHzaanuo) cyobekra, nmetomero [IEKomy (Takyro kxak 3inokauectBennas [IEKoma, Hanpumep mera-
CTaTH4ecKas WM MecTHO-pacupocTpaneHHas [IEKoma) mist nedeHust kommnosunuei, coaepkaiieifi HaHO9acTh-
eI, copepkamue nHruOuTop MTOR (Takoil kak JeKapCTBEHHBINH TpenapaT U3 TPYIIIBI JIUIMYCOB) U allbOYMUH,
re crnocod BKITIOYAeT: (a) OlEHKY YPOBHS dKCTpeccuu Mapkepa nponudeparnuu y cyonsekra; (b) orbop uimu pe-
KOMEHJAIHI0 CyOBEeKTa IS JICUCHHS, OCHOBBIBAsICh HAa CyOBEKTe, IMEIOIIEM YPOBEHD SKCIPECCHH MapKepa IIpo-
mudepanun; U (¢) BBeneHue 3P PEeKTUBHOTO KOJUIECTBA KOMITO3UITUH, COAEpKAIIeld HAaHOYACTHIIBI, COACPIKAIINAES
JIEKApCTBEHHBIA Tpernapar u3 TPyl JUMYCOB B allbOyMIH, 0OTOOpaHHOMY CyOBeKTYy. B HEKOTOpHIX BapHaHTax
OCYILECTBIICHHUS Mapkep mpoiudeparun npeactasisieT Ki-67. B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHHUS ypo-
BEHb JKCIIPECCUH Mapkepa npoiudepannu u3mepsercs B o0pasie OT CyOBeKTa ¢ MCIOIb30BaHHEM HMMYHOTH-
CTOXMMHH. B HEKOTOPBIX BapHaHTaX OCYyIIECTBICHHs 00pasel] IpeIcTaBiIsIeT OMoNCcHitHbIN oOpaser omyxosu. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIECHHs obecrieunBaeTrcs crrocod oTtdopa (BKIOYas WHICHTU(QHUKAIUIO WIN pe-
KOMeH1alnio) cyonekra, nMeromero [IEKomy (Takyro xak 3nmokadectBennas [IEKoma, Hanpumep meracrarnye-
cKast WM MecTHo-pacnpoctpanenHas [IEKoma) mst neyennst kommosunuei, coxepikarieil HaHOYaCTHUIBI, CO-
nepxamue uHruOnTop MTOR (Takoi Kak JeKapcTBEHHBIH Npenapar M3 TPYHIBl JIUMYCOB) M albOYMHH, T
croco0 BKJITIOYAET: (a) OLEHKY YPOBHSI SKCIPECHU MapKepa anomnro3a y cyobekTa; (b) oToop Wi peKOMEHIAITHIO
cyOBeKTa IS JICYCHWMsI, OCHOBBIBAasCh Ha CYOBEKTE, MMEIOIIEM YPOBEHb YKCIIPECCHH MapKepa aronrtosa; u ()
BBezZieHnE 3((PeKTHBHOrO KONMMYecTBa KOMITO3HUIINH, CO/IEpIKaIIeil HAHOYACTHIIBI, COACPIKAIINe JEKaPCTBEHHBIN
mpernapaT U3 TPYIIEL IHMYCOB U aTbOYMUH, OTOOpaHHOMY CyOBEKTy. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS
Mapkep aronrtosa npenacrasisieT PARP wnm ero ¢gparMent. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS YPOBEHb
SKCIIPECCHH MapKepa aronTo3a u3Mepsercs B o0pasiie oT cyOBbeKTa C UCIONb30BaHHEM HMMYHOTHCTOXHMHUHN. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS 00pa3el MpecTaBIseT OMOIICHIHBIN 00paser] OITyXOJIH.

Taxke 00ecIeunBatOTCs CIIOCOOBI OIIGHKU TOTO, HACKOJIBbKO cyObekT ¢ IIEKoMoii (Takoil kak 31m0KadecT-
BenHas [IEKoma, Hanpumep MeTtactatuueckas uiM MecTHO-pacnpoctpaneHHas [IEKoma) Oyzer ¢ Gosnbrueit Be-
POSTHOCTBIO OTBEYATh MIIM OyIEeT ¢ MEHBIIEH BEpOSTHOCTHIO OTBEUATh Ha JICYCHUE, OCHOBHIBASCH Ha CYOBEKTE,
MMEIOIIEM MYTAllMOHHBIN CTaTyC B IeHe, I'/ie JICUCHHE BKIIOYAEeT KOMITO3HMIMIO, COAEPIKAllyl0 HAHOYACTHUIIBI,
coneprkanie nHruouTop mTOR (Takoit Kak JeKapcTBEHHBIN MpenapaT U3 TPYIIbl JIMMYCOB) U aIbOYMHH, U T1E
croco0 BKIIOYAET OIEHKY MYTAIIMOHHOTO CTaTyca I'eHa y cy0bekTa. B HEeKOTOpHIX BapHaHTax OCYIIECTBICHHUS
CIoco0 JTOTIOTHUTENHFHO BKITIOYAET BBEJCHHE CYOBEKTY d(PPEKTUBHOTO KOJUIECTBA KOMITO3UITUH, COAEp KaIeiH
HAHOYACTHIIBI, coneprkamniue HHruouTop mTOR (Tako# kak JIeKapCTBEHHBINM MpemapaT U3 TPYIIBI JUMYCOB) U
anb0yMUH, CyOBEKTY, KOTOPBIH, KaKk yCTAaHOBJICHO, Oy/IeT OTBeUaTh Ha JiedeHHe. B HEKOTOPBIX BapHaHTaX OCY-
IIECTBJICHUS HAJIMYUE MYTAllMH B T€HE YKa3bIBaeT Ha TO, YTO CyOBEKT ¢ OOJbIIel BEpPOSTHOCTHIO OyIeT OTBE-
4aTh Ha JICYEHHE, U OTCYTCTBUE MYTALlMHM B T€HE YKa3bIBacT HA TO, YTO CYOBEKT C MEHBIIEH BEPOSATHOCTHIO Oy-
JIET OTBEYATh HA JICYeHHE. B HEKOTOPHIX BapHaHTax OCYIIECTBIEHUs reH BhIOpaH u3 aHamm3a ONCOPANEL™,
B HeKOTOpHIX BapHaHTax OCYIIECTBJICHUS IreH BhIOpaH u3 reHa mytd mTOR. B HeKOTOpEIX BapraHTax ocylect-
BJIeHUA TeH mpeacrasisier reH mTOR-acconnnpoBanHoro myTH. B HEKOTOPHIX BapraHTax OCYLIECTBIICHHS T'eH
BBIOpaH w3 Tpymmsl, coctosmeit 3 PIK3CA, TSCI1, TSC2, AKT, PTEN, MTOR u RHEB. B HekoTophIX Bapu-
aHTax OCyLIeCTBIICHHs TeH mpeacrasisier reH TFE3. B HekoTOphIX BapuaHTaX OCYHIECTBICHHS MYTAallMOHHBIH
CTaTyC WICHTUQHIMPYETCS B 00pa3lie OT CyObeKTa C HCHOJIb30BaHNEeM CeKBeHHpoBaHus Oeckiietounoit JJHK. B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHMS MYTALMOHHBIA CTaTyc HAEHTH(HUIUpYeTCs B o0Opasle OT CyOBeKTa C
WCIIOJIb30BaHUEM 3K30MHOTO CEKBCHHPOBAHH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS MYyTallMOHHBIA CTATyC
uaeHTHGUIMpyeTcs B oOpasie oT CyObeKTa C HCIOJb30BaHUEM MYTAIlMOHHOTO aHalln3a OMOIICHItHOrO oOpasia
OIyXoJii. B HEKOTOPHIX BapWaHTaX OCYIIECTBICHHS MYTAIlMOHHBIA CTAaTyC HISHTH(HUIMpPYETCs B oOpasie oT
cyOBEeKTa C UCTIOIB30BaHUEM (IIYOPECIICHTHON THOPHIN3aKH in-situ. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUS
obpaser mpeacTaBiseT codoit oOpaszer] KpoBU. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS 00pa3el MpeCcTaBIIsIeT
OuoTICHITHBIN 00pa3zer onmyxoyii. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHUS 00Opasel MojydeH 10 Hayaia IpoBe-
JICHUSI CIIOCOOOB JICUCHHSI, OTIMCAHHBIX 3/IeCh. B HEKOTOPHIX BapHaHTaX OCYLIECTBICHHS 00pa3ell oIy4YeH Hocie
Hayaya MpoBEJCHUS CIIOCOO0B JICUCHHUS, OIMCAHHBIX 3/1€Ch.

Takxe obecrieynBarOTCs CIOCOOBI OIIEHKH TOTO, HACKOIBKO cyOBhekT ¢ IIEKoMoii (Takoil kak 310KavecT-
BenHas [IEKoma, Hanpumep MeTtactatuueckas uiM MecTHO-pacnpoctpaneHHas [IEKoma) Oyzer ¢ Gosnbreit Be-
POSATHOCTBIO OTBEYATh MIIM OyJIEeT ¢ MEHBIIEH BEpOSTHOCTHIO OTBEUATh Ha JICUYCHUE, OCHOBHIBASCH Ha CYOBEKTE,
uMeroIeM crtatyc (GochopumupoBanus B Oelke, Iie JeUeHHE BKIOYAeT KOMIIO3ZHIIUIO, COACpIKaIIyl0 HaHOYa-
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cTulpl, conepxxamue nHruonTop MTOR (Takoi kak JiekapCTBEHHBIH Npenapar U3 IpyIbl JUMYCOB) U aib0y-
MHUH, ¥ T/Ie CII0CO0 BKIIFOYAET OLEHKY cTaTyca (ocdopuimpoBanus Oenka y cyobekTa. B HEKOTOPBIX BapHaHTax
OCYIIIECTBIICHHUST CITOCOO JOTIOJTHUTEIBHO BKITIOYAET BBEJCHHE CYOBEKTY 3((EKTHBHOTO KOJMYECTBA KOMITO3H-
MY, COJIEpIKaIled HaHOYACTHUIlBI, conepikantue MHruouTop mTOR (Takoil kak JeKapCTBEHHBIH Mperapar u3
TPYIIIBI JIAMYCOB) B allbOYMHH, CyOBEKTY, KOTOPBIHA, KaK YCTAHOBJIEHO, OyJeT OTBeUaTh Ha JiedeHne. B HekoTo-
PBIX BapHaHTaX OCYIIECTBICHUS (HOoCHOpHUITHMPOBAaHHBIN OEIOK yKa3bIBaeT Ha TO, YTO CYOBEKT OyAeT ¢ OOobIIeH
BEPOSATHOCTHIO OTBEYAThH Ha JIeUeHNE. B HEKOTOPHIX BapHaHTaX OCYIIESCTBICHUS HePOCHOPIITUPOBAHHBIH OSIOK
YKa3bIBaeT Ha TO, YTO CyOBEKT OYAET C MEHBIIIEH BEPOSITHOCTHIO OTBEYAThH HA JICUCHHE.

Taxxe obecrieunBarOTCs CIOCOOBI OIIEHKU TOTO, HACKOIBKO cyOBhekT ¢ IIEKoMoii (Takoil kak 310Ka4ecT-
BenHas [IEKoma, Hanpumep MeTactatuueckas uiM MecTHO-pacnpoctpaneHHas [IEKoma) Oyzer ¢ Gosnbreit Be-
POSITHOCTBIO OTBEYATh MIIM Oy/IEeT ¢ MEHBIIEH BEPOSTHOCTHIO OTBEUATh Ha JICYCHUE, OCHOBHIBASCH Ha CYOBEKTE,
MMEIOIIEM YPOBEHb HKCIIPECCHH MapKepa npoiudeparii, rie JedyeHne BKIYaeT KOMIO3UIMIO, COJIEPIKaIIyIo
HAHOYACTHIIBI, coaepkaiue HHruouTop mTOR (Tako# kak JlekapCTBEHHBIN Mpenapar U3 TPYIIbl JTUMYCOB) U
aIbOYMUH, M TJI€ CIIOCO0 BKIJIIOYAET OLEHKY YPOBHS SKCIPECCHH MapKepa mnpoiudepanun y cyobekra. B Heko-
TOPBIX BapHaHTaX OCYIIECCTBICHHS CIOCOO JOMOJHUTENBHO BKIIIOYAET BBeACHHE CYOBEKTY d((HEKTHBHOTO KO-
JIUYeCcTBa KOMITO3UIIMH, COJIEprKaIlell HaHOYACTUIIBI, coAeprxkamue nHruouTop mTOR (Takoit kak JeKapCTBEH-
HBIH TIpenapaT U3 TPYIIBI JUMYCOB) U albOYMHUH, CyOBEKTY, KOTOPBIHA, KaK YCTaHOBJIEHO, OyAeT OTBeYaTh Ha
nedeHne. B HEKOTOPBIX BapHaHTaX ypOBEHB IKCIIPECCHU MapKepa Mpoudepaliy yKa3slBaeT Ha TO, YTO CyOBEKT
¢ oIl BEpPOsTHOCTHIO OyeT OTBEYaTh HA JeUeHHEe. B HEKOTOPHIX BapHaHTaX OCYMIECTBICHHUS MapKep Mpo-
mudepanun npenacrasisieT Ki-67. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS YPOBEHB IKCIPECCHH MapKepa Ipo-
madepayy u3MepsieTcs B o0pasiie 0T CyObeKTa ¢ NCII0JIb30BaHHEM NMMYHOTHCTOXUMHH. B HEeKOTOpHIX BapHaH-
Tax OCYIIECTBICHHS 00pa3el NpejcTaBisieT OMONCHIHHBIN 00pasen omyxoinu. Takke oOecrieunBaroTCsi CIIOCOOb
OLICHKH TOTO, HackoibKko cyobekT ¢ IIEKomoii (Takoii kak 3mokadectBenHas [IEKoma, Hanpumep meracrarnye-
CcKast uin MecTHo-pacnpoctpaneHHas [IEKoma) Oyner ¢ Gombiieil BepOTHOCTBIO OTBEYATh WIIM Oy/IET ¢ MEHBILEH
BEPOSITHOCTBIO OTBEYaTh Ha JIEYEHHE, OCHOBBHIBASCH Ha CyOBEKTE, MMEIOUIEM YpPOBEHb JKCIPECCHH MapKepa
aToNTo3a, I/Ie JICYCHHE BKIIOYAeT KOMITO3UINIO, COACPIKAIIYI0 HAHOYACTHIIBI, coaepskarnnue nHruoutop mTOR
(Takoii Kak JEKapCTBEHHBIN MpermapaT U3 TPYIIbl JUMYCOB) U aIbOYMUH, U TJE CIIOCO0 BKJIIOYAET OIEHKY YPOB-
HS DKCIIPECCHU MapKepa aronTo3a y cyopekTa. B HEeKOTOPHIX BapHaHTax OCYIIECTBICHHS CIIOCO0 JOMOTHUTEINb-
HO BKIIIOYAET BBEACHHE CYOBEKTY 3(PPEKTHBHOTO KOIMYECTBa KOMIIO3WINH, COJICpIKAINeH HAHOYACTHIIBI, CO-
neprxanie naruouTop mTOR (Tako# kak JeKapCTBEHHBIN Iperapar u3 TPYIIIbI IUMYCOB) U albOYMUH, CYOBbeK-
Ty, KOTOPBI, KaK YCTaHOBJICHO, Oy/IEeT OTBeUaTh Ha J€UCHHE. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS YPOBCHb
9KCIPECCHH MapKepa aronTo3a yKa3blBaeT Ha TO, YTO CYOBEKT OyIET C MEHbIIEH BEpOSTHOCTBIO OTBEYaTh Ha
JieueHre. B HEKOTOPHIX BapHaHTaX OCYMICCTBICHUS MapKep amonTos3a mnpenctaBisieT PARP wmu ero gparment.
B HekoTOpBIX BapHaHTaX OCYIIECTBICHHUS YPOBEHb HKCIIPECCHHM MapKepa aromnTo3a M3MepsieTcsi B o0pasie OT
CyOBEKTa C HCIIOJb30BAaHHEM MMMYHOTUCTOXMMHUH. B HEKOTOpBIX BapHaHTax OCYLIECTBICHHs OOpasel mpen-
CTaBJIsIeT OMOTICHITHEIN 00pa3er OIryXoJIu.

MyTalnMoHHEIH CTaTyC TeHAa MOXET OBITh OLICHCH B 00paslax M3 Pa3InYHbIX UCTOYHUKOB. B HEKOTOPBIX
BapHaHTaxX OCYIIECTBICHHUSA oOpa3er mpeacTaBiieT coboif oOpaserl KpoBH. B HEKOTOPHIX BapHaHTaX OCYIIECTB-
nenus 6eckierounas JIHK BeizenseTcs u3 oOpasiia KpoBH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS OOpasell
MIPENICTaBIIsIeT OMOTICUITHBIN 00pasel omyXxoyd. MyTallMOHHBIA CTaTyC T€HAa MOXET OBITh OIEHEH C MOMOIIBIO
Pa3IMIHBIX METOMOB, XOPOIIO M3BECTHBIX CIEIMAJINCTaM B JaHHOW 00xacTH. B HEKOTOpHIX BapHaHTaxX ocCyIie-
CTBJICHHSI MyTAalIHOHHBIN CTATyC T€HA OIEHWBAIOT, HCIIOJIb3YsI METOJIbI CeKBeHnpoBanus Oeckierounoit IHK. B
HEKOTOPBIX BapUaHTaX OCYIIECTBICHHS MYTAI[MOHHBIH CTaTyC reHa OILIEHMBAIOT C UCIIOJIb30BAHUEM CEKBEHHPO-
BaHUs CIICAYIOIIETO MOKOJCHUS. B HEKOTOPBIX BapHaHTAaX OCYIICCTBICHHS MYTAIMOHHBIA CTaTyC IeHa, BEHIJEC-
JICHHOTO M3 00pasia KpoBH, OLIEHUBAIOT C HCIIOJIb30BAHUEM CEKBEHUPOBAHUS CIEIYIOIIETO ITOKOIeH!s. B Heko-
TOPBIX BapHaHTaX OCYIICCTBJICHUS MYTALMOHHBIA CTAaTyC T'€Ha OIIEHHBAIOT C HCIOJIb30BAHHUEM HIK30COMHOTO
CEKBCHHPOBaHUs. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS MYTAI[MOHHBIN CTaTyC reHa OIICHUBAIOT C UCIIOJNb-
30BaHHEM (DIYOPECIICHTHOTO aHAN3a THOPUAM3AINY in Situ. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS MYTallH-
OHHBIN CTaTyC OIICHUBAIOT /10 Hadaja MPOBEACHHUS CIIOCO0O0B JICUCHNS, ONMMCAHHBIX 37€Ch. B HEKOTOPBIX BapHaH-
TaX OCYIIECTBICHHUS MYTAllMOHHBIN CTaTyC OIEHUBAIOT ITOCIIEC HAa4ajla MPOBEACHUS CIIOCOOOB JICUCHHUS, OTIMCAH-
HBIX 371eCh. B HEKOTOPBIX BapHaHTAaX OCYIICCTBICHUS MYTAlMOHHBIM CTAaTyC OLIEHHBAIOT JO M IOCJIE Hadaia
MIPOBE/ICHUS CITIOCOOOB JICUCHUS, OTIMCAHHBIX 37I€Ch.

Craryc ¢ochoprmpoBaHnus MOXKET OBITH OIICHEH B 00pa3lax W3 pa3jHMYHbIX UCTOYHHUKOB. B HEKOTOPBIX
BapHaHTaxX OCYIIECTBJICHUS 0Opa3el] MpencTaBiIseT OMONCHIHBIN oOpasen omyxoiu. Cratyc ¢ochopunmrpoa-
HUS OeJIKa MOJKET OBITh OLIEHEH C IMIOMOIIBIO Pa3InYHBIX METOIOB, XOPOLIO M3BECTHBIX CIICLHAINCTaM B TaHHOH
obyiacTu. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUS CTaTyc (GocopuIMpoBaHys OLIEHUBAIOT, UCTIONB3YsT HMMY-
Horucroxumuw. Cratyc hocoprnrpoBanus OeIKa MOXKET OBITh caiT-crierudpuueckum. Craryc Gocopraupo-
BaHMsI MOXKHO CPaBHHTH C KOHTPOJBHBIM 00pa3lioM. B HEKOTOPBIX BapHaHTaX OCYIIECTBIECHHS CTAaTyc (ocdo-
PUIMPOBAHMS OLICHUBAIOT JI0 HAYasa MPOBEACHHSI CIIOCOOOB JICUEHHs, ONTMCAHHBIX 37IeCh. B HEKOTOPBIX BapHaH-
Tax OCYIIECTBIECHUS craryc (hocOpHIMPOBaHMS OIEHMBAIOT MOCJE Havaja IPOBEACHUs CIOCOOOB JICUSHHS,
OTIMCaHHBIX 37e€Ch. B HEKOTOPBIX BapHaHTaX OCYMIECTBICHHUS CTAaTyc (ochHOpMINPOBAHHS OLEHUBAIOT 10 H IO-
CJie Hayasa MpOBEICHUS CIIOCOOOB JICUCHNUS, OMMCAHHBIX 3/1€Ch. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHS OSIIOK
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(dochopuwrpoBaH. B HEKOTOPHIX BapHaHTaX OCYILIECTBICHUS OeloK He GochopunupoBad. B HEKOTOPBIX Bapu-
AHTaxX OCYIICCTBJICHUS CAT OMpPeIeICHHOW aMIHHOKHUCIOTH (pochopimupoBaH. B HEKOTOPBIX BapHaHTaX OCYIIIE-
CTBJICHUS CAalT ONpEICICHHON aMIHOKHCIIOTH He (pochOpHInpoBaH.

YpoBeHb dKcIpeccur Oenka (TakoTo Kak Mapkep Mpoju@epannuyd Hid aromTo3a) MOXET OBITh BBICOKUM
WA HU3KAM YPOBHEM IO CPaBHEHHIO C KOHTPOJIEHBIM 00pa3moM. B HEKOTOpHIX BapHaHTax OCYIIECTBICHHUS
ypoBeHb Oeyika y cyOBheKTa CpaBHUBAIOT C YPOBHEM Oellka B KOHTPOJHHOM 00pasiie. B HEKOTOPHIX BapHaHTaX
OCYILIECTBIICHHS YPOBEHb Oellka y CyOBeKTa CpaBHUBAIOT C YPOBHEM Oeilka B MHOTOYHCIICHHBIX KOHTPOJIBHBIX
oOpasmax. B HEKOTOPEIX BapHaHTaX OCYIIECTBICHUS MHOTOYNCICHHBIE KOHTPOJIBHBIE 00pa3Ibl HCIOIB3YIOT AJIS
MOJYYCHUS CTATHUCTUKH, KOTOpas MPUMEHsETCs U KiaaccupuKanuu ypoBHs Oenka y cyobekra ¢ ITEKomoid.
Cratyc dhochopmirpoBanus Oeka MOKHO CPABHHUTH C KOHTPOJILHBIM 00pa3iioM. B HEKOTOPEIX BapHaHTaX OCY-
IIECTBJICHUS YPOBEHB HKCIPECCHH OIICHUBAIOT JIO HaYaja MPOBEICHHS CITIOCOOOB JICUCHHUS, OIMCAHHBIX 3/IeCh. B
HEKOTOPBIX BapUaHTaX OCYIICCTBICHHS YPOBEHBb 3KCIIPECCHUU OICHUBAIOT MOCIC Havajia MPOBEACHUS CIIOCOO0B
JICUCHUSI, OTIMCAHHBIX 3]IeCh. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS YPOBEHBb IKCIPECCHU OLICHUBAIOT JIO0 W
MOCJIe Havaxa MpOBEICHIS CITIOCOOOB JICUCHISI, OMMCAHHBIX 37ICCh.

Knaccugukanuto wim pamXupoBaHUe YpOBHs Oenka (HampuMep, BRICOKOTO MIIM HA3KOTO) MOYKHO TIPOBEC-
TH OTHOCHTEIIFHO CTATHCTHYECKOTO paclpeieieHUs] KOHTPOIBHBIX YPOBHEH. B HEKOTOPHIX BapHaHTaX OCYIIECT-
BJICHUS KIACCHU(HUKAIIIO WIH PAHKUPOBAHKE MPOBOJAT OTHOCHTEIBHO KOHTPOJIBEHOTO 00pasna, MOIydeHHOTO OT
cy0bexTa. B HEKOTOpOM BapWaHTE OCYIIECTBICHHUS YPOBHHU OelKa KIACCH(PUIMPYIOTCS WM PAHKXUPYIOTCA OT-
HOCHTENIFHO CTAaTHCTHYECKOTO paclpeesIeHIs] KOHTPOIBHBIX YpOBHEH. B HEKOTOPHIX BapHaHTaX OCYIIECTBIIE-
HUS yPOBEHB Oellka KJIaCCU()HIUPYETCS WM PAH)KUPYETCS OTHOCHTEIHHO YPOBHSA B KOHTPOJIBHOM 00pasie, mo-
JYYCHHOM OT CyOBEKTa.

KonTtponpHbIe 00pa3ibl MOTYT OBITh TOJTYYCHBI C UCIIOIF30BAHIEM TEX K€ HCTOYHUKOB M METOJIOB, UYTO H
00pas3Ibl, OTIUYHBIC OT KOHTPOJLHBIX 00pa3IoB. B HEKOTOPEIX BapHaHTaX OCYIIECTBICHHS KOHTPOJBHBINA 00pa-
3€ll MOJTyYaroT OT APYroro cyobekTa (HampumMep, cyonsekTa, He umeroniero [IEKomy, w/umm cyobekta, mMerole-
T0 aHAJIOTUYHYIO dTHHYECCKYIO, BO3PACTHYIO U TCHACPHYIO UICHTUYHOCTE). B HEKOTOPBIX BapHaHTAaX OCYILIECTB-
JIEHUS, KOoTJa o0pasell SBJIsIeTCsS 00pa3lioM OITyXOJIeBOW TKaHW, TO KOHTPOJBHBIH 00pa3er] MOXKET ObITh 00pa3-
IIOM HE3JIOKa4eCTBEHHON TKAaHHU OT TOTO kK€ CyObeKTa. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS MHOTOYHCICH-
HbI€ KOHTPOJIbHBIE 00pasmbl (HAampuMep, OT Pa3HBIX CYOBEKTOB) WCIIONB3YIOT JUIsl OMPENCIICHUs IHUara3oHa
YpOBHEH OMOMapKepoB B OIPENCICHHONH TKaHW, OPTaHe WU KJICTOYHOH MOIMYJSIHHA. B HEKOTOPHIX BapHaHTax
OCYILECTBIICHHUSI KOHTPOJIBHBIN 00paserl mpeAcTaBisieT cO00H KyIbTHBHPOBAHHYIO TKaHb WM KIIETKY, KOTOpas
ObuTa ompeneneHa B KadeCTBE HAJIC)KAIIEr0 KOHTPOIA. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS KOHTPOIb
MpPEJICTABISIET KICTKY, KOTOpas He 3KCIpeccCupyeT OMoMapkep. B HEKOTOPHIX BapHaHTAaX OCYIICCTBICHUS KIIH-
HUYCCKU TPUEMIICMBIH HOPMAJBHBIA YPOBCHb B CTAHIAPTU30BAaHHOM TECTE HCIIOIB3YETCs B KAYECTBE KOHTPOJIb-
HOTO YPOBHS JUIS OTIPEJCICHUS YPOBHS OMoMapkepa. B HEKOTOpPHIX BapuaHTax OCYHICCTBICHHS pedepeHCHBIN
YpOBECHb OMOMapkepa y CyObeKTa KIACCU(PUIUPYETCS KaK BBHICOKWMN, CPEIHHU WM HU3KUH B COOTBETCTBHU C
CUCTEMOW OIICHKH, TAKOW KaK CHCTeMa OIICHKH Ha OCHOBE MMMYHOTHCTOXHMHUYECKOTO aHaim3a. B HEKOTOPHIX
BapHaHTaX OCYIICCTBJICHUS pedepeHCHBIH YpOBCHb OMOMapkepa y CyObeKTa KIacCU(PUIMPYETCs KaK HU3KHU
YPOBEHB B 00pa3Iie, KOT/1a OIleHKa HIKE MIIM paBHA OOIIEH cpeHel OleHKe.

B HEeKoTOpHIX BapHaHTaX OCYIIECTBIICHHS YPOBEHb OMOMapKepa OIpenensieTcs H3MEepEeHHeM YpOBHS OHo-
Mapkepa y CyObeKTa M CpaBHEHHEM C KOHTPOJIbHBIM WIH peepeHCHBIM 3HaUYCHHEM (HalpuMep, CPEIHUM yPOB-
HEM JUTS JTaHHOM MOMYISINY MallieHTOB WIN YPOBHEM Y BTOpOro cyobekTa). Hanpumep, eciu ypoBeHb OGromap-
Kepa Ul OTHOTO CyOBeKTa OIpeieIeH KaK BBIIIE CPETHETO YPOBHS B IMOMYJISIIAN MAIlMEHTOB, TO TAHHBIN CyOB-
€KT, KaK YCTaHOBJICHO, MIMECT BHICOKUI ypOBEHb OMOMapkepa. AIbTEpHATHBHO, €CIIH YPOBEHb OHOMapKepa JJis
OJTHOTO CyOBEKTa OTPEACIICTCS KaK HIKE CPETHETO YPOBHS B MOIMYJISIMH MAI[HCHTOB, TO TAHHBIN CYOBEKT, KaK
YCTaHOBJICHO, UMEET HU3KHI YPOBCHb OMOMapKepa. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS CYOBEKT CpaBHU-
BaeTCsS CO BTOPBIM CYOBEKTOM W/WJIM TIOMYJISANUCH MallMEHTOB, KOTOPhIC OTBEYAIOT HA JICUCHHE. B HEKOTOPHIX
BapHaHTaX OCYIICCTBICHUS CYOBEKT CPaBHUBACTCS CO BTOPHIM CYOBEKTOM W/WIIHM TOMYJSAIUECH MAllMEHTOB, KO-
TOpBIC HE OTBEYAKOT Ha JicucHHE. B JIF0OOM M3 BapHAHTOB OCYILIECTBIICHHS HACTOSIICTO M300PETCHUS YPOBHH
MOTYT OBIThH OTIPEENICHBI ITyTEM M3MEPEHHS YPOBHS HYKJICHHOBOH KHCJIOTHI, KOAWpYyIommel 6nomapkep. Hampu-
Mep, ecitu yposeHb MPHK, koaupytoreit Onomapkep y 0fTHOTO CyObeKTa, ONPE/ICIICH KaK BBIIIE CPEAHETO YPOB-
HS B TIOMYJLIIIMY TAIIMEHTOB, TO JaHHBIH CYOBEKT, KaK YCTAaHOBIJIEHO, MMeeT BhIcOkui ypoBeHb MPHK, xomm-
pyroieli Onomapkep. AnbTepHaTHBHO, ecii ypoBeHb MPHK, xomupyromielr nomapkep y oIHOTO CyOBeKTa, Of-
penensercs Kak HIKe CPeIHETO YPOBH B MOIYIIALNH IMAIIUEHTOB, TO JAHHBIH CyOBEKT, KaK YCTAaHOBJIICHO, IMEET
Hu3kui yposenb MPHK, komupytomieit Gnomapkep.

B HEKOTOpBIX BapHaHTaX OCYIICCTBIICHUS peepeHCHBIH YPOBEHb OMOMAapKepa ONPEAeIsIeTCs MyTeM I0-
JMYYCHHUS CTATUCTHICCKOTO PACIpE/ICIICHUs YPOBHEH OHoMapkepa.

B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS CIIOCOOBI OMOMH(POPMATHKN UCTIONB3YIOTCS JUIS ONPEACICHUS U
KinaccuuKauy ypoBHEH Omomapkepa. brumi pa3paboTaHbl MHOTOYHCICHHBIC albTCPHATUBHBIC TOIXOIBI HA
OCHOBE OMOMH(GOPMATHKH JUTS OICHKH MPOQUIel SKCIPECCHH TeHa ¢ UCIOJIb30BAHUEM JaHHBIX 10 TPOQHIHPO-
BaHUIO dKCTpeccud reHoB. CocoObl BKIIFOUAIOT, HE OTPAaHMYUBASsICH 3THUM, OIMCAaHHBIC B MyOnukamusax Segal E.
et al., Nat. Genet. 34:66-176 (2003); Segal E. et al., Nat. Genet. 36:1090-1098 (2004); Barry W.T. et al., Bioin-
formatics 21:1943-1949 (2005); Tian L. et al., Proc Nat'l Acad Sci USA 102:13544-13549 (2005); Novak B.A.
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and Jain A.N., Bioinformatics 22:233-41 (2006); Maglietta R. et al., Bioinformatics 23:2063-72 (2007); Busse-
maker H.J., BMC Bioinformatics 8 Suppl 6:S6 (2007).

B HexoTOphIX BapmaHTaX OCYIIECTBICHHUS YPOBEHb SKCIPECCHH Oelka OMpEeNelsioT, HapuMep, MMMYHO-
rucroxumuei. HampumMep, KpUTepuH WHTEPIPETAlMH HU3KUX UM BBICOKHX YPOBHEH MOXKHO YCTAaHOBUTH Ha
OCHOBE YHMCJIA TIOJIOKHUTEIHHO OKPAIIEHHBIX KJIETOK W/WIM HMHTEHCHUBHOCTH OKpAIIMBaHUS, HAIIPUMED, C UCTIONb-
30BaHHEM aHTHUTEJA, KOTOPOE CIICIM(PHUIECKH paclo3HaeT Oeok brnomapkepa. B HEKOTOPHIX BapHaHTaX OCyIIe-
CTBJICHHSI YPOBEHB SIBJIIETCSI HU3KHM, €CIT MeHee npumepHo 1, 5, 10, 15, 20, 25, 30, 35, 40, 45 wim 50% xineTok
HUMEIOT TIOJIOKHUTENIFHOE OKpaIliBaHWE. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS YPOBEHH SIBIIACTCS HU3KUM,
eciM oKpammBaHue Ha 1, 5, 10, 15, 20, 25, 30, 35, 40, 45 unu 50% Huke UHTEHCUBHOCTH OKpAalllUBaHUS MOJIO-
JKUTEITBHOTO KOHTPOJIS.

B HexoTOpBIX BapHaHTax OCYIIECTBIICHHUS YPOBEHb SIBISIETCS] BEICOKNM, eciH Oojee mpumepHo 40, 45, 50,
55, 60, 65, 70, 75, 80, 85 unan 90% KJIETOK MMEIOT MOJOKUTENBHOE OKpalluBaHuEe. B HEKOTOPBIX BapHaHTax
OCYILICCTBIICHUS YPOBEHbB SBJISICTCS BHICOKUM, €CITH OKPAIIMBAHUE SIBIISICTCS] TAKMM K€ WHTCHCUBHBIM, KaK M OK-
palIuBaHUE MOJIOKUTEIHHOTO KOHTPOJIA. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS YPOBCHb SBISICTCS BEICOKUM,
ecym okpamuBanue Ha 80, 85 mwim 90% Takoe ke HHTEHCHBHOE, KaK OKpAaIINBaHUE MTOJIOKUTEIHHOTO KOHTPOJIS.

B HEKOTOPBIX BapHaHTax OCYIIECTBIICHHS CHIBLHOE OKpAIIMBAaHUE, CpPEIHEe OKpalINBaHue U cilaboe oxpa-
IIMBaHUE MPEACTABILIOT OTKATHOPOBAHHBIE YPOBHU OKpAIIMBAaHUS, TIC yCTaHABIMBACTCS TUANa30H W WHTCH-
CHUBHOCTH OKpAIIMBaHUS B MIpeesiaX Iuamna3oHa. B HEKOTOPhIX BapHaHTaX OCYIIECTBICHHUS CHIIBHOE OKPAIIHBa-
HHUE TIPEJICTABIICT OKpAIIMBaHWE BEINIE 75 TMPOIEHTHIN AWANa30HAa WHTCHCHUBHOCTH, CpPEIHEE OKpALIMBAHUE
MPEICTaBISIET OKpalMBaHUE OT 25 10 75 MPOIEHTWIN AWAna30Ha WHTEHCHUBHOCTH, W HHU3KOE OKpPAIIMBAHUE
MPEJICTABISICT OKPAIIUBaHUE HIDKE 25 MPOICHTWIM JHUANa30HAa WHTCHCUBHOCTH. B HEKOTOPHIX acleKTax crie-
[UAITUCT B JAHHOW OOJIACTU W CIICIMAJIICT, 3HAKOMBIH ¢ KOHKPETHON TEXHOJOTHEH OKPAIIUBAHUS, KOPPEKTHPY-
eT OMHAPHEIN pa3Mep U onpeaessieT KaTerOPUH OKPAlTHBAHUS.

B HexoTOphIX BapuaHTaX OCYIIECTBICHUS OMOMapKep OLCHHBAIOT B 00paslie KpOBU. B HEKOTOPHIX Bapu-
aHTax OCYIICCTBICHUS OMOMapKep OleHHBalOT B oOpasue Occkiretounoit JJHK. B HekoTOphIX BapuaHTax oCy-
IIECTBJICHUS OMOMapKep OLIEHUBACTCS C MCIIOIb30BAaHIEM CEKBEHHPOBAHUS CIIEAYIOIIETO MOKOIeHUs. B HeKoTO-
PBIX BapHaHTaX OCYIIECTBICHHUA OMOMapKep OIICHWBAIOT B OMOTNICHMITHOM 00paslie OmyXoyid. B HEKOTOpHIX BapH-
aHTax OCYIIECTBICHUS OMOMapKep OLIEHUBAIOT C HCIIOIB30BAHNEM HMMYHOTHCTOXHMUH.

Taxoke 37ech 00ecIeunBaloOTCs CrocoOb! HanpasieHus Ha jedeHue [IEKoMbl mocTaBkoit oOpasma B amar-
HOCTHYECKYIO JTab0OpaTOpHIO ISl ONIpeIeICHIs YPOBHEH OHOMapKepoB; o0ecTieueHneM KOHTPOJIBHOTO o0pasiia ¢
M3BECTHBIM YpOBHEM OHMoMapkepa; oOecrieueHneM aHTHTeNa K OMoMapkepy; odecrieueHneM CBI3bIBAaHHS 00pas-
I[a ¥ KOHTPOJILHOTO 00pa3ia ¢ aHTUTEIIOM W/WIH JETEKTUPOBAHHEM OTHOCHTEIBHOTO YPOBHS CBS3bIBAHUS aHTH-
TeNa, TJIC YPOBEHBb B 00pa3Ile HCIOIb3yeTCs IS MPEJOCTABIICHUS 3aKITFOUCHIS O TOM, YTO MAIMEHT JOJIKCH I10-
JYYIHTH JICYCHUE JTFOOBIM H3 CITIOCOOOB, ONIMCAHHBIX 3/1CCh.

Taxxe 31ech 00eCIEUHBAIOTCS CIIOCOOBI HATIPABJICHUS HA JICYCHUE 3a00JICBaHUS, JOMOIHUTEIHHO BKITIO-
YaroIUe SKCICPTU3Y WK aHAJH3 JaHHBIX, KacaONIMXCs MPUCYTCTBUS (WK YpPOBHs) OHMoMapkepa B oOpaslie; u
MPEJOCTABIICHIE 3aKIFOUCHUS CYOBEKTY, HAPUMEP CICIHATIHCTY, 00CCICUNBAIONIEMY MEIUIIUTHCKOE 00CTYXKH-
BaHUE, WIN PYKOBOIMUTENIO YUPESKACHUH 3APaBOOXPAHEHHS, O BEPOSATHOCTH WM MPUTOJHOCTH CyOBEKTa OTBE-
4yaTh Ha JICYCHHUE, TJe 3aKII0YCHNE OCHOBBIBACTCS HA DKCIIEPTH3E M aHAIN3E NAaHHBIX. B OHOM acrmekTe u30-
OpeTeHns 3aKII0UeHNE MIPEACTABIET Nepeaady JAHHBIX B CETH.

Ananmuz ONCOPANEL™ MOXHO HCMONB30BaTh JJIi HCCIEHOBAHMS IK30HHBIX IOCIEI0BATENbHOCTEMH
JIHK TeHoB, accOIMupoBaHHBIX ¢ PAaKOM, U HHTPOHHBIX OOJACTEeH IS JETEKTUPOBAHUS TEHETUYECKUX abeppa-
IIUH, BKIIIOYAs COMAaTHICCKUE MYTAIlNH, BapHaIlMX YHUCIa KONMH U CTPpYKTypHBIe niepectpoiiku B JIHK B 06pas-
1ax W3 pa3IMIHBIX UCTOYHUKOB (TAKMX KaKk OMOIICHHHBIA 0Opa3ell OmyXoJd WM 00paser] KpOBH), TEM CaMbIM
oOecrieunBasl CIOUCOK KAaHAWJATOB TCHETUYCCKUX alOepparuii, KOTOopele MOryT mpenctaBiasate mTOR-
aKTUBHpYOIIUE abepparui. B HEKOTOPBIX BapuaHTax ocylmecTBieHus adepparmss mTOR-accormmupoBaHHOTO
TeHA MPEJICTABISACT COO0M reHEeTHYECKYIO abeppaIiio MM a0epPPaHTHBIN YPOBCHD (TaKOW KaK YPOBEHB DKCIPEC-
CHU WM YPOBEHb aKTUBHOCTH) B TeHe, BhiOpanHOM u3 aHanmn3a ONCOPANEL™., Cwm., nanpumep, Wagle N. et
al. Cancer discovery 2.1 (2012): 82-93. Tunmmunas Bepcus anannza ONCOPANEL™ pxrodaer 300 acconuupo-
BaHHBIX C pakoM reHoB W 113 uHTpoHOB mo 35 renam. 300 reHoB, BKJIIOYEHHBIX B THUIHWYHBIN aHamu3
ONCOPANEL™, mpencrasnsitor ABL1, AKT1, AKT2, AKT3, ALK, ALOX12B, APC, AR, ARAF, ARIDIA,
ARID1B, ARID2, ASXL1, ATM, ATRX, AURKA, AURKB, AXL, B2M, BAP1, BCL2, BCL2L1, BCL2L12,
BCL6, BCOR, BCORLI1, BLM, BMPR1A, BRAF, BRCA1l, BRCA2, BRD4, BRIP1, BUBIB, CADM2,
CARDI11, CBL, CBLB, CCNDI1, CCND2, CCND3, CCNE1, CD274, CD58, CD79B, CDC73, CDH1, CDK1,
CDK2, CDK4, CDK5, CDK6, CDK9, CDKNI1A, CDKNI1B, CDKNIC, CDKN2A, CDKN2B, CDKN2C,
CEBPA, CHEK2, CUTA, CREBBP, CRKL, CRLF2, CRTC1, CRTC2, CSFIR, CSF3R, CTNNBI1, CUXI,
CYLD, DDB2, DDR2, DEPDCS, DICER1, DIS3, DMD, DNMT3A, EED, EGFR, EP300, EPHA3, EPHAS,
EPHA7, ERBB2, ERBB3, ERBB4, ERCC2, ERCC3, ERCC4, ERCC5, ESRI1, ETV1, ETV4, ETVS, ETV6,
EWSRI1, EXTI1, EXT2, EZH2, FAM46C, FANCA, FANCC, FANCD2, FANCE, FANCF, FANCG, FAS,
FBXW7, FGFR1, FGFR2, FGFR3, FGFR4, FH, FKBP9, FLCN, FLT1, FLT3, FLT4, FUS, GATA3, GATAA4,
GATAG6, GLI1, GLI2, GLI3, GNA11, GNAQ, GNAS, GNB2L1, GPC3, GSTMS5, H3F3A, HNF1A, HRAS, ID3,
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IDH1, IDH2, IGFIR, IKZF1, IKZF3, INSIG1, JAK2, JAK3, KCNIP1, KDM5C, KDM6A, KDM6B, KDR,
KEAPI1, KIT, KRAS, LINC00894, LMO1, LMO2, LMO3, MAP2K1, MAP2K4, MAP3K1, MAPKI1, MCLI,
MDM2, MDM4, MECOM, MEF2B, MEN1, MET, MITF, MLH1, MLL (KMT2A), MLL2 (KTM2D), MPL,
MSH2, MSH6, MTOR, MUTYH, MYB, MYBL1, MYC, MYCL1 (MYCL), MYCN, MYDS88, NBN, NEGRI,
NF1, NF2, NFE2L2, NFKBIA, NFKBIZ, NKX2-1, NOTCHI, NOTCH2, NPM1, NPRL2, NPRL3, NRAS,
NTRKI1, NTRK2, NTRK3, PALB2, PARK2, PAX5, PBRMI1, PDCDILG2, PDGFRA, PDGFRB, PHF6,
PHOX2B, PIK3C2B, PIK3CA, PIK3R1, PIM1, PMS1, PMS2, PNRC1, PRAME, PRDM1, PRF1, PRKARIA,
PRKCI, PRKCZ, PRKDC, PRPF40B, PRPF§, PSMD13, PTCHI1, PTEN, PTK2, PTPNI11, PTPRD, QKI,
RAD21, RAF1, RARA, RBI, RBL2, RECQL4, REL, RET, RFWD2, RHEB, RHPN2, R0S1, RPL26, RUNX1,
SBDS, SDHA, SDHAF2, SDHB, SDHC, SDHD, SETBP1, SETD2, SF1, SF3B1, SH2B3, SLITRK6, SMAD?2,
SMAD4, SMARCA4, SMARCBI1, SMCI1A, SMC3, SMO, SOCSI1, SOX2, SOX9, SQSTM1, SRC, SRSF2,
STAG1, STAG2, STAT3, STAT6, STK11, SUFU, SUZI12, SYK, TCF3, TCF7L1, TCF7L2, TERC, TERT,
TET2, TLR4, TNFAIP3, TP53, TSC1, TSC2, U2AF1, VHL, WRN, WTI1, XPA, XPC, XPOl, ZNF217,
ZNF708, ZRSR2. UuTpouHbIle 00mactu, uccieayembie B TunmrmaHoM aHamm3e ONCOPANEL™, uMmeroT MecTo B
koHkpeTHbIX uHTpoHax ABLI1, AKT3, ALK, BCL2, BCL6, BRAF, CIITA, EGFR, ERG, ETV1, EWSRI,
FGFR1, FGFR2, FGFR3, FUS, IGH, IGL, JAK2, MLL, MYC, NPM1, NTRK1, PAX5, PDGFRA, PDGFRB,
PPARG, RAFI1, RARA, RET, ROSI1, SS18, TRA, TRB, TRG, TMPRSS2. mTOR-aktuBupyomue adbeppamnuu
(Takue xak reHeTHUecKas abeppanus U abeppaHTHBIE YPOBHH) JIFOOOTO W3 T€HOB, BXOJAIIUX B JFOOOH BapHaHT
ocyuiectBieHus: win Bepcuto ananuza ONCOPANEL™, pkitodasi, HO He OTPaHUYUBASICh STUM, T€Hbl U UHTPOH-
HBIe 00JIaCTH, MEPEUHCICHHBIC BBIIIE, PACCMATPHBAIOTCS HACTOSIIEH 3asSBKOM B KadeCTBE OCHOBHI IS 0TOOpa
cyOBeKTa IS JISYEeHUST KOMIIO3UIMSIMH HaHodacTUI mHruoutopa mTOR.

Jlo3upoBaHue U croco0 BBEICHUS KOMIIO3UIIMA HAHOYACTHII.

Jo3a Hanogactnmy mTOR (Takmx Kak KOMIO3HWIIMK HAHOYACTHI] JEKAPCTBEHHOTO MpenapaTa W3 TPYIIIIBI
JMYCOB), BBOAUMBIX CYOBCKTY (HAIIPUMED, YCIOBEKY), MOXKET BAPbUPOBATHECSA B 3aBUCHMOCTH OT KOHKPETHOM
KOMITO3UINH, crioco0a BBeacHus U Tuna [IEKoMbI, moaBepraromeiics JeueHH0. B HEKOTOPBIX BapHaHTaX OCy-
IICCTBJICHUS KOJMYCCTBO KOMIIO3UIMH SBISACTCS d(PPEKTUBHBIM I 0OecreueHusl 00BEKTHBHOTO OTBeTa (Ha-
MpUMEp, YACTUIHOTO OTBETA I TIOJIHOTO OTBETa). B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS KOJIMICCTBO KOM-
no3unuu HanodacTurm mTOR (HampuMmep, KOMIO3WIME HAHOYACTHII JICKAPCTBCHHOTO IperapaTra W3 TPYIIIBI
JIMMYCOB) SIBJIICTCSI JOCTATOYHBIM JJISI TIOTyYEHUsI ITOJTHOTO OTBETa y CyOBeKTa. B HEKOTOPHIX BapHaHTaX OCy-
IIECTBJICHUS KOJMYECTBO KoMro3unuy Harnodactum mTOR (HampuMmep, KOMITO3UIIMHA HAHOYACTHIL JEKapCTBEH-
HOTO TIperapara U3 TPYIIIEI JIMMYCOB) SIBIAETCS JOCTATOYHBIM JUISI IOTYYCHUSI YaCTUIHOTO OTBETa Yy CyOBEKTa.
B HexoTOphIX BapHaHTaX OCYIIECTBICHHS KOJMYECTBO KoMIO3uuu HaHodacTum mTOR (mampumep, KOMITO3H-
IIUF HAHOYACTHII JICKAPCTBEHHOTO IpenapaTa U3 TPyl JTUMYCOB), BBOAUMOE (HAaIIpuMep, IPU CaMOCTOSTENb-
HOM BBEJICHWH), SIBIISETCS JOCTATOYHBIM JIJISl TIOJydeHUs 00IIero ypoBHS 0TBeTa Y Oomnee uem nmpumepro 20, 30,
40 50, 60 wmu 64% momMyIANUN CyObEKTOB, TIOABEPTIINXCS JCUCHHI0 KoMmo3uimell HaHogactuy mTOR (Takoit
KaK KOMITO3UIIMS HAHOYACTHII JICKAPCTBCHHOTO TpernapaTa U3 rpymibl TuMycoB). OTBEThI CyObEKTa Ha JICUCHHE
CrIoco0amMH, OIMCAaHHBIMHU 3716Ch, MOKHO OIPEAeNnTbh, HarpuMmep, Ha ocHoBe yposHeil RECIST, muctockonmu (c
ouorncueit wu 6e3 Hee), OMOTICHH, IIUTOJIOTHH U KOMITBIOTEPHOM ToMOoTpaduu.

B HEKOTOPHIX BapuaHTaX OCYMICCTBICHHS KOIMYECTBO Kommo3uiuu HaHodacTurl mTOR (Hampumep, KoMm-
MO3WIIMU HAHOYACTHII JICKAPCTBCHHOTO Mperapara 13 TPYIIIBI JIUMYCOB) SBISCTCS JOCTATOYHBIM IS IOTYYCHUS
OTPHIIATEIFHOTO pe3yibTaTa B OWONCHH y CcyOBekTa. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS KOJIMYECTBO
KOMITO3UIIH SIBJIICTCS TOCTATOYHBIM JJISI IPOIJICHUSI BEDKUBAEMOCTH CyOBeKTa 0e3 mporpeccupoBaHus 3adoie-
BaHUJ. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS KOJIMIECCTBO KOMIIO3UIMH SIBIISIETCS JOCTATOYHBIM JUIS IIPO-
JUTeHUs 00IIel BEDKMBAEMOCTH CyOBekTa. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHS KOJIMYECTBO KOMITOZUIMH
(HammpuMep, IPU CaMOCTOSITETFHOM BBEJICHHUHN) SIBIISICTCS TOCTATOYHBIM /ISl IOTYYEHUS KIIMHIYecKoro 3¢ dekra
y 6omnee yem 50, 60, 70 wiu 77% momyasSuuu CyOBEKTOB, MOIBEPIIINXCS JICICHUIO KOMITO3UIMECH HAHOYACTHII
mTOR (HanpuMep, KOMIO3UIUEH HAHOYACTHUL] JEKAPCTBEHHOTO MIpenapara U3 rpynisl JMMYCOB).

B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS KOJUYCCTBO KOMIIO3UIUH MPEACTABIACT KOJUYECTBO, JOCTATOY-
HOE JUIS YMCHBIICHHS pa3Mepa OIMYXOJIH, YMEHBIICHUS KOJIMYCCTBA 3I0KAYCCTBCHHBIX KJICTOK WM CHUKCHUS
CKOPOCTH pOCTa OIyXOJIM N0 MeHbIIel mepe npumepHo Ha 10, 20, 30, 40, 50, 60, 70, 80, 90, 95 unmu 100% no
CPaBHEHHIO C COOTBETCTBYIOIIMM Pa3MEpPOM OMYXOJU WM CKOPOCTBIO POCTa OMYXOJH Yy OJHOTO M TOTO XKE
cyOBeKTa 0 JICYCHHUs WM M0 CPAaBHEHUIO C COOTBETCTBYIOIIEH aKTHBHOCTBIO Y IPYTHUX CYOBEKTOB, HE IOIY-
YaIoIUX TaKoe JedeHue. [ m3MepeHns BeIMIHHBI 3TOT0 3 (eKTa MOXKHO HCIOIB30BATh CTaHAAPTHBIE METO-
IIBI, TAKHE KaK TECTHI in Vitro ¢ OYNIIEHHBIM (PepPMEHTOM, KJIIETOYHBIEC TECTHI, >KUBOTHBIC MOJEIH TN UCITBITAaHHE
y Jroei.

B HekoTOpBIX BapuaHTax OCYIIECTBICHHS KoimdecTBO MHTHOMTOpa MTOR (Takoro kak JiekapCTBEHHBIN
mpernapaT U3 TPl JIUMYCOB, HAl[pUMEpP CHPOJIUMYC) B KOMIIO3UIIMH HAaXOAWUTCS HIDKE YPOBHS, KOTOPBIN HH-
JIYIUPYET TOKCUICCKUH dPPEKT (T.€. 3PPEKT BhIIC KIMHHYCCKH TPUSMIICMOTO YPOBHS TOKCHYHOCTH), MU Ha-
XOJIMTCS Ha YPOBHE, KOT/Ia MOTCHIIMATBHBIA MOOOYHBIN 3(h(HEeKT MOKET KOHTPOIHPOBATHCS WM MEPECHOCUTHCS,
KOTJIa KOMIIO3HIIUS BBOJUTCS CYOBEKTY.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHHS KOJMYECTBO KOMIO3HMIUU OJM3KO K MaKCHUMAIBHOW MEPEHOCH-
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Moii 1o3e (MII/I) KoMITO3UIKYU TP BBSACHUH B aHAJIOTHIHOM PESKUME JO3UPOBAHHSA. B HEKOTOPBIX BapHaHTax
OCYILIECTBIICHHSI KOJIMYECTBO KOMITO3HIIUU cOCTaBmsAeT Oonee ueM npumepHo 80, 90, 95 wim 98% ot MITJI.

B HekoTophIX BapuaHTax ocyriecTBieHUs dhexTruBHBIe KommdecTBa nHruouropa mTOR (Hanmpumep, se-
KapCTBEHHOTO TIperapara W3 TPYIMIBl JTUMYCOB) B KOMIIO3HIIMM HAHOYACTHIl BKJIIOYAIOT, HE OTPAHUIHBASCH
3TUM, TI0 MEHBIIIEH Mepe, Mo0ble KomdecTBa 3 npumepHo 25, 30, 50, 60, 75, 80, 90, 100, 120, 160, 175, 180,
200, 210, 220, 250, 260, 300, 350, 400, 500, 540, 750, 1000 wi 1080 Mr/m° naruouTopa mTOR (Hanpumep,
cuponuMyca). B pasnu4HbIX BapraHTaxX OCYIIECTBICHHS KOMITO3HMINS BKIIIOYAET JIFOOBIE KOJIMIECTBA HIKE YEM
npumepHo 350, 300, 250, 200, 150, 120, 100, 90, 50 wm 30 Mr/m° naruouTopa mTOR (Hampumep, cUpoIUMY-
ca). B HekoTOpBIX BapMaHTax OCyIIeCTBIEHHs KoiudecTBO mHrnomropa mTOR (Hampumep, cuponnMyca) Ha
OJTHO BBEJICHHE COCTAaBJISICT JTHOO0C KOIMUYSCTBO HIDKE YeM mpuMepHo 25, 22, 20, 18, 15, 14, 13, 12, 11, 10, 9, 8,
7,6,5,4,3,2 um | Mr/M°. B HEKOTOPBIX BapHAHTAX OCYIIECTBICHHUS (B(PEKTHBHOE KOTMUECTBO HHIHOHTOPA
mTOR (Hampumep, cupouMyca) B KOMIO3HIUU BXOIHUT B JIFOOOH M3 CIEAYIONINX JUANA30HOB: MPUMEPHO OT 1
JI0 IPUMEPHO 5 MI/M’, IPUMEPHO OT 5 10 mpuMepHo 10 Mr/m’, mpuMepHO ot 10 10 mpuMepHO 25 Mr/M’, HpH-
MepHO oT 25 110 mpuMepHO 50 Mr/m’, npuMepHO 0T 50 10 HPUMEPHO 75 MI/M’, IPUMEPHO OT 75 0 IPUMEPHO
100 mr/m?, mpumepHo ot 100 10 mpuMepro 125 Mr/m%, npuMepto ot 125 10 npuMepro 150 Mr/M%, IpuMepHO oT
150 mo mpumepHo 175 Mr/m?, mpumepro ot 175 1o mpumepro 200 mr/m%, mpumepro ot 200 10 mpuMepHo 225
MI/M’, TIpUMEpHO OT 225 10 mpuMepHo 250 Mr/M?, mpuMepro ot 250 10 mpuMepHo 300 Mr/m?, mpuMepHo ot 300
110 IpuMepHo 350 Mr/M’ wtH mpEMepHo ot 350 10 mpuMepHo 400 Mr/M%. B HEKOTOPBIX BAPHAHTAX OCYILECTBIIC-
HUsA 3 dekTuBHOE KomdecTBo nHrHOUTOpa MTOR (Hampumep, cuponuMyca) B KOMITIO3UIIUK COCTABIISET TPH-
MEpHO OT 5 10 mpumepHo 300 Mr/m?, Hampumep mpumepHO oT 100 10 mpuMepHo 150 mMr/m%, mpumepro 120
mr/m’, mpumepro 130 mr/m® wm mpuMepHo 14 0 mr/v’.

B HeKoTOpBIX BapHaHTaX OCYIIECTBICHHS JIFOOOTO U3 BBIIICOMICAHHBIX ACHEKTOB, 3()(HEKTUBHOE KOJHYE-
ctBo nHruOuropa mTOR (Hanpumep, cUpoiaMMyca) B KOMIIO3UIIMK BKIIIOYAET, IO MEHBIIEH Mepe, JTI00bIe KOJIH-
yecTBa U3 mpuMepHo 1, 2,5, 5, 7,5, 10, 15, 20, 2 5, 30, 35, 40, 45, 50, 55 nium 60 mr/kr. B pa3snuyHbIX BapHaHTax
ocytecTBieHus 3 dhekTuBHOE KonnuecTBo nHrnouTopa mTOR (Hanmpumep, cupoarMyca) B KOMIIO3UIMH BKITIO-
gaeT JIo0ble KoJImdecTBa HIKe, yeM nmpumepro 350, 300, 250, 200, 150, 100, 50, 25, 20, 10, 7,5, 6,5, 5, 3,5, 2,5
nu 1 mr/kr uaruoutopa mTOR (HanpuMep, cuporumyca).

B HEKOTOPHIX BapHMaHTaX OCYIIECTBICHUS KPaTHOCTH JO3WPOBAHUS IPU BBEICHWM KOMIIO3WIIMA HaHOYA-
CTHII BKIJIIOYAET, HE OTPaHMYMBASsICh 3THM, OJWH Pa3 B CYTKH, OIHMH pa3 B JBE CYTOK, OJWH pa3 B TPOE CYTOK,
OIIMH pa3 B YeTBEPO CYTOK, OAWH Pa3 B IIATh CYTOK, OAHMH Pa3 B IIECTh CYTOK, OJIH €XKCHEICIBHO 0e3 ImepephiBa,
TPH W3 YETHIPEX Hellelb, OJUH pa3 B TPU HEJENH; OJMH pa3 B IBE HENEIH WIH JABE U3 TPEX HeJelb. B HEKOTOPHIX
BapHaHTaX OCYIICCTBICHUS KOMITO3HIIMIO BBOJSAT MPUMEPHO OJUH pa3 B 2 HENENH, OWH pa3 B 3 HENCTH, OJUH
pa3 B 4 Heenu, OUH pa3 B 6 HEACTb WM OJTUH pa3 B 8 Helenb. B HEKOTOPBIX BapuaHTaX OCYIICCTBICHUS KOM-
MO3HIIMIO BBOAT IO MEHBIICH Mepe MpUMEpHO 1X, 2X, 3X, 4x, 5x, 6X win 7X (T.e. eXKCTHCBHO) B TCUCHHE HEe-
. B HEKOTOPBIX BapuaHTaX OCYIICCTBICHHS MHTEPBAIBI MEXIY KaXKIBIM U3 BBEICHHU COCTABJISIOT MCHBIIIC
yeM MpUMepHO 6 MecsieB, 3 Mecaua, 1 mecsn, 20 cyTok, 15 cyTtok, 12 cyrok, 10 cyTok, 9 cyTok, 8 cyTok, 7 cy-
TOK, 6 CYTOK, 5 CYTOK, 4 CyTOK, 3 CYTOK, 2 cyTOK Unu 1 cyTku. B HEKOTOpBIX BapuaHTax OCYLIECTBICHUS UHTEP-
BaJIbl MEXKy KaXIbIM U3 BBEJCHHUI COCATBISIOT OoJiee yeM mpuMepHo 1 mecsr, 2 mecsia, 3 Mecsna, 4 Mecsa,
5 MecsteB, 6 MecsIeB, 8 MecsIeB uiau 12 MecsmeB. B HEKOTOPHIX BapuaHTaX OCYIIECTBICHHS CXeMa JI03UPOBa-
HUS HE IPEpHIBAeTCsA. B HEKOTOPHIX BapHaHTaX OCYIIESCTBICHUS HHTEPBAT MEXIY KaKIBIM U3 BBEACHUI COCTaB-
JSIeT IPUMEPHO He OoJiee HeAeIH.

B HEKOTOPHIX BapHaHTaxX OCYNIECTBICHHS YacCTOTa JTO3UPOBAHUS COCTABIICT OAMH pa3 B IBOE CYTOK OJHH
pas, ABa pa3a, TPH pasa, 4eThIpe pasa, IITh pa3, MEeCTh pa3, CeMb pa3, BOCEMb pa3, JACBAThH Pa3, MECITh pa3 U
OJIMHHAJIIATE Pa3. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS YAaCTOTa TO3MPOBAHUS COCTABIIICT OJMH pPa3 B ABOE
CYTOK IISITh pa3. B HEeKOTOpHIX BapuaHTax ocyinecTBieHuss nHrHOuTOop mTOR (Hanmpumep, cupoauMyc) BBOJIAT B
TEYCHHUE 110 MCHBIICH MEpe JECSITU CYTOK, TJIe MHTEPBAI MEXKy KaXKIBIM BBEJICHUCM COCTABISICT HE OoJiee ABYX
CYTOK, ¥ TJe no3a uaruouropa mTOR (Hanmpumep, cHpoIrMyca) B KaKIOM BBEJICHHU COCTABIISIET MPUMEPHO OT
0,25 1o mpumepHo 250 Mr/m”, mpuMepHo ot 0,25 1o npuMepHo 150 Mr/m”, mpuMepro ot 0,25 10 HpuMepHO 75
MI/M’, HampuMep puMepHo oT 0,25 10 PHMEpPHO 25 MI/M> WIH IPHMEPHO OT 25 10 mpuMepHo 50 Mr/m™.

BBenenne KOMITO3UIMN MOXKET OBITH MPOAJICHO O JUTMTEIBHOTO MEpHOJa BPEMEHH, HalpuMep MIPUMEPHO
OT MecsIa A0 MPUMEPHO CEMH JIeT. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS KOMITO3UIIMIO BBOJASAT B TCUCHHE
nepuoa, o MEeHbIeH Mepe, mpuMepHo 2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 18, 24, 30, 36, 48, 60, 72 win 84 mecsma.

B HexoTOpBIX BapuaHTax OCyIIeCTBICHHS 1032 HHrnouTopa mTOR (Hanpumep, cupomMyca) B KOMITO3H1-
LIMH HAHOYACTHI[ MOJKET COCTABIATH 5-400 MI/M* IpH HAa3HAYCHHH 0 3-HeIeTbHON cxeMe min 5-250 Mr/m’ (Ha-
npumep, 0-150 mr/v?, manpumep 100-120 mr/m®) Ipu HA3HAYEHUHU 10 HEAETbHOM cxeme. Hanmpumep, kommuect-
BO mHrHGHTOpa MTOR (Hampumep, CHPOIMMYCa) COCTABIAET IPUMEPHO OT 60 10 300 Mr/M° (HampuMep, TpH-
MepHO 260 Mr/M°) IPH Ha3HAYCHHUH 0 3-HEEIbHOM CXeMe.

HEKOTOPBIX BapUAHTaX OCYIICCTBICHHS IPUMEPHBIC CXEMbI JO3UPOBAHUS PU BBEJACHUU KOMITO3UIIMA Ha-
HOYACTHUI] (HAIIPUMEP, KOMIIO3HUIIMN HAHOYACTHI] CHPOJIIMYCa/aTb0yMUHA) BKIIOYAIOT, HE OTPAHUIHUBASCH ITHM,
100 Mr/M” exkeHenenbHO 6e3 nepepbia; 100 mr/m’ exXeHenenpHo, 2 u3 3 Heaenb; 100 Mr/M° eXKEeHEIeIbHO, 3 u3 4
HENeNnb; 75 MI/M° €KEHENENBHO 6e3 nepepwiBa; 75 MI/M° eKeHeaeabHo, 2 U3 3 Heaens; 75 Mr/m’ eXKEHeENbHO, 3
n3 4 Henmenb; 56 MI/M’ ©KEHENENbHO 6e3 nepepriBa; 56 MI/M> eKeHeNeabH0, 2 U3 3 Henelb, 56 MI/M° eKeHe-
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JeNnbHO, 3 n3 4 Hexenb. YacToTy H03UPOBaHMS KOMITO3ULIMU MOXKHO KOPPEKTHPOBATh B XOJ€ JICUEHHUs] HA OCHO-
BaHUU PELICHUS JIeYalllero Bpaya.

B HeKoTOpHIX BapHaHTaX OCYIIECTBICHHS CYOBEKT MOABEPTaeTCs JCUCHHUIO, TI0 MEHBIIEH Mepe, B OJHOM,
IIBYX, TPEX, YEThIpEX, IIATH, IIECTH, CEMHU, BOCHMH, IEBATH WJIH JCCITH IUKJIAX JCUCHHUS.

Kommnozuiun, onrcanHble 371€Ch, MO3BOJISIOT MPOBOANTE HH(PY3UIO KOMITO3HIINN CYOBEKTY B TeUEHHE Bpe-
MeHH HH(Y3UH, KOTOpOEe MEHBIIE YeM mpuMmepHo 24 4. Hampumep, B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS
KOMITO3HUITUIO BBOJAT B T€UCHHE BpeMeHH WHQY3UU MeHbIe yeM 24 4, 12 4, 8 u, 5 4, 3 v, 2 4, 1 4, 30 muH, 20
MuH win 10 MuH. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS KOMITO3HIIMIO BBOAAT B TEUEHHE BPEMEHN NH(Y3HH,
COCTaBIIAOLIEM IpUMEPHO 30 MUH.

B HEekoTOpBIX BapHaHTax OCYIIECTBICHUS MpuMepHas no3a uaruouropa mTOR (B HEKOTOPHIX BapHaHTaX
OCYILIECTBIICHHS JIEKAPCTBEHHOT'O MpemnapaTa U3 IpyInsl JMMYCOB, HAIPUMEP CUPOJIIMMYCa) B KOMIIO3ULUU Ha-
HOYACTHI] BKJIFOYACT, HE OTPAHUIHMBASACH ITHM, JIIO0YI0 103y u3 npuMepHo 50, 60, 75, 80, 90, 100, 120, 160, 175,
200, 210, 220, 260 u 300 MI/M. Hanpumep, no3a naruouropa mTOR B KOMIIO3UIIMK HAHOYACTHI] MOKET HAXO-
JMThCA B IManaszoHe npumepHo 100-400 Mr/mM* py HA3HAYEHUHU 1O 3-HEAEIBHOM cXeMe WIH mpuMepHO 50-250
Mr/M” TIpH Ha3HAYCHHH IO HEICTBHON CXeMe.

Kommnozumuro Hanowacturmy mTOR (Takyro kKak KOMIO3HIMS HAHOYACTHI] JIEKAPCTBEHHOTO TIperapara H3
TPYIIIEl JIAMYCOB) MOXXHO BBOAWTH CyOBEKTY (HAIpHMep, YeJIOBEKY) Pa3IMIHBIMHU IMYTSAMH, BKJIIOUYAs, HAIPH-
Mep, BHYTPHBEHHBIN, BHYTpHAPTEPUATLHBINA, BHYTPUOPIOMIUHHBIA, WHTPAITYIbMOHAPHBIN, TIEpOpaTbHBINA, UHTA-
JISILIMOHHBIN, UHTPABE3UKYJISIPHBINA, BHYTPUMBIIICYHbIN, BHYTPUTPaxeaabHbIi, MOJIKOKHBIN, BHYTPUOKYJISPHBIH,
WHTPATEKAIBHBIN WM YPECKOXKHBIA. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS MOXKET HCIOJIB30BATHCS IIpeTa-
par KOMITO3UIUH C 3aMEJICHHBIM BBICBOOOXKJICHHUEM. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS KOMITO3HIIUIO
BBOJSIT BHYTPUBEHHO. B HEKOTOPBIX BapuUaHTaX OCYILIECTBICHUS KOMIIO3ULIMIO BBOIST MHTPaBE3UKYJSIpHO. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS KOMITO3UIUSI BBOJUTCS BHYTpUAPTEPUAIbHO. B HEKOTOpBIX BapuaHTax
OCYIIECTBIICHHS] KOMIIO3UIIHS BBOAUTCSI BHYTPUOPIOIIMHHO.

B HexoTOpBIX BapuaHTax OCYIIECTBIECHUS, KOTJa KOMIO3HUIIMIO HAHOYACTHI] JIEKAPCTBEHHOTO MIpenapara U3
TPYIIIEI TUMYCOB BBOAAT HHTPABE3UKYISAPHO, B o3e nHrnomropa mTOR (Takoro Kax JiekapCTBEHHBIH Tpenapat
W3 TPYIIIEI JINMYCOB, HAIIPAMEP CHPOJIUMYC) B KOMIIO3HUIINN HAHOYACTHII, KOTOPast MOXKET HAXOIUTHCS B HaIa-
30He puMepHO oT 30 10 nmpumepro 400 Mr B o6beMe mpumepHo oT 20 10 npumepro 150 mut, HanpuMmep, TO OHA
yAEpKUBAeTCS B MOYEBOM Iy3bIpe B TeUeHHe mpuMepHo oT 30 MUH 10 TpUMEpHO 4 4. B HEKOTOPHIX BapHaHTaX
OCYILECTBIICHHS KOMIIO3HIINS HAHOYACTHUI[ YACPKUBACTCSI B MOUEBOM ITy3bIpe B TeUeHHE npuMepHO oT 30 MuH
JI0 TIPUMEPHO 4 4, BKITI0Yasi, HampuMep, MpuMepHo oT 30 MUH 10 MPUMEPHO | 4, mpuMepHO OT 1 9 10 mpuMepHO
2 4, IPUMEPHO OT 2 4 A0 NPUMEPHO 3 4 WK NPUMEPHO OT 3 10 4 4.

B HEKOTOpBIX BapHaHTax OCYyIIeCTBICHUA 103a nHruouTopa mTOR (Takoro kak JiekapcTBEHHBIH Mpemapar
U3 TPYIIIBL IUMYCOB, HAIIPUMEP CUPOIUMYC) cocTaBiseT npumepHo ot 100 no 400 mr, Hanpumep npumepHo 100
mr, npuMepHo 200 mr, npumepro 300 mr unu npuMepHo 400 Mr. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS Jie-
KapCTBEHHBIN Mpenapar U3 Ipynmsl JUMYCOB BBOAAT B fo3e npuMepHo 100 mr B Hepento, npumepHo 200 Mr B
Henemo, npumepHo 300 mr B Henemo, npuMepHo 100 mr nBa pasa B Heaenro unu npuMepHo 200 mr aBa pasa B
Henero. B HeKOTOpPHIX BapHaHTaX OCYIIECTBICHUS BBEICHHE 3aT€M IPOJODKAIOT HAa MECSYHON IOAIePKUBAIO-
el o3¢ (KoTopast MOXKET OBITh TAKOM JKE WIIM OTIUYATHCS OT HEJCNBHBIX J03).

B HexoTOpBIX BapHaHTaX OCYIIESCTBICHU, KOTJa KOMIIO3HIIMIO HAHOYACTHII JIEKAPCTBEHHOTO TperapaTa 3
TPYIIIBI JTJUMYCOB BBOIST BHYTPUBEHHO, TO A03a HHruONTOpa MTOR (Takoro xak JeKapCTBEHHBIH MpemapaT u3
TPYIIIEl TUMYCOB, HAIIpUMEP CHPOIMMYC) B KOMITO3WIINHM HAHOYACTHIl MOXKET HAXOAWTHCS B AMANA30HE INPH-
mepHO oT 30 mo npumepro 400 mr. Kommosunuy, onucanHsle 3/1ech, TO3BOJISIIOT MPOBOANTD MH(PY3HIO KOMIIO-
3UIUU CyOBEKTY B TCUCHUE BPEMECHU WH(Y3UH MEHBIIIE YeM mpuMepHo 24 4. Hanpumep, B HEKOTOPBIX BapUaH-
TaX OCYIIECTBIICHUS KOMITO3HUIIMIO BBOIST B TCUCHUE BpeMeHU HHPY3un MeHee 24 u, 12 u, 8y, 54,3 9,24, | 4,
30 mun, 20 muH win 10 MuH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSI KOMIIO3HUIIMIO BBOIST B TEUCHHUE BpeMe-
HU nH(}Y3UH, cocTaBistomeM npuMepHo ot 30 MuH 10 npuMepHO 40 MuH.

Komnosunun HaHOUacTuUIL.

Komnozuinn HaHOYACTHII, OIMCAaHHEIE 371eCh, COJIEPKAT HAHOYACTHUIIBI, COJIEpKAIIe (B Pa3IHYHBIX BapH-
aHTaX OCYIIECTBJICHHUS, COCTOSIIINE B OCHOBHOM m3) HHruomTop mTOR (Takoit kak JekapCTBEHHBIN MpermapaT 13
TPYIIIBl JTUMYCOB, HallpuMep cuposmmyc). HaHO9acTHITBI MOTYT JOTIOJHHUTENEHO CONEpKaTh anbOyMUH (TaKou
KaK 9eJIOBEYEeCKHI CHIBOPOTOUHBIA albOYMHH WM YeJIOBEUYECKUH anpOymMuH). HaHOYACTHIBI C TUIOXO PacTBO-
PUMBIMH B BOJIE JIEKaPCTBEHHBIMHU TperaparaMu ObLIN omucaHbl, Hanmpumep, B mateHTax CIIIA NeNe 5916596;
6506405; 6749868, 6537579, 7820788, a Ttakke B 3asBkax Ha mareHT CIITA NeNe 2006/0263434 wu
2007/0082838; 3asBke Ha nateHT PCT WO 08/134148, ka1l U3 JOKyMEHTOB BKJIIOUCH B KAYECTBE CCHIIIKH BO
Bceil ero monHoTe.

B HeKOTOpPBIX BapHaHTaX OCYILECTBICHHS] KOMIO3HULUS COAEPKUT HAHOYACTHUIIBI CO CPETHUM UM MEIUaH-
HBIM THaMeTpoM He Oosee yem npumepHo 1000 HM, HarpuMep He Ooee YyeM ITPUMEPHO (WM MEHee ITPUMEPHO)
900, 800, 700, 600, 500, 400, 300, 200, 150, 120 u 100 aM. B HeKOTOpBIX BapuaHTaX OCYIIECTBICHUS CpeIHUN
WJIM MEIMaHHBIN AMaMeTp HaHOYACTHI[ COCTaBIsieT He Oosee yeM mpuMmepHo 150 HM (Harmpumep, He Oolnee yem
npumepHo 120 HM). B HEKOTOpPBIX BapraHTax OCYMIECTBICHUS CPEIHUN WM MEIUAHHBIA AMaMETp HaHOYACTHIL
cocraBisieT He Oonee yeM mpuMepHO 120 HM. B HEKOTOpPHIX BapHaHTaX OCYIICCTBICHHS CPEIHUH WM MEIUaH-
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HBII AMaMeTp HaHOYACTHIl COCTaBIseT MpuMepHO oT 10 no mpumepHo 150 HM. B HekoTOpEIX BapuaHTax ocyIie-
CTBJICHUSI CPEIHUI UM MEAMAaHHBIA AMaMeTp HAaHOYACTHILl COCTaBisAeT npumepHo oT 40 no npumepHo 120 am. B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHNS HAHOYACTHIBI CTEPUIIN3YIOT IIOCPEICTBOM (HIBTPALIUH.

B HEKOTOpBIX BapuaHTaX OCYLIECTBICHUS HAHOYACTHIIBI B KOMIIO3HILIUH, OMUCAHHON 3[€Ch, IMEIOT CpeJl-
HUHU nuaMeTp He Ooinee yeM mpumepHo 150 HM, BKIIOYas, HampuMmep, He Oosiee yem mpumepro 140, 130, 120,
110, 100, 90, 80, 70 mmu 60 HM. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS O MEHbIIEH Mepe mpumepHo 50%
(mammpumep, mo MeHbInei Mepe npumepro 60, 70, 80, 90, 95 wm 99%) HaHOYACTHIl B KOMITO3UIIH MMEET JHa-
MeTp He Oonee yem npuMepHo 150 HM, BKITtouas, HarpuMep, He Oosree yeM nmpumepno 140, 130, 120, 110, 100,
90, 80, 70 unu 60 HM. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS 1O MeHbLIeH Mepe npuMepHo 50% (Hampumep,
o Menbmiel mepe 60, 70, 80, 90, 95 wim 99%) HaHOYACTHUI] B KOMITO3UIIMH UMEET TUAMETpP B ITUATA30HE MPH-
MepHo oT 20 o npuMepHo 150 HM, BKIrOUasi, Hanpumep, npuMmepHo ot 40 1o mpumepHo 120 HM.

B HexoTOpBIX BapHaHTax OCYIIECTBICHUS aIbOYMHUH COJEPKUT CYJIb(MTUAPHUIBHBIC IPYIIIBI, KOTOPHIE MO-
T'yT 00pa3oBBIBaTh AUCYIb(UIHBIC CBSI3H. B HEKOTOPHIX BapHaHTaX OCYLIECTBIICHHS II0 MEHBILCH Mepe TIprMep-
HO 5% (BKIJIFOUAsi, HAIIpUMeED, IO MEHbIIeH Mepe mpumepro 10, 15, 20, 25, 30, 40, 50, 60, 70, 80 wu 90%) anb-
OyMHHa B 9aCTH HAHOYACTHI[ KOMITO3HLIUH TTOTIEPEYHO CIIUTO (HAIPHMED, MONEPEUHO CHINTO MOCPEACTBOM OJ-
HOW MM HECKOJBLKHUX JTUCYJIb(QUIHBIX CBS3CH).

B HekoTOphIX BapHaHTaX OCYIIECTBJICHUS HAHOYACTHIIBI, coaepkamue naruoutop mTOR (Takoit kak Jie-
KapCTBEHHBIN TIpenapar 13 IPYIIbI JIAMYCOB, HAPUMEDP CUPOIMMYC), CBSA3aHbI (HAPUMEp, TTOKPHITHI) € allb0y-
MUHOM (HampuMep, YeJIOBEUSCKAM aTbOyMUHOM WIIM YEJIOBEYECKHUM CHIBOPOTOYHBIM alhOyMHHOM). B HekoTO-
PBIX BapHaHTaX OCYIIECTBICHHS KOMITO3UIHS coaepkuT HHruouTop mTOR (Takolt kak nekapCTBEeHHBIN Mpema-
par u3 rpyImsl JIMMYCOB, HAIPUMEP CHPOJIUMYC) Kak B (hopMe HAaHOYACTHII, TaK ¥ HE B (hopMe HAaHOUACTHIL (Ha-
npuMep, B GopMe pacTBOPOB WIH B (POPME PaCTBOPHMBIX KOMIUIEKCOB aJIbOYMHUH/HAaHOYACTHIIBI), TA€ 110 MEHb-
et Mmepe npumMepHo 50, 60, 70, 80, 90, 95 nim 99% unruouropa mTOR (Takoro kak JeKapCTBEHHBIN MpenapaT
U3 TPYNIIBl JMMYCOB, HAIlPUMEP, CHPOJIMMYC) B KOMITO3HMIIUM HaXOJUTCS B (pOopMe HaHOYACTHL. B HekoTOpBIX
BapuaHTax ocymectBieHus HHruouTop mTOR (Takoif kKak JeKapCTBEHHBIN MpernapaT U3 IpyInbl JUMYCOB, Ha-
MpUMEpP CHPOJIMMYC) B HAHOYACTHIIAX COCTAaBIsIeT Oonee yeMm mpumepro 50, 60, 70, 80, 90, 95 umn 99% ot 06-
meil Macchl HAHOYACTHL. B HEKOTOpBIX BapMaHTaX OCYIIECTBICHHUS HAHOYACTHIBI COAEPKAT HEMOJIMMEPHBIH
MaTpHKC. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHHUSI HAHOYACTHUIIBI CoJepKaT Aapo nu3 uaruouropa mTOR (Taxo-
TO Kak JIGKapCTBEHHBII NpemnapaT u3 TPYIIbI JUMYCOB, HAllPHMEpP CHPOIMMYC), KOTOPOE MO CYIIECTBY HE CO-
JEP>KUT MONMMEPHBIX MaTEPHATIOB (TAKUX KaK MOJIMMEPHBIH MaTPHUKC).

B HEKOTOPBIX BapHaHTAX OCYIIECTBICHH KOMIIO3ULIUS CONEPKUT aTbOYMHUH KaK B 4aCTH HAHOYACTHII, TaK
Y HE B YaCTH HAHOYACTHI] KOMIIO3UIUH, TJIe 110 MeHblueil Mepe npumepno 50, 60, 70, 80, 90, 95 uiu 99% ainb-
OyMHHa B KOMITO3MIIMH HAXOANUTCS HE B YaCTH HAHOYACTHI] KOMITO3UILINH.

B HexoTOpHIX BapuaHTax OCYLIECTBIICHHS MacCOBOE COOTHOIICHUE allbOYMHUHA (TaKOro KaK YeJIOBEUYECKUH
IbOYMUH WM YeJIOBEYECKUH CBHIBOPOTOUHBIN anbOymMuH) n mHrunoutopa mTOR B KOMIIO3MIMK HaHOYACTHIL
cocraBiseT npumepHo 18:1 unm Huxe, Hanpumep npuMepHo 15:1 unm Hike, HanpuMep npumepHo 10:1 wn
HIDKEe. B HEKOTOpHIX BapuaHTaX OCYLIECTBICHHS MacCOBOE COOTHOLIEHHE albOyMHHA (Takoro Kak 4eloBede-
CKH alTbOyMHH WJIM YEIOBEUECKUN CHIBOPOTOUHBIN ambO0yMuH) 1 nHruonropa mTOR (Takoro kak JekapCcTBEH-
HBII TIpenapaT U3 rpynmnsl JMMYCOB, HAIIPUMEP CHPOJIMMYC) B KOMIO3UIMY HAXOJUTCS B IUANA30HE MPUMEPHO
ot 1:1 mo mpumepno 18:1, mpumepno ot 2:1 mo mpumepHo 15:1, mpumepHo oT 3:1 mo mpumepHo 13:1, mpumMepHO
ot 4:1 mo mpumepHo 12:1, mpumepno ot 5:1 mo npumepHo 10:1. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS Mac-
COBOE COOTHOIIIeHHE aTbOymMuHa 1 nHrHOUTOpa MTOR (Takoro Kak JeKapCTBEHHBIH Mpenapar U3 TPyIbl JTUMY-
COB, HalpHUMEp CHUPOJUMYC) B YACTH HAHOUYACTHUI[ KOMIIO3ULKHU cocTaBisier mpumepHo 1:2, 1:3, 1:4, 1:5, 1:9,
1:10, 1:15 wnu HIKe. B HEKOTOPHIX BapuMaHTaxX OCYLIECTBJICHHS MaccOBOE COOTHOIICHHE allbOyMuHa (Takoro
KaK 4eJI0BeYEeCKHH albOyMUH WJIM YeJIOBEUYECKHH CHIBOPOTOYHBINA aibOyMuH) 1 uHruouropa mTOR (Takoro xax
JIEKapCTBEHHBIN IpenapaT U3 TPYIIIbI JUMYCOB, HAIPUMEP CHPOIMMYC) B KOMIIO3UIIMU IPE/ICTABISIET JII000€E 13
cnemytromiero: npumepHo ot 1:1 go npumepso 18:1, mpumepno ot 1:1 go npumepno 15:1, npumepno ot 1:1 1o
npumepHo 7:1, mpumepHo ot 1:1 no npumepno 6:1, mpumepHo ot 1:1 go mpumepno 5:1, npumepHo ot 1:1 go
npumepHo 4:1, mpumepro ot 1:1 mo mpumepno 3:1, mpumepHo ot 1:1 mo mpumepno 2:1, mpumepHo oT 1:1 10
npumepHo 1:1.

B HexoTOpBIX BapHaHTaX OCYIIECTBICHHUS KOMIIO3UIM HAaHOYACTHUI] IMEET OAHY MM Oojee BBIIICyKa3aH-
HBIX XapaKTEPHCTHK.

HanouacTunpl, onucaHHbIE 31€Ch, MOTYT HAXOAUTHCS B CyXOH KOMITO3UINH (TaKoH Kak JTHO(WIN3UPOBAH-
Has KOMIIO3UIMS) WIIM CYCIIEHIUPOBaHBI B OnocoBMecTHMOW cpere. Ilogxozsmine GHOCOBMECTHMBIE CPEMbI
BKJIIOYAIOT, HE OTPAaHMYMBAsICh STHM, BOAY, 3a0y(epeHHYI0 BOJIHYIO cpely, (HU3HOJIOrHIECKUil pacTBOp, 3a0y-
(epeHHBIi PU3NOIOTHYECKHUiT pacTBOp, HEOOA3aTEIbHO 3a0yepeHHBIC paCTBOPHI AMUHOKHCIIOT, HE00sA3aTEIBHO
3a0ydepeHHbIe pacTBOPHI OENKOB, HEOOs3aTeNIbHO 3a0ydepeHHble pacTBOPHI caxapoB, HeoOs3aTenbHO 3a0yde-
PCHHBIE paCTBOPBI BUTAMHHOB, HEO0s13aTeNIbHO 3a0y(hepeHHbIe PACTBOPEI CHHTETHYECKUX MOIMMEPOB, JIUITHACO-
JieprKalie IMYJIBCHU | T.II.

Yenoseuecknil ceiBopoTouHbI anpOymun (HSA) mpencraBiser co0oi BEICOKOPACTBOPUMBIH TI00YIISIp-
HeIid Oemok M, 65K u coctouT u3 585 amumHOKHCIOT. HSA sBISETCS caMbIM PaclpOCTPAHEHHBIM OEITKOM B
miasme 1 cosmaeT 70-80% KOJIOMIHOIO OCMOTHYECKOIO MaBJIEHMS IUIa3Mbl YeIoBeKa. AMHHOKHMCIIOTHAS I10-
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cieoBarenbHOCTE HSA conepxut B o01ielt ciokHocTH 17 ANCYIb(GUIHBIX MOCTUKOB, OJIMH CBOOOIHBIN THOI
(Cys 34) u ogun tpunrodan (Trp 214). BuyrpuseHHoe npumeHenne pactsopa HSA mokaszano mis npodunax-
THKH | JICUYEHUs THIOBOJIEMHUYECKOTO TIoKa (cM., Hampumep, Tullis, JAMA, 237: 355-360, 460-463, (1977)) u
Houser et al., Surgery, Gynecology and Obstetrics, 150: 811-816 (1980)) u B couerannu ¢ oOMeHHOU TpaHChy-
3UEH IS JISUSHUS THIIEPOUITUPYOMHEMHH HOBOPOXKIEHHBIX (CM., HampumMep, Finlayson, Seminars in Thrombosis
and Hemostasis, 6, 85-120, (1980)). IIpemycmatpuBaroTcs Ipyrue aabOyYMUHBI, TaKhe KakK ObIYUN CBIBOPOTOY-
HBIH ansOymuH. [IprMeHeHNe Takux aabO0yMHHOB, OTIMYHBIX OT YEIOBEYECKOTO, MOXET OBITH MOIXOISIINM,
HaIpUMep, B KOHTEKCTE MCIIONB30BAaHMS ATUX KOMIIO3UIINHN y MIIEKOIHUTAIOMINX, OTIMYHBIX OT YEIOBEKa, TAKMX
KaK OOBEKTHI BETCPUHAPHUH (BKJIFOYAsT JOMAIIHUX JKUBOTHBIX U CEIbCKOXO3IHCTBCHHBIX XUBOTHBIX). YenoBeue-
CKuil chIBOpoTOUHBIN anmbOymMuH (HSA) nMeeT MHOTOYHCICHHBIC CaliThl rUAPO(GOOHOTO CBsI3bIBaHUS (B 0OIIeH
CJIO)KHOCTH BOCEMb JUTS )KHPHBIX KUCIIOT, SHJOTCHHBIX TUraHaoB HSA) u cBsA3BIBaeT psj pa3iuIHBIX JIEKAPCT-
BEHHBIX MPEIapaToB, OCOOCHHO HEWTPANbHBIX M OTPHUIATEIBHO 3apsDKCHHBIX THAPOQPOOHBIX COCTUHCHUMN
(Goodman et al., The Pharmacological Basis Therapeutics, 9th ed., McGraw-Hill New York (1996)). bsuio
npeanoaoxkeHo Haanune B cyonomenax IIA u IIIA HSA nByx caliToB ¢ BBICOKOH a)()MHHOCTBIO CBSI3BIBAHMS,
KOTOpBIE MPEACTABISAIOT COO0H CHIILHO BBITAHYTHIE THAPO(HOOHBIE "KapMaHbI" ¢ 3apsHKCHHBIMH OCTaTKaMU JIH-
3WHA W apTHHAHA OKOJIO TIOBEPXHOCTH, KOTOPHIE (PYHKIMOHUPYIOT B Ka4eCTBE TOYCK MPHUCOCTHMHEHUS TOIAPHBIX
murasnoB (cm., Hanpumep, Fehske et al., Biochem. Pharmcol., 30, 687-92 (198a), Vorum, Dan. Med. Bull., 46,
379-99 (1999), Kragh-Hansen, Dan. Med. Bull., 1441, 131-40 (1990), Curry et al., Nat. Struct. Biol., 5, 827-35
(1998), Sugio et al., Protein. Eng., 12, 439-46 (1999), He et al., Nature, 358, 209-15 (199b) u Carter et al., Adv.
Protein. Chem., 45, 153-203 (1994)). buto mokaszaHo, 4T0 CHpOJIMMYC U Tiporiodon cBs3biBaioTcs ¢ HSA (cwm.,
Hanpumep, Paal et al., Eur. J. Biochem., 268(7), 2187-91 (200a), Purcell et al., Biochim. Biophys. Acta, 1478(a),
61-8 (2000), Altmayer et al., Arzneimittelforschung, 45, 1053-6 (1995) u Garrido et al., Rev. Esp. Anestestiol.
Reanim., 41, 308-12 (1994)). Kpome Toro, ObUIO MOKa3aHO, YTO JOIETAKCEN CBS3BIBACTCS C OCIKAMU TIA3MBI
KpOBH 4YejoBeka (cM., HanpuMep, Urien et al., Invest. New Drugs, 14(b), 147-51 (1996)).

AnpOymMuH (HampuMep, YSIIOBCUSCKUI anbOYMHH WIIH YEIOBCUSCKUI CHIBOPOTOYHBIHN albOYMHIH) B KOMIIO-
3UIMH, B O0IIEM, CIIYKHUT B KauecTBe HocuTenss mHruouTopa mTOR, T.e. anbOyMHH B KOMIIO3HUIINH JeJIaeT MH-
rubutop mTOR (Takoi kak JeKapCTBEHHBIHN Tpernapar u3 TPymibl JUMYCOB, HAIpUMEp, CUPOIMMYC) OoJee Jier-
KO CYCICHIUPYEMBIM B BOJHOM Cpeje WM CTa0MIN3UPYET CYCIICH3HIO 10 CPAaBHEHHIO C KOMIIO3HIIMSIMH, HE CO-
JIepKaMK aTb,OYMHUH. JTO TIOMOTaeT n30exaTh MPUMEHEHHUST TOKCUUHBIX PACTBOpPHUTENEH (FIIH MTOBEPXHOCTHO-
aKTHBHBIX BEIIECTB) I coitoOmmm3anuu naruonTopa mTOR 1 TeM caMbiM MOKET YMEHBITUTH OIWH WIH 00-
nee MoOOYHBIX P (hekToB BBeaeHUs nHrnontopa mTOR (Takoro kak JekapCTBEHHBIN Mpenapar U3 TPYIIIbI JH-
MYCOB, HAIpUMEpP CHUPOIUMYC), CYOBCKTY (TakoMy Kak 4elloBek). Takum 00pa3oM, B HEKOTOPBIX BapHaHTaX
OCYILICCTBIICHHUST KOMIIO3HIIUS, OMMCAHHAS 31IeCh, MO CYMIECTBY, HE COJACPKHUT (HAIPUMEP, HE COACPIKUT) IO-
BEPXHOCTHO-aKTHBHBIX BCIICCTB, TAKHX Kak KpeModop (WM MOJHOKCHATHIMPOBAHHOE KAaCTOPOBOE MACIIO,
Bkiouasi Cremophor EL® (BASF)). B HekoTOpBIX BapuaHTaxX OCYIIECTBICHHS KOMIIO3UIIHMS HAHOYACTHII, 11O
CYIIECTBY, HE COIACPIKUT (HAIIPUMEP, HE COACPKUT) MOBEPXHOCTHO-aKTHBHBIX BerlecTB. Kommosunus "mo cyrie-
CTBY, HE COACPKHUT kpeModop" mwim "Mo CymecTBY, HE COIEPKHUT MOBEPXHOCTHO-aKTHBHOE BEIIESCTBO", eCid
KOJIMYECTBO KpeMOo(opa TN MOBEPXHOCTHO-aKTHBHOTO BEIIECTBA B KOMIO3HIIUU HEJIOCTATOYHO IS TOTO, YTO-
OBI BBI3BATH OAMH WK 0oJiee MOOOYHBIX dPPEKTOB Y CYOBhEKTa, KOT/Ia KOMITO3HUIINIO HAHOYACTHI] BBOJAT CYOb-
eKTy. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS KOMIIO3UIUS HAHOYACTHUI] COJIEPKUT MEeHEe ueM mpuMepHo 20,
15, 10, 7,5, 5, 2,5 wnu 1% opraHmYecKoro pacTBOPHUTENS WIIM TTOBEPXHOCTHO-aKTHBHOTO BelllecTBa. B HEKoTO-
PBIX BapHaHTaX OCYIIECTBJICHUS albOYMUH NPEACTABISACT COOON YeIOBEUSCKUA anbOyMHUH MM 9EITOBEYECKHHA
CHIBOPOTOYHBIN aJIbOyMHUH. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS aThOyYMUH MIPENCTABISIET COO0H peKOMON-
HAHTHBIN aJIbOYMUH.

KonudectBo anpOymMuHA B KOMITO3UINH, ONMMCAHHOHN 3/1€Ch, OYIET BaphUPOBATHCS B 3aBHCUMOCTH OT CO-
CTaBa JPYTruX KOMIIOHCHTOB B KOMIIO3HIIMU. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS KOMITO3HIUS COICPIKHUT
ANBOYMUH B KOJMYECTBE, OCTATOYHOM Ui cTabmimm3amuu nHruouropa mTOR (Takoro kak JieKapCTBEHHBIN
npernapaT W3 TPYIIbI JUMYCOB, HAIPUMEP CHPOJIMMYC) B BOIHOW CYCIICH3HH, HampuMep B GopMe cTaOMIBHON
KOJUIOMJTHOM CycCIieH3UH (TaKoH Kak CTaOWIbHAs CYCIICH3HMS HAHOYACTHII). B HEKOTOPBIX BapHaHTaX OCYIICCTB-
JICHUsI AIbOYMUH HaXOJHUTCS B KOJUYCCTBE, KOTOPOE CHMIKACT CKOPOCTh ocaxkacHus uaruouropa mTOR (Takoro
KaK JICKapCTBEHHBIN Tperapar 13 TPYIIbI JIHMYCOB, HAIPUMEDP CHPOJIMMYC) B BOJHOH cpene. 1T KOMITO3HUIINH,
COJIEPKAIINX YaCTHIIBI, KOJMYECTBO aTbOyMHHA TakXKe 3aBUCHT OT pa3Mepa W INIOTHOCTH HAHOYACTHIl MHTHOH-
topa mTOR.

HNarnourop mTOR (Takoit kak JeKapCTBEHHBIN MpemnapaT W3 TPYIIbLI JUMYCOB, HAPUMEP CHPOIUMYC)
"cTabmM3upoBaH" B BOJHON CYCIICH3HH, €CIIH OH OCTAeTCs CYCIECHJAMPOBAHHBIM B BOJHOU cpene (Hampumep,
0e3 BUIMMOM TPEMUIMTAIINA WM OCAKICHUSA) B TCUCHHE JUIMTEIBHOTO TMEPHOJA BPEMEHH, TAKOTO KakK II0
MeHb1Iei mepe npumepso 0,1, 0,2, 0,25,0,5,1,2,3,4,5,6,7,8,9, 10, 11, 12, 24, 36, 48, 60 unu 72 4. Cycnen-
3us1 OOBIYHO, HO HE 00s3aTeNBHO, MOJXOJUT IS BBEICHHS CYOBEKTy (Hampumep, denoBeky). CTaOMIbHOCTH
CYCIICH3UH OOBIYHO (HO HE 0053aTeNILHO) OLIEHUBACTCS MPH TEMIIEPAType XpaHEeHHUs (TaKoi Kak KOMHATHAs TeM-
neparypa (Harnpumep, 20-25°C) unu B ycnoBusax oxnaxaenus (aanpumep, 4°C)). Hanmpumep, cycnieH3us cta-
OWIbHA MPH TEMIIEpaType XPAaHCHUS, CCIM OHA HE MPOSBISACT (IIOKKYISIIUA WM arlIOMEpaIliy YaCTHII, BUIH-
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MOl HEBOOPY>KEHHBIM TJIa30M WM BUAMMOM MOJ ONTHUYECKUM MUKPOCKOINOM ¢ yBenunuenueMm B 1000 pas, B Te-
YCHHE MPUMEPHO 15 MUH MOCie NPUTOTOBICHUS cycrneH3ud. CTaOMIbHOCTh TaKXKE MOXKET OBITh OIICHEHA B YC-
JIOBUSIX YCKOPEHHOTO "cTapeHus'", HanpuMep, npu TeMmneparype Boime 40°C.

B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS albOyMHH MPUCYTCTBYET B KOJIMYECCTBE, JOCTATOYHOM IS CTa-
owmzammnu naruouropa MTOR (Takoro kak JeKapCTBEHHBIN Tperapar U3 TPYIIIbI JIUMYCOB, HAIPUMEpP CHPO-
JUMYC) B BOJHOW CYCIICH3WH IIPH OIIpEIeNIeHHON KOHIeHTpauuu. HampruMep, KOHIEHTpamus HHTHOHUTOpa
mTOR (Takoro kax JEKapCTBEHHBIH MpenapaT W3 TPYIIHI JUMYCOB, HAI[PUMEP CHPOIUMYC) B KOMITO3HUIIUU CO-
crapisier mpuMepHo ot 0,1 mo mpumepro 100 mr/mn, Birodas, Hanpumep, npumepro ot 0,1 mo mpumepro 50
Mmr/mut, ipuMepHo oT 0,1 mo mpumepno 20 mr/mi, npumepHo ot 1 mo mpumepHo 10 Mr/mut, mpuMepHO OT 2 10
MIPUMEPHO & MT/MII, IPUMEPHO OT 4 110 MPUMEPHO 6 MI/MJ WX MPUMEPHO 5 MT/MII. B HEKOTOpHIX BapHaHTax
OCYILIECTBIICHUS KOHIeHTparus nHruoutopa mTOR (Takoro kak JEKapCTBEHHBIN Mpemapar U3 TPYIIIEI JIAMY-
COB, HAIIPUMEP CHUPOJUMYC) COCTABIISIET IO MeHbIIeH Mepe npumepHo 1,3, 1,5, 2,3,4,5,6,7, 8,9, 10, 15, 20,
25, 30, 40 u 50 mMr/mi1. B HeKOTOPBIX BapHaHTax OCYIIECTBIICHHUS albOyMUH NMPUCYTCTBYET B KOJIMYECTBE, KOTO-
o€ TO3BOJIACT U30EkKaTh IPUMCHECHUS TOBEPXHOCTHO-aKTUBHBIX BEIIECTB (TAaKUX KaK KpeModop), TAaKUM 00pa-
30M, KOMITO3HIIUS HE COACPIKUT HJIH, TIO CYIIECTBY, HE COACPIKUT MOBEPXHOCTHO-AKTHBHOE BEUIECTBO (TaKOe Kak
Kpemodop).

B HEKoTOpHIX BapHaHTaX OCYIIECTBIICHHS KOMIIOZHIUS B XKHUIKOH (opme comepkut npumepro ot 0,1 mo
npumepHo 50% (mac./006.) (Hampumep, npumepro 0,5% (mac./00.), mpumepro 5% (mac./00.), mpumepro 10%
(mac./00.), mpumepno 15% (mac./06.), mpumepno 20% (Mac./06.), mpumepHo 30% (mac./06.), mpumepHo 40%
(mac./00.) mmu npumepro 50% (mac./00.) ansOymiHa. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS KOMIIO3UIIHS B
KuIKoi popme comeprkut mpumepHo ot 0,5 no nmpumepHo 5% (Mac./00.) anpOyMuHa.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS MAacCCOBOE COOTHOIICHHE anbOymuHa u uHruouropa mTOR (ta-
KOTO KaK JICKQpCTBCHHBIN Mpernapar W3 TPYIIbI JIUMYCOB, HAIPUMEP CHPOIUMYC) B KOMITO3UIIMH HAHOYACTHUI]
TaKOBO, YTO JOCTATOYHOE KOImuecTBO MHTHONTOpa MTOR CBA3BIBacTCS C KICTKON WIIM MEPCHOCHUTCS B KIICTKY.
Hecmortps Ha TO, 4TO MaccOBOE COOTHOIICHUE anpOyMuHa 1 HHrHOnTOpa MTOR H0MWKHO OBITE ONTUMU3UPOBA-
HO ISl pa3iIW4YHBIX KOMOWHAIMK ans0yMUHOB M wHTHOMTOpa MTOR, Kak mpaBHIIo, MacCOBOE COOTHOIICHHE
anpOymuHa u mHrHONTOpa MTOR (Takoro Kak JiekapcTBEHHBIN MpenapaT U3 TPYIIIBI TUMYCOB, HATIPUMEP CHPO-
mumyc) (Mac./mac.) cocraBuseT npuMepHo ot 0,01:1 mo mpumepno 100:1, mpumepro ot 0,02:1 mo mpumepHO
50:1, mpumepno ot 0,05:1 no mpumepno 20:1, mpumepno ot 0,1:1 mo mpumepno 20:1, mpumepho ot 1:1 xo npu-
MepHo 18:1, mpumepro ot 2:1 mo mpumepHo 15:1, mpumepHo oT 3:1 mo mpumepno 12:1, nmpumepHo oT 4:1 1o
npumepHo 10:1, mpumepHOo oT 5:1 10 mpumepHOo 9:1 wimu mpuMepHo 9:1. B HEKOTOPHIX BapHaHTax OCYIIECTBIIC-
HUSI MacCcoBOe cooTHoIeHue anboymuHa 1 mTOR-uHrHONTOpa coctaBiseT mpuMepHo 18:1 wmm Hmwke, 15:1 wn
ke, 14:1 non mamke, 13:1 wim voke, 12:1 wou mamwke, 11:1 wimm vmke, 10:1 uan mHoke, 9:1 wim Hoke, 8:1 win
Huxke, 7:1 unu Hike, 6:1 win Huke, 5:1 win Huxe, 4:1 unu Hwke U 3:1 win HUke. B HEKOTOpBIX BapHaHTax
OCYILIECTBIICHHSI MACCOBOE COOTHOIIICHHE albOYMHHA (TAaKOTO KaK YEIOBEYCCKUHA allbOYMUH WM YEIOBECYCCKHUN
CBIBOPOTOYHBIH anbOyMuH) u uHrHOnTOopa MTOR B KOMIO3HIIMH MPEICTABISCT JIFO00C U3 CICAYIOMICTO: MPH-
MepHO oT 1:1 mo mpumepno 18:1, npumepno ot 1:1 o mpumepno 15:1, npumepHo ot 1:1 mo mpumepHo 12:1,
npumepHo ot 1:1 no npumepHo 10:1, mpumepno ot 1:1 go npumepHo 9:1, npumepHo ot 1:1 mo mpumepso 8:1,
npuMepHo oT 1:1 go mpumepHo 7:1, mpumepHo ot 1:1 go mpumepno 6:1, mpumepno ot 1:1 mo mpumepHo 5:1,
npuMepHo oT 1:1 go mpumepHo 4:1, mpumepHo ot 1:1 go mpumepno 3:1, mpumepno ot 1:1 mo mpumepsno 2:1,
npumepHo oT 1:1 mo mpumepno 1:1.

B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS aTbOyMUH ITO3BOJISICT BBOAUTH KOMIIOZUITHIO CyOBEKTY (HAIpH-
Mep, YeJIOBEeKY) 0e3 MPOSBICHUS 3HAYUTENLHBIX MOOOYHBIX 3P PeKTOB. B HEKOTOPHIX BapHaHTaX OCYIIECTBIIC-
HUS aTbOYMHH (TaKOW Kak 4eJIOBEYECKHI CHIBOPOTOYHBIN aTbOyYMUH WM YEJIOBEUECKUN allbOYMHH) HAXOIUTCS
B KOJIMYECTBE, KOTOPOE APPEKTUBHO IS CHUKCHUS OJTHOTO WK O0Jiee TOOOYHBIX A(P(PEKTOB BBECHHS WHTUOH-
Topa mTOR (Takoro kak JEKapCTBCHHBIH MpemapaT W3 TPYIIbLI JTHMYCOB, HAPHMEP CHPOJIUMYC) UYCIOBEKY.
TepmuH "cHmwkeHHe oxHOTO Wi Oosee MoO0YHBIX dddekToB" BBenenns: uaruouropa mTOR (Takoro kak Je-
KapCTBEHHBIN IMpenapar W3 TPYIIbl JIUMYCOB, HAIIPUMEDP CHPOJIMMYC) OTHOCUTCS K CHIDKCHHUIO, OOJICTYCHUIO,
JNMMUHALIAY WU MPEIYIPEKICHUIO OJHOTO WK 0oJiee HEeXKeNaTeIbHBIX d3(PPEKTOB, BRI3BAHHBIX HHTHOUTOPOM
mTOR, a Takxe MOOOYHBIX YPPEKTOB, BEI3BAHHBIX PACTBOPUTEIISIMHE ISl IOCTaBKH (TAKUMH KaK PacTBOPUTEIH,
KOTOpBIE IEJAloT JIEKAPCTBEHHBIE IMPEerapaTsl U3 TPYIIIEI JIUMYCOB MPUTOAHBIMH ISl WHBEKINH), HCIIOIB3ye-
MBIMH Ji71s1 focTaBku uHrHONTOpa MTOR. Takue modouHbIe 3G GEKTH BKIIOYAIOT, HAMPUMED, MUEIIOCYTIPECCHIO,
HEHPOTOKCHYHOCTh, THIIEPIYBCTBUTEIHHOCT, BOCIIAJICHNE, BEHO3HBIH NepMaTHT, (hiaedut, 00ib, pazapaxeHne
KOXXH, TIeprpepraecKyro HeHponaTHio, HeHTPOIIEHHYECKYIO TMXOPAAKY, aHA(UIAKTHIECKYIO PEeakIiio, TpoMO03
BEH, DKCTpaBa3zaliio U nx komOuHamuu. OJHAKO yKa3aHHbIE TTOO0YHBIC d()(EKTHI ABISIOTCS YHCTO WILTIOCTpa-
THUBHBIMH, U MOTYT OBITH CHIDKEHBI Jpyrue modounsie 3(h(exTsl uiix KoOMOMHAIMS MOOOYHBIX 3((HEKTOB, CBS-
3aHHBIC C JICKAPCTBCHHBIMH ITPETIapaTaMy U3 TPYIIIBI JIUMYCOB, TAKUMH KaK CHPOJIHMYC.

B HEKOTOpPBIX BapHaHTaX OCYIICCTBICHHS KOMIIO3UIIUM HAHOYACTHUI, ONMCAHHBIC 3]ICCh, COJICPKAT HAHO-
yacTuIsl, coaepxkamue nHruouTop mTOR (Takoit kak JiekapCTBEHHBIN Mpemnapar U3 TPYIIEI JTUMYCOB, HAPU-
Mep CHPOJUMYC) U albOyMHH (TaKOi Kak YCIIOBCUCCKUI albOyMUH WU YEIIOBCUSCKUI CHIBOPOTOYHEIN anb0y-
MUH), TJIc HAHOYACTHIIBI HIMEIOT CPEIHUI quaMeTp He Oojee yeM nmpuMmepHO 150 HM. B HekoTOpBIX BapmaHTax
OCYILIECTBIICHHUSI KOMIIO3UIINK HAHOYACTHII, OITMCAHHBIE 3/I€Ch, COEPKAaT HAHOYACTHUIIHI, COAEpIKaIllie HHTHOH-
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Top mTOR (Tako# Kak JieKapCTBEHHBIH Ipenapar U3 TpyMIIbl JUMYCOB, HAIPUMEP CHPOJIMMYC) U aJbOyMuH (Ta-
KOW KaK YeJIOBEYEeCKMH anbOyMHH MJIM YEIOBEYECKHUH CHIBOPOTOYHBIH albOyMHWH), I/ieé HAHOYACTHIBI UMEIOT
cpenHuit quameTp He Oosree dyeM mpuMepHo 150 HM. B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHUS KOMITO3HUIINN Ha-
HOYACTHI], OITMCAHHBIC 3/1€Ch, COMACPKAT HAHOYACTHUIHI, comepxamniie narnoutop mTOR (Takol Kak jexapct-
BEHHBIN IMpernapaT w3 TPYIIILI JUMYCOB, HAPUMEP CHPOJIUMYC) M albOYMUH (TakoW Kak 4eIOBEUECKUH allb0y-
MUH WX 9eJIOBEUCCKHUIA CHIBOPOTOYHBIN albOYMUH), T/Ie HAHOYACTUIIHI HMEIOT CPEIHUN TruaMeTp He Ooee deM
npumepHo 150 aM (Hampumep, npuMepHo 100 HM). B HEKOTOPHIX BapHaHTax OCYIIECTBICHHUS KOMITO3UITUU Ha-
HOYACTHI], ONIMCAHHBIC 3/I€Ch, CONEPKAT HAHOYACTHUIIBI, COJEpPIKAIIUE CHPOINMYC M UYEIOBEUECKHI anbOyMHH
(Takol Kak YeOBEYECKUH CHIBOPOTOYHBIH aNbOYMHH), I/Ieé HAaHOYACTHIEI MMEIOT CPEJHMI AMaMeTp He Ooiee
yeM npuMepHo 150 HM (Hanpumep, npumepro 100 HM).

B HEeKOTOpBIX BapHaHTaxX OCYIIECTBICHHMS KOMIIO3HMIIMM HAHOYACTHII, ONMCAHHbIE 3/I€Ch, COEPXKAT HAHO-
yacTHIbl, conepxkaine naruontop mTOR (Takoil Kak JeKapcCTBEHHBIN Mpemnapar U3 TPyMIbl JUMYCOB, HallpH-
Mep CHUpPOJIMMYC) U albOyMUH (TakoW KakK 4eJIOBEYECKHH allbOYMUH MM YEJIOBEYECKHI CHIBOPOTOYHBIN ajb0y-
MHH), TZIe HAaHOYAaCTHIBl MMEIOT CPETHUI TruaMeTp He Oosiee yeM mpuMmepHo 150 HM, riie MaccoBoe COOTHOIIIE-
HUe anpOymuHa W wHTHOMTOpa MTOR B KOMIMO3WMIIMK cocTaBiseT He Ooylee yeM mpumepHo 9:1 (Hampumep,
npumepHo 9:1 wm npumepHo 8:1). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS KOMIIO3UIIMH HAHOYACTHUII, OTIH-
CaHHBIC 371€Ch, COZEpKAT HAHOYACTHIIBI, coaepkanue nHruouTop mTOR (Takoi Kak JeKapCTBEHHBIN Mpenapar
W3 TPYIIHBI JIUMYCOB, HaIPIMEP CHPOJIMMYC) U albOyMUH (TaKoi KaK 4eJIOBEUSCKUH albOYMUH WM YelIoBede-
CKHIA CHIBOPOTOYHBIH abOyMUH), T/Ie HAHOYACTUIIBI IMEIOT CPEeIHUIN AraMeTp He Oosee yeM mpumepHo 150 HM,
T7Ie MacCOBOE COOTHOIIeHHE anbOymMuHa u nHruouTopa MTOR B KOMIO3UITMH COCTABISIET HEe OoJiee YeM TpH-
MepHO 9:1 (Hanpumep, npumepHo 9:1 nimm npumepHo 8:1). B HeKOTOPBIX BapHaHTaX OCYIIECTBICHHUS KOMIO3H-
I[N HaHOYACTHII, ONMCAHHBIE 3[IECh, COJEP)KaT HAHOYACTHIEI, coxepxarne nHruontop mTOR (Takoit kak Je-
KapCTBEHHBIH MpernapaT U3 IPYIIbI JIUMYCOB, HallpuMep CHPOJIMMYC) M anbOyMuH (TaKkol Kak 4esOBEUECKHH
IbOYMHH WIIM YeJIOBEYECKUH CHIBOPOTOUHBIN albOYMHH), Ile HAHOYACTHIBI MMEIOT CPEIHHMN TUaMeTp IpH-
MepHO 150 HM, rIe MaccoBOE COOTHOIICHHE anbOyMuHa M MHrHOMTOpa MTOR B KOMITO3UIMH COCTaBISICT HE
6onee yem nmpumepro 9:1 (Hanpumep, npumepHo 9:1 nmm nmpumepHo 8:1). B HEKOTOPHIX BapHaHTax OCYIIECTB-
JICHWsI KOMIIO3UIINY HAHOYACTHII, OTIMCAaHHbIE 371eCh, COAEPKAT HAHOYACTHUIIBI, COJCPIKAIIIE CHPOIUMYC H YeII0-
BEUECKUH albOYMHH (TaKOW KakK YeJIOBEYECKHI CHIBOPOTOYHEIN ambO0yMUH), T/Ie HAHOYACTHIIBI HMEIOT CPEIHUH
IuaMmeTp He Oosee yeM nmpumMepHo 150 am (Hanpumep, npumepHo 100 HM), TJIe MACCOBOE COOTHOIICHHE alTb0Y-
MHHA ¥ CHPOJIMMYCa B KOMITO3UIIHH COCTABIIIET MpuMepHo 9:1 mim npumepHo §:1.

B HekoTOpHIX BapHaHTax OCYIIECTBICHHS KOMIIO3UIIMN HAHOYACTHUI], ONFCAaHHBIE 37IeCh, COJEpkKAT HAHO-
yacTHIbl, conepxaine nHruontop mTOR (Takoil kak JeKapCTBEHHBIN Mpernapar U3 TPyMIbl JUMYCOB, HallpH-
Mep CHPOJIMMYC), CBSI3aHHBIN (HapUMep, MOKPBITHIH) ¢ aTbOYMUHOM (TaKUM Kak 4eOBeYEeCKUi anb0yMUuH HIIH
YeJIOBEUECKUI CHIBOPOTOUHBIHN ab0yMUH). B HEKOTOPBIX BapuaHTax OCYIIECTBICHUS KOMIIO3UIIMN HAHOYACTHII,
OIIMCaHHbIE 3]IeCh, COJEP)KAaT HAaHOYACTHUIEI, coaepxamue nHruontop mTOR (Takoit Kak JekapCcTBEHHBIH Hpe-
napar M3 TpyMIIsl JUMYCOB, HAIPUMEp CHUPOJIMMYC), CBSI3aHHBIM (HapUMep, MOKPHITHIH) ¢ albOyMUHOM (TaKuM
KaK YeJIOBEYECKHH albOyMUH WIIM YEJIOBEYECKHH CHIBOPOTOUHBIN albOYMHH), I/l HAHOYACTHIBI UMEIOT Cpell-
HUH nuameTtp He Oojee yeMm mpuMepHO 150 HM. B HEKOTOPHIX BapHaHTaxX OCYIIECTBIICHHS KOMITO3UIIMK HAHOYA-
CTHII, OTIMCAaHHBIC 3]IECh, COJIEPIKAT HAHOTACTHUIIBI, coaeprkarire HHruouTop mTOR (Tako# Kak JIekapCTBEHHBIN
TperapaT U3 TPYIIIbI JIIMYCOB, HAIIPUMEDP CHPOJIUMYC), CBSI3aHHBIN (HAIIpUMEp, OKPHITHIN) ¢ aTbOyMUHOM (Ta-
KAM KaK YeJIOBEYECKHH ambOyMHH WM YENOBEUECKHH CHIBOPOTOYHBIN anbOyMHH), TA€ HAHOYACTHIBI MMEIOT
cpenHuit quametp He Oosree yeM mpuMepHo 150 HM. B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHUS KOMITO3HUIINN Ha-
HOYACTHI, ONHMCAHHBIC 3]1eCh, COJEPKaT HAHOYACTUIBI, coxepxarmue uHruourop mTOR (Takoi kak jexapcr-
BEHHBII TpenapaTr U3 IpyMIbl JIUMYCOB, HAIPUMEP CHUPOJIMMYC), CBA3aHHBIH (HampuMep, MOKPBITHIH) C anb0y-
MHHOM (TaKMM KaK 4YeJIOBEUECKHH albOYMHH MM YEJIOBEUECKHH CBIBOPOTOYHBIN anbOyMHH), I/Ie HAHOYACTHIIBI
UMEIOT CpeIHHI anaMeTp He Oonee yeM npumepHo 150 uM (Hanpumep, npuMepHo 100 HM). B HeKoTophIX Bapu-
aHTaX OCYIIECTBICHHUS KOMIIO3WIIMM HAHOYACTHII, ONMCAHHBIE 37€Ch, COJAEPXKAT HAHOYACTHIIBI, COJepiKallue
CHPOJIUMYC, CBSI3aHHBIH (HampHMep, MOKPHITHIH) C YeJIOBEYECKUM AIbOYMHHOM (TaKMM KaK YeJIOBEYECKHH ChI-
BOPOTOYHBIH alTbOYMHH), T/Ie HAHOYACTHUIIHI HMEIOT CPpEIHUIN aAruaMeTp He Oomee yem npuMepHo 150 HM (Hampw-
Mep, npumepro 100 HM).

B HekoTOpHIX BapHaHTax OCYIIECTBICHHS KOMIIO3UIIMM HAHOYACTHUI], ONFCAaHHBIE 37I€Ch, COJEpKAT HAHO-
qacTHIB, cofepxamue HHruOuTop MTOR (Takoit kak JeKapCTBEHHBIN Mpenapar U3 TPYNIbl JIUMYCOB, HaIIPH-
MEp CHUPOJIMMYC), CBSI3aHHBIN (HAPUMED, MOKPBITHIH) C albOYMHHOM (TaKMM KakK YeJOBEUECKHA allbOYMHUH HITH
YEeJIOBEUECKUH CHIBOPOTOYHBIN abOYMHUH), TJE€ MAacCOBOE COOTHOIICHHWE anhbOymuHa M wHTHOMTOpa MTOR B
KOMITO3MIIMH COCTaBJsieT He Oojee yeM mpumepHo 9:1 (Hampumep, npumMepHo 9:1 unm npumepHo 8:1). B Heko-
TOPBIX BapHaHTaX OCYIIECTBJICHUS KOMIO3WIMH HAHOYACTHII, ONHCAHHbIE 3/IeCh, COAEPKAT HAHOYACTHIIbI, CO-
neprkamue nHruourop mTOR (Takoi kKak JiekapCTBEHHBIH Mpenapar U3 IPyIIbl JIMMYCOB, HAIPUMEpP CHPOJIU-
MYC), CBS3aHHBII (HapUMep, MOKPHITHIN) C albOYMHHOM (TaKUM Kak 4eJIOBEYECKHH albOyMUH WM YesloBede-
CKHUH CBIBOPOTOYHBIN aJIbOyMHUH), TJie HAHOYACTHUIIBI IMEIOT CPEIHUI TuaMeTp He Oosiee yeM npumepHo 150 HM,
TJIe MacCoBOE COOTHOIIEHUE anbOymuHa U mHruOuTopa mTOR B koMIo3umuu cocrasiseT He Oojee 4eM Ipu-
MepHo 9:1 (Hanmpumep, nmpumepHo 9:1 wiu npumepHo 8:1). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS KOMITO3H-
IIUF HAaHOYACTHII, OITMCAHHBIC 37IeCh, COAEP)KaT HAHOYACTHUIIHI, coepskamue naruourop mTOR (Takoif kak se-
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KapCTBEHHBIN TIpenapaTr W3 TPYIIbl JUMYCOB, HapUMEp CHPOJIMMYC), CBSI3aHHBIN (HampUMep, MOKPHITHII) ¢
ANBOYMUHOM (TaKMM KakK 4eJIOBEUCCKHI aTbOyMHH WM YCIIOBCUCCKUI CHBIBOPOTOYHBIN albOYMUH), T/Ic HAHOYA-
CTHIIBI UMEIOT CpenHuil quamerp He Oosee yeM mpuMepHo 150 HM, rie MaccoBoe COOTHONICHHWE albOyMUHA U
naruOnTopa MTOR B KOMITO3HIIMK cOCTaBisieT He Ooyiee yeM mpumepHo 9:1 (mampumep, mpumepHo 9:1 wmm
npuMepHo 8:1). B HEKOTOPBIX BapHaHTaX OCYIIECCTBIICHHUS KOMITO3UIIMHA HAHOYACTHII, OTIMCAHHEIEC 37I€Ch, CONEp-
’KaT HAaHOYACTHIIBI, coaeprkarire nHruonTop mTOR (Takoi kKak JieKapCTBEHHBIH Mpenapat U3 TPyl JIAMYCOB,
HaIpuMep, CHPOIIUMYC), CBI3aHHBIN (HAapUMep, MOKPBITHIN) ¢ albOyMHUHOM (TaKUM KakK YeJIOBEYECKUI allb0y-
MUH WIH YeJIOBEYESCKUI CBIBOPOTOUHBIN ah0yMUH), T/I€ HAHOYACTHUIBI UMEIOT CPEIHUN AuaMeTp mpumMepHo 150
HM, T'JIe MacCOBOE COOTHOIIEHHE anb0ymMuHa M MHrnoOutopa mTOR B KOMIIO3HMIIMM cOCTaBIIsIeT HE OoJiee yeM
npumepHo 9:1 (Hanpumep, mpumepHo 9:1 win mpumepHo 8:1). B HeKOTOPBIX BapuaHTaxX OCYIIECTBICHUS KOMIIO-
3UIIMU HAHOYACTHI], OTMCAHHEIC 3]IeCh, COACPIKAT HAHOYACTHUIIBI, COJICPHKAIIUEC CHPOITUMYC, CBI3aHHBIN (HAPU-
Mep, MOKPBITHII) C YeTOBEYSCKUM alTbOYMHHOM (TaKMM KaK YEIOBEYCCKUIH CHIBOPOTOYHBIN albOYMUH), e Ha-
HOYACTHUIBl UMCIOT CPEIHMI auamerp He Oornee yeMm mpumepHo 150 M (Hampumep, npumepro 100 HM), rae
MaccoBOE COOTHOIIECHHE aJbOyMHHA M CHPOJIMMYCa B KOMIO3WIIMH COCTABISIET NpUMEpHO 9:1 MM nmpuMepHo
8:1.

B HekoTOpHIX BapHaHTax OCYIIECTBICHHS KOMIIO3UIIMM HAHOYACTHUI], ONFCAaHHBIE 37I€Ch, COJEpKAT HAHO-
qacTHIb, cofepxamue HHruOuTop MTOR (Takoit kak JeKapCTBEHHBIN Mpenapar U3 TPYNIbl JJUMYCOB, HaIlPH-
Mep CHPOJIMMYC), CTAOMIU3UPOBAHHBIN ATLOYMHUHOM (TaKWM KaK YeJIOBEUECKHH aThOyMUH WM YEJOBEUCCKUH
CBIBOPOTOYHBIA anbOyMuH). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS KOMITO3WIIMHM HAHOYACTHII, OMHCAHHBIC
3/1eCh, COJIEp’KaT HAHOYACTHIIBI, cojaepkamue wHruomrop mTOR (Takol Kak JeKapcTBEHHBIH Npernapar u3
TPYIIIEI JIAMYCOB, HAPUMEP CHPOJIUMYC), CTAOMIN3UPOBAHHBIN aIbOYMUHOM (TaKHM KakK 4eJIOBEYCCKHMA ajb-
OYMHUH WM YEJIOBCYCCKHUI CHIBOPOTOYHEIA anbOyMHH), TI¢ HAHOYACTHUI(BI UMCIOT CPEIHUN IHaMeTp He Ooee
yeM okoJ10 150 HM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS KOMIIO3MIMN HAHOYACTHI, OITMCAHHbIE 3/1€Ch, CO-
JiepKaT HAaHOYACTHIIBI, coepkainue nHruouTop mTOR (Takoil Kak JICKapCTBCHHBIN Mpenapar U3 TPYIIIbI JIHMY-
COB, HAIIPUMEP CHPOJMMYC), CTAOMIN3UPOBAHHEIN aTb0yMHHOM (TaKUM KaK YEIOBCUCCKUN albOYMHUH WM Ye-
JIOBEYECKHUI CHIBOPOTOUYHBIN abOyMHH), I/Ieé HAHOYACTHIIBI UMEIOT CPEAHMHN ITuaMmeTp He Oojiee 4eM MPHUMEPHO
150 aM. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS KOMIO3HMIIMK HAHOYACTHUII, OIMCAHHBIC 3/1€Ch, COAEPKAT Ha-
HOYACTHIBI, cojaepkamue nHruoutop mTOR (Takol Kak JISKApCTBEHHBIA Tpemnapar W3 TPYIIbl JIUMYCOB, Ha-
MIPUMeEp, CUPOJIMMYC), CTAOMITU3NPOBAHHBIN ATbOYMUHOM (TaKMM KaK YeJIOBEUECCKHH aTbOyYMHUH WIIM YeJIOBEYe-
CKHIA CBIBOPOTOYHBINA albOYMHH), TJI€é HAHOYACTHUIIBI UIMEIOT CPEIHUH TuaMeTp He Oosiee deM npumepHo 150 HM
(manpumep, nmpumepHo 100 HM). B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUS KOMITO3UIIMN HAHOYACTHII, OTICAH-
HBIE 3/I€Ch, COZEP’KAT HAHOYACTHIII, COJEPIKallie CHPOINMYC, CTAaOMIIM3UPOBAHHBIA YEJI0BEYECKUM albOyMu-
HOM (TaKUM KaK YCJIIOBCUCCKUI CHIBOPOTOUHBIN abOyMHUH), TI¢ HAHOYACTHUIBI HMCIOT CPEIHUN TUaMeTp He 0o-
nee yeM npumepHo 150 uM (Hanpumep, npuMepHo 100 HM).

B HEKOTOpPBIX BapHaHTaX OCYIICCTBICHHS KOMIIO3UIIUM HAHOYACTHUI, OMMCAHHBIC 3]ICCh, COJICPKAT HAHO-
yacTuIsl, coaepxkamue nHruouTop mTOR (Takoi kak JieKapCTBEHHBIN Mpemnapar U3 TPYIIEI JTUMYCOB, HAIPU-
MEp CHpPOJIMMYC), CTAOMIM3UPOBAHHBIA ALOYMUHOM (TaKMM KaK YEJIOBEUYCCKHI anbOyMHUH WU YEIOBEUYCCKUN
CHIBOPOTOYHBIN allbOYMHUH), TJl€ MacCOBOE COOTHOIIIEHHE albOyMuHa W mHTHONTOpa MTOR B KOMIO3UIIMU CO-
cTaBisieT He Oosee yeM npumepHo 9:1 (Hanpumep, npumepro 9:1 wmu npuMepHo 8:1). B HEKOTOpBIX BapuaHTax
OCYILIECTBIICHHUSI KOMIIO3UIINK HAHOYACTHII, OITMCAHHBIE 3/I€Ch, COEPKAaT HAHOYACTHUIIHI, COIEpIKaIlne HHTHOH-
top MTOR (Takoi Kak JISKapCTBEHHBIN MpeTapaT U3 TPYIIbI JIAMYCOB, HAPUMEDP CHPOJMMYC), CTAOWIH3UPO-
BaHHBIM aTbOYMHHOM (TaKUM KakK YeJIOBEUECKHH allbOYMHH TN YEJIOBEUSCKUH CHIBOPOTOYHBIN aahOyMUH), T
HAHOYACTHUIBI UMEIOT CPeAHUI AuameTrp He Ooiee yeM npumepHo 150 HM, rie MaccoBOoe COOTHOIICHHE ajb0y-
muHa ¥ nHrHOnTopa mMTOR B KOMIO3MIMK cocTaBisieT He OoJiee yeM npuMepHo 9:1 (Hanpumep, nmpumepHo 9:1
wii npuMepHo 8:1). B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS KOMIIO3UIIMM HAHOYACTHII, OMUCAHHBIC 37ECh,
coJiepkaT HaHOYacTHLBI, coaepkamme MHruoutop mTOR (Takoi Kak JEKapcTBEHHBIH IpenapaTr W3 TPYIIIBI
JHMYCOB, HAIIPUMEP CHUPOJIUMYC), CTAOMIN3UPOBAHHBIN aTbOYMHHOM (TaKUM KaK YeJIOBEYCCKHUN aTbOyMHUH WM
YeJIOBEUECKUI CHIBOPOTOUYHBIN albOyMHH), T/Ie HAHOYACTUIIBI UMEIOT CPeIHUH TuaMeTp He Oojiee yeM mpumep-
HO 150 HM, TIEe MaccoBOe COOTHOIICHHE ambOyMuHa 1 nHruouTopa mMTOR B KOMITO3UITMHN COCTaBISAET HE OoJiee
geM mpumepHo 9:1 (Hanmpumep, mpumepro 9:1 winu npumepHo 8:1). B HEKOTOPHIX BapuaHTaX OCYIIECTBIICHUS
KOMITO3WIINH HAHOYACTHII, OIIMCAHHBIE 3[1€Ch, COAEPIKAT HAHOYACTHIEI, coaeprkamme naruoutop mTOR (Takoit
KaK JIEKapCTBEHHBIH IpenapaT U3 TPYIIIE JIMMYCOB, HAI[PUMEP CHPOJIMMYC), CTAOMIN3UPOBAHHBIN aTbOYMUHOM
(TakuM Kak 4eI0OBEYECKUH albOYMIH TN YEeJIOBEYECKHUHA CHIBOPOTOYHBIN anbOyMUH), TI€ HAHOYACTHIBI HMEIOT
cpenHuit muameTp mpuMepHo 150 HM, rae MaccoBO€ COOTHOIICHHE anbOymMuHa U nHruOuTopa mTOR B KOMIIO-
3HIUM COCTaBISIET He Oonee yeM mpumepHo 9:1 (Hampumep, npumepHo 9:1 wiam npumepHro 8:1). B HekoTOpbIX
BapHaHTaX OCYIICCTBICHUS KOMITO3UIIMMA HAHOYACTHII, OMHCAHHBIC 3]ICCh, CONCPKAT HAHOYACTHIIBI, COJICpIKA-
[IME CHUPOJIUMYC, CTAOWIN3UPOBAHHEIN albOYMHHOM (TaKUM KaK YCIOBCUCCKUI allbOYMUH WU YEIOBCYCCKHI
CBIBOPOTOYHBIN aTbOYMIH), I/Ie HAHOYACTHIBI UIMCIOT CPEIHUN quaMeTp He Oosee yem mpuMmepHo 150 um (Ha-
npumep, npumepro 100 HM), TIe MaccoBoe COOTHOLICHUE aTbOYMHHA M CHPOJIMMYCa B KOMITIO3UIINHU COCTaBIISIET
npuMepHo 9:1 unu npumepHo 8:1.

B HexoTOphIX BapuaHTax OCYIIECTBICHHS KOMITO3UIMS HAHOYACTHUI] comepKUT Nab-cupomumyc. B Heko-
TOPBIX BapHaHTaX OCYIIECTBICHUS KOMIIO3WMIHMS HaHOYACTHI] mpenactaBiser Nab-cupommmyc. Nab-cuponnmyc

-38 -



036790

MPEJICTABISICT MPeTapaT CHPOINMYCca, CTA0MITH3UPOBAHHBIN YenoBedeckuM aap0ymuHoM USP, kOTOphIil MOXeT
OBITH IUCTIEPTHPOBAH HETOCPEICTBEHHO B MHBEKIMOHHOM (PU3HOIIOTHUECKOM pacTBOpe. MaccoBoe COOTHOIIIe-
HHUE YEJIOBEUECKOTO abOyMIHA U CUpoMMyca cocTaBisieT oT 8:1 mo 9:1. Ilpu aucnieprupoBaHuM B TOAXOASIICH
BOJHOM cpere, Takor kak 0,9% MHBEKIIMOHHBIN pacTBOP XJIOpHAa HATPHUS MU 5% MHBEKINOHHBIA PacTBOP IEK-
cTpo3sl, Nab-cupoiaumyc obpasyeT cTaOMIbHYIO KOJUIOMIHYIO CYCIIEH3HIO cuposimMyca. HaHo9acTHIEI HMEIOT
CpemHui pasMep JacTull B KoyutonaHol cycnensuu npumepro 100 am. ITockomsky HSA xoporro pactBopuM B
Boze, TO Nab-CHpOTUMYC MOKET OBITh BOCCTAHOBJICH B IIMPOKOM JHAINla30HE KOHIEHTPAIHH OT pa30aBIeHHOTO
(0,1 Mr cuponumMyca/mir) 10 KOHIIEHTPUPOBAHHOTO (20 MT cHpOIMMYyca/MiT), BKITIOYasi, HAapuMep, IPUMEpPHO OT
2 MI/MJ1 0 IPEMEPHO 8 MI/MJI MJIM IPUMEPHO 5 MI/MIL.

CrocoObI MOTyYeHHsT KOMITO3UIIMY HAHOYACTHI] M3BECTHBI B JAHHOU oOiacTi TexHuku. Hampumep, HaHO-
4yacTuIsl, coaepxkamue nHruouTop mTOR (Takoit kak JeKapCTBEHHBIN Mpernapar U3 TPYIIEI JTUMYCOB, HAPH-
Mep CHPOJUMYC) U albOyMHH (TaKOi Kak YCIIOBCUCCKUI CHIBOPOTOYHEIA albOYMUH HIIM YEIIOBEUCCKHUIA anb0y-
MUH), MOTYT OBITh MOJYYCHBI B YCIOBHSAX BBICOKOW CHIIBI CIBHTA (HAIIPUMED, YIBTPAa3BYKOBOW 00pabOTKOM, ro-
MOTEHHM3alUEH BBICOKOTO JAaBJICHUS WIH T.I.). OTH CIOCOOBI PAcKpHITH, Hampumep, B mareHtax CIIHA
NeNe 5916596; 6506405, 6749868, 6537579 mu 7820788, u Ttaxke B 3asgBkax Ha mnateHnt CIIA
NeNe 2007/0082838, 2006/0263434, u 3asBke Ha mateHT PCT WO 08/137148.

Bxparue, naruourop mTOR (Takoi kak JeKapCTBEHHBIN Mpenapar u3 TPYIIb JUMYCOB, HAIPAMED CHPO-
JUMYC) PaCTBOPSIIOT B OPTAaHUYECKOM PACTBOPHTENIE M PaCTBOP MTOOABISIOT K pacTBOpy anbOymuHa. CMech Mmoj-
BEpraroT TOMOTEHHU3AINH TT0]T BEICOKUM JIaBICHHEM. 3aTeM OPraHHYeCKUI pacTBOPHUTENb MOXKHO YIaJIUTh BBIA-
puBanueM. [loydeHHYIO TUCTIEPCHIO MOYKHO JOTOJHHUTENBHO JHOo(uiIn3oBaTh. [Toaxoasmuil opraHUdeCKuid
pacTBOpHTENL BKIIIOYAET, HAIPHUMED, KETOHBI, CIIOKHBIE d(UPHI, IPOCTHIC IGHPHI, XJIOPCOAECPIKAILNE PACTBOPH-
TEJH U JPYTUC PACTBOPUTEIN, U3BECTHHIC B JaHHOW oOiactu. Hampumep, opraHMYecKuil pacCTBOPHUTEIIb MOXKET
HPE/ICTABISATH METHIICHXIIOPH WIIM cMech Xitopodopm/atanon (Harpumep, ¢ cooTHomenueM 1:9, 1:8, 1:7, 1:6,
1:5, 1:4, 1:3, 1:2, 1:1, 2:1, 3:1, 4:1,5:1, 6:1,7:1, 8:1 wmm 9:1).

Nurudurop mTOR.

Crioco0b1, OIMCAaHHBIE 3/1€Ch B HEKOTOPHIX BapHaHTAaX OCYIICCTBICHUS, BKIIOYAIOT BBEACHNE KOMITOZUITHA
HaHouacTur, uarHOuTOpoB MTOR. Kak 3mecy ucnonbsyetcs, "unrn6utop mTOR" oTHOCHTCS K MHTHOWTODPY
mTOR. mTOR mnpencrasiseT co0oi cepruH/TpeOHUH-CIIENUDUIECKYIO TPOTEUHKUHA3Y, JAYHCTPUM IyTH (Hoc-
darugummno3uTon-3-kuHasel (PI3K)/Akt (mpoTenHknHa3bl B), U SBISETCS KIIOYEBBIM PETYIATOPOM BbDKHBaE-
MOCTH, TIpoiudepalu, crpecca u Meradonu3ma kietok. Hapymenue perymsimun myteit mTOR Obi10 00HapYy-
JKeHO BO MHOTHX KapIHHOMax dejoBeka, m MHruoupoBanme mTOR oka3pBano 3HAYUTEIHHOE MOABIIAIONICE
JISWCTBHE Ha MPOTpeccCHUpoBaHue oryxoueil. B HekoTopsIx BapuanTtax ocymiectBieHus naruourop mTOR npen-
cTaBisieT co6oit marnouTop knHasel mTOR.

Mumienp pamamuiaa 'y mtekonmratoniero (mTOR) (Takke M3BeCTHas Kak MEXaHHCTHYECKAas MUIICHb
panamuimaa wim FK-506-cBs3piBaromuii 6enmok 12-acconuupoBanublil ¢ panamunmaom Oemok 1 (FRAPL))
MPEJICTABISICT ATHIMYHYIO CCPUH/TPCOHUHOBYIO MPOTECHHKHHA3Y, KOTOpas HAXOAUTCS B JBYX Pa3IMYHBIX KOM-
wiekcax, kommieke 1 mTOR (mTORC1) un kommureke 2 mTOR (mTORC2). mTORCI1 cocront n3 mTOR, pery-
nsTopHoro acconuupoBanHoro Oenka mTOR (Raptor), mmexomuraromero, jetanbHoro ¢ 6emxkom SEC138
(MLSTS8), PRAS40 u DEPTOR (Kim et al., 2002). Cell 110: 163-75, Fang et al. (2001). Science 294 (5548):
1942-5). mTORC1 o0benuHseT YeThIpe OCHOBHBIX BXOJIHBIX CHTHAJIA: MIUTATEIbHBIC BEIIECTBA (TaKUe KaK aMH-
HOKHUCJIOTH U (ocdaTuaHas KUCIO0Ta), GaKkTopbl pocTa (MHCYIUH), SHEPTHIO U CTpecC (HAIpUMep, THITIOKCUS U
nopexaeane JJHK). JoctrymHocTs amuHOKHCTIOT curHanmm3upyercs mTORCI mocpeacTBoM myTH, BKITIOYAIO-
mero curHanel QakropoB pocra Rag m Ragulator (LAMTORI-3) u ropMoHOB (Hampumep, MHCYJIHHA) K
mTORCI gepe3 Akt, kotopsrii nHaktuBupyeT TSC2 s npenoTBpanienus naruouposannss mTORCI. Anbrep-
HaTuBHO, HU3KKEe ypoBHU AT® npusoxsr k AM®K-3aBucumoit akruBaimn TSC2 u dpocdopunuposanuro Rap-
tor co cHIDKeHHEeM cUrHANBHBIX O0enkoB mMTORCI.

Axrtuaelii mMTORC1 nmeer psn nayHcTpuM Onosorndeckux 3G Qekros, Bkiarouyas Tpancisuo MPHK de-
pe3 pochopunupoBanne naynctpum wmuineHei (4E-BP1 m p70 s6-kwmnHaza), nonaenenue ayrodaruu (Atgl3,
ULK1), 6uoreHe3 pubOCOM W aKTHBAITUIO TPAHCKPHUIIINAH, MPHUBOIAIIYI0O K METa00JM3My MHUTOXOHAPUH WIIH
agunorene3y. CoorBercTBeHHO, akTUBHOCTF MTORC]1 cnocoOCcTByeT MO0 KIETOYHOMY POCTY, KOT/Ia YCIIOBUS
0JIaroNpUATHBI, JITOO KaTabOIMIECKUM TIPOIIeccaM BO BpPEeMs CTpEcca, WM KOT/a YCIIOBHUS SBISIOTCS HEOaro-
TPUATHBIMH.

mTORC?2 cocrout n3 mTOR, panmamunua-HegyBcTBUTensHOTO MaptHepa mTOR (RICTOR), G|3L 1 Genka
1, B3aMMOJEHCTBYIOMIETO CO CTpecc-akTuBUpyeMoit mporenHkuHazoi (mSINI). B otmmuaune ot mTORCI, mms
KOTOPOTO OBLIN OIpPEJICIICHBl MHOTUE aliCTPUM CUTHAIIBI M KJICTOYHBIC ()YHKIUH (CM. BBIIIE), OTHOCHTEIEHO Ma-
10 m3BecTHO 0 6nonorny mMTORC2. mTORC2 perynupyeT UTOCKEIETHYIO OpraHU3alUIo TIOCPEICTBOM CTHMY-
TSAUU F-aKTHHOBBIX CTPECCOBBIX BOJIOKOH, makcwimmnHa, RhoA, Racl, Cdc42 u nporennkuHassl Co (PKCa).
Bbriio ormedeno, uto HokgayH koMnoHeHTOB mMTORC?2 BnusieT Ha MONMMEpU3aLKI0 aKTUHA U HapyliaeT Mop-
tdomoruro knetok (Jacinto et al., 2004). Nat. Cell. Biol., 6, 1122-1128, Sarbassov et al. (2004). Curr. Biol., 14,
1296-1302). Ha ocHOBaHUH 3TOT0 MOKHO HMPeAnonoxuTh, 4To mMTORC2 KOHTpomupyeT akKTHHOBBIH IUTOCKENET
myTeM cTUMyJisiiuu GochoprmmpoBanus nporenaknHaszbl Co (PKCa), hochopunmpoBanus MakCWIIUHA H €T0
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penokanuzanuy K GoxanbHeIM afare3usiM, u Harpy3ku GTP RhoA u Racl. MonekynsipHblii MeXaHU3M, ITOCPE-
ctBoM koToporo mMTORC?2 perynupyeT 3T mpoiecchl, He ONpeAecH.

B HekoTophIx BapuaHTax ocymecTBieHus naruoutop mTOR sBusercs uarno6utopom mTORCI. B Heko-
TOPBIX BapuaHTax ocymiecTBiaeHuss nHruouTop mTOR sBnsercs narnouropom mTORC2.

B HekoTophIX BapmaHTax ocymiecTBiIeHus HHruOuTop MTOR mpencraBisieT JeKapcTBEHHBIN Mpenapar 13
TPYIIIBI JTUMYCOB, KOTOPBI BKIIOYAET CHPOIMMYC M ero aHaioru. [IpuMepaMu JeKapCTBEHHBIX MPETapaToB U3
TPYIIIBI JIAMYCOB SIBJISTIOTCS, 0e3 orpanndenus, Temcuposumyc (CCI-779), sBepomumyc (RADOO01), pumadopo-
mamyc (AP-23573), nedbopommmyc (MK-8669), 3otaponumyc (ABT-578), mumekponumyc u takposmmyc (FK-
506). B HEKOTOpHIX BapHaHTax OCYIIECTBICHHUS JICKAPCTBEHHBIN Iperapar M3 IpyNIbl JUMYCOB BBIOpaH W3
rpymmsl, coctosmiei 3 temcupomumyca (CCI-779), aseponmmyca (RADO01), punadoponumyca (AP-23573),
nedopommyca (MK-8669), 3otaponmyca (ABT-578), numexponumyca u Takpoiaumyca (FK-506).

B HexoTophIX BapuaHTax ocymectBieHus nHruourop mTOR npencrasisier cuposnmmyc. CuponuMyc siB-
JSIeTCSl MaKpPOJIMIAHBIM aHTHOMOTHKOM, KOTOpBIH oOpasyer komruiekc ¢ FKBP-12 u marn6upyer myts mTOR
nocpeactBoM cBsizbiBanusg mMTORCI.

B HekoTophIX BapuaHTax ocyriecTBieHUss HHTHOUTOp MTOR BBIOpaH M3 TPYIIIBI, COCTOSIICH U3 CHUPOJIU-
Mmyca (panamuriuaa), BEZ235 (NVP-BEZ235), sBeponmmyca (Takke n3BectHoro kak RADO01, 3optpece, Cep-
TikaH U Adunurop), AZD8055, temcuponmmyca (takxke u3BectHoro kak CCI-779 u Topwusen), PI-103, Ku-
0063794, INK 128, AZD2014, NVP-BGT226, PF-04691502, CH5132799, GDC-0980 (RG7422), Topuna 1,
WAY-600, WYE-125132, WYE -687, GSK2126458, PF-05212384 (PKI-587), PP-121, OSI-027, ITanomuza
529, PP242, XL765, GSK1059615, WYE-354 u s¢oponumyca (Takke M3BECTHOTO Kak puUAadopoInMyc HId
nepoporumyc). BEZ235 (NVP-BEZ235) mpencraBiseT NpOW3BOJHOC UMHIA30XMIOHHHA, KOTOPOC SIBIIACTCS
kataauruueckuM nHruonropom mTORCI (Roper J. et al., PLoS One, 2011, 6 (9), €25132). DBeponumyc sBisi-
etcst 40-O-(2-TuApOKCHITHII)ITPOU3BOAHBIM pallaMUIIMHA U cBsi3biBaeT nukinoduina FKBP-12, u taxke o6pasy-
et komiuiekc ¢ mTORC1. AZD8055 mpexncrapisieT HEOOBITYI0 MOJIEKYITy, KOTOpasi HHruoupyer gocdopuiu-
posanne mTORCI1 (p70S6K u 4E-BP1). Temcuponumyc npencrasiseT HeOOIbUIYIO MOJIEKYIy, KOTOpas o0pa-
3yeT komruieke ¢ EK506-cBs3piBatonumM 6ekoM 1 oTMeHseT aktuBannto mTOR, korma oHa HaXOAHUTCS B KOM-
miekce mMTORCI1. PI-103 mpencraBiser HEOOJBITYI0O MOJEKYIY, KOTOpas HHTHOMPYET aKTHBAIMIO TYBCTBH-
TeapHOTO K pamamMunuay komiuiekca (mTORC1) (Knight et al., 2006) 125: 733-47). KU-0063794 npencraBisieT
HEOOJIBIIYI0 MOJIEKYITy, KoTopas uHruoupyet Gochopmmupoanue mTORCI1 B Ser2448 mo303aBUCUMBIM U 3a-
BHCSIITUM OT BpeMeHu obpazom. Kaxnerit u3z INK 128, AZD2014, NVP-BGT226, CH5132799, WYE-687 npen-
craBisieT Hu3KoMouteKy sipabIi uHruouTop MTORCI1. PF-04691502 uarubupyet aktuBHOcTh MTORCI1. GDC-
0980 mpexncraBnsier HEOOIBUIYIO MOJICKYJTY C OHOJOCTYITHOCTBIO MPH IIEPOPAILHOM BBEJICHUH, KOTOpasl MHTH-
oupyer kunazy knacca [ PI3 u TORCI. Topun 1 sBasercs 3ppekTHBHBIM HU3KOMOJIEKYIIIPHBIM HHTHOUTOPOM
mTOR. WAY-600 siBisiercst apdextuBHbIM, ATP-KOHKYpeHTHBIM 1 celeKTuBHBIM nHrnouropom mTOR. WYE-
125132 npencrasnsier AT®-koHKYpeHTHBIH HU3KOMOJeKysipHbIi uHrnourop mTORC1. GSK2126458 sBnser-
cst uarrouTopoM MTORCI. PKI-587 sBusiercss BoicOK03(pPeKTUBHBIM NBOHHBIM HHrHOHTOpoM PI3Ko, mTOR
asy u mTOR. PP-121 npexacrasnser mynstumuiieneBbiit uHTHONTOp PDGFR, Hck, mTOR, VEGFR2, Src u Abl.
OSI-027 sBnstercst ceneKTHBHBIM | 3 dextuBabM aBoiHBIM HHrHOMTOpoM MTORC1 1 mTORC2 co 3naueHnem
ICsp 22 HM m 65 HM cootBercTBeHHO. [lamomux 529 npencraiseT co00i HU3KOMOJICKYJSIPHBI HHIHOUTOD
mTORCI, kotopsiii He obnanaer adppunnocTeio K ABCB1/ABCG2 1 061agaeT XOpomiM IPOHUKHOBEHUEM B
mo3r (Lin et al. (2013) Int. J. Cancer DOI: 10.1002/ijc.28126 (e-omyOnuKoBaHHBIN >KypHAJ 0 BBIXO/Aa B Tieda-
). PP242 saBnsercs cenextuBHbIM uHTHOMTOpoM MTOR. XL765 mnpeacraBinseT IBOHHOW HHTHOUTOP
mTOR/PI3k mast mTOR, pl10aa, p110B, p110y u p1105. GSK1059615 npencrasnser coOoii HOBBIN U TBOWHOM
uaruourop PI3Ka, PI3Kp, PI3KS, PI3Ky 1 mTOR. WYE-354 uaru6upyer mTORC1 B kierkax HEK293 (0,2-5
MkM) u B kinetkax HUVEC (10 HM-1 mMxM). WYE-354 sBisercs s¢pdextuBubiM, crienudpuaasiM u ATD-
KOoHKypeHTHbIM nHruouTopoM mTOR. Jledbopomumyc (pumadopomumyc, AP23573, MK-8669) sBisieTcst cenek-
TUBHBIM HHruOUTOpoM MTOR.

B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS MHrHOMTOP KMHAa3bl mMTOR BEIOpaH M3 TPYIIIBI, COCTOSIIEH U3
CC-115u CC-223.

Jlpyrue KOMIOHEHTHI B KOMITO3UIUSX HAHOYACTHII.

Hanouactunpl, onvcaHHbIE 31€Ch, MOTYT IIPHCYTCTBOBAaTh B KOMIIO3MIIMH, KOTOpasi BKIIOYAET JIpyrue
areHThl, SKCIUIUEHTH WM cTa0uiau3atopbl. Hampumep, Ui MOBBIMIEHUS CTaOMIBHOCTH, MYyTEM YBEIWYCHHS
OTPHIATENIFHOTO J3€Ta-MOTEHINAla HAHOYACTHUII, MOTYT OBITh TOOABICHBl HEKOTOPBIE OTPHLATEIBLHO 3apsKEH-
Hble KOMITOHEHTHI. Takhe OTpUIATeNIbHO 3apsUKeHHBIC KOMIIOHEHTBI BKIIIOYAIOT, HE OTPaHHMYUBAsCH ITHM, COJIH
JKEITYHBIX KHCIIOT U JKEITYHBIE KHCIIOTHI, COCTOSIINE U3 TITMKOXO0JICBOH KHUCIOTHI, XOIE€BOI KHUCIIOTHI, XEHOIE30K-
CUXOJICBOW KHCIIOTBI, TAYPOXOJICBOW KHCIOTHI, TIMKOXCHOIE30KCHXOJIEBONW KHCIOTHI, TaypPOXEHOAEC30KCHXOIIe-
BOW KHUCJOTHI, JIUTOXOJIEBOM KHCIOTBI, YPCOJIE30KCUXOJEBOW KHUCIIOTHI, ACTUIPOXOJICBON KHUCIOTHI M APYTHX;
dhochommmuapl, BkIodas (pochonmmuapl Ha OCHOBE JISUTHHA (SIMUHOTO KENTKa), KOTOpPhIe BKIIOYAIOT CJIe-
nyromme (GochaTHAMITXOIUHBL: MaTbMHUTOMIONCONIPOCHATHINIXONNH, TATBMHTOMIIIHHOIeOUIPochaTnIni-
XOJIMH, CTeapOMIITUHOICONIPOCHATHINIXOINH, CTeapomIoneomIpochaTuIMIIXOINH, CTeapomIapaxuaouapoc-
¢darnannxonuH W aunansmuTomndocharuauaxonul. Jpyrue ¢ochonmunuasl BKIIOYAOT L-auMupucTOMII-
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¢docparnannxomu (DMPC), mnoneoundocharumunxomua (DOPC), nucreaponndpocharnaunxomnn (DSPC),
¢docharnannxonus runporennzoBanHoi con (HSPC) u npyrue poactBenHble coenuHeHus. OTpuIaTensHo 3a-
PSDKEHHBIE MTOBEPXHOCTHO-aKTHBHBIE BEIIECTBA WIJIM SMYJIBIaTOPHl TaK)Ke NMPUTOAHBI B KadecTBe J00aBOK, Ha-
MPUMEP XOIECTEPIICYIb(haT HATPUS H T.1L.

B HEeKOTOpBIX BapHaHTaX OCYIIECTBICHUS KOMIO3HINS IMOAXOINT IJIsI BBECHHS YEIOBEKY. B HEKOTOPHIX
BapHaHTaX OCYIICCTBICHUS KOMIO3HIUS MMOJXOANT JUISI BBEICHUS MIICKONUTAIONIEMY, HallpuMep 0ObEeKTaM Be-
TEepUHAPUH, TOMAIIHAM JKABOTHBIM W CEIECKOXO3SMCTBEHHBIM JKUBOTHBIM. CyIIECTBYET IIMPOKHHA PSII MOIXO-
JSIIUX TIPEnapaToB HAa OCHOBE KOMIIO3WIIMHM HaHOYacTHIl (cM., HampuMmep, maTeHThl CIIIA NeNe 5916596 u
6096331). Cnenyromue mpemapaTbl © METOABI SBISIOTCS YUCTO WIUTIOCTPATHBHBIMU M HUKOUM O0Opa3oM HE Or-
pannunBaronuMu. [Ipenaparsl, NpUroxHele A NEPOPATBHOTO BBEICHUS, BKIIOYAIOT: (a) JKUIKUE PAacTBOPHI,
Takue Kak 3QPEeKTUBHOE KOJIMYECTBO COCIUHEHHMS, PACTBOPEHHOE B pa30aBUTEIAX, TAKMX KaK BO/a, pU3NOJIOTH-
YEeCKUI pacTBOP WJIH allelIbCHHOBBIN COK, (b) KamncyJibl, HAKETHKH WIN TaOJICTKH, KaXIas U3 KOTOPBIX COJEPKUT
3apaHee ONpe/eNIeHHOE KOJIMYECTBO aKTHBHOTO HHIPEIMEHTA B BUE TBEPABIX BELIECTB MJIM I'paHyll, (C) CyCIeH-
3MM B COOTBETCTBYIOLIEH ®HUAKOCTH U (d) moaxoasimye sMynbcur. TaOneTkn MOTYyT BKIIOYAaTh OJTHO MK Ooiiee
W3 JIaKTO3BI, MAaHHNTA, KYKypy3HOTO Kpaxmala, KapTo(elbHOro KpaxMaia, MUKPOKPHUCTAIUTHYECKON IIeIUTION0-
3BI, aPaBUHCKON KaMeIH, JKeIaTHHA, KOJUIOWTHOTO AHOKCHAa KPEMHI, KpOCKapMeIUI03bl HATPHs, TalbKa, cTea-
pata Maraus, CTEapUHOBOW KHCJIOTHI M IPYTHX HKCIMITMEHTOB, KpacuTelel, pazoaBureieii, Oy(epHbIX areHTOB,
YBIIQXHAIOINX areHTOB, KOHCEPBAHTOB, ApOMATHU3UPYIOIINX areHTOB U (hapMaKOJIOTHIECKH COBMECTUMBIX IKC-
UNHAEHTOB. [lacTHIKM MOTYT BKJIIOYATh aKTHBHBIM MHTPEIMEHT BO BKYCOBOM BEIIECTBE, OOBIYHO caxapo3e W
apaBUHCKON KaMeIH WM TparakaHTe, a TAaKKe HaXOIUTHCS B BHJIE MACTIIIOK, COACPIKAIINX aKTUBHBIN HHTPEIH-
€HT B MHEPTHOH OCHOBE, TAKOHM KaK >KEJIATHH ¥ TNIMIEPHH, MM caxapo3a U apaBHICKast KaMe/b, SMYJIbCHH, TeIH
U T.I., COAEP’KAINX, B JOMOJHEHHE K aKTHBHOMY WHIPEAMEHTY, SKCUHUIHEHTHI, KOTOPhIe U3BECTHHI B JTaHHOM
obacru.

[Tpumeps! MOAXOMAMIMX HOCUTENIEH, IKCIMIIMEHTOB U pa30aBUTENEl BKIIOYAIOT, HE OTPaHMYUBASICH ITHM,
JIaKTO3Y, NEKCTPO3y, Caxapo3y, COPOUT, MAHHUT, KpaxMaJlbl, apaBUHCKYIO KaMe/b, (ocdar KanbIus, albIHHATHI,
TparakaHT, )KeJaTHH, CHIIUKAT KaJbIHI, MUKPOKPUCTAJUTHIECKYIO IIeIUTION03Y, OTHBHHIIIITUPPOIUIOH, IEIUTIO-
JI03Y, BOAY, COJIEBOM PacTBOP, CHPOII, METIIILEIIIIOIO3Y, METHII- U TPONMITHAPOKCHOCH30aTHI, TalbK, CTeapaT
MarHusi 1 MHHEpajgbHOe Macio. [IpemapaTsl MOTYT JOMOJHHUTENFHO BKIIOYATh CMAa3bIBAIOIINE areHTHI, CMadH-
BAIOIINE areHTHI, SMYJIBTUPYIOIINE U CYCTICHANPYIONINE areHThl, KOHCEPBAHTHI, MTOJICJIAIIINBAIOIINE aTCHTHI HIIH
apOMaTHU3aTOPHI.

[Ipemapatsl, moAXOAAMINE IS TAPEHTEPATFHOTO BBEACHUS, BKIIOYAIOT BOJHBIC M HEBOJHBIC, H30TOHMYE-
CKHE CTEPIJIbHBIE PACTBOPHI [UIi MHBEKIHH, KOTOPbIE MOTYT COJIEpKaTh aHTHOKCHIAHTHI, Oydepsl, 6akTepHro-
CTaThl M PaCTBOPEHHBIC BELIECTBA, KOTOPHIE JAENAIOT KOMIIO3UIMIO COBMECTUMOM C KPOBBIO IPEJIIOIAracMoro
peuuIueHTa, ¥ BOAHBIC M HEBOJHBIC CTEPHIIBHBIC CYCIEH3HMH, KOTOPblE MOTYT BKIJIIOYATh CYCIICHIUPYIOLINE
areHThl, COMIOOMIN3AaTOPHI, 3aTyCTUTENH, CTa0MIM3aTOPbl U KOHcepBaHTHL. [Ipenaparsl MoryT OBITH NpencTaB-
JICHBI B OJTHOJZI030BBIX M MHOTOJIO30BBIX KOHTEHHEpax, TAKHX KaK aMIyJbl M (DJIaKOHBI, 1 MOTYT XPaHHUTBCS B
TMO(UIM3NPOBAHHOM COCTOSIHUH (BBICYIIEHHOM 3aMOpa’KMBaHHEM ), TPEOYIOT TOJNBKO TOOABICHUS CTEPUIIBHOTO
JKUJIKOTO SKCIUIHEHTa, HAIpUMep BOIBI TSI WHBEKIHH, HEMOCPEACTBCHHO Mepel MpuMeHeHueM. [Ipuroros-
JICHHBIE HKCTEMITOPO HHBEKIIMOHHBIE PACTBOPHI M CYCIIEH3UH MOTYT OBITH ITOYYEeHBI M3 CTEPIIIHHBIX TOPOIIKOB,
rpaHy’ 1 TaONIeTOK, ONMMCAaHHBIX paHee. [IpeInoYTHTENEHBIMU SBIISIOTCS. HHBEKITHOHHBIE TIPETapaThl.

B HexoTOphIX BapuaHTax OCYIIECTBICHHS KOMITO3UIMSA COCTaBJICHA TaK, YTO oHa mMmeeT pH B mmamazone
npumepHo ot 4,5 mo npuMepHo 9,0, Bkioyas, HanpuMep, pH B amamnazone npumepHo ot 5,0 go npumepHo 8,0,
OPUMEPHO OT 6,5 10 mpumepHo 7,5 U mpuMepHo oT 6,5 1o mpumepHo 7,0. B HEKOTOPHIX BapuaHTaX OCYLIECTB-
nenust pH KoMIo3unuy paBHO HEe HIDKE TIPUMEPHO 6, BKIIIOYast, HAIIpUMep, He HWXKe IpUMeEpHoO 6,5, 7 nnn 8 (Ha-
npumep, npuMepHo 8). KoMIO3UIMI0 MOXKHO TaKKe cleslaTh H30TOHMYECKOH ¢ KPOBBIO ITyTeM J00aBICHUS MO~
XOJAIIEro MOIU(PHUKATOPa TOHMYHOCTH, TAKOTO KaK TIHLEPUH.

HaGopsl, nekapcTBeHHBIE ITpenaparthl, KOMIIO3UIIMN U pa30BbIE JIEKaPCTBEHHBIE (DOPMEI.

N3o6peTenne Takxe obecrieunBaeT HaOOPHI, JEKAPCTBEHHBIE MpenapaThl, KOMIIO3UIIMU U Pa3oBEIE JIeKap-
CTBEHHBIC (HOPMBI JIJIsl IPUMEHEHUS B JIIOOOM M3 CTIOCOO0B, ONMMCAHHBIX 37ECh.

Habops! o n300peTeHno BKIIIOYA0T OOUH WK 0ojiee KOHTEHHEPOB, COASPKAIUX KOMITO3UIIMK HaHOYA-
CTHII, COIeprKaIe JEKAaPCTBEHHBIN MpenapaT 13 TPy JINMYCOB (WJIH Pa30BbIe JEKapCTBEHHBIE (YOPMBI W/MITH
W3ENHs), TaKKe CONepKaT MHCTPYKLWH VI IPUMEHEHHUS B COOTBETCTBHH C JIIOOBIM U3 CIIOCOOOB, OMMCAaHHBIX
3meck. Habop MOKET TOTONHUTENFHO COIepKaTh ONMUCcaHne 0TOopa CyObeKTa, MOIXOAAIIero s JedcHns. Vn-
CTPYKIIMH, BXOSIINAE B HAOOPHI 10 H300PETEHNI0, OOBIYHO MPEACTABISAIOT COOOH MUChbMEHHBIE MHCTPYKITUH Ha
9THKETKE WJIM Ha BKJIAJbIIIE B YIIAKOBKE (HAIpUMep, Ha JHUCTe OyMaru, BKIIOYCHHOM B Ha0OOp), HO TaKke IMpH-
eMJIeMbl MaIIMHOYUTAEMbIe MHCTPYKINHU (HarpuMep, HHCTPYKIMH, KOTOPbIE XpaHsATCS Ha MarHUTHOM HJIM OII-
TUYECKOM JTUCKE).

Hanpumep, B HEKOTOpPHIX BapHaHTaX OCYIIECTBICHUS HAOOp CONEPIKUT: a) KOMIO3HIMIO, COIEPIKAIILYIO
HaHOYacTHIBI, conepkaniue HHruouTop mTOR (Takoil Kak JIeKapCTBEHHBIH ITpenapar U3 TPYIIIB JIUMYCOB) H
aIbOyMHUH (TaKOW KaK YeJIOBEYECKUI CHIBOPOTOYHBIH alb0yMHUH); U b) MHCTPYKINH AJIsI BBEICHHUST KOMITO3HLIUH
HaHouacTur s jedeHuss [IEKombl. B HEKOTOpPBIX BapuaHTaxX OCYIIECTBJICHHS HA0Op BKIIOYAET: a) KOMITO3HU-
U0, COJEPIXKAIIYI0 HAHOYACTHUIIGI, coaeprkarnre HHruouTop mTOR (Takoil kak JeKapCTBEHHBIH Mpemnapar u3
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TPYINBI JIUMYCOB) M albOyMuH (TakoW Kak 4YelIOBEYECKHH CHIBOPOTOYHBIH adbOyMHH); U b) MHCTPYKIMHU IS
BBeJICHUS (HAIIpUMeEp, BBEJCHHS MTOIKOKHO WM BHYTPUBEHHO) KOMITO3HIIMU HAHOYACTHIL U IPYTHX arcHTOB JJIS
nevyenust [IEKombl. HaHo9acTuIe! 1 ipyrue areHThl MOTYT HAXOJUTHCS B OTJIETBHBIX KOHTEHHEpaX UK B OAHOM
KoHTelHepe. Hanpumep, HaOOp MOXKET comepKaTh OTHY OTACIHHYIO0 KOMITO3UIIMIO WM ABE MK Oojiee KOMIIO-
3HUINH, T7I€ 0JHa KOMIIO3HITUS COACPKUT HAHOYACTHUIIHI, M OJTHA KOMIIO3HUIIUS COACPIKUT IPYTOil areHT.

Habops! 1o n300peTeHnio HaXoaATCs B MOIXOAAIIeH ynakoBke. [loaxoasamas ymakoBka BKJIIOYAeT, HE OT-
PaHWYIHUBASCH STUM, (PIIAKOHBI, OyTHUTH, CKIITHKH, THOKYIO YIIAaKOBKY (HaIpuMep, TepMETHYHBIE MakeTsl Mumapa
WM TUTAaCTHKOBBIE MEMIKH) U T.II. Habopbr MOTyT HeoOs3aTenbHO 00eceunBaTh JOTOIHUTEIHHBIE KOMIIOHEHTHI,
Takue Kak Oy(ephl U HHTEPIPETHPYIONIYI0 HHPopManuio. TakuM 00pa3oM, HACTOSIIAS 3asBKa TaKxke oOecre-
YUBACT U3JICNUsS, KOTOPBIC BKIOYAIOT (DIAKOHBI (HATIPUMEDP, TePMETUYHBIC (DIaKOHBI), OYTHUIH, CKIISTHKH, THO-
KYIO YIaKOBKY U T.II.

WucTpykumu, Kacaronmecss MPUMEHEHUS HAHOYACTHUI], OOBIYHO BKIIOYAIOT MH(POPMAIMIO O JI03€, CXEME
JIO3MPOBAHUS U ITyTH BBEJCHUS IS TIPEATIOIaraeMoro jJeucHus. KoHTelHepsl MOTYT NPEACTaBIATh KOHTCHHEPHI
B Pa30BOil 1030i, 00BEMHBIC YIIAKOBKU (HAIIPUMEpP, MHOTOJI030BbIC MAKETHI) MM KOHTCHHEPHI C CYyOBheIMHUY-
HBIMH 103aMu. Hampumep, MoryT ObITE 00ecTiedueHbl HaOOpHI, KOTOPBIE COAEePIKAT JOCTATOYHOE KOJIMIECTBO /103
uarnouropa mTOR (Hampumep, TakOro Kak JIEKapCTBEHHBIN MpenapaT U3 TPYIIIHI JUMYCOB, HAIPAMEP CHPOIIH-
Myca), OITUCAHHOTO 37€eCh, s obecredeHus 3PGEKTUBHOTO JICYCHUS CYObEKTa B TCUCHHE JITUTEIBHOTO MTEPHO-
Jla BpEMEHH, TAaKOTO KakK HeJes, 8 cyTok, 9 cyTok, 10 cyTok, 11 cyTok, 12 cyTok, 13 cyTok, 2 Henenu, 3 Helenw,
4 penenu, 6 HeAenb, 8 HeAENb, 3 MecsdIa, 4 Mecsra, 5 MecAIEB, 7 MeCAIEB, 8 MECSIEB, 9 MECSLIEB WM OOJIBIIIE.
HaGops! Takke MOTYT BKIIIOYaTh MHOTO Pa3oBbIX 103 HHrHOuTOpa mTOR (Hampumep, TakKoro Kak JeKapCTBEH-
HBIN TIpenapaT w3 TPYIIIBI JIUMYCOB) U (papManeBTUUCCKUE KOMITO3UIIMU U MHCTPYKIUH ISl IPUMEHCHUS U yIIa-
KOBaHBI B KOJHMYCCTBAX, OCTATOYHBIX UIS XPAaHCHHS M HCIONB30BAaHHS B alTEKax, HAIPUMEp B OOJIBHUYHBIX
anTeKax W B alTeKax, TOTOBSAIINX JICKAPCTBEHHBIC CPEIICTBA IO PEIICTITY.

Taxxe oOecreunBarOTCs JICKAPCTBEHHBIC CPEACTBA, KOMITO3UIIMU U Pa30BEIC JICKAPCTBECHHBIC (POPMBI, TIPH-
TOJTHBIC JUIS CIIOCOOOB, OMHMCAHHBIX 37IcCh. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS 00CCIICUMBACTCS JICKAPCT-
BEHHBIN TipernapaT (Wi KOMIO3UIHS) i ipuMeHeHus B euennn [IEKoMpl, BKITFOUalOmni HAHOYACTHIIBI, CO-
nepsxamye naruoutTop mTOR (Takoit kak JIeKapCTBEHHBINM TperapaT U3 TPYIIbI JUMYCOB) U allbOYMUH (TaKou
KaK 4eJI0BEUECKUN CBIBOPOTOYHBIN allbOYMUH).

CriermanucTsl B TaHHONH 00AacTH MOHMMAIOT, YTO BO3MOXKHBI JPYTHE BapHUaHTHI OCYIIECTBICHHSA, HE OT-
CTymas OT 00beMa M CYIIHOCTH HacTosIIero n3odperenus. Jlanee nzoopereHue Oyaer omucano 0ojee moapoOoHO
CO CCBUIKOM Ha CJIEAYIONINE HEOTPaHWIHUBAIONINE TpIMeEpHl. Ciemyroniie IpuMepsl JOMOTHUTEIBHO WILTFOCTPH-
PYIOT U300pEeTeHUE, HO KOHEYHO HUKOMM 00pa3oM HE JOJDKHBI TOJIKOBAThCS KaK OTpaHUYMBAIONIAE U300peTe-
HHE.

IIpumepsr

[Mpumep 1. MHoronenTpoBoe nuccienosanue, dhasa Il ¢ manuenramu, nonyyaronmmu gedenne ABI-009.

[TanmenTsl ¢ pacnpocTpaneHHoM 3m0kadecTBeHHOM [TEKoMOi, KoTOphIe paHee He MOMyYalu JIeYeHUE UH-
ruoutopoM mTOR, OpuTH BKITIOUEHBI B (ha3y Il ofHOTpYNIIOBOTO, OTKPBITOTO, MYJIETHIICHTPOBOTO UCCIICTOBAHHUS
JUTs oTleHKH Tipoduist 3PPEeKTUBHOCTH U 0€30TacHOCTH BHYTpuBeHHOTO BBeneHuss ABI-009 (Taxke oTHOCHTCS
31ech kK Nab-cuponmumycy win Nab-pamamununy). Eciin He yIOBIETBOPSIUCH KPUTEPUHN HETIETIECOOOPa3HOCTH,
TO CTaausA 2 HOIDKHA OBITH OTKPHITA JJIST BKITFOUCHHS.

ITo menpmeit Mepe 30 manueHToB OyaeT BKIIOYCHO B HccienoBanue. [ mcronoruto 3mokadectBeHHol [1E-
KomBI MOXHO HccIe10BaTh Ha MECTE B KAKJIOM MEIUITMHCKOM YUPEKICHHUHN IS BKIIOYCHHS, HO €€ He00X0IUMO
PETPOCTICKTUBHO MOATBEPAUTH MYTEM LEHTPAIN30BAaHHOMN IKCIIEPTU3BI U KaXIOTO MAIUCHTA TIOCIIC BKIIFOYC-
HUS, JUII COOTBETCTBOBAHMS 3aJaHHBIM KpUTEpUsM 3iokauecTBeHHOUW [IEKOMBI, Kak yka3zaHO B KPUTEPHIX
BKITIOYCHHUS B UCCICIOBaHME. ECIM MalMeHT PeTPOCIICKTHBHO HE OTBEYACT ATHM KPUTCPHUSIM, TO CICIYET pac-
CMOTPETH BOIPOC O €TO 3aMEHE.

[ManweHT OymeT UMETh MPaBO Ha BKIIOYCHHC B TAHHOC HCCIICIOBAHUE TOJIHKO B TOM CIIydae, €Clid OyayT
YIOBJICTBOPSTHCS BCE CIICAYIOMINE KPUTSPUH: (1) MAIUCHTHI JOJDKHBI UMETh TUCTOJOTUYCCKH TTOATBEPIKICHHBIN
JIMarHO3 pacmpocTpaHeHHoi 3mokadecTBeHHOW [TEKoMBI; (i1) mamueHThl TOMKHBI UMETh JOCTYIHBIH OJIOK 00-
pasiia OImyXoJIid BMECTE C COOTBETCTBYIOIIMM OTIETOM O MATOJOTHH (WiH mpuMepHO 30 HEOKpaIIEHHBIX CTEKOI ¢
MHUHUMYMOM 16 CTEKOJI 00s3aTeNbHO) W/WIM Pe3yJbTaThl HeJaBHEH OWOICHH, 9TOOBI 00ECTIEUUTh PEeTPOCIEK-
THBHOE IICHTPAITM30BAHHOE MOATBEPKIeHNEe Hamm4us 3nokadecTBeHHOH [IEKombI 1 myist ananuza myta mTOR u
aHanm3a omomapkepos; (iii) y MaIMeHTOB JOJHKEH ObITh OJJMH MJIM HECKOJIBKO U3MEPSIEMBIX OYaroB-MUIIICHEH Ha
KT wmu MPT unm onenmBaemoe 3ab6oneBanue coryiacHo RECIST vl.1; (iv) manueHTsl He JTOJDKHBI paHee IMOjI-
Bepratbes JeueHuo uaruouropom mTOR; (V) HomyckaeTcs MpOBEACHUE MPEIICCTBYIOMIETO JICYCHUs (IUarHo-
CTHYECKOTO WX APYTOr0), XUMHOTEPAIIHH, JIYdCBOH TCPAITHH, XUPYPTUICSCKON OTICpaIliy WIH IPUMEHEHUE JPY-
THX TEPANCBTHUCCKUX arcHTOB (3a UckioYeHneM nHruoutopoB mTOR), ecnu oHO 3aBepiieHO B Tiepuoy Ooiee
YeM B IIATh pa3 MPEBHIIIAOIINI [IEPHUO.T TOTypachana Wik =28 CyTOK J0 BKIIIOYCHHUS B MCCIIEOBAHHUE, B 3aBH-
CUMOCTH OT TOTO, YTO MEHBIIIE; (Vi) B MCCICIOBAHNE BKITFOUAIOTCS MAIUCHTHI B BO3pacTe OT 18 JeT u cTapiie, co
crarycom 0 mwm 1 Bocrounoit kooneparnsHO# onkosorunueckoil rpynmnsl (ECOG); (vil) marueHTbl JOJDKHEI
UMETh CJIEIYIONINe YPOBHH OMOXMMHYECKUX TOKa3aTelield KpOBU NMPH CKpUHUHTE (MoydeHHble <14 cyTOK 0
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BKITIOUEHHS B HCCIIeIOBaHUE (B MECTHOM labopaTopu): (a) oommid ommpyouH <1,5x BepxHel TpaHUIBI HOPMBI
(ULN) mr/mn, (b) ACT £2,5x ULN (<5x ULN, eciu OTHOCHTCS 3a CUET METAaCcTa30B B IEeUeHH), (C) KpeaTHHUH
ceiBopoTkH <1,5x ULN; (viii) agekBaTHbIE OHOJOTHYECKUE TApaMeTPhl, O 9YeM CBUAETEIHCTBYIOT CIICAYIONINE
MOKa3aTeIn KPOBH IIPHU CKpUHUHTE (TOTy4eHHBIE 3a <14 CyTOK 0 BKJIIOUEHHS B MCCIEJOBAHNE, B MECTHOH Ja-
Gopatopun: (a) abcomoTHOE KonmmuecTBo Heitpodmao (ANC) >1,5x10%/m; (b) kommuecTBO TpOMGOIUTOB
>100000/mm (100x10°/1); (c) remornobun >9 r/m; (iX) 6emoK B Moue <2 T MpOTCHHYPHI/24 1; (X) TPUTIHIC-
puIBl B CHIBOPOTKE KpoBH <300 MI/IJT; X0JIECTEpUH B CBIBOPOTKE KPOBU <350 Mr/mi, (Xi) My>XYHHBI MK HeOe-
PEMCHHBIC JKCHIMUHBI U KCHITUHEI, He KOPMSIIIUE TPYAbI0 (KCHIIUHBI IETOPOJIHOTO BO3PACTa MOJDKHBI IaTh CO-
TJIACHE HCTOJIB30BaTh () ()EKTUBHYIO KOHTpAIeHmuio Oe3 mepephiBa, 3a 28 CyTok M0 Hadana BBeaeHus 1P, u
TaKXKe BO BPEMs HCIIBITAHUS JICKAPCTBEHHOTO MperapaTa ¥ UMETh OTPHUIIATEIEHBIA TECT Ha OCPEMEHHOCTD B CHI-
Bopotke (B-hCQG) mpu CKkpHHUHTE U cOTacue Ha TECTHPOBaHIE Ha OEPEMEHHOCTh B XOJ€ NCCIEAOBAaHMA U TIOCIIEe
OKOHYAHUS JICYCHUS, W TAIIMCHTHl MYXKCKOTO T0JIa JOJDKHBI PAKTUKOBATH BO3JICPIKAHHUE WA COTJIACUTHCS HC-
MOJIB30BATh TPE3EPBATHUB BO BPEMsI ITOJIOBOTO KOHTAKTA ¢ OCPEMEHHOM JKECHIIWHON MITH JKSHIIUHON JETOPOTHOTO
BO3pacTa BO BPEMsI YJIacTHs B UCCIICOBAHWH, JaKE €CJIM OH IMOJBEPICsl YCIEITHON Ba3dKTOMHUM); (Xii) BEPOAT-
HYIO TIPOJIOJDKUATENBHOCTE KH3HU OoJiee 3 MecsIeB, Kak ONMpeaeneHo uccienonareneM; (Xiii) CnocoOHOCTh TO-
HUMaTh W TOANHCATh, HHOOPMHUPOBAHHOE coTJiacue; (Xiv) TOTOBHOCTh W CIIOCOOHOCThH BBITIOJHATH 3aIUIaHUPO-
BaHHBIE BI3UTHI, Ta00OPATOPHBIC aHATU3HI U IPYTHE MPOLEAYPEI BO BPEMS HCCICIOBAHUS.

[ManeHT He OynmeT AOMYIIECH K YYaCTHIO B JaHHOM HCCIICJOBAHUH, €CITM K HEMY NMPHUMEHUM OJWH U3 ClIe-
JIYIOTIHUX KpUTepueB: (1) UCKITIOYAIOTCS MAMeHTHl ¢ InMdanruoneiiomrnomarozoM (LAM); (ii) Hamume n3BecT-
HBIX aKTHBHBIX HCKOHTPOJMPYEMBIX MU CHMIITOMATHYCCKUX METACTAa30B B OPTaHBI ICHTPAIBLHOW HEPBHOH CHC-
tembl (IIHC) (mamueHT ¢ xoHTponupyeMbIMH U GeccumnToMHBIMH MeTtactazamu [[HC moryt ydacTBoBath B
JTAaHHOM HcciiefoBanun). [Ipyu 3TOM manmeHT 10JDKeH 3aBEPLIMTh JIF000€ NpeIeCTBYIONIee JIeYeHHEe METacTa30B
IMHC 3a >28 cyTok (BKJIIOYas JIy4EeBYIO TEPAITUIO H/WIM XUPYPIHYECKYIO OTEPALNo) 0 Havyasa JIeYeHHs B JaH-
HOM HCCIICIOBAaHUH U HE JIOJDKCH IOJIYYaTh JIUTEIbHYIO Tepamuio MetacTa3oB [JHC kopTukocTepongamn); (iii)
HAIIMYHEC aKTUBHOTO JKEIYAOYHO-KHIIIEYHOT'O KPOBOTCUCHHUS, CCITH 3aBUCHT OT IIepeNuBaHus; (1v) HAIMIne paHee
CYIICCTBYIOIIEH MaTOJOTUH IIUTOBUIHON JKEJIe3bl Pa3perraeTcs Mpy YCIOBUH, YTO (GYHKIUIO ITUTOBUIHON JKe-
JIe36I MOXKHO KOHTPOJIMPOBATH C MTOMOIIBIO JIEKAPCTBEHHBIX IpEnapaTos; (V) HAMYWE HEKOHTPOIUPYEMOTO Tsi-
JKEJIOTO COMAaTHYECKOTO HIIM IICHXWYECKOTo 3a0oneBanus. [1aiuenTs! ¢ "TeKymuM akTHBHBIM' BTOPBIM 3JI0Kade-
CTBEHHBIM 0Opa30BaHMEM, OTIIMYHBIM OT HEMEIAHOMHOTO paka KOXKH, KapIIMHOMBI IIEWKH MAaTKH in situ, yma-
JIEHHOT'O CIIy4ailHOTO paka IMpeacTaTesbHOM kene3sl (Ha ctaguu pT2 ¢ mokaszarenem 1o wmkajie ['nuccona <6 u
nocneorniepariionabiM [1ICA <0,5 HI/MIT) WiH Ipyroi afeKBaTHO JICYCHHON KapIIMHOMOMH in-situ, He BKITIOYAIOTCS
B HccliefioBaHre (MAIMEHTHl HE CUUTAIOTCS UMEIOIMMH "TeKyIlIee akTUBHOE" BTOPOE 3I0KaYeCTBEHHOE 00pa3o-
BaHWE, €CJIM OHU 3aBEPIIIIIN JICUCHNE U HE CTPaNaloT 3a00IeBaHreM B Tiepros 3a =1 rox); (Vi) gomycKaeTcs Jie-
YyeHHE 3a00JICBaHMS MEYCHHU 3a 2 Mecsla 0 BKIIOYCHUS B HCCIICOBaHUCE (BKJIFOYAs JICUCHHEC PalUOTEpanueii (B
TOM YHUCIIC PAIHOMEUCHBIMH CepaMu H/WIH KHOSPHOKOM, SMOONIN3AIUCH [TIEYCHOYHON apTepuu (C XUMHOTepa-
nmuel win 0e3 Hee) WM KpHoTeparnueii/adnanueii), eclii 3T METOMABI JICYCHUST HE BIUSIIOT Ha O0NACTH OLCHHU-
BaeMOro 3a00JIeBaHUs, UCIIOIB3yEMbIC ISl JAHHOTO MPOTOKOIIA); (Vil) HeMaBHO MepeHeceHHass HHPEKIUS, Tpe-
OyroIasi CHCTEMHOTO JISUYeHHUs, KOTOpoe OBbLIO 3aBeplIeHO 3a 14 cyTOK 10 BKIIIOUCHHS B UCCIEJOBaHME (3a HC-
KIIFOUEHUEM HEOCIOKHEHHON MH()EKINU MOYCBBIX MyTEeH WM MHGEKIUU BEPXHUX IBIXaTCIbHBIX IMyTel); (Viil)
HEKOHTPOJIMPYEMBIH caxapHbIi quadeT ¢ mokazatereM HbAlc >8%, HecMOTps Ha aIeKBaTHYIO TEpPaIHio, HECTa-
OWIIbHAs CTEHOKAPIXS WM MHPAPKT MUOKap/a B MIEPUOT IPEANISCTBYIOMUX 6 MecAIeB; (iX) MoJydeHue JTF000H
COITyTCTBYIOIIEH NPOTHBOOITYXOJEBON Tepamnuy; (X) MaIMeHTH ¢ NCTOPHEH HMHTEPCTHUIMAILHOTO 3a00JIeBaHMUS
JIETKUX W/WJIA TTHEBMOHWTA, WJTM JIETOYHON THUTIEPTEH3HHM, (Xi) HEe pa3pemaeTcsi IPUMEHEHUE OTNPeIeTICHHBIX Jie-
KapCTB M 3aIpeIIeHHBIX MPETapaToB B IIEPHO, Ooiee 4eM B IISITh Pa3 MPEBBIIAIONTHNA EPHO.T oTypacnana Win
28 CyTOK, B 3aBHCHMOCTH OT TOTO, YTO MEHBIIIE, 0 BBEACHHUS NEPBOH JT03BI UCCIIEIYEMOTO TIpenapara u Ha Ipo-
TSDKEHHH BCETO MCCIIEJOBAHMS; (Xil) MpUMEHEHHE CHIBHBIX MHIHOUTOpOB M MHAYKTOpoB CYP3A4 3a 14 cyrox
1o BBeneHus nepoit n1o3el ABI-009. Kpome toro, mpumenenne mro0bx u3BecTHbIX cyOcTparoB CYP3A4 c y3-
KAM TCpPANCBTHYCCKUM OKHOM (HampuMmep (eHTaHWMIA, alb(EHTaHUIIA, aCTEMH30J1a, [U3aNpuaa, JUTHAPOIPro-
TaMMHa, TMMO3K/a, XUHAANHA, TepdaHuia) B nepuos 3a 14 cyTok g0 BBeneHus neproii 10361 ABI-009.

[Ipenmnonaraercs, 4To UCcIeOBAaHNE 3aiiMET ITPUMEPHO 32 Mecsla OT MEPBOr0 BKIIOYEHHOTO MAIMeHTa 10
MOCTIEIYIOMIET0 HAOMIOACHHS 32 TTAllMEHTOM, BKIIIOYasi IpuMepHO 24 Mecsra Ieproaa BKIIOUCHHS B MCCIIeI0BA-
HUE, IPUMEPHO 6 MecsIeB JedeHus (WIH 10 TeX TMop, MoKa JiedeHue O0JbIle He IEPEHOCUTCS ), U BU3UT B KOHIIE
nedyeHus yepes 4 Hezenu (£7 CyTOK) IOCIIE TIOCIIETHETO JICUEHHS.

Crienyromue ONeHKH OyIyT IPOBOANTHCS HAa CYTKH 1 KaXKIIOTO LWKJIA, €CJIM He yka3aHo uHoe: (i) puzmue-
ckmii ocMoTp; (ii) ompenenenne mMacchl Tena; (iii) pacaer BSA; (iv) omeHka COMyTCTBYIONMUX JIEKAPCTBEHHBIX
IpernapaToB U mpoueayp; (V) BUTaNbHBIC TIOKa3aTeNd (Takue Kak TeMIIepaTypa, CHCTOINYECKOEe U AUACTOINIC-
CKO€ apTepHajbHOE JaBlIeHHE W MyJkC); (Vi) cTatyc padorocniocobnoctr ECOG; (vii) OKT; (viii) manens kim-
HUYECKUX OMOXMMHUYECKHX TOKazaTeNel (BKItoYasi, He OTPaHHYNBAsCh 3TUM, HATPHUH, KU, XJIOPHL, TITIOKO3Y,
menovnyto gocdarasy (ALP), ACT/SGOT, AJIT/SGPT, ceiBoporounsiii ans0ymuH); (ix) CBC, muddepenim-
ANBHOE KOJIMYECTBO M KOJIMICCTBO TPOMOOIUTOB; (X) (PYHKITHS IIUTOBUIHON XKeNe3bl; (Xi) CKPHHUHT HA TCHATHT
u BUY-undeknmo (KakIaplii HeUSTHBIH NOPSIIKOBBIA NUKI, HaunHas ¢ C3); (Xiil) TUMHIBI HATOMIAK (KaXKIbIA
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YeTHBIH MOPSAKOBBII 1nKiI, HaunHas ¢ C2); (Xiil) olleHKa HeXeNaTeIbHBIX SBJICHNH; (X1V) onpeneseHue dpapma-
KOKMHETUYICCKHX MMapaMeTpoB (TOJIbKO Ha cyTKH | mukia 1).

Crienyromue oneHKH OyIyT MPOBOANTHCS HA CYTKH 8 KaXKIOTO ITUKJIA, €CIM He yKa3aHo wHoe: (i) oleHKa
COTYTCTBYIOIIMX JIKAPCTBEHHBIX TIpenaparoB U mporenyp; (ii) ButampHbie mokaszareny; (iii) CBC, nuddepen-
[IHATBHOE KOJIMYECTBO M KOJWIECTBO TPOMOOIHUTOB; (1v) (DYHKIIHS NMIMTOBUIHOM >Kee3bl;, (V) OleHKA HeXela-
TEJBHBIX SBJICHUN; (Vi) onpeaeneHne GapMaKOKHHETUIECKUX ITapaMeTpoB (TOJIBKO Ha CYTKH 8 mukia 1).

OTBeT oImyXxonu Ha JiedeHne OyneT oleHuBaThecs ¢ momompio KT wim MPT opraHoB rpyaHOW KIIETKH,
OpIOIIHOM ¥ MaJIOTO Ta3a; MOJYYCHNE U OLEHKAa CHIMKOB OYIyT COOTBETCTBOBAThH CHEIHU(DUKAIINAM, YKa3aHHBIM
B Bepcun RECIST 1.1. Te sxe meroas! (KT mmu MPT) noymKHBI HCTIONB30BaTHCS IPH CKPUHUHTE M HA TIPOTSDKE-
HHUH BCETO UCCIEJ0BAHUS.

Oxonuanue nccnenosanus (EOS) onpenensiercst AaTol MOCIEIHET0 BU3NTA MTOCIIEIHETO MAEeHTa JUIsl 3a-
BEPILCHUS MCCICIOBAHUS WM JaTOW MOJXYYCHHUS MOCICIHEH TOYKH JaHHBIX OT MOCICIHEro MaIleHTa, KoTopas
TpebyeTcsl Ul EPBUYHOT0, BTOPHYHOTO W/WITH MCCIIEI0BATENILCKOTO aHallN3a, KaK 3apaHee yKa3aHo B MPOTOKO-
ne. Oxonuanue neyenus (EOT) ans nanuenTta onpenensiercs naToi BBeaeHus nociuenseit 1o3s1 ABI-009. Buzur
Ha OKOHYAHWE JICUCHUS MAIleHTa UMEET MECTO, KOT/Ia BBITOTHIIOTCS OLIEHKH 0€30ITacHOCTH U MPOLEAYPHI MO-
CJIe TIOCIIETHETO JIEYEHUsI, KOTOPOE JOJDKHO IIPOXOJHTH 0 MEHbIIEH Mepe depe3 4 Henenu (£7 CyTOK) mocie
BBeaeHus rocienueii no3sl ABI-009.

[lepron mocnexyromero HaOMIOACHUS TPEACTABISACT MEPHOI BPEMEHH B HCCIEIOBAHUH IOCIE BU3UTA
EOT. Bce mamueHTsI, KOTOpBIE IPEpBajl Y9acTHE B UCCIEIOBAHMH IIperapaTa ¥ He OTO3BAJM HOTHOE COTIIacHe
Ha y4JacThe B MCCIIEIOBaHHHU, OYAyT MPOJOIDKATh ydacThe B (haze MOCIEeAYIOIEero HaOIIoAeHUs B OTHOIICHHE
BBDKMBAaEMOCTH U MHHUIMUPOBAHMS MIPOTHUBOOITYX0JIeBoH Tepamuu. [locienyromee HaOmMOCHIE TTPOLOIDKACTCS
MpUMepHO Kaxaple 12 Hexenb (13 Hemenu), 10 CMEPTH, OT3bIBA COTIIACHS MITU 3aKPBITHSI UCCIICIOBAHMS, B 3aBH-
CHUMOCTH OT TOT0, KaKO€ COOBITHE HACTYIIUT pPaHbIIe. JTa OLEHKA MOXKET OBITh CAeTaHa ITyTeM SKCIIEPTU3HI 3a-
MUCH W/WITK TeIe(OHHOTO KOHTAKTa.

UccrenoBanne @K panamunuHa OyaeT MPOBOIUTHCS C OTpaHHYCHHBIM 0TOOpoM mpod st DK mis Beex
nanueHToB B ¢asze 2 nccienoBanus. OOpasipl KpoBU OyIyT IMOJMydeHb! TOIBKO Ha cyTkd | mukna 1 (C1D1) u
OymyT oTOMpaThcs HEMOCPEICTBEHHO IO BBeAEHMs npemapara (1o uHOy3uu), depe3d 0,5 9 (cpa3y ke mocie
okoHuaHus1 uHQy3un), yepes 14, 2 4, 4 4 n 168 4 (HemocpencTBeHHo 110 no3upoBanus Ha C1D8). [Ipumeuanne:
T=0 onpenensercs kKak Hadayio WHQY3HUH, T.e. BCE BPEMEHHbIE TOUYKH cOOpa 00pa3ioB OTHOCATCS K HaYaly WH-
¢dy3un. O6pazen; B koute nHPy3un (0,5 9) oTOMPAIOT HEMOCPEACTBEHHO Tepes] okoHUaHueM uH(y3un. Ecin
MPOIOJDKUTEIBHOCTE HH(Y3UN U3MEHEHa, TO 00pasell cieayeT 0TOMpaTh HEMOCPEICTBEHHO Mepel OKOHYaHHEM
nHpy3un. OOpa3Isl NENbHON KpoBU OyayT oTOMpaThes B mpodupku ¢ DJITA nmis onpeneneHus KOHICHTPAIUN
pamaMuIliiHa B IIEHTPaIbHOM JabopaTopun.

[amwments! 6ynyT monydars ABI-009 B mo3e 100 mr/m” 2 pasa B 3 Helenu BHYTPHBEHHOI HHDY3HEii B Te-
uenne 30 MuH. J{OMyCKAIOTCS B YPOBHS CHUAKEHHS J03bL: 75 Mr/M” 1 56 Mr/M”. TlanuenTs! OyayT IpomoikaTh
JIEYCHUE JI0 MPOTPECCHpOBaHUs 3a00JIEeBaHUs, MPOSBICHUS HENPUEMIIEMOH TOKCHYHOCTH, IOKa, MO0 MHEHUIO
MCCIeI0BaTels, MAUEHT OOJIbIIE HE TOMYYaeT MMOJIb3bI OT TEPaIry WIN 110 YCMOTPEHHIO NallueHTOB.

[ManweHTs! OYOyT OLICHUBAThCS Ha Hanuuue mosHoro oreera (CR), wactuunoro oreera (PR), crabunbHOTO
3aboneBanus (SD) wimm nmporpeccupyromero 3adoneBanus (PD) ¢ momompro KT. Takke MOXHO HCIIONB30BATh
MPT c KOHTpacTUpOBAaHHUEM, €CIIH B XOJ€ MCCIICAOBAHMUS HCIIOIB3YETCSl ATOT METOJI. Pe3ylbTaThl CKaHNPOBaHUS
B [IEPHOJT IO HAYaja JICYEHUSI MOTYT OBITh MPUHSITHI M3 BHEIIHUX YUPEKACHUH, HO JOJDKHBI OBITH BHITOTHEHBI B
TedeHue 4 Helenb Mociie Hadayla Tepaniy U JODKHBI BKIIIOUaTh (Kak ykazaHo knuHudecku) KT wmu MPT opra-
HOB TPYIHOH KIIETKH, OPIOIIHOM mosiocTh u Mayioro Tasa. [lepmas omenka otBeTa ¢ momonisio KT wim MPT,
JOKYMEHTHPYIOIIas OYaru-MUIIeHH, OyIeT BBIITOJHEHA uyepe3 6 Helesb Mocie MepBOro JICUSHHS M JOJDKHA T10-
BTOPATHCA KaXKAble 6 Heleb B TEUCHHE MIEPBOTO I'0Jla, 3aTeM KaXAble 12 HeAenb 10 IpOorpecCUpoBaHus 3a00e-
BaHus. Ecnu HadanpHOE HaOmromeHue oo0bekTrBHOTO oTBeTa (CR mumm PR) chenmano, To moArBepkaroiee cka-
HUPOBAHHE JIOJDKHO OBITH BHIITOJIHEHO Yepe3 6 Helelb MociIe epBOHAYaIbHOTO HAOIIOACHHS.

[epBuunas koneuHas Touka, ORR, Oyzmer onpenensaThcss HE3aBUCHMBIM peHTTeHOIOM(aMu). HezaBucumas
PEHTIeHOJIOTHYeCKask DKCIIEPTH3a Oy/IeT CIIeA0BaTh OTICIBHBIM MIPOTOKOJIAM BHU3YaIH3aLUH.

[MTocne nporpeccupoBanust 3a001€BaHKs 3a MalMEHTaMHu OyJET MPOBOAMTHCS HAaONIOAEHUE B OTHOLICHHUE
BBDKHBACMOCTH KaXKAble 12 HeJenb WM 4Yalie, KOrjJa 3T0 HeOOXOAMMO, 0 CMEPTH, OT3hIBA COTJIACHS WU 3a-
KPBITHS HCCIIEIOBAHNS, B 3aBUCIMOCTH OT TOTO, KaKOe COOBITHE HACTYIIHUT PaHbIIIE.

BezomacHOCTh U IEpEHOCUMOCTh OyIyT KOHTPOJIHUPOBATHCS MOCPEICTBOM MOCTOSHHOW OTYETHOCTH O Jie-
YEeHUW W HEXENATeNbHBIX SBIICHUAX, CB3aHHBIX ¢ jJedeHueM (AE), AE, npencraBnsrommx ocoOblii HHTEpeC,
OTKJIOHEHUH B J1a0OPATOPHBIX IMOKA3aTeNAX W JOJNM IMAalHCHTOB C W3MEHEHHEM JO3BI, OTKJIAIBIBAHUEM [I0-
3BI/OTMEHOH JI03BI, IPEPHIBAHUEM BBEACHUS 03Bl W/MIIM TPEXKIEBPEMEHHOTO TIpeKpaiienns BBeaenus [P 3a cuet
AE. Bce AE peructpupyrorcs UcciieoBaTeNieM ¢ MOMEHTa, KOTAa MAIlMeHT MOINICHIBAeT HH(OPMUPOBAHHOE
coryacue 10 28 CyTOk mocie BBeAeHUs mocnenneii 1036l [P. HexxenarenbHeie sBICHUS OYIYT OLICHUBATHCS CO-
riracHo OOIIMM TEPMUHOJIOTUYECKIM KpUTepHsiM Juist HexenarenbHbIX sBieHnit (CTCAE) v4.03 HarnponansHo-
ro uactutyta paka (NCI).

Byner xoHTponmpoBaThCs (PH3MUYECKOE COCTOSHUE, BUTAIBHBIC NMPU3HAKH, JTAOOPATOPHBIC aHAIM3HI (Ha-
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npuMep, OMOXHUMUYECKHE ITOKA3aTeIH CHIBOPOTKH KPOBH, TEMaTOJIOTHYECKUE TTOKA3aTeIN) U CTaTyC paboToCIIo-
cobnoctt ECOG. Bee SAE (ne3zaBucumo ot otHomrenus k IP) Oynyt HabGmonarees o aHanuza. JlaboparopHble
aHaU3BI OYAYT MPOBOAUTECS B COOTBETCTBUH C TPapHKOM HCCIICIOBAHNS.

[epBuuHbIil aHanH3 OyAET MOCBSIIEH BCEM IETISIM MCCIECIOBAHUSA, M OH OyJeT IPOBOAMUTHCS, KOTAA Y BCEX
ManueHToB OyaeT oOecrieueHa BO3MOKHOCTh JICUUTHCS B TEUCHHE 10 MEHBIIEH Mepe 6 MecsreB. Bee mepBuu-
HbIe, BTOPUYHBIE U MCCIIEI0BATEIbCKIE aHATN3bI 2((HEKTUBHOCTH U 06€30MacHOCTH OYyAyT MPOBOIUTHCS Ha Bpe-
Ms TIEPBUYHOTO aHAIN3a, 38 HCKITIOUYSHIHEM OMOMapKepoOB, KOTOPBIE MOTYT OBITh MPOAHAIN3UPOBAHBI TIO3THEE.

ITepBuunas koHewHast Touka mpezactaBisseT ORR oreHUBaeTCs HE3aBUCUMOW PEHTTEHOJIOTHIECKONW DKC-
TICPTU30U U OTPEENICTCS KaK OIS MAlMEHTOB, KOTOPhIC JOCTUTAal0T oATBepxkacHHoro PR wmu CR cormacHo
RECIST 1.1.

JlanHOE MccnenoBaHue MPEHA3HAYCHO ISl TSCTUPOBAHUS TOTO, HACKONBKO monTBepxaeHHb ORR y ma-
uenToB, nonydaBmux ABI-009, cocraBisieT 6onee 5%, 9TO OonpenenseTcs ¢ UCIOIb30BAHUEM TOYHOTO OHMHO-
MHAIBFHOTO OJTHOCTOPOHHETO TecTa ¢ omuoOkoi tuma 1 0,025. C Hanmuuem npuMepHo 30 MalMeHTOB MCCIeI0Ba-
HHUE obecreunT Oosee 95% MOITHOCTH, YTOOBI OTKJIOHUTH HYJIEBYIO THITOTE3y 0 ToM, 9To ORR cocraBnser <5%
C YI€TOM HCTHHHOM cTerneHu oTBeTa 30%. B momosHeHwe K TeCTy THIOTE3BI OYAyT CYMMHPOBAHBI KOJIMYECTBO U
MPOIICHT marenToB, gocturmux ORR, n Oynet obecnieuen Tounsiii 95% nosepurensHbIil nHTEepBai. [lomaras,
yto Habmomaemslit ORR cocrtaBster 30%, ks rpannna 95% moseputensHoro uatepnana (CI) mms ycra-
HoBneHHOTO ORR Oynet nckirouaTts 3HaueHus HIDke 14,7%.

AHanu3 BTOPHYHBIX KOHEYHBIX Todek dddextuBnoctn PFS, wactora PFS wepes 6 mecsme, DOR u OS
OyIeT BBITIOTHIATHCS OTIEINBHO JUTsl 2 TIOATPYII MAMEeHTOB: 1) MAIMeHTOB ¢ METaCTaTHIECKUM 3a00JIeBAHUEM U
2) MaIMeHTOB ¢ HeonepaOeIbHBIM MECTHO-ACTIPOCTPAaHCHHEIM 3a00JICBAHHEM HUITH OIlepa0ebHBIM 3a00JIeBaHU-
eM, TpeOyIolleM MHOTOYMCICHHBIX pe3eKnui. HekoTopblM W3 MAIeHTOB B MOATPYIIIE C MECTHO-
PAaCTIpOCTpaHEHHEIM 3a00JICBAHHEM MOXKET OBITh JaHa KIMHWYECKas PEKOMCHIAIWS Ui TPOBEICHUS XUPYPTHU-
YECKOU OTEpaIliy, €CJIA UMEETCS TOCTATOYHOS YMEHBIIICHUE pa3Mepa OMyXOJH, YTO MPUBENCT K OTKIOHCHUIO OT
aHanmu3a.

JIst manueHToB ¢ MeracTaThdeckuM 3aboiieBaHneM OynyT cymmmupoBaHbl PFS Ha 6 MecsieB, mennana
PFS, DOR u OS ¢ ucnons3oBanuem ananmza Karmmana-Meiiepa (KM). Bynyt cymmupoBansl kBapTiim ¢ 95%
CI. Oxupmaercs, 4TO YHCIO TAIUCHTOB C HeolepadenbHbIM MECTHO-PACIIPOCTPAHEHHBIM 3a00JICBaHHEM HIIH
omiepabeNbHBIM 3a00JIeBaHUEM, TPEOYIOIUM MHOTOYHCIEHHBIX PE3eKINH, OyIeT HEeOONbIINM; CIIeI0BaTENbBHO,
PFS (mMenmana u Ha 6 mecsmeB), DOR u OS st 3THX ManMeHToB OyayT CyMMHPOBATHCS OMUCATEILHOW CTaTH-
CTHUKOM.

OCHOBHasl IIeJb MOJICKYIIIPHOTO MPO(QMINPOBAHUS OIMYXOJIeH COCTOUT B TOM, YTOOBI MACHTH()HUIIUPOBATH
crnerduieckrue MapKepbl, KOTOPHIE SBISIOTCS MPOTHOCTUYECKMMH oTBeTaMu Ha JieueHne ABI-009.

O0pa3is! KpoBH OyIyT OTOOpAHBI I MOydeHus Kosuiekiuu Oeckierouynor JTHK mma3mer kpoBu (0Opas-
IBI IO ¥ TIOCJIC JICUCHUS SABJISFOTCS 00s3aTEIbHBIMU): MOJICKYIISpHBIH aHanu3 oeckierounoit JJHK mma3mer kpo-
BU C UCIOJIb30BAaHHEM CEKBECHHPOBAHUS CIICAYIONICTO MOKOJCHUS JUIS OIICHKH PAcIpPOCTPAHCHHOCTH MYTAIlHid,
YCTaHOBJICHHBIX B MEPBHYHOM 00Opa3Iie OIMyXOJH B TCUCHHE BPEMCHH B KayeCTBE IMOKAa3aTeis OTBETa Ha Tepa-
TTHIO.

Takoke OyIeT BBIMOJTHEH aHATN3 MYTAIIMHA WU MUTeHETHICCKIX H3MEHEHUH B OMOTICHITHOM 00pasIiie ommy-
XOJH. ApXUBHBIC WM CBEXHE OMOIICHITHBIE 00pa3Lbl OMYXO0JIEBOH TKAaHH HEOOXOIMMEI OT IMAIEHTOB, Y4acT-
BYIOIINX B JAHHOM HccliefjoBaHuU (00s3aTeNbHbIe). KpoMe Toro, Ouorncuu OymyT MPOBOAUTHCS BO BpeMs Jiede-
HUS 1S OLIEHKU (hapMakogrmHaMUIecKuX 3()(eKToB, ecii TakoBbIe HMEIOTCs. [locie mocneHero Ne4eHns u BO
BpEMSI IIPOIPECCUPOBAHMUS, €CIIH IIPOBOJUTCS OHoIICHs, TO OyaeT oToOpaH obpaser omyxonu. Oréuparorcst Guo-
TICHITHBIC 00PAa3Ilbl OMMyXOJICH U aHAIU3UPYIOTCS (PapMaKoTUHAMUICCKIE U3MCHCHHUS [UIS ONPEICICHUS BIUSHUS
mpernapaTa Ha MUIICHB(H) B OIYXOJIY, a TAKXKE JJIs MOTCHIIMATBHOTO aHAIM3a MOJICKYJIIPHBIX MEXaHHU3MOB, CBSI-
3aHHBIX C MPHOOPETCHHOW PE3UCTCHTHOCTHIO. J[JIs OIIEHKHM MyTanuii BO BCeX U3BECTHHIX reHax mytd mTOR,
BKITIOYast, He orpanmunBasch 3tuM, PIK3CA, TSC1, TSC2, AKT, PTEN, MTOR, OyneT npoBoAUTbCS SK30MHOE
cekBeHHpoBaHue ¢ ucnosibzoBanneM aHamm3za ONCOPANEL™ (BHH Pathology Department, ceptuduimpo-
BanHoro CLIA) nmpumepno 300 reno, u RHEB. Byner npoBenena oreHka Koppemsinuii KIMHUYECKOTO OTBETa
Ha Tepamuio, a TaKkKe TECTUPOBAHHE KOPPEILILIUMK MEXIy Ouorcueld n ananuzoM mmpkynupyromei JTHK. Bynet
BEITIONTHEH aHanu3 TpaHciokanuii B TFE3 ¢ ncronb3oBarnnem FISH (dmyopecnenTHOM rubpumu3anyu in-situ).
OTtu muccnenoBaHus OyOyT MPOBOAUTHCA B Jabopatopuu LleHTpa MOnekymspHOW AMarHOCTHKH B bpurame u
JKenckoit 6onpaMIIE, BocTOH, Maccauycerc, Takke ceprudumupoBanabix CLIA.

ByzayT BBIIONTHEHBI IMMYHOTHCTOXHMHUYECKHIE MCCICIOBAHNS Ha MapKepsl PElIeBaHTHOTO IYTH, BKIIOYAs,
HE OrpaHW9IuBasch 3THM, docdonporentsl p-AKT, p-S6, p-S6K, p-4EBP1 u p-SPARC; mapkeps! mpomudepa-
1, Takue kKak Ki-67; u mapkeps! anonro3a, Takue kak PARP wmm ero ¢gparmentsr. OOpasisl mocie jge4eHus
(mporpeccupoBanus) OyAyT aHATM3UPOBATHCS C HUCIOJIB30BAHUCM AHAJOTHMYHOTO SK30MHOTO CEKBEHHPOBAHUS,
KaK YKa3aHO BBIIIC, IS UCCICIOBAHUS MIPUYNH PE3UCTCHTHOCTH, BKJIFOUAsi BTOPUYHBIC MYTAallUU U COOBITHUS Te-
HOMHOW aMILTU(UKAIIMN WU TCICIUH.

Ipumep 2. Kiimanueckoe mMuoTHOE HcciieqoBaHue Nab-cHpoinMyca Ipu 37J0Ka4eCTBEHHBIX OMYXOJIAX C
abeppanTHeM myTeM mTOR.

OmHOrpyIIOBOE KIMHHYECKOE uccienoBanue, gasa I, mpennaznadeHo mis oneHku dddextuBHoctn Nab-
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cupoimmyca (tarke otHocutcs k ABI-009) y cyowexta ¢ [IEKomoili n myraunonnoro craryca rera mTOR-
MyTH, B YaCTHOCTH, CYOBEKTOB C MYTAIIHOHHBIM CTaTyCOM I'¢Ha, KOTOPBIA MPUAAET YyBCTBUTCIHLHOCTh K MHTH-
o6uropam mMTOR (TakuM Kak KOMITO3UIIHA, CO/IEpIKaIas HAHOYACTHUIIBI, COJIEpIKAIIUe JIEKapCTBEHHBIN Ipemapar
W3 TPYHIBI JIUMYCOB U anbOyMuH). MyTarMOHHBIN CTaTyC T€HOB HICHTH(MUIMPYIOT Y CYOBEKTOB B KIMHHYE-
CKOM HCCJICIOBAaHUH C WCIIOJIH30BaHUEM CEKBEHHPOBAHUS CIEIYIONMIETO MOKOJICHUA. [lepBHUHas 1enb Mccieno-
BaHUs 3aKJIIOYAETCsl B OIICHKE YacTOTHl oTBeTa Ha Nab-cuponumyc y cyowbektoB ¢ [IEKomoi 1 MyTallnOHHBIM
crarycom mTOR-akTuBHpyIOIIEero rena. BropuaabiMu nensmu siistroTes: (1) ycTaHOBJICHHE BPEMEHH JI0 TIPO-
TPECCUPOBAHUS W OOIIEeH BEHKMBAEMOCTH OTOOPAHHBIX CYOBEKTOB; U (2) OolleHKa MPOPMIIS HEXEIATEIbHBIX SIB-
JICHUH, CBsI3aHHBIX ¢ Nab-cupoiiMycoM, y 0TOOpaHHBIX CyOBEeKTOB. Kpome Toro, mpoBOIUTCS KOPPEISAIIUOHHOES
UCCIICIOBaHKE JUIS OICHKH YaCTOTHI MyTalMOHHOTO ctaTyca MTOR-akTHBHPYIONINX TeHOB Y CYOBEKTa U OICH-
KU CBSI3M MEXKIY MYTallMOHHBIM cTaTycoM MTOR-aKTHBUPYIONINX FCHOB ¥ CYOBEKTa M KIIMHHYCCKUM HCXOJIOM
y cyonekToB ¢ [TIEKomoii.

B ximHMYecKoe McclieoBaHUE BXOIUT OJIHA Ipymia cyOseKToB. [{o BKIIOUYECHUS CyOBEKTOB OIICHUBAIOT B
naboparopuy, cepruduuupoanHoii CLIA, na myranun mTOR-akTuBHpyIoIiero rena no MeHbIIEH Mepe B OJ1-
HOoM u3 mTOR-accOMUPOBaHHBIX TEHOB, BEIOPAHHBIX W3 TPYIIILI, cocTosmel, Hanpumep, u3 AKT1, MTOR,
PIK3CA, PIK3CG, TSCI1, TSC2, RHEB, STK11, NF1, NF2, PTEN, TP53, FGFR4 u BAP1. [Insa neduenus ot-
OuparoT cyOBEKTOB, MMEIOIINX, 10 MEHBIIEH Mepe, MyTtanuio ogHoro mTOR-akTHBHpPYIOIIETO TeHAa M OTBE-
YaIONIMX BCEM KPHUTEPHSIM BKIIOYCHHS. ApXWBHBIA oOpasen omyxoJieBoil Tkanu B mapadune (PPFE) moxer
OBITH HEOOS3aTEIHHO MOJIYICH OT KKIOTo cyObekTa. OToOpaHHBIM CyOBheKkTaM BBOAAT Nab-CHpoIMMyC BHYT-
PHBEHHO B 103¢ IpUMepHO 75 Mr/m” Ha 1, 8 u 15 cyTku 28-cyrounoro mukia wim npumepso 100 mr/v” Ha 1 1 8
cyTkH 21-cyrouynoro nmkia. Muady3nio Nab-cuponmmyca npoBoasT B TeueHHe NMpuMepHO 30 MUH NpH KaXKa0M
BBeZicHUU. CyOBEKTHI MPOIOIDKAIOT MMOJIydaTh JicueHHEe Nab-CHpOIUMYCOM U aKTHBHO HAOIIOJAIOTCS IO TOSB-
JICHHUs. TIPOTPECCUPOBAHUS 3a00JICBAHUS W/WIM HEMPHEMIIEMBIX HEKCIIATCIBHBIX SBICHUN WM TMOKa CyOBEKT
OTKaXETCS MOJTyYaTh JiedeHrue. ECITM 0oTMe4eHbI MHOTOUNCIICHHEBIC HEXXENATeIbHBIC SIBIICHUS, TO BBeAcHUEe Nab-
CHUPOJIUMYCa MOXKET OBITh MPEPBAHO U CHIDKCHA €ro J03a Ul 00eCIeueHUs] KOHTPOJISI CBI3aHHOM C mpernapa-
ToM TokcnaHocTH. Harpumep, 1o3a Nab-cupommyca MoxeT GbITh CHa4aa yMeHbIIeHa 10 56 Mr/M” B/B Ha 1, 8
1 15 cyTku 28-CyTOYHOTO LMKJIA W 3aTeM BO BTOPOil pa3 CHmkeHa mo 45 mr/m” B/B Ha 1, 8 u 15 cyrku 28-
CYTOYHOTO IUKIA. {7 KakIoro cyOBeKTa IOIyCKAeTCs TOJMBKO J1BAa CHIDKEHHA 03Bl 110 ycMoTpeHmio Bpada
MOTYT OBITH pa3penIeHbl BCIOMOTaTeIbHBIE MpenapaThl, Takie Kak MPOTHBOPBOTHEIE CPEACTBA, (DaKTOPHI pocTa
(G-CSF), ouchochonars! nim neHocyMad i paHee UMEIOIIUXCs, O0JIe3HEHHBIX METACTa30B B KOCTSIX, KPOBb U
MIPOIYKTHI KpoBH, Bapdapuu wirn LMWH w/unmm monepamuy ans nuapen. CyObeKThl JOHKHBI TTOCeaTh yUpeK-
JICHUe, Jalollee paspelleHrne Ha y4acTHE B MCCIIEIOBAHHH, JUIS JICUCHHS M OLIEHKM HE PEeXe OJHOrO pasa B 28
CYTOK (Wiu mpuMepHo oT 25 1o 31 cyTok) Bo BpeMs jiedcHus. [IpoBosT onpeencHue 6HoMapkepoB (Iociaen0-
BatenbHOCTH U ypoBHU AKT1, MTOR, PIK3CA, TSCI1, TSC2, RHEB, STK11, NF1, NF2 u PTEN u ypoBeHs
dhochopunmpoanusix 4EBP1 u S6) mis kaxxnoro cyobekTa Ha cyTku 1 mukia 1, cytku 1 (13 cyTok) nukia 2 u
cytkH 1 (£3 mus) nukiia 3 u 3ateM Kaxasle 2 mukina. O0paser KpoBH OTOMPAIOT ¥ KaXKIOTO CyOheKTa IS aHAIIN-
3a MUpKyIupyromen (Hampumep, 6eckiaerounoit) JJHK 1o u mocie moaHOro Kypcea JeUCHHUS.

Paszmuunble Ononornveckue o0Opas3ibl OTOMPAIOT Y KaXIOTr0 CYOBCKTa B XOJE UCCICIOBaHHS (HAIpUMeED,
JIO JICYCHUS, BO BPEMsl JICUCHHUS W TIOCIIC JICUCHUS ), 1 OMOJIOTHUCCKUE 00Pa3Ibl UCTIOIB3YIOTCS IS OLICHKU MY-
TAI[MOHHOTO CTAaTyca W YPOBHS PEleBaHTHBIX OMOMapkepoB. bronorndeckue oOpasibl BO BpeMs JICUYCHHUS MOTYT
ObITH 0TOOpaHbI y CyOBeKTa, HarpuMep, Ha cyTku 1 1mkia 1, cytku 1 (£3 cyrtok) mmkia 2 u cytku 1 (£3 cyToK)
nukiIa 3 U 3aTeM Kaxasle 2 mukia. O0paser KpoBU OTOMPAIOT y KaXI0Tro CyObeKTa 1o U mocie jgedenus. Oopa-
3er] O6eckierounoit JIHK murasmel momydaroT u3 Kakmoro obpasna KpoBH I olleHkH mupkyriupyromen JTHK.
O6pa3mp 6eckierounoii JIHK mma3Mbl aHATH3HPYIOT C UCTIONB30BAHUEM METOJIOB CEKBEHHPOBAHUS CIICTYFOIIIS-
TO TIOKOJICHHUS JJIS OLEHKH pacupocTpaHneHHocTH MyTanuii mTOR-akTHBHPYIOMNX T€HOB, UACHTH()HUIINPOBAH-
HBIX B 00pa3Iie MepBUYHOI OMyXO0JIM BO BPEMEHHU B KaUueCTBE MOKa3aTessl OTBeTa Ha jeueHune. Kpome toro, mepen
JIYCHUEM y KaXJ0ro CyObheKTa OTOMpAIOT CBEXHe WiH apxuBHble (Hanpumep, PPFE) OuoncuitHbie oOpa3iisi
OITyXOJIU U, He00s3aTeNbHO, BO BpeMs Kypca JIeUeHHs (T.e. BO BpeMs JICUCHHs). BUOTICHITHBIE 00pa3Iibl OIMyX0Ju
BO BpeMs JICUCHHS MCTIONB3YIOTCS VTS OLICHKH (papMakonuHamudecknx 3ddekror Nab-cuponumyca y cyObek-
ToB. broncuiiHeie 00pas3Ilbl OMyXOJHU TOCIE JICUCHHS OTOUPAIOT Y KaXIOT0 CYOBEKTa Ha BpEeMs POTrPecCUpOBa-
HUS 3a00JICBaHUs IMOCTEC OTBETA HA JICUCHUE JUIA OICHKM MEXaHM3MOB PE3UCTCHTHOCTH, BKIIFOYAs BTOPHUYHBIC
MYTaIliH, COOBITHSI TCHOMHBIX aMIDTA()UKAIIUN WK JCICIIMA TeHOB. JKCIICPUMEHTHI MO0 3K30MHOMY CEKBEHHPO-
BaHUIo ¢ ucrnoyib3oBanneM ananmza ONCOPANEL™, cocrosiero nmpumepHo u3 300 TEHOB, BBITIONHAIOTCS IS
OlIeHKH MyTanuil B reHax nyTd mTOR, Bkitouasi, He orpannuuBasics 3tuM, PIK3CA, TSC1, TSC2, AKT, PTEN,
MTOR u RHEB. Kpowme Toro, oneanBaror mTOR-akTuBHpyromue adeppaiuu (IocaeI0BaTeIbHOCTH U YPOBHU
OmoMapkepoB, BKItouas, He orpaHmumBasch 3tuMm, AKT1, MTOR, PIK3CA, PIK3CG, TSCI1, TSC2, RHEB,
STK11, NF1, NF2, PTEN, TP53, FGFR4 u BAP1), u ypoens dochopunupoBanubix AKT (t.e. p-AKT),
4EBP1 (1.e. p-4EBP1) u S6K (t.e. p-S6K) ¢ ncnombp3oBaHneM OHOIICHHHBIX 00pa3oB OMYXO0JdU. MapKepsl Tpo-
mudepanun (Takue kak Ki-67) u mapkepsl anonro3a (Takue kak PARP) MOXXHO OIICHHUTD C MCIIOJIb30BAHUEM Me-
TOJOB IMMYHOTHCTOXUMUH. [TpoBoasT anamm3 Tpanciokanuii B TFE3 ¢ ncnons3oBannem FISH (duryopectient-
HOM ruOpuam3anmy in situ). PesynbraThl aHamm3a MCHOIB3YIOTCS UL OLEHKH Koppeisuuu Myrannid mTOR-
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AKTHBUPYIONINX T'€HOB C KIMHUYECKHM OTBETOM Ha JICUCHHE W ISl TECTHPOBAHMS KOPPESLUH MEXIY MyTa-
msiMd mTOR-akTHBUPYIONIMX T€HOB, HACHTH(GUIIMPOBAHHEIX B OMONICHHHBIX 00paslax OIyXOJd W IUPKYIIH-
pytomeit JTHK.

IlepBuuHON KOHEYHOM TOYKOM ATOTO HCCICHOBAHUS SIBISETCA JOJS TMOATBEPXKIACHHBIX OTBETOB. [lpum
ITEKomax moarBepskIeHHBIH oTBeT onpenersieTcs kak CR wimm PR, oTMedeHHBIH Kak 0OBEKTHUBHBIN CTATYC TIPH
JIBYX TIOCIICOBATEIBHBIX OIICHKAX, IT0 MEHBIIEH Mepe, Ha Henene 8. [lonTBepxaeHHbI OTBET OyIeT OIICHUBATh-
csl BO BpeMs BCeX IMKIJIAX JIeUeHUs. PaccumThiBaeTCss TOYHBIN OMHOMHUANBHBIA TOBEPUTEIHHBIN MHTEpBAN IS
WUCTHHHOW TOATBEPKIECHHOH HONK OTBETa. BTOpWYHBIE KOHEYHBIC TOYKH JAHHOTO HCCIECJOBAaHUS BKIIOYAIOT
BpeMs BBDKHBAEMOCTH, BpeMsI JI0 TIPOTPECCHPOBAHMs 3a00JI€BaHMs U HEXKellaTeIbHbIe siBIeHMA. Pactipenenenue
BPEMEHHU BBDKMBAEMOCTH M PacIpeielicHHe BPEMEHH JI0 IPOTPEecCHpOBaHus 3a00JIeBaHus OLIEHUBAIOT C UCIIOJb-
3oBanneM Mmerona Karumana-Meiiepa. [l BceX NMEpBHYHBIX M BTOPHYHBIX KOHEYHBIX TOYEK CTATHCTHYECKUI
aHaJIM3 IPOBOJIAT [UISl BCEH MOIYJIISIMY MALIMEHTOB U BHYTPH Ka)XKJ0H TPYTIIIHL.

KoppemnsimonHoe nccieioBaHue MPOBOIAT IS ONPEACIICHUS CBSI3H JICUCHUS C KaYeCTBOM KHM3HU M MH/HU-
BU/IyaJbHBIM MYTaIlMOHHEIM cTaTycoM mTOR-akTHBUpyOMMX TeHOB ISt 00LIeH TpyNIbl manueHToB. KauecTBo
JKU3HH OICHHWBAIOT JI0 aHAJM3a OTBETA Ha JICYeHHE M OOCY)KICHHS OOIIETO COCTOSHHA 30POBBS MALUEHTA CO
BpEMEHH TIOCIIETHEH OlleHKH JieueHns. KadecTBo u3HU olleHUBaeTcs ¢ ucnoib3oBanneM EORTC QLQ-C30,
30-myHKTHOTO OINPOCHHKA TMAIMeHTa O CIIOCOOHOCTH TalMeHTa (PYHKIMOHUPOBATH, CUMIITOMAX, CBS3aHHBIX C
PaKoM M €ro JIe4eHHEeM, OOIIeM COCTOSHHUHU 3AO0POBBS M Ka4eCTBE JKU3HH, a TaKKe 00 ONTyTUMBIX (PMHAHCOBBIX
MOCTIECTBHUAX PaKa ! ero jedeHnusa. KpuBble MKaJIHpoBaHHOTO Oaiia OIEHKH KadecTBa KU3HU BO BPEMEHH pac-
CMaTPHUBAIOTCS C WCHOJIB30BAHUEM CTPUM-TPA(QHUKOB M TPaAdUKOB CPEIHUX 3HAYCHUN CO CTaHAAPTHBIMH OTKJIIO-
HEHUSIMU B BUJIE CTOJIONOB. MI3MEHEHHUS OT HCXOIHOTO TEpHoJia B KAXKIOM IIUKJIE CTATUCTUYECKH aHATU3UPYIOT-
Csl C MCIOJIb30BaHUEM IapHBIX t-TECTOB, M CTAHAAPTU30BAHHBIM OTBET MHTEPIPETUPYETCS IOCIIEC NMPUMEHEHHS
norpaBku Mumnens (2002) ¢ wucmoms3oBanmeM otceueHuil Kosna (1988): <0,20=tpuBmanssii; 0,20-
<0,50=nebombimoit; 0,5 <0,8=cpemnnii; u >0,8=060mpmoii. OnmceBaeTcs yactora mTOR-akTuBHpyrOmMX abep-
paunii y cyObeKTa 1 uccieryeTcs CBsI3b ¢ MOATBEPKICHHBIM OTBETOM C MCIOJIb30BaHUEM TOYHOTO TecTa Pure-
pa. CBsi3b CO BpeMEHEM JI0 MPOrPECCUPOBAHMS M 0OIIEH BEDKMBAEMOCTBIO HCCIIEYETCs C UCIOIb30BaHUEM JIO-
rapu()MHUUECKUX PaHTOBBIX KpUTepHeB. Bo Bcex cirydasix oJHOCTOpOHHME p-3HaueHus Ha ypoBHe <0,10 cuura-
FOTCSl CTATUCTUIECKH 3HAYHMBIMH.

CyOBeKTHI, TOAXOIAMINE A BKIIOUYEHHUS B MCCICIOBAHNE, TOJKHBI COOTBETCTBOBATh BCEM CIICAYIOIINM
KPUTEPUSAM BKITIOUCHIS: (2) MMEIOT THCTOJIOTHYecKoe moarBepxkaenne Hanuaus [IEKomer (Hanpumep, iuMdan-
ruonieiioMmromaTosa); (b) UMEIOT pacpoCTpaHEHHYIO CTAANIO paka; (C) UMEIOT MYTAIMIO TI0 MEHBIIIEH Mepe Of-
Horo reHa mytd mTOR, moarBepkneHHyI0 B Jabopatopuu, cepTuduiupoBanHoi CLIA, u MmyTamus myTH
mTOR BeIOpana u3 renerndyeckux myranuid B AKT1, MTOR, PIK3CA, TSCI1, TSC2, RHEB, STK11, NFI,
NF2, PTEN (manpumep, nenemust PTEN), TP53, FGFR4 u BAP1; (d) He moaBepraiuck HU OJHOMY H3 CIEAYIO-
muX MeTonoB jedenus: (1) xumuorepanun B TeueHue 4 Hexenb 1o JiedeHHuss Nab-cupommmycoMm; (2) ropmo-
HaJIbHOW Tepanuu B TeueHue 4 Henenb A0 jedeHus: Nab-cuponmumycom; (3) dydeBoil Tepanuu B TeueHue 4 He-
Jenb 1o jedenust Nab-cuposnmmycoMm; (4) JI€4eHHI0O HUTPO30OMOUYEBHMHAMM, MHTOMHIMHOM WM WHTECHCHBHOM
JTydeBoll Tepanueil B TedyeHne 6 Hexenb 1o JieueHus: Nab-cupomumycom; (5) IMMyHOAEIIPECCaHTaMH B TCUCHHUE
3 menens 1o jgedeHus Nab-cuponnmMycoM (KpoMe KOPTUKOCTEPOUIOB, HCIIONB3YEMBIX B Ka4eCTBE IPOTHBOPBOT-
HBIX CpenCTB); (6) MPUMEHEHHIO TPEIIeCTBYIONEeH Tepanun uarnOuTopoM mytd mTOR; (d) umeror cremyro-
e 1abopaTopHbIe TIOKa3aTeNd, oJydeHHbIe He O0ojiee yeM 3a 14 cyTOK 110 BKJIIOYEeHHS B mcciepoBanue: (1)
abcomorHoe KommuectBo Heirpopmios (ANK) >1,5x10°/1, kommuectBo Tpombommro >100000/mm’
(100x10°/m), (2) remorno6un >9 /1, (3) oOmmit GuaHPy6HH <1,5X YCTAHOBIEHHOTO BEPXHETO TPE/Ieia HOPMbI
(ULN); (4) acnaprartpancamunasa (ACT); ananunamunorpancdepasa (AJIT) <3x ULN umm <5x ULN, ecimn y
cyOBeKTa B MPOIIECC BOBJICUYECHA TIEUCHB; (5) XOJIECTepHH B CHIBOPOTKE KpoBH <350 Mr/mm; (6) TpUTrIUIepuasl B
ceiBOpoTKe kKpoBu <300 mr/mi; (7) kxpeaTnHHH B chiBopoTKe KpoBH <1,5x ULN; (e) y cyOBeKTOB paHee OTCYTCT-
BOBaJa A((EKTUBHOCTH, OHU HE MEPEHOCHIIN WM OTKA3aJHCh OT IPYTHUX JOCTYIHBIX aKTHBHBIX METOJOB Jieue-
Hus; (f) IMEIoT afekBaTHYIO (DYHKIHIO CBEPTHIBAHHS KPOBH, ONPEACTISCMYIO OJHIM H3 CIEAYIOIINX KPUTEPUEB:
(1) INR <£1,5x ULN; (2) msa cyowsexToB, nonmyvaromux Bapdapus uan LMWH: cyOBeKTHI JOKHBL, IO MHEHUIO
HCcIiefoBaTeNs, ObITh KIMHIYECKH CTAOMIBHBIMA 0€3 MPHU3HAKOB aKTHMBHOTO KPOBOTCUCHHS MPH IPHUEME aHTH-
KOaryJIssHTHOW Tepanuu.

Kpurepnn nckimodenus: (a) 6epeMeHHbIE WM KOPMSIINE KESHIMHBI FIIH JKSHIIUHBI TETOPOIHOTO BO3pac-
Ta, KOTOpbIe OMOJIOTHYECKH CIIOCOOHBI 3a0epeMEHETh, T MY>KYHHBI, CIIOCOOHBIE 3a4aTh peOeHKa, 6e3 HCIoIb-
30BaHus IBYX (opM BbIcOKOA(hGeKTHBHOI KoHTpauenuy; (b) ManueHTsl ¢ UCTOPUEH WHTEPCTHLIMAILHOTO 3a-
OoJieBaHUS JIETKUX W/WJIM ITHEBMOHMU; (C) IOJIydeHHE JI000W COMYTCTBYIOIIEH NMPOTHBOOIYXOJIEBOI Teparuu
i uaruouropoB CYP3A4; (d) ncropus aanepruyeckux peakiid, CBsI3aHHBIX ¢ COCMHEHHUSIMH aHAJIOTHYHOTO
XMMHUYECKOTO MM OMOJIOTMYECKOr0 COCTaBa, BKIOYAs MAKpOJIWA (HampuMmep, a3uTPOMHUINH, KIAPUTPOMMUIIHH,
JUPUTPOMHIIMH ¥ IPUTPOMHUIIMH) U KETONHIHbIC aHTHOWOTHKH; (€) OOMMpHAas Xupyprudyeckas ornepanus (Ha-
IpUMep, MHTpaTopaKkaibHas, abJJOMIHAIbHAs ONepalusl WIN ONepalys Ha opraHax Majoro Tasa) 3a <4 Hexenu
JI0 BKITIOYCHHUS B UCCIICIOBAHIE WM HEBO3MOXXHOCTh BOCCTAHOBHUTHCS OT MOOOYHBIX 3((EKTOB TaKOil onepariu
3a MCKIIOYCHUEM CITydaeB Pa3MEMICHHS MTOPTOB, HEPPIKTOMHHM, OMOIICHI OIyXOJieH M MAaJIbIX XUPYPTHUECKUX
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orneparuii; (f) oMHOBpeMEeHHOE ITPUMEHEHHE JTIOOBIX APYTUX 0J00PEHHBIX MM HCCIIeI0BATEIbCKUX IPOTHBOPA-
KOBBIX areHTOB, KOTOpPBIE OYAyT paccMaTpHBaThCA B Ka4eCTBE JICUCHHS IEPBUYHOTO HOBOOOpa3oBaHUS; (g) He-
KOHTPOJHMPYEMBIN caxapHBIN muabet, onpenensemsii HbAlc >8%, HecMoTps Ha anexBaTHyIo Tepamnuio; (h) He-
cTabuiIbHAs CTCHOKapAUs WM WHPApKT MUOKap/aa B TEUEHHUE MPEANIECTBYIOMNX 6 MecsieB; U (i) TUIIEPTOHUS,
HEKOHTPOJHpYeMast JeKapCTBEHHBIMA IIpenapaTaMu.

IIpumep 3. Jleuenne metacratnaeckoid [IEKomer Nab-cupomumycom.

VY manuenta ¢ [TEKomoii nerkoro (paHee JieduBIIerocs aJbIOBAaHTHOH Jy4eBOU Tepamveld W 3aTeM TOJI-
Beprierocs: Xxupypruieckoi pesexiuu [IEKoMbI 1erkoro mpuMepHo 5 MecsieB Ha3am) MPEeAroIoKIIA 00pa3o-
BaHUC HOBOTO IOJO3PHUTEILHOTO MeTacTaTHdeckoro ovara mpu oOcienoBanun KT. HoBwlil npekapuHaIBHBINA
(cpenocTeHHbIH) MMMdaTHUECKUI y3e1 uMell auameTp rmpumepHo 1,5 cm. [lockonbKy pasMep HOBOTo ouyara ObII
MOTPaHNYHBIM 110 OTHOWIEHHUIO K KpuTepusiMm BrmodeHus st PEC001 (RECIST, tpeGytomuit Hanmi4me oneHu-
BaeMoro 3a00JIeBaHMs), MAIMEHT OBbLT TOABEPTHYT IPYroll KOMIIBIOTEPHOH ToMOorpaduu npuMepHo yepes 1 Me-
csr. Ha aToT meproa BpeMeHU odar ObUT U3MEPSEMBIM, H Y TIAIIMCHTA TAKKE€ MMEJ MECTO HOBBIA OYar B ITICB-
PABHOM MOJIOCTH >2 M. YUHTHIBas HATMYHE HOBOTO 0Yara, BRIIBJICHHOTO HA TOCICIHEH KOMIIBIOTEPHON TOMO-
rpadum, MeractaTudeckas [IEKoma paccmaTpuBanach B Ka4eCTBE arpeCCUBHOM OITyXOJIH, KOTOpasi ObICTPO Tpo-
rpeccupoBana. Ilamuent man cormacue Ha ydactue B uccienoBanuu PECO001 u smeuenuwe Nab-cupommmycom
(Takoke oTHOCHTCS K ABI-009) Hauamu B no3e 100 Mr/m?, B/B nH(Yy3Hel B Tedernne 30 MUH H TOBTOPIIIH Ha 2-YIO
n3 3-HenenpHOTO rpaduka. Cnemyromas KT B mepuos mocieayromero Ha0moIeH!s Obla 3alIaHupOBaHa dyepe3
6 Henelb B COOTBETCTBUU C KIMHUYeCKHM TpoTokoioM PEC001. B TedeHne 3Toro meproaa MarueHT MoTydalt
Nab-cuponnmyc coriracHO MPOTOKOIY, XOPOIIO MEPEHOCHI JIEKAPCTBEHHOE CPEICTBO W HE COOOIIal O 3HAYH-
TENBHBIX HEXeNaTeNbHbIX siBieHusx. [1pu nmposenennn KT Ha Henmene 6 meprosa mocieayIomero HabmoaeHus
oyard He M3MEHWINCH N0 CPABHEHHUIO C NPEABIIYIINM CKaHHPOBAaHUEM, U I0JIaraeTcs, 4YTo 3abosieBaHne CTadu-
JM3UPOBAJIOCH B pe3yibrare JedeHns: Nab-cupomumycom. JlanbHelee teueHne u mocienyomee Ha0moqeHue
MPOJIOJDKAETCSI B COOTBETCTBHH C ITPOTOKOJIOM, M MAIMEHT MPOJODKAET IIEPEHOCHUTH JIeueHHe 0e3 MpOsBICHUS
3HAYUTEIBHBIX HEXKEIATCIBHBIX SIBJICHUN.

DOOPMYVYIJIA N30BPETEHUA

1. Croco6 neuenus 3nokadectBeHHON [IEKoMBI y cyObekTa, BKITIOYAIONINI BBEICHHE CyOBEKTY I deK-
THUBHOTO KOJIMYECTBA KOMIIO3UIIMH, COJAEpXKalleld HaHOYaCTHUIIBI, COAEPXKAILINe CHUPOJIMMYC W albOyMHH, TIe
KOMITO3UITUIO HAHOYACTHUI] BBOISAT BHYTPUBEHHO.

2. Cnoco6 o 1.1, rne ITEKoma BIOpaHa U3 IpyIIb, COCTOSIIEH U3 CBETIOKIETOYHOM ""caxapHOoi" oImyxo-
mu nerkoro u ITEKomer apyrux nokanuzanuii (IIEKoMel-NOS).

3. Crioco0 mo 1.1 mim 2, TAe SMUTENHONAHAS OIyXOJb SIBJISETCS MECTHO-PACIIPOCTPAHEHHOH, METacTaTH-
YECKOH WU pelruIUBUPYIOLIEH.

4. Crioco6 1o ro60oMy u3 mir. 1-3, rae 3G PeKTHBHOE KOJIMYECTBO CHPOJIMMYCa B KOMITO3HIINA HAHOYACTHIL
COCTaBIIsIeT MpUMeEpHO oT 10 10 mpumepro 150 Mr/m>.

5. Cnocob no 1.4, rae 3QpPexkTUBHOE KOIMYECTBO CHPOJIUMYCa B KOMIIO3UIIMH HAHOYACTHI[ COCTABIISCT
npumepro 100 mr/m.

6. Crioco6 mno 1.4, rae 3pQPeKTUBHOE KOIMYECTBO CHPOJIUMYCa B KOMIIO3UIIMH HAHOYACTHI[ COCTABIISCT
IpAMEpHO 75 Mr/m°.

7. Crioco6 1o moboMy u3 1. 1-6, r/ie KOMIIO3UINIO HAHOYACTHI] BBOAAT pa3 B HEJIEIIO.

8. Croco6 mo moboMy u3 mit. 1-7, T/ie KOMITIO3UINIO HAHOYACTHI] BBOJIAT CKEHEICTBHO, 2 pa3a B KaKIbIC 3
HEJIeITH.

9. Cnoco6 mo nro6omMy u3 mi.1-8, rae HaHOYACTUIBI B KOMIIO3UIMN MMEIOT CPEIHUI TuaMeTp He Ooiee
yeM npuMepHo 150 HM.

10. Crioco6 1o mrobomy u3 mit. 1-9, Tae cupoIuMyc B HAHOYACTHUIAX CBS3aH C aJbOYMUHOM.

11. Croco6 no mo6omy u3 1. 1-10, Tae MaccoBoe COOTHOIICHHE aahbOyMHUHA M CHPOJIUMYCAa B KOMITO3H-
IIMY HAHOYACTHUIT COCTABIISIET MpUMepHO oT 1:1 mo mpumepho 9:1.

12. Crioco6 mo mobomy u3 mir. 1-11, rae anbOyMUH MpeAcTaBIsSeT YeI0BEUSCKUN albOyMIH.

13. Croco6 1o mmobomy u3 mm.1-12, rae anbOyMHUH MPEACTaBIsIeT YeIOBEYECKHI CHIBOPOTOYHBIA alb0y-
MUH.

14. Crioco6 o mo6omy u3 . 1-13, rie cyObeKT SIBISIETCS YETIOBEKOM.

15. Crioco6 no mo6omy u3 m. 1-14, rie cyObekT 0ToOpaH JuIst JIe4eHUsI, OCHOBBIBAsICh HAa YPOBHE MEJIAHO-
UTAPHOTO MapKepa U MIaIKOMBIIICYHOTO MapKepa.

16. Crioco6 mo obomy u3 mm.1-15, rie cyObekT 0ToOpaH I JIe4eHHs], OCHOBBIBAsICH HA MYTallMOHHOM
cTatryce reHa, BeIOpaHHOTO u3 rpymmsl, cocrosimieit m3 TSC1, TSC2, TFE3, RHEB, MTOR, AKT, PIK3CA u
PTEN.

17. Coco6 mo mobomMy u3 mm. 1-16, rae cyObekT oToOpaH s JedeHus, OCHOBEIBAsCh Ha cTtatyce docdo-
prHpoBaHmsl OeNKa, BRIOpaHHOTO U3 Tpymiikl, coctosmieit m3 AKT, S6, S6K u 4EBP1.

18. Crioco6 o mobomy u3 . 1-17, Tie cyOBeKT 0TOOpaH IS JISYSHNsI, OCHOBBIBAsICh HA YPOBHE MapKepa
nposmdepaiu Wik Mapkepa anomnTo3a.
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