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OPAKITMOHUPOBAHHOE JO3UPOBAHHUE D®UPHOI'O AHAJIOT A
POCOOJIMIINIA JUIA JIEYEHHUA PAKA

Onucanue

IlepexpecTHAs1 CCBLIKA HA POACTBEHHbIE 3asIBKH
[0001] ITo 5TOM 3asBKE MCHIPALIMBAETCs MPEUMYLIECTBO U mpuopurer no lIpensapurenbHon
3asBke Ha [larent CIIIA Ne 62/913,522, nonannoit 10 okTs10pst 2019 rona, copepskaHue KOTOpPoi

BKJIFOYECHO B HaCTOSIH_II/Iﬁ AOKYMEHT NTOCPEACTBOM CCHLIKHU B MMOJIHOM oObeMe.

O0sacTb TEXHHKH
[0002] Hacrosimmee wn3o0pereHue HampaBlI€HO HAa IPUMEHEHHE MEYEHHBIX pPaJAHOaKTUBHBIM

BCIICCTBOM aHAJIOTOB (I)OC(I)OJ'II/IHI/II[OB B KOHKPETHBIX IMUKJIAX JO3UPOBAHUSA IJIA JICUCHUS paKa.

YpoBeHb TeXHUKH

[0003] CenexTuBHOE yAepKUBaHUE MEUEHHBIX PAaAHMOAKTUBHBIM BEIIECTBOM aHAJIOIOB IIPOCTOTrO
sdpupa docdoaunuaa B pasMYHBIX MOJAETBHBIX CHUCTEMaxX OBLIO OTPaHUYEHO MPOOJIEMaMH,
CBSI3AHHBIMH C OTHOCUTEJIBHO OBICTPBIM BBIBEICHHEM DPaaHO(papMaLeBTHYECKOTO COCTMHEHHS
WWIN HAKOIJICHMEM COCOWHEHUs B TKAHAX, HE SBJSIOUIMXCS MumeHsmu. IlorsomieHue
HELIEJICBBIMU TKAHSIMU MOXET CHH3UTb 3(PQPEKTUBHOCTh paanodapMarieBTUYECKOro JICYECHUS,
HampyuMep, BbI3bIBas  Ype3MEpHOE  BO3ACHCTBHE  BBOAMMON  PaJUOAKTUBHOCTU  Ha
PagyOuyBCTBUTENbHbBIE TKAHU.

[0004] B nanHoi 005acTH COXpaHSIETCs 3HAYUTEIbHASL TOTPEOHOCTD B paaHopapMalieBTHIECKIX
npenaparax, KOTOpble JEMOHCTPUPYIOT OBICTpPOE BBIBEACHHWE W3 TKAaHEH, He SIBIISIOLINXCS
MHUIIECHSMH, a TaK)Ke JUIMUTENbHBIM Mepuoj MOoJypacnaja B IUla3Me, COXPaHsisl IPU 3TOM CBOIO
creun(pUIHOCTb U ABUJHOCTh K OMYXOJIEBOH TKaHU. Takoi areHT JOJDKEH CIYKHTb HOCUTENEM
IUIE [UTOTOKCHUYECKOTO areHTa Uil CalT-Cieln(UYecKOl >paguKalyy 3JI0Ka4eCTBEHHON
OIyXOJIEBON TKAHU.

[0005] B Hacrosimiee BpeMs CYyIIECTBYE€T HECKOJBKO XHMHYECKUX COEAMHEHHUH, KOTOpbIE
NPEeUMYIeCTBEHHO HALENNBAIOTCs Ha pakoBble KieTKU. OIHUM U3 TaKUX COEIUHEHUH SBISETCS
CLR1404. B o6mem, CLR1404 nmpencrasisier co00l MHOTOOOEIIAIOIIHIA HOBBIN CEJIEKTUBHBIN K
OMyXOJISIM JAMArHOCTMYECKUN BU3YaJU3UPYIOLIUN areHT, HCMOJb3yeMbIH [UIsi MOHUTOPHHIA
OTBETa Ha JieueHHe HECKOJbKUX METOAOB Tepanuu omyxoseil. Panuoitonuposannsiii CLR 1404,

a"aJyor npoctoro 3¢upa gochomumnuna («PLE») BToporo mokojeHus Co CISIYIOIIe CTPYKTypOi
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NPOJIEMOHCTPUPOBAJ 3aMETHYIO CENIEKTUBHOCTb K OMyxoyisiM B 55/60 KCEHOTpaHCIUIAHTATe,
OPTOTOIMYECKOM U TPAHCTEHHOM PaKe, a TAK)KE Ha JKUBOTHBIX MOJIEJISIX, IIOJTyYE€HHBIX M3 PAKOBBIX
CTBOJIOBBIX KJIETOK, YTO AENA€T OCHOBHYIO MOJIEKYJY HIeaJbHON IIaTGOpMOl IJisi cpencTsa
JOCTaBKU TMPOTUBOOIYXOJEBOro JiekapcrBeHHOro cpenacrsa. Cm. Ilarent CHIA Ne 8535641,
IMy6mukaumto 3asBku Ha Ilarenr CIHA Ne 2014/0030187 u Weichert, J.P., et al,
Alkylphosphocholine analogs for broad-spectrum cancer imaging and therapy, Sci Transl Med,
2014, Jun 11, 6(240), 240ra75; kaXbli U3 KOTOPBIX BKJIIOUEH NOCPEACTBOM CChUIKH B HACTOSIIUHN

JOKYMEHT B TIOJTHOM OOBeEME.

CymHocTb n3o0pereHus

[0006] Hacrosiiee uzobpeTeHne HANpaBIeHO HAa CIOCOOBI JiedeHus: paka y cyobekra. CrocoOb
MOTYyT  BKNIOYaTh BBeleHHe >(P(EKTUBHOrO  KOJMYeCTBa  MedeHHoro 1 18-(m-
tiondenun)okranenundochoxoquHa HUAM €ro COau, MHpU 3ToM MeueHHbi P11 18-(m-
Hiond ennn)okTanenniphochOXONUH UK €ro COJM MOKHO BBOAWTDH B BHIE (PPaKIMOHUPOBAHHOM
no3el. Meuennsiit P 18-(n-tiondennn)oxranermndocdOX0qUH UIH ero Colb MOXKHO BBOAMUTD B
COOTBETCTBHHM C OJIHUM LIMKJIOM JO3UPOBAHMS WMJIM HECKOJbKUMH LUKJIAMU NO3UpOBaHHs. B
HEKOTOPLIX ~ BApUAHTAaX  BBLINOJHEHHS  u300peTeHMst ~ MeueHHbi S 18-(m-
Hiondenn)okranennihochOXONMH WIH €ro COJIb MOKHO BBOIUTH B COOTBETCTBHH C LIMKJIOM
OJHOKPATHOTO TO3UPOBAHHMS, TIPU 3TOM LIUKJI OJHOKPATHOTO JO3MPOBAHUS MOKET BKIIFOYATDb WJIH
COCTOATh W3 MEpPBOM OJHOKPATHOM N0O3bl, BBOAMMOW B J€Hb 1; BTOPOW OAHOKPATHOW AO3BI,
BBOJAMMOM B aeHb 13, aeHb 14, nenp 15, nenp 16, newp 17 wnm neswp 18; TpeTbeil OAHOKpPATHOM
JIO3BI, BOJUMOH B IeHb 55, nedb 56, nenb 57, aenb 58, neHb 59, nenb 60, newp 61, neHb 62, neHb
63, neHb 64 wiu AeHb 05; U HeoOs3aTeNIbHOW YeTBEPTON OJHOKPATHOM NO3bI, BBOAMMON MOCTe
TpeTbell OJHOKPATHOM O3Bl B HEKOTOpPHIX BapUaHTAX BBIMOJHEHUS HW300PETEHUS LUKII
OJHOKPATHOTO I03UPOBAHHS MOJKET BKJIFOUATh BBEICHUE TIEPBOM OTHOKPATHON J03bI OUH pa3 B
neHb | 1 BBeZIeHHEe BTOPOH OJHOKPATHOM O3Bl OJMH pa3 B AeHb 15 (depe3 14 nHeit mocne nus 1)
U BBEJICHHE TPETheH ONHOKPATHOW O3Bl OWH pa3 B AeHb 60 (uepe3 59 nuelt mocne nHs 1) u
HeoOs13aTeNTbHO BBEIEHHE YETBEPTON OHOKPATHOM 103bI OZMH pa3 B AeHb 75 (uepe3 74 nHs nocne
aus 1). B HEKOTOpbIX BapMaHTaX BBINOJIHEHUs U300peTeHUs MedeHHblt 1 18-(m-
Hondennt)okranenmihochOXONMH WIH €ro COJIb MOXKHO BBOIUTH B COOTBETCTBUU C TIEPBBIM

LMKJIOM JO3UPOBAHUS, KOTOPBIM BKJIIOYAET WJIM COCTOMT M3 NEPBOW OAHOKPATHOM MAO3BI,



BBOJIMMOM B JIeHb 1, U BTOPOI OJJHOKPATHOM A03bl, BBOAUMOM B AeHb 13, aeHb 14, nenb 15, aeHp
16, nenp 17 unu nenw 18; 1 BTOPBIM LUKJIOM AO3UPOBAHMS, KOTOPBIN BKJIIOYAET WU COCTOUT U3
TpPeThel OOHOKPATHOM JTO3bI, BBOAUMOM B JIt000#H u3 aHel 55-190, u HeoOs13aTeNbHON YeTBepPTOU
ONHOKPATHON AO3blL, BBOAMMOW IOCJE TPETbEN OJHOKPATHOW N03bl. B HEKOTOpBIX BapHaHTax
BBITIOJTHEHHSI H300PETEHHSI BTOPYIO OJTHOKPATHYIO 103y MO>KHO BBOZIUTH B JIeHb 15 (uepe3 14 nueit
nocye Hs1 1), TpeThI0 OHOKPATHYO 03y BBOIUTD B JTF000H u3 auei 57-180 (duepe3 56-179 nueit
nocie aHs 1). B HEKOTOphIX BapuaHTaxX BBINOJIHEHUS M300PETEHHs TPEThIO OAHOKPATHYIO A03Y
MOYKHO BBOAMTD B JIF0OOH n3 nHeit 70-180. B HEKOTOPBIX BapHaHTaxX BBITIOJIHEHUS W300pETEHUs
YETBEPTYI0 OJHOKPATHYIO 03y BBOASAT 4epe3 7-14 nHeu mocie TpeTbel OAHOKpPATHOW n03bl B
HEKOTOPBIX BapUaHTAax BBIMOJHEHUS H300peTeHus: CyOBEKTOM MOKeT ObITh denoBeK. B
HEKOTOPbIX ~ BapUaHTaX  BBIMOJHEHMS  W300peTeHMst ~ MedyeHHbi 1 18-(m-
Hondenun)okranenundocGoXoqMH WIH €ro COJIb MOTYT ObITh CEJEKTUBHBIMH B OTHOLICHHUH
PAaKOBBIX KJIETOK y CyObekTa. B HEKOTOPBIX BApMaHTaX BHIMOJHEHHS N300pETeHUs: MeueHHbIH 1T
18-(n-tiondenn)okranemipochOXOIUH UIH €ro COIb MOKHO BBOAHMTDH B JUANa3oHE 103 OT |
MKu 10 100 MKu Ha MeTp? (M?). B HEKOTOPBIX BAPMAHTAX BHIMONTHEHUS H300PETEHHS 1032 MOKET
coctaBate oT 1 MKu no 100 MKu Ha kr maccel Tena cyObekta. B HEKOTOpBIX BapuaHTax
BBINIOJIHEHUsST HW300pETeHUs] pak MOXKeT ObITh MHOXKECTBEHHOH MHENOMOH, JUM(OMOI,
HeWpoOIaCTOMOM, CApKOMOM, JIeHKeMHUel, MEeTaCTaTHUECKOH OMyXOJIbl0, PAKOM INE€YEeHHU, PAKOM
JErKOr0, PAKOM TOJIOBHOIO  MO3ra, pPakoM IMOMKENYJOYHOM  JKejle3bl, MEJIaHOMOM,
aneHokapuuHomoi, DIPG, nerckoit muMdomMoN MM pakOM MOJIOUHOM jkejie3bl. B HEKOTOphIX
BApUAHTAX BBIMIOJHEHUSI H300pETEeHHs paK MOXKET IMOANABaThCsA (PPAKLIMOHHPOBAHHOW J103€
o0sy4yeHusi. B HEKOTOPBIX BapHaHTAX BBITIOJHEHHSI H300PETEHHsI CIIOCOO MOKET TOTIOJTHUTENIBHO
BKJIFOYATh JAPYIYI TEPANuI0 paka, BbIOPAHHYIO M3 TPYIIBI, COCTOSIICH W3 XUMHOTEPAIIHH,
UMMYHOTEPAIUH, KJIETOYHOH Tepanmuy, paaruoCeHCHOMIN3NPYIOMIEH Tepanuy, paauo3alliuTHON
TEpaIruy, BHEINHErO JIy4e€BOrO OOJIyYeHUs, PEe3CeKIMU OMyXOjiH, aOJALHUOHHON Tepamuu Hu
JIOKAJBHOTO (PU3UYECKOro JICUEHHs] HAa OCHOBE Xouyionia (KpHo), Tera (TepMO), paanodacToT U
MHUKDOBOJH. B HEKOTOpbIX BapUaHTax BbINOJHEHUs u300peTeHus MedeHHbii 1 18-(m-
Hiond ennn)okraaenihochOXONUH UK €ro COJIb MOKHO BBOAWTH B uamnaszoHe 103 ot 1 MKu 1o
100 MKu Ha meTp® (M%) B fieHb | B kauecTBe NEPBOI OMHOKPATHOI 103bI U B NeHb 15 B KauecTse
BTOPOU OTHOKpaTHOW N03blI (depe3 14 nmueli mocne anHst 1) U B AeHp 60 B KadecTBe TPeThe
OIHOKpAaTHON 103blI (Yepe3 59 nmHel mocne nHs 1) U HeoOsi3aTeNnbHO B J€Hb 75 B KadyecTBe
YEeTBEPTOU OMHOKPATHOM 103bI (uepe3 74 aHsi mocie AHs 1). B HeKOTOpPhIX BapUaHTaX BHITOJHEHUS
uzobperenuss MedeHnHblii 'l 18-(n-fiondenun)okranenunpocGOXonuH UIM €ro Cojb MOKHO
BBOJUTH B AuanazoHe 103 oT 1 MKu no 100 MKu na merp® (M?) B neHb 1 B KauecTBe mepBoii

OJHOKPATHOMH 03Bl U B IeHb 15 B KauecTBe BTOPOH OJHOKPATHOH 103bI (depe3 14 mHeil mocie qHs
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1) u moboi u3 nHeit 57-180 B kauecTBe TpeTbel OMHOKPATHOW 03B! (Yepe3 56-179 mHel mocne
nHs1 1) 1 HeoOs3aTeIbHO B KAYECTBE YETBEPTON OMHOKPATHOM JTO3bI IOCIIE TPEThEH OTHOKPATHOMN
1036l B HEKOTOPBIX BapHaHTaX BBIMOJHEHHS H300PETEHUS TPEThsI OTHOKPATHAS 1032 MOXKET OBITh
BBeZleHa B 000 u3 nHeit 70-180. B HEKOTOPBIX BapHaHTax BBINOJHEHUS M300pETeHHs 1032
moxer cocraBisaTh oT 1| MKu o 100 MKu Ha kr maccel Tena cyObeKTa U BBOAWTHCS B €Hb | B
Ka4eCcTBe MePBOI OIHOKPATHOH J03bI U B JIeHb 15 B KauecTBe BTOPOI OJHOKPATHOMH 036! (Uepes
14 nueii mocne nust 1) u B ienb 60 B KauecTBe TPeTbel OMHOKPATHOM 03bI (depe3 59 nHel nocie
nHs1 1) 1 HeoOs13aTeIbHO B IeHb 75 B KAUeCTBE YETBEPTOIH ONHOKPATHON N03bI (Yepes 74 aHs mocie
nust 1). B HeKOTOpBIX BapraHTaxX BBITOJHEHHS H300pETeHHs 1032 MOXKET COCTaBIATh OT 1 MKu 1o
100 MKu Ha Kr Maccel Teja cyObeKTa U BBOJUTHCS B JIeHb | B KaueCTBE MEPBON OXHOKPATHOMN
7I03bI U B ZIeHb 15 B KauecTBe BTOPOH OJHOKpATHOH 036! (uepe3 14 nueilt mocne aust 1) u B moOoi
u3 nHeit 57-180 B xauecTBe TpeTbell OMHOKPATHOW NMO3bI (uepe3 56-179 mueir mocne aus 1) u
HeoOs13aTeNIbHO B Ka4eCTBE YETBEPTOIN OHOKPATHOM J103bI MOCJIE TPETheH OAHOKPATHON 10361 B
HEKOTOPBIX BAPHAHTAX BBIMOJIHEHUS H300PETEHHsI TPEThIO OJJHOKPATHYIO 103y MOKHO BBOJHTD B

000 u3 aueit 70-180.

Kparkoe onucanune yeprexei

[0007] Ha ®UI". 1 noka3aH UHAMBHUIYAJIbHBIN 00BEM OMyXOJIK MO rpymmnam o no3am. Ha ®UI
1A mnoka3aH OO0BEM OMyXOJH C TEYEHHEM BpPEMEHHU IOCe JIEYeHHs] TOJbKO HOCHTENIEM
(usuonornyeckum pacrsopom). Ha ®UI. 1B noka3aH oObeM OIMyXOJIM ¢ TEYEHHUEM BPEMEHH
nocjie  jedeHus ~ ofHOKpaTHoi  jgosoii 50  MxkKm  meuwennoro  PI 18-(m-
riondennn)okranenmndpochoxonuua. Ha ®UT. 1C nokazaH oObeM OMyXO0JIU ¢ TEYEHHUEM BPEMEHH
nocje JedeHus MHOrokpaTHoll mosoii (muu 1 u 8) 50 mxKu wmeuennoro P 18-(m-
tiondenun)okranenmidochoxonmuna. Ha ®ULT. 1D nokazan 00beM OMyXoJiu C TEUEHUEM BPEMEHU
nociae  NedeHMs — ofHokpaTHol  nosoit 100 mxKu  mewennoro P 18-(m-
tiondenun)okranenmidochoxonuua. Ha ®UI. 1E nokazan o6beM OMyxou ¢ TEUEHUEM BPEMEHU
NOCJIe JISUEHHsI MHOTOKpATHOH 1030 bopresomuba (muu 1, 4, 8 u 11).

[0008] Ha ®UT". 2 nokazaH cpeaHuii 00beM OMyXOJIU ¢ TEYEHHUEM BPEMEHH MOCIIe JIEYSHUS TOJTBKO
HOCHTENEM, OJTHOKPAaTHOM 10301 50 MKKu MEYEHHOTO Bl 18-(n-
tondenun)oktanenunpochoxonrHa, MHOTOKpaTHOMH 10301 (nau 1 u 8) 50 MxKu meyennoro Pl
18-(n-tiondenun)okragenundocdoxonna, OfHOKpaTHOH 70301 100 MkKu meuennoro 1 18-(1-
tondenun)okranenmidochoxonnHa U MHOTOKpaTHOH 1030 bopresomuda (nuu 1, 4, 8 u 11).
[0009] Ha ®UI". 3 moka3aHa BBDKMBAEMOCTb B MBIMUHBIX Moaemsix OPM-2 mocne nedeHus
TONLKO  HOCMTENeM, OJHOKpaTHO#  fosoii 50 mxKu  meuennoro  PI 18-(m-

ftonodennn)okTaneuapochoxonrHa, MHOTOKpaTHOI 10301 (nHu 1 u 8) 50 MxKu meuenoro Pl



18-(n-iiomodenunn)okTaaenundochoxonuna, onHokpaTHoi no3oit 100 MxkKu medennoro BT 18-
(m-fiondenn)okranenmndocoxoarHa 1 MHOTOKpaTHOH 10301 bopresomuba (nuum 1, 4, 8 m 11).
[0010] Ha ®UI". 4 nmoka3aHO CpeqHee M3MEHEHHE MAacChl Tejla B MBIIIUHBIX Moaessix OPM-2 ¢
®UI .3 nocne neveHus TOALKO HOCUTENEM, OMHOKpaTHOH 1030ii 50 MkKu meuennoro T 18-(m-
iiondennn)okTaneunpochoxoauHa, MHOrOKpaTHOH qo30i (nuu 1 u 8) 50 MxKu meuenoro Pl
18-(n-iiondenun)okranenundochoxonuna, onHokpaTHoit 1030i 100 MkKu mMeuenoro '1 18-(m-
Hondennnm)okranermidochoxonHa 1 MHOTOKpaTHOH o030 bopresomuba (nam 1, 4, 8 u 11).
[0011] Ha ®HI'. 5 nmoka3aHO BpeMsl yABOCHHsI OMYXOJIM IIOCJE JIEYEHUS TOJBKO HOCHUTEIIEM,
omHokpaTHOl mosoif 50 MxKu wmeuennoro P'I 18-(m-itondenun)okranenunpochoxonuna,
MHOTOKpaTHOM gosoii  (muum 1 wum  8) 50 wmxKu  wmewennoro T 18-(m-
iiondennn)okranenundocpoxonuna, onHokpatHoii o 100 mxKu wmeuennoro I 18-(m-
fiondenmn)okranennidocdoxonuna 1 MHOrokpaTHoi no3oit bopresomubda (nuu 1, 4, 8 u 11).
[0012] Ha ®UT. 6 nokasano ppakunonuposantoe nosuposanre CLR 131 (meuennoro '1 18-
(n-iiongenmn)okranenmidochoxonnna) B MoaenbHoi cucreme OPM-2.

[0013] Ha ®UI". 7 nokasaH rpaduk GppakiHOHUPOBAHHOTO JO3UPOBAHMUS, B KOTOPOM HMEETCS Ba
1uKJa no3uposanus. Jloza 1 BBonurcs B eHb 1, 103a 2 BBoAUTCA B IeHb 15 (uepe3 14 nHeli mocie
aust 1), mo3a 3 (kak Ha4ajgo BTOPOTO IMKJIA) MOXKET HAYMHATHCS B JIFOOOH AeHb THEM 57 U THEM
180 (uepes 56 nueit u 179 aHeli moce nHs 1, COOTBETCTBEHHO) U 11032 4 SIBJISIETCST HEOOsI3aTENIbHOM
U MO’KET HAUMHATBHCS B JIFOOOM AeHb Mexxny nHeM 71 u nHem 194 (uepes 70 aueii u 193 nHs noce

aHst 1, COOTBETCTBEHHO), TO €CTh Yepe3 14 nHeil mocne BBeaeHUs JO3bI 3.

MoapooHoe onmucanue

[0014] Hacrosimmee n3oOpeTeHne OTHOCUTCS K pexkuMy 1o3upoBanus s BBenenuss CLR1404 nst
neyeHust paka. Kak omucaHo B HacrosmeM TOKyMeHTe, (pakiuoHupoanHas noza CLR1404
XOpPOUIO TEPEHOCUTCS W TEePEHOCUTCS JIydlne, 4YeM OAHOkparHas paBHas mo3a CLR1404.
Pannoriomuposannbiii CLR1404, ananmor mpocroro sdupa ¢ocdommumuna («PLE») BTOpOro

MOKOJIEHHUs], IPENICTABJIEH CAEAYIOLIENH CTPYKTYPOH:

O

@
I (CH,)y 3OI|’0CH2CH2NM63

o)
© rne | mpencraBmser  coOoi

>

1227 1237 124) 1257 By p ) Hacrosimee

pPamMoOaKTUBHO MedeHyr (opmy iona (Hamp.,
u300peTeHre Takke OTHOCHUTCA K crmoco0aM JieueHHs paka ¢ [OMOLIBID peKHUMa

dbpaxkuuonnposanHoro nosuporanus CLR1404. Kak onmcaHo B HACTOSIIEM JOKYMEHTE,



6

CLR1404 moxer siBasitbess CLR131, kxoTopblil mpencrasisier coboii Meuensbii °'1 18-(m-

Hondennn)okranermidocHoxonuH.

1. Omnpenenienus

[0015] Tepmunbl «comepkKaTb(HT)», «BKJIIOYATH(ET)», «UMEIOLIHI», «UMEET», «MOXKET»,
«comeprKaTh(HT)» U UX BAPUAHTHI, HCIIOJIB3YEeMbIe B HACTOSIIEM TOKYMEHTE, IPeIHA3HAYCHBI 1JIsI
UCTIOJIb30BAHMUSI B KA4E€CTBE OTKPBITHIX MEPEXOAHBbIX (hpa3, TEPMHHOB MM CJIOB, KOTOpPbIE HE
UCKJIFOYaIOT BO3MOKHOCTb JOMOJHUTEIbHBIX AEHCTBUN WM CTPYKTYp. POpMBI €IMHCTBEHHOTO
qrcia «a», «and» 1 «the» BKIIIOYAIOT CCHUIKM HA MHOXKECTBEHHOE YHCJIO, €CIIM KOHTEKCT SIBHO HE
IUKTyeT uHoe. B HacTosmeM wu300peTeHHMM Takke NPEANoNaraloTcs JApyrue BapUaHThI
BBIMOJHEHUs], «BKJIIOYAIOLINEY», «COCTOSIIIME M3» M «COCTOALIME IO CYLIECTBY H3»
NPENCTABJICHHBIX B HACTOSIIEM JOKYMEHTE BapHUAHTOB BBIIOJHEHUS H300pPETEHUs] WM
3JIEMEHTOB, HE3aBUCHMO OT TOT0, YKa3aHbl OHU SIBHBIM 00pPa30M HJIH HET.

[0016] /Ins mpuBeneHHs B HACTOSIIEM JOKYMEHTE YHCJIOBBIX IHAMA30HOB SIBHBIM 00pazom
BKJIFOUAETCs Ka)K0€ MPOMEKYTOYHOE YHMCIO MEXKAY HUMHU C OAMHAKOBOW CTEMEHBIO TOYHOCTH.
Hanpumep, nns auanaszona 6-9 uumcna 7 u 8 mpeamnosararoTcst B JONMOJIHEHHE K 6 U 9, a and
nuanasoHa 6,0-7,0 ssBHBIM 00pa3oMm mpeanonaraercs yucio 6,0, 6,1, 6,2, 6,3, 6,4, 6,5, 6,6, 6,7, 6,8,
6,91u7,0.

[0017] Mcrionb3yemblli B HACTOSLIEM JOKYMEHTE TEPMHUH «OKOJIO» WM «IPUOIU3UTEIBHOY
O3HAa4YaeT B TMpeleNax JONyCTHMOrO JAHana3oHa OWHMOOK Ui KOHKPETHOTO 3HAYEHUS,
OMpPEENIEHHOrO OOBIYHBIM CIELMATICTOM B TAHHOW 00JIACTH TEXHHUKH, KOTOPBIA Oy1eT YaCTUYHO
3aBUCETh OT TOTO, KAk H3MepsieTCsl WM OINpeneNsercs 3HaueHue, m.e. OT OrpaHUYeHU
U3MEPUTENIbHOW CHUCTeMbl. Hampumep, «OKOJIO» MOKET O3Ha4yaTh B mpenenax 3 wuiam Oonee 3
CTaHAAPTHBIX OTKJIOHEHWH, B COOTBETCTBHH C MPAKTHKOW B JAHHOW 00JACTHU. AJIbTEPHATHUBHO,
«OKOJIO» MOKET O3Ha4YaTh IUamna3oH BIUIOTh A0 20%, MpenmodTuTebHO BILIOTh 10 10%, Oonee
NPEATIOYTUTENIBHO BIUIOTH A0 5% U emie Ooee nMpennouTUTENbHO BILUIOTh 10 1% OT 3amaHHOrO
3HaYeHUs1. AJIBTEPHATUBHO, OCOOEHHO B OTHOIICHHWH OMOJOTHYECKHX CHCTEM HWIJIM TPOLECCOB,
TEPMHUH MOKET O3HAyaThb B Ipelesax IMOpsiiKa BEJIMYUHBI, MPEANOYTUTENbHO B Ipenesnax S-
KpaTHOTO U O0Jiee MPENMOUTUTENBHO B MPeesiax 2-KpaTHOrO 3HAYEHUSI.

[0018] Ecnu He omnpeneneHO MHOE, BCe TEXHUYECKHE M HAy4dHble TEPMMHBI, HUCIOJIb3yEMbIE B
HACTOSIIIEM JOKYMEHTE, HUMET TO K€ 3HaueHHe, YTO U OOBIYHO TOHMMAaeMOe CPEIHUM
CMELHANIMCTOM B JAaHHOM OO0JacTH TeXHUKU. B ciyuae KOH(NIMKTa HACTOALIUI JOKYMEHT,
BKJIFOYasl omnpezneneHus, Oymer ompenessromuM. [lpenmnodrurenpHple crocoObl U MaTepUabl
OMUCAHBI HIKE, XOTS Ha MPAKTUKE WM MPU TECTHPOBAHUH HACTOSIIETO PACKPBITHSI MOTYT OBITh

HCIIOJB30BaHbl CIOCOOBI U MaTE€pHabl, AHAJOTHUYHBIC WM SKBHUBAJICHTHBIC OIIMCAHHBIM B
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HACTOSIIEM JOKyMeHTe. Bce myOnmkauuuy, NMaTeHTHbIE 3asBKH, MATEHTbl U APYTHE CCHUIKH,
YIIOMSIHYTBhI€ B HACTOSIIIEM JOKYMEHTE, BKJIFOUEHBI MOCPEICTBOM CCBUIKH B IOJIHOM OOBEME.
Marepuainel, cnocoObl U MPUMEPHI, OMHCAHHBIE B HACTOSIIEM IOKYMEHTE, SBJISIOTCS TOJBKO
WUTIOCTPATUBHBIMU U HE NIPEAHA3HAYEHBI JJIs1 OTPAHUYEHUS.

[0019] Mcnonb3yeMblii B HACTOSILIIEM TOKYMEHTE TEPMUH «JIEUEHUE)» BKIIIOYAET IPEBEHTUBHOE, a
TaKKe JISUCHNE, HAIPaBJIEHHOE Ha YCTPAHEHNE PACCTPOICTB, BKIIFOUYAsl yMEHBIICHUE, TIOAaBIIEHIE
U HMHrHOMpOBaHHE IPOTPECCHPOBAHUS WM peuuanBa paka. Mcronb3yemble B HACTOALIEM
JOKYMEHTE TEPMHUHBl «yYMEHbILIEHHEY», «(IOAABJIECHHE» M «UHTUOMPOBAHUE» HMEIOT HX
o0IIenpUHATOE 3HAUEHNE OCIA0JIeHUs W CHIDKeHM. VICnobp3yeMblii B HACTOSIIEM JOKYMEHTE
TEPMUH IIPOTPECCUPOBAHKE» O3HAUAET YBEJIHUUEHHE 00BEMA MU TSXKECTH, IPOrPECCUPOBAHUE,
ycuiieHne wim yxynuieHue. Mcnonp3yeMble B HACTOSIEM JOKYMEHTE TEPMHUHBI «PELUANB» U
«PELUAUBUPYIOLIMIT» OTHOCATCS K BO3BPAILEHHIO 3a00JIeBaHUS TTOCIE PEMUCCHU.

[0020] Mcnonp3yemblii B HACTOALIEM AJOKYMEHTE TEPMUH «BBEIEHNUE» OTHOCUTCS K IPUBEACHUIO
MALUEHTa, TKaHM, OpraHa MM KJIETOK B KOHTakT C IPOTUBOPAKOBBIM COEIUHEHHEM IIO
HacTosieMy n3o0pereHuo. Kak ucrnosnp3yercs B HACTOSIIEM JOKYMEHTE, BBEEHNE MOXKET ObITh
OCYLIECTBIIEHO i1 Vitro (T.e. B NpoOHpKe) WiH in vivo (T.e. B KJIETKaX MM TKAHSIX >KUBBIX
OpPraHM3MOB, Hampumep, Jrozaei). B onpeneneHHBIX BapHaHTaX BBIIOJIHEHHsS HACTOSINEE
u300peTeHre OXBaThIBACT BBECHHE COSNUHEHHMH W/MIM KOMITO3ULIH, OMMCAHHBIX B HACTOSIIEM
JIOKYMEHTe, manueHTy uin cyobekty. «[laumueHT» uim «CyObeKT», HCIONb3yeMble B HACTOSIIIEM
JOKYMEHTE SKBHUBAJIEHTHO, OTHOCATCSI K MJIEKONUTAIOIIEMY, NPEANOYTUTENIEHO YEJIOBEKY,
koTopoe oo (1) uMeeT pacCTPONCTBO, MOATAIOIIEECS JIEYSHUIO WITH JICYSHHUIO TTyTEM BBEICHHUSI
CLR1404 (nanp., CLR131 (mMeuennoro T 18-(n-itondenun)okranemundocpoxonuna (CLR131)
Wik ero cosu)), win (2) NmoaBepKeH PacCTPOUCTBY, KOTOPOE MOXKHO MPENOTBPATHTh MyTEM
seenenus CLR1404 (manp., CLR131 (meuennoro I 18-(n-tiondenun)okranenundochoxonuna
(CLR131) unum ero conn)).

[0021] Mcnonp3yemblii B HACTOSIIEM JOKYMEHTE TepMHH <«3((HEKTUBHOE KOJIMYECTBOY
OTHOCUTCSI K KOJIMYECTBY, NOCTATOYHOMY JJisl BO3JEHCTBUS HA >KETaeMblii OMOJIOTHYeCKUH
3¢ dexT, TaKOH KaK MOJIOKUTENbHBINA Pe3yJIbTaT, BKIKOYAst, 03 OrpaHHYEHHs], IPEIOTBPAILCHHUE,
YMEHBIICHNE, YJyUlIeHWe WM yCTPAaHEHHE MPH3HAKOB WJIM CHMIITOMOB 3a00JIEBaHUS WU
paccrporictBa. Takum oOpa3om, o0liee KOJUYECTBO Ka)KIOr0 aKTHMBHOIO KOMITOHEHTA
dapManieBTHUECKOW ~ KOMIIO3WLMM WM crmocoda  sIBISETCST  OCTATOYHBIM,  YTOOBI
MPOJAEMOHCTPUPOBATh 3HAYUMYKO TMONb3y cyObekra. Takum obpasom, «3ddexTuBHOE
KOJINYECTBO» OyneT 3aBHUCETb OT KOHTEKCTa, MPU KOTOPOM OHO BBOAHTCA. D(QPeKTUBHOE
KOJINYECTBO MOKET OBITh BBEIEHO B OTHOM HJIH O0JIee MPOYUIAKTHUECKUX MITH TEPATIEBTUYECKIX

BBCACHUAX.



[0022] Mcnonp3yeMblii B HACTOSLIEM JOKYMEHTE TEPMHH «pPaK» OTHOCUTCS K JIFOOOMY
3a00JI€BaHMIO, KOTOPO€ BO3HHKAET B PE3YJbTaTe€ HEKOHTPOIUPYEMOIO [EJEeHUS KIETOK,
CIIOCOOHBIX K METACTA3UPOBAHUIO.

[0023] TepMuHBI «3J0KaUYE€CTBEHHAsI OMyXOJIeBasl KJIETKa» U «PaKOBasl KJIETKA» HCIOJb3YIOTCS
B3aMMO3aMEHsIEMO BO BCEM ONMCAHUU. TepMUHBI «CTBOJIOBAs KJIETKA 3JI0Ka4E€CTBEHHOU OIyX OJIN»
U «pakoBasi CTBOJIOBAs KJIETKa» UCMOJIB3YIOTCS B3aMMO3aMEHsIEMO BO BCEM ONUCAHUU.

[0024] «CyObekT» u «IMaMeHT», UCTIOJIb3yeMbIe B HACTOSIIEM JOKYMEHTE B3aMO3aMEHSIEMO,
OTHOCATCST K JIIOOOMY TO3BOHOYHOMY, BKJIIOUAsi, HO HE OrPaHHYUBASICH UMH, MIJIEKOIHUTAIOLIEEe
(nanp., KOPOBY, CBUHBIO, BepOIIO/Ia, JIaMy, JIOIIAb, KO3y, KPOJIMKA, OBIY, XOMSIKOB, MOPCKYIO
CBHHKY, KOIIKY, COOaKy, KPbICY M MBbIIIb, HE-4€JIOBEKOOOPA3HOro NpuMaTa (Harpumep, o0e3bsiHy,
TaKyl0 KaK SBAaHCKUII Makak WM MakKak-pe3yc, IIMMIIAaH3€ U T.A.) U 4YejoBeKa). B HekoTopbIx
BApPUAHTAX BBIMOJIHEHUS U300peTeHUsI CYOBEKT MOKET ObITh YEJIOBEKOM HITH He OBITh YEJIOBEKOM.
CyObekT Wiy manueHT MOTryT MPOXOAUTh APyrue (POpMBI JIeUEHHS.

[0025] «JleuuTb», «U3AEYMBAHUE» WM <JIEUEHUE» HCIIONBb3YKOTCS B HACTOSILIEM JOKYMEHTE
B3aMMO3aMEHSeMO JJIs1 OIIMCAHMS YCTPAHEHHs], 00JIerYeHHsT HITH TOPMOXKEHUS IPOTPECCHPOBAHHMS
3a00J1eBaHMsI MM OJJHOTO WK O0JIee CHMITOMOB TaKOro 3a00JI€BaHMs, K KOTOPBIM IPHUMEHSIETCS
TAaKOW TEPpMHH. B 3aBUCHMOCTM OT COCTOSIHHMS CyObBeKTa, TEPMHH TaKKe OTHOCHUTCS K
NPEOTBPALIICHUIO 3a00JeBaHUs W BKJFOYAET MpEeNOTBpalleHHue Havana 3a00JeBaHus WU
NPEOTBPALICHUE CHMIITOMOB, CBSI3aHHBIX ¢ 3a0oseBaHueM. JleueHre MOKHO MPOBOIUTH KaK B
OCTPOM, Tak M B XPOHHUYECKOM INyTH. TepMHH Takke OTHOCUTCS K YMEHBIICHHUIO TSXKECTH
3a00NeBaHMsI WJIM CHMIITOMOB, CBSI3aHHBIX C TakuM 3a00J€eBaHHUEM, A0 BO3HUKHOBEHHS
3aboneBanuss. Takoe TPENOTBpAINEHHE WJIM YMEHbLUICHHE TsOKECTH 3a00JeBaHUsl 10
BO3HHKHOBEHUs1 3a00JIEBaHUSI OTHOCUTCS K BBENEHHIO AaHTUTENa MWIH (papMareBTHIECKON
KOMITO3ULIMM TIO HACTOSALIEMY H300pPETeHHI0 CyOBeKTy, KOTOpPBIi Ha MOMEHT BBEIEHHUS He
crpanaet 3aboneBanneM. «lIpenoTBpaiieHne» TakKe OTHOCHTCS K MPEIOTBPAIIEHUIO PEIHINBA
3a00JIeBaHMSI WIIK OTHOTO MJIN OOJiee CUMITTOMOB, CBSI3aHHBIX C TAKUM 3a00sieBaHneM. «JIeueHne»
U «TE€PaneBTUYECKN» OTHOCSITCS K AEHCTBHIO JICUEHUS, I/I€ «JICUEHUE» ONPENEJIEHO BbILIE.

[0026] Dpasa «repaneBTuuecKku >PPEKTUBHOE KOJUYECTBO» COEAMHEHUS TO H300PETEHHIO
O3HA4YaeT AOCTATOYHOE KOJUYECTBO COCIMHEHMs IUIsl JIEYEHHs] PACCTPOWCTB IPU Pa3yMHOM
COOTHOIIEHUH TOJb3a/pPUCK, NMPUMEHUMOM K JIFOOOMY MenuIuHCKOMy JedeHuro. Crenyer
NIOHUMATh, OIHAKO, YTO OOIIee €XEeIHEBHOE HCIOJIb30BAHME COCOMHEHWH W KOMITO3ULHMH I10
HACTOSIIEMY H300peTeHnI0 OyneT OmpenensTbCs JieualldM BpauoOM B pPaMKax 3JIpaBOro
MeIUIIHCKOrO cyxknaeHusi. KoHkperHblid TepaneBTHuecKH 3()QEeKTHBHBIA YpOBEHb O3B IS
m000ro KOHKPETHOrO TMalMeHTa OyJIeT 3aBHCEeTh OT MHOXKeCTBa (PAKTOPOB, BKIFOUAs

paccTpoiicTBO, KOTOpOe JieuaT, U TSDKECTb PpacCTPOMCTBA, aKTUBHOCTb KOHKPETHOIO



UCIIOJIb3yEMOIO COEIMHEHNS; KOHKPETHYIO HCIOJb3YEMYI0 KOMITO3ULIMIO, BO3PACT, MaccCy Tea,
o0Imee COCTOSIHME 37JOPOBbS, MOJI U AMETY MALMEHTa; BPEMsI JICYCHHUs, IyTh BBEACHUS, CIIOCOO
BBEICHUS W CKOPOCTb  BBIBEJEHHsS  KOHKPETHOTO  HCIIOJIb3YEMOIO  COCOMHEHUS,
NPONOJKUTENBHOCTD JICUEHHS, JIEKAPCTBEHHBIE CPENCTBA, UCIIOJb3yeMble B KOMOMHALUN WIIN
COBMeEINaeMble C KOHKPETHBIM UCIIOJIB3yEMbIM COSTUHEHNUEM, HAIIPUMED.

[0027] U300peTeHne BKIIOYAET UCHOJB30BaHUE (PapMaLEBTUYECKH TPHEMJIEMBIX —COJIeH
AMMHO3aMEIIEHHbIX COCMHEHNH C OPraHUYECKIMH U HEOPTaHMYECKUMH KHCIIOTaMH, HAlIpUMeD,
JUMOHHOM KHCJIOTOM M COJIsTHOM kucioToi. [Togxonsiue ¢papMaleBTHUECKH PUEMIIEMbIE COJTU
BKJIFOYAIOT, 0€3 OrpaHUYeHHUs], COJIU MIPUCOETUHEHNS] KUCIIOTBI, KOTOPbIE MOTYT, HAlIpUMep, OBITh
NOJy4eHbl MyTEM CMEUIMBAHUS pacTBOpa aHajora ankuidochoxommHa ¢ PpacTBOPOM
(bapMarieBTUYECKH TPUEMIIEMON KHCJIOTBI, TaKOM KakK COJIsIHas KHUCIIOTa, CepHas KHUCJOTA,
METaHCYJIb(POHOBAsE KUCIOTA, (pyMapoBas KHUCJIOTA, MaJEMHOBAs KUCJIOTA, SHTapHas KUCIOTA,
YKCyCHasl KHCJIOTa, OeH30HHas KHUCIJIOTa, INaBesieBas KHUCIOTA, JIMMOHHAs KHUCIOTA, BHUHHAS
KUCJIOTa, yriekucnora win ¢ochopHas kucinora. M3obpereHue Takke BKIOUYaeT N-OKCHABI
aMHHO3aMECTUTENEeH COENMHEHUN, ONMUCAHHBIX B HACTOSIIEM JOKyMeHTe. PapMaleBTUYECKU
HpUEeMJIEMbIE COJIM TaKK€ MOTYT OBITh MOJy4€HBI U3 (PEHONBHBIX COeAMHEHUH myTeM 00paboTku
HEOPraHWYECKUMU OCHOBAHWSIMH, HAIlpUMep, TUAPOKCHUAOM HaTpusi. Taxke CIIOKHBIE (PHUPHI
(bEHOJIBHBIX COETUHEHUH MOTYT OBITh MOJNy4YeHbl C aIu(pATUYECKUMU U apPOMATUYECKHMHU
KapOOHOBBIMH KHCJIOTAMH, HAMpUMEp, CJIOKHBbIE 3(QHUPBI YKCYCHOW KHCJIOTBI M OEH30WHOMN
KUCJIOTBI. MICTOIb3yeMblii B HACTOSIILIEM JOKYMEHTE TePMHUH «(apMaleBTUYECKH MpuemieMas
COJNbY» OTHOCHTCSI K COEIMHEHHIO, TIOJyYEHHOMY K3 OCHOBHOTO COEIUHEHHs, KOTOpOe
obecriedynBaeT Mo CyIecTBY TOT ke (apManeBTHIeCKHi 3()(EKT, YTO U OCHOBHOE COEITUHEHUE.
[0028] DT0 wW3OOpeTeHHME IOMOJHHUTEIBHO BKIKYAET MPOH3BOAHBIE  MPOTHBOPAKOBBIX
coennHeHUi. TepMUH ITPOU3BOAHBIE» BKIIFOYAET, HO HE OTPAHUYHMBAETCS UMH, TPOCTOIPHUPHBIE
NPOM3BOIHBIE, KHUCJIOTHBIE MPOW3BOJAHBIC, AaMHUAHBIE MPOU3BOIHBIC, CIOXKHO3(pHUPHBIE
NPOM3BOIHBIE U TOMy mopoOHoe. Kpome Toro, 3To m300peTeHHe IOMOJHUTENBHO BKIFOYAET
Croco0bl, B KOTOPBIX HCHOJB3YIOTCS THAPATHI MPOTHBOOMYXOJEBbIX COeAMHEHUH. TepmuH
«THIpAaT» BKJIIOYAET, HO HE OrPAHUYMBAETCS HWMH, MOJYTHIPAT, MOHOTHAPAT, AWTHIPAT,
TPUTHAPAT U TOMY OAOOHOE.

[0029] DT0 M300peTeHNE NOMOTHUTENBHO BKITFOYAET META0OUThI IPOTHBOPAKOBBIX COSTUHEHUH.
Tepmun «MeTabonuT» O3HadaeT OO BEIIECTBO, MOJYYEHHOE M3 JIPYrOro BELIECTBA MyTEM

MeTaboIM3Ma UITH MeTabOJIMYECKOTO MPOoIecca.

2. Coeaunenus no M3odperenuio
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[0030] ITpumepom coemmHeHust o u3odperenuto sipisiercss CLR1404, koTopblil npencrasisieT
coboif  aHajor paguoHomupoBaHHOrO mpoctoro 3¢upa  ¢ochomunuma.  AHaiorom
panuoitonuposanHoro sdupa Qoconaununa MoxkeT ObITb MeueHHbHT M 18-(m-
tondenmn)okragenmnpocpoxomua (CLR131) wumm  ero comb. OCHOBOH  CEJIEKTUBHOTO
HALIEJIMBAHUS COEOUHEHUH MO HACTOSIIEMY HM300PETEHHIO Ha OMyXOJb SIBIISIOTCS Pa3IUYNs
MEXAY TUIa3MaTHYECKUMH MeMOpaHaMH pakKOBBIX KIETOK IO CPaBHEHUIO C MeMOpaHaMu
OONBLIMHCTBA HOPMAJBHBIX KJIETOK. B wacTHOCTH, MeMOpaHbl pPaKOBBIX KIJIETOK CHIIBHO
oOorameHsl «JIUNUIHBIMUA padramuy. PakoBble KJIETKM HMMEIOT B IATh-AECATbh pa3 Ooublue
JUNMUAHBIX  padTOB, 4YeM 370poBble kieTku. Jlunupable padTbl NpencTaBisoT CcoOOH
CHEeHATN3UPOBAHHBIE YYACTKH MeMOpaHHOrO (ochomunmuaHoro OHCIIOs, KOTOphIE COAepKaT
BBICOKHE KOHLIEHTpAIlMU XOJeCTepUHAa M COUHTOJIUIUAOB U CHIYXKaT JJsl OpraHu3alyu
MOBEPXHOCTHBIX M BHYTPUKJIETOUHBIX CUTHAJIBHBIX MOJIEKYJ (Hamp., perentopos gakTopa pocra
UM LUTOKWHA, NyTH BbDKUBaHUS (Qocharnanannosuton-3-kuHasel (PI3K)/Akt). [lanuble
CBHETEJIBbCTBYIOT O TOM, YTO JIMITUIHBIE padThl ciyxar noprasamu Bxona st PLE. 3amerHas
CEJIEKTUBHOCTb 3TUX COEAMHEHHH B OTHOLIEHUU PAKOBBIX KJIETOK IO CPABHEHUIO C HEPAKOBBIMU
KJIeTKaMH OOBACHSEeTCs BbICOKMM cpoactBoM PLE k xonectepuHy u oOunmem OoraTbix
XOJIECTEPHHOM JIMITUIHBIX padTOB B PaKOBBIX KieTkax. KiroueBas poib, KOTOPYK HUIPAKOT
aunuaHble padTel, MOmYepKUBaeTCs TeM (HAKTOM, YTO HAPYLICHUE APXHUTEKTYPbl JIUITHIHBIX
padroB moxaensier nornomenue PLE pakoBbIMH KJieTKaMU. BbUIO MOKa3aHO, YTO MOTJIOIIEHUE
PLE cHmxaercst Ha 60%, korna Onokupyercst 00pa3oBaHUE JIMIHIHBIX padToB.

[0031] PesynbTaThl, moay4YeHHbIE HA OoJiee YeM 55 MoaessiX KCeHOTPAHCIUIAHTATA U CITIOHTAHHOM
OIMyXOJIH, €JUHOOOPAa3HO MOKA3aJid, YTO OIHCAHHBIE B HACTOSIIEM JOKYMEHTE COEIMHEHUS
MOABEPratOTCs M30UPATEbHOMY TMOTJIOIIEHUIO M JUIUTEJIbHOMY YIEPIKaHUIO B OIMyXOJISX.
ITockonbKy COENUHEHHEe B HEKOTOPOW CTEMeHW MeTaboNM3upyeTcss B TIEUEHH, aBTOPBI
u3obpeTeHns n3dekaau Ooyee paHHE! OLEHKH COSIUHEHHs Ha MOEIISIX OMyXOJIel MeYeHH U3-3a
BBICOKUX yYPOBHEH ()OHOBOH palHOAKTHBHOCTH MEYEHU.

[0032] PesynbraThl, MONYYEHHBIE HA PA3JUYHBIX MOAENSIX OMyXOJeH, YKa3blBalOT Ha TO, YTO
CLR1404, nanpumep, mMeuennblii *'T 18-(n-fiondenun)okranennnpocdoXonut, H30JIUpyeTcs 1
U30HUpaTeIbHO YAEPKUBAETCSI PAKOBBIMH KJIETKAMH M PAKOBBIMH CTBOJIOBBIMHU KJIETKaMu. bpito
NOKA3aHO, YTO OIHCAHHBIC B HACTOSIIEM JOKYMEHTE COCIUHEHUsI OCTAIOTCS B PAKOBBIX KJIETKAaX
no 20 pueit. CoenuHeHUs JOKAIM3YIOTCS KakK B TEPBUYHBIX, TaK U B METACTATUYECKHUX
NOPKEHMSIX, HE3aBHCUMO OT aHATOMHYECKOTO pAaCIOJIOKEHUs, BKIIKOYAas Te, KOTOpbIe

OOHapYKUBAIOTCS B TUM(PATUIECKUX Y3IIaX.

3. Komno3zuunu no U3o06perennio
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[0033] B npyrom acmekTe Hacrosiee U300peTeHHEe OTHOCUTCS K  (papMaleBTHIECKOM
KOMIO3MIIUH, CONEpsKallleli CoeTMHEHHE MO HACTOSAIIEMY H300peTeHuto (Harp., MedeHHbIi 1T 18-
(m-fiondennn)okranenmndocpoxonnH) B KOMOMHALIMK C OOHUM MK Oonee (apMaLeBTHUECKH
pUEMIIEMBbIMU HOCUTEISIMH. B mpeanodtuTenbHOM acriekre papMaLeBTHUECKash KOMITO3ULIHSI He
copepxxut Kolliphor® EL (Kolliphor siBisiercst 3apeructpupoBaHHbIM TOBapHbIM 3HakoM BASF
SE). Kolliphor® EL panee Opin msecreH kak Cremophor® EL (Cremophor sBnsercs
3aperucTpupOBaHHBIM TOBapHbIM 3HaKOM BASF SE).

[0034] dakTHUECKHE YPOBHU 103 AKTUBHBIX HHIPEUEHTOB B TEPANIEBTUUYECKUX KOMITO3ULIUSX 10
HACTOSIIEMY M300PETEHHIO MOTYT BapbHPOBATHCS TAKUM 00pa3oM, YTOOBI ITONYYUTh KOJTHYECTBO
aKTUBHOTO coefnHeHus(1il), KoTopoe sBisieTcss 3(PQPEeKTHUBHBIM Ui AOCTHIKEHHS JKEeJNaeMOro
TEPANeBTUUECKOr0 OTBETa JJIsI KOHKPETHOrO MalMeHTa, KOMIIO3MLMU U Crocoda BBEIEHHS.
BriOpanHbIi ypoBeHb 103UPOBKU OYIET 3aBHCETh OT AKTUBHOCTU KOHKPETHOTO COETUHEHUS, Ty TH
BBEJICHUS, TSDKECTH COCTOSHUS, TIOAJIEXKALIETO JIEUEHHUIO, a TAK)XKE COCTOSTHUSA U MPEALIECTBY O e
ucTopun OOJIE3HH MaIMeHTa, KOTOPOTro Jieyar.

[0035] Hacrosimee wu300pereHHe Takke OTHOCHTCS K (PapMaLeBTHYECKUM KOMITO3HLHUSM,
KOTOpBIE BKJIIOYAIOT COSAUHEHUS 110 HACTOSIIEMY H300PETEHHIO, COCTABIICHHbIE BMECTE C OTHUM
win Oonee (papMaLeBTUYECKU MPUEMIIEMbIMH HOCUTEIsIMU. PapMaleBTH4YeCKue KOMIO3HIUH
MOT'yT OBbITH CIIELHAJIBHO Pa3padoTaHbl IS MEPOPAIBHOTO BBEIEHUS B TBEPAOH WM SKHIKOH
dopme, 1S MapeHTePaTbHOTO BBEICHHUS WU JUTSI PEKTAJIBHOTO BBEICHUSI.

[0036] JIroGoit ciocod BBeneHUs MOXKET OBbITh MPUTOMEH IJIsl BBENEHUSI CYOBEKTY OIMKMCAHHBIX B
HACTOSIIEM JOKYMEHTE KOMIO3UIMHA u coeanHeHui. COequHEeHHs M KOMIIO3UIMH MOTYT
BBOJUTBCS CYOBEKTY MOCPEICTBOM BHYTPUBEHHOW WHBEKLUHU. PacKpbIThle COENUHEHHs |
KOMITO3ULITK MOTYT BBOJUTBCS CYOBEKTY IMOCPEICTBOM JIFOOBIX APYTHX MOAXOISIINX CUCTEMHBIX
IOCTaBOK, TAaKUX Kak [epopajbHas, IapeHTepalibHas, HWHTPAHA3AJIbHAs, MOIbSI3bIYHAS,
pekTanbpHas WK TpaHcaepMasbHas. CoOeqUHEHHs 1 KOMITO3UIUH IO HACTOSIIIEMY U300pETeHHIO
MOTYT BBOAMTHCA CyOBEKTaM, TaKUM KakK JIOOH M JPYrHe MIEKONHTAIOIINE, MEePOPabHO,
PEKTaJIbHO, MAPEHTEPATHHO, HHTPALUCTEPHAIBHO, HHTPABATMHAJIBHO, TPAHCAEPMAJIBHO (HAIIp., C
UCIIOJIb30BAaHUEM IUIACTBIPS), TPAHCMYKO3JIbHO, CYOJIMHIBAJIBHO, B JIETKHE, BHYTPUOPIOMINHHO,
MeCTHO (B BHZE MOPOIIKOB, Ma3ed WM Karejb), OyKKaJbHO WJIM B BUZAE NMEPOPATBHOrO WU
Ha3aJIbHOrO crpesi. TepMHHBI «IapeHTEPaJbHBINY WM «IAPEHTEPATbHO», HCIOJIb3yeMbIE B
HACTOSIIEM AOKYMEHTE, OTHOCATCS K CIIOCO0aM BBEACHUS, KOTOPbIE BKIIFOUAIOT BHYTPHUBEHHYIO,
BHYTPUMBILIEUHYIO, BHYTPHOPIOIINHHYIO, BHYTPUTPYIUHHYIO, IOAKOKHYIO U BHYTPHCYCTABHYIO
UHBEKIUIO U HHPY3HIO.

[0037] B npyrom acmekTe Hacrosiee U300peTeHHe OTHOCUTCS K  (papMaleBTHIECKOM

KOMIIO3UIMH, CONepIKaIell KOMIIOHEHT MO HACTOSIIEMY H300peTeHUI0 W (DU3UOJOTUYECKH
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niepeHOCHMBbIN pazbaBuTenb. Hacrosinee n3o0peTeHne BKIKOYAeT OHO WK 0oJiee COeNMHEHUH,
KaK OIHCAHO BBIIIE, COCTABJIEHHBIX B KOMIIO3ULIUK BMECTE C OHUM WM Oosiee (PU3NOIOTHIeCKU
NEPEHOCUMBIMH  WMJIM  TPUEMIIEMbIMH  pa30aBUTENSIMH, HOCUTENISIMH, aJbIOBAHTAMH WU
TPaHCIIOPTHBIMHU CPEACTBAMMU, KOTOPbIE B COBOKYITHOCTU Ha3bIBAIOTCSI B HACTOSLLEM JOKYMEHTE
pazbaBuTENsAMHU, AN TMAPEHTEPAJIbHOM HMHBEKLUUH, sl WHTPAHA3aJbHOW JOCTABKH, JUIS
NEPOPANIbHOTO BBEINEHHs B TBEPAOH WIM SKUAKOW (opMme, ISl PEeKTAJIbHOTO MM MECTHOTO
BBEICHUS CPEAU NPOUETO.

[0038] Komno3zuumy, MNOAXOAAIIME [JIsi TNAPEHTEPAJbHOIO BBEIAEHHUs, MOIYT BKJIKOYAaTh
(U3NONOrNUeCKH TpUEMIIEMbIe CTEpUIIbHbIE BOAHBIE HJIM HEBOJHBIE PACTBOPBI, IHCIIEPCHUH,
CYCII€H3UH WJIU SMYJIbCUU U CTEPUJIbHbIE TOPOIIKH AJI1 BOCCTAHOBJIEHUS B CTEPUIIbHBIE PACTBOPBI
WIN JUCTIEPCUHN Ul UHBbEKUUH. [IpuMepbl MOAXOAsIIUX BOAHBIX U HEBOAHBIX HOCHUTEJEH,
pazOaBuTeneli, pacTBOpuUTeNell MM HOCHUTENEH BKJIOYAIOT BOAY, O3TAHOJ, IIOJIMOJIBI
(TPONMJIEHIITUKOIb, MOJUSTHIICHIJIUKONb, TIIMLEPUH U TOMY MOAOOHOE), paCTHTENbHbIE Macia
(Takue Kak OJIMBKOBOE MAaciO), MHBELHMPYEMble OPraHWYeCKHe CIOKHBbIE 3(UPHI, TaKUe Kak
STUJIOJIEAT, U UX MOAXOASIINE CMECH.

[0039] DTi KOMIIO3ULIMK MOTYT TaKXe COAEP>KaThb aJAbIOBAHTHI, TAKHE KaK KOHCEPBUPYIOLIHE,
VBIQKHSIOIINE, SMyJbIUPYIOIIUEe U Ao3upyromue areHtsl. [IpenorBpainenue BoO3aencTBuUs
MHUKPOOPTaHU3MOB ~MOXET ObITh 00eCreueHO pPa3IUYHbIMU  AaHTUOAKTEPHATBHBIMH U
NPOTUBOTPHUOKOBBIMU ~ areHTaMH, Hampumep, napabeHamu, XJOpOyTaHOJOM, (HEHOJIOM,
COpOMHOBOIM KHUCJIOTOW W TOMy mMoAoOHBIM. Takke MOKeT OBITh JKeNaTeNbHO BKJIHOYATh
U30TOHMYECKHE AareHThl, HampuMep, caxapa, XJOpUA HaTpus M TOMy MNOHOOHOe.
[TponoHrupoBaHHOE BCACBIBAHUE WHBEKIHMOHHOHN (papManeBTHYeCKOH (OpMBI MOXKET OBbITh
00ecreYeHo UCIOb30BAHUEM AreHTOB, 3aMEJSIFOIINX BCACBIBAHUE, HANPUMEP, MOHOCTeapaTa
AIFOMHUHMS U JKeJaTHHA.

[0040] CycieH3uu B JAOMOJHEHHWE K AKTUBHBIM  COEAUHEHUSIM MOTYT  COIEpXKaTb
CYCIIEHAUPYIOIINE areHThl, TAKHE KaK, HallpUMep, STOKCUIMPOBAHHbBIE H30CTEAPUIIOBbIE CITUPTHI,
CIIOKHBIC 3(UPBI MOJHOKCUITHIEHCOPOUTAa U COpOMTAaHA, MUKPOKPHCTALTNYECKAs LEJUTF0I032,
METAarupOKCU ATFOMUHISI, OEHTOHHT, arap-arap ¥ TParakaHT WIH CMECH 3THUX BELIECTB U TOMY
nogoOHoe.

[0041] MabekunoHHBIE €MO-(pOPMBI  M3TOTABIHMBAIOTCA TMyTeM (POPMHPOBAHUS MAaTPHI]
MHKpPOKAICYJI COEOMHEHUs WIM KOMIIO3UIMH B OMOpasiaraeMblX MOJHUMEpax, TaKUX Kak
MOJUIAKTU-NIOJUTTIUKONN]. B 3aBUCUMOCTH OT COOTHOLIEHMsI JIEKAPCTBEHHOTO CPEACTBAa U
NoJIMMepa U MPUPOAbI KOHKPETHOTO HCIHOJb3yEMOro MOJUMEPa MOKHO PEryJHpPOBaTh CKOPOCTh
BBICBOOOXKICHHS JICKAPCTBEHHOTO cpencTsa. lIpumepsl npyrux OHoOpasiaraeMblx IOJIUMEPOB

BKJIFOYAIOT NOJMH(OpTO3(hUpPH)) U NoJu(aHTUAPUAbI). Jlerno-HHBEKIIMOHHBIE TpernapaTbl TaKKe
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MOJIY4alOT MYTEM 3axXBaTa JIEKAPCTBEHHOI'O CPENCTBA B JIMIIOCOMAaX WM MHUKPO3MYJIbCHSIX,
KOTOpbI€ COBMECTHUMBI C TKaHSIMH OpPraHU3Ma.

[0042] MHbeKUIMOHHBIE COCTaBbl MOTYT OBITH CTEPHIIM30BAHBI, HAIIPUMEp, MyTeM (UIbTPALUN
yepe3 QuibTp, yaepKUBAOINUK OaKkTepHH, WIIM IYyTEM BBEICHHS CTEPUIM3YIOIIMX areHTOB B
¢dopmMe CTEpUIIBHBIX TBEPABIX KOMIIO3MLMH, KOTOpble MOTYT OBITb pPacTBOPEHbI WU
JUCIEPTUPOBAHbl B CTEPUIIBHOM BOAE WM APYIOM CTEPUIIBHOM Cpeae Ml HUHBbEKLUN
HETIOCPENCTBEHHO MEPEN UCITOIB30BAHUEM.

[0043] Teepable nexkapcTBEHHBIE (POPMBI IS IEPOPATBHOIO MPUMEHEHUSI BKJIIOYAIOT KaIlCyJIbl,
TaOJNETKH, THJIFOJIH, TOPOLIKY U TPaHyJibl. B Takux TBEpAbIX JIEKaPCTBEHHBIX (JOPMAX aKTUBHOE
COEIMHEHUE MOKET OBbITh CMELIAHO C [0 MEHbIIeH Mepe OAHUM HHEPTHBIM, (apMaLeBTHUECKU
NPUEMJIEMBIM BCIIOMOIaTEJIbHBIM BEIECTBOM WUJIM HOCHUTENEM, TAKMM KaK LIUTPAT HATpUsl WU
aukanpLuidocdar, w/unm a) HANONHUTENSAMH WIM 3aMOJHUTENSIMM, TAKUMU KaK KpaxMabl,
JAKTO3a, Caxapo3a, INIF0K03a, MAHHHUT M KpeMHHeBas KHCIOTa; (b) CBS3YIOIIMMH, TAKMMH Kak
KapOOKCHMETHIILIENIIION03a, aIbIMHATI, JKeJIATHUH, NOJIUBHHIIIITUPPOINIOH, CaXapo3a U KaMeab,
C) YBIAKHHUTENSIMH, TaKMMU Kak TIJIMLepuH; d) pa3pbIXIIMTENsIMH, TaKMMH KakK arap-arap,
KapOoOHAT KanbLus, KapTOQENbHBIA WM TAaIHMOKOBBIH KpaxMaj, aJbIMHOBAs KHCIIOTA,
OIpeeTICHHbIE CHJIMKAThl U KapOOHAT HATpUs, €) 3aMeUIAIOLINMHU PAaCTBOPEHHE areHTaMHu,
TakuMHU Kak napaduH; f) yckopureasimu abcopOLMU, TAKUMH KaK COSTUHEHHs YETBEPTUUHOTO
AMMOHUSI, g) CMAYUBAIOIIMMU areHTaMH, TAaKUMH KaK LETHJIOBBIH CHOHPT M MOHOCTEapar
rinunepuna; h) abcopbeHTamu, TAKMMHU KaK KaOJIMH U OEHTOHUTOBAS TJIMHA, U 1) TyOpUKaHTaMH,
TAaKUMHM Kak TajibK, CTeapaT KaJblus, CTeapaT MarHus, TBepAble MOJUITHIECHTJIUKOJY,
JaypuicynbpaT HaTpUs U UX cMecH. B cirydae xarcyd, TabiaeTok 1 Mutob JiekapcTBeHHas (hopma
MOYKET TaKXkKe CoAepKaTh Oy(epHbIe areHTHI.

[0044] TBepaple KOMMO3MLMU NMOJOOHOTO THUMA TaK)KE€ MOTYT OBbITh MCIIOJIb30BAHBI B KA4E€CTBE
HaroJHUTeNeH B MATKUX U TBEPABIX JKEJIaTHHOBBIX KaICyJaxX ¢ HATIOJHEHHEM C UCIIOJIb30BaHUEM
TAKUX BCIIOMOIAaTeNbHbIX BEINECTB, KakK JIAKTO3a WM MOJOYHBIA caxap, a Takxke
BBICOKOMOJIEKYJISIPHBIE MTOJIMA THJICHIJIUKOJIHA U TOMY TIOZOOHOE.

[0045] Teepabie nexapcTBeHHBIE (POPMBI TAONETOK, Apake, KArcyJl, MIJEOJIb U TPAHYJ MOTYT
OBITH TIOJIYYEHBI C MOKPBITHSIMA U O0O0JIOUKAMH, TAKUMHU KaK SHTEPOCONOOMIBHBIE TIOKPBITHS U
ApyTue TOKPBITHS, XOPOLIO HM3BECTHblE B obyactu (apmaneBTudeckoro mnpouspoactsa. OHu
MOTYT HEOOs3aTeNIbHO CONIEprKaTh 3aTEMHSIOLINE areHThl 1 MOTYT TaKKe MMEThb KOMITO3HLIHUIO,
00eCTeYnBaOIIY0 BEICBOOOKACHNE AaKTHBHOT'O HHIPEANEHTA(OB) TOJBKO MU MPEATIOYTHTEIBHO
B OMNpPENEJICHHON YacTH KHUIIEYHOTO TPaKTa HeoOs3aTeNbHO 3aMeieHHbIM oOpa3oM. ITpumepst
BCTPANBAEMBIX KOMIIO3ULMH, KOTOPbIE MOTYT OBITh HMCIIOJIb30BAHbBL, BKJIOYAIOT MOJUMEpPHBIE

BE€IICCTBA 1 BOCKH.
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[0046] AxTuBHBIE COeUHEHHS TAK:KE€ MOTYT OBITh B MUKPOKATICYJIMPOBAHHOM (hOpMeE, €CITH 3TO
YMECTHO, C OTHUM MK O0Jiee U3 BBIIEYTIOMSIHYThIX BCIIOMOTaTEIbHBIX BEIECTB.

[0047] )Kunkue nekapcTBeHHbIe (OPMBI  JUII  TEPOPATILHOTO  BBENEHUS  BKIFOYAIOT
bapmMareBTHYECKN NPHEMJIEMblE SMYJBCHH, PACTBOPBI, CYCHEH3HH, CHPOINbBI M 3JIUKCUPBL. B
JOTIOJTHEHNE K AKTUBHBIM COENUHEHHSIM >KHJKHE JIEKapCTBEHHbIE (POPMBI MOTYT COAEP>KaThb
UHEPTHbIE pa30aBuTeNn, OOBIMHO HCHOJb3yeMble B JaHHOW OONACTH TEXHUKH, TaKHE Kak,
HarpuMep, BOJa WM APYTHE PACTBOPHUTENH, CONOOMIN3UPYIOLINE areHThI U SMYJIbraTOPbl, TAKUE
KaK 3TUJIOBBIM CHHUPT, N3OMPONMUIOBBIA CIHUPT, STHIKAPOOHAT, STHIALETAT, OSH3MIIOBBIN CITUPT,
OeH3MI0eH30aT, MPOMIWIEHTNIUKONb, 1,3-OyTuieHrauKoNnb, aumeTrwidgopmamun, Macia (B
YaCTHOCTH, XJIONKOBOE, apaxHuCOBOE, KYKYpy3HOE, 3apOJbIlIEBOE, OJIMBKOBOE, KaCTOPOBOE U
KYH)KYTHOE Maclia), TJIHMIEpPHUH, TeTparuapodypdypusioBelii CIUPT, MNOJMITUIECHITHKOIN U
CIJIO3KHBIE 3(PUPBI XKUPHBIX KUCIOT COPOMTAHA U UX CMECH.

[0048] TTomumo HHEPTHBIX pa3zbaBuUTENel JIFOOBIE KOMITO3UIMU JJIsl TIEPOPATILHOTO IPUMEHEHUS
MOTYT TaKKe BKJIIOUaTh BCIIOMOIaTeJbHbIE BEIECTBA, TAKHE KAaK CMA4YMBAIOLINE AreHTBHI,
3MYJIBTUPYIOIINE U CYyCNIEHAUPYIOLINE areHThl, NOACIACTUTENH, ApOMATU3aTOPbI U OTAYILIKH.
[0049] Komno3uuuu 111 PEeKTAJbHOIO WM BAarMHAJIBHOIO BBEIEHUS MPEANOYTUTENBHO
NPENCTABISIIOT COOON CYNIO3UTOPHH, KOTOPbIE MOTYT ObITh MPUIOTOBJIEHBI ITyTEM CMEIINBAHHS
COEMHEHUII 10 3TOMY M300PETEHHIO C MOAXOISIINMHI HE pa3ApakaroUMH BCIIOMOTaTeIbHBIMU
BEIIeCTBAMU WJIM HOCHUTEJSIMH, TAKMMM KaK Macjio Kakao, MOJHATUJICHIJIMKOINb WK BOCK JJIS
CYIIIO3UTOPHEB, KOTOPBIE SBISIOTCSA TBEPABIMU NPU KOMHATHOM TeMIIepaType, HO KUIAKUMHU IIPU
TEeMIIepaType Tella U, CIEeJOBATENbHO, TUIABITCA B MPSMOM KHINKE WM MOJOCTH Biarajiviia u
BBICBOOOXKIAIOT aKTUBHOE COCTUHEHHUE.

[0050] CoenuHeHus O HACTOSIIEMY PACKPBITHIO TAKXKE MOTYT BBOIUTHCS B (hopme iunocom. Kak
U3BECTHO B JAHHOW OOJIACTH TEXHUKH, JIMTIOCOMBI OOBIMHO MOJYyYarT U3 (HochOomunuaos mwim
APYTUX JIMIUAHBIX — BemecTB. JIumocomsl 0Opa3oBaHbl MOHO- HMJIH  MHOTOCJIOWHBIMH
I'UIPaTUPOBAHHBIMH KUJIKHUMU KPUCTAJIaMU, KOTOpbIE TUCIIEPTUPOBAHbI B BOAHON cpene. MoskeT
OBITb HMCTIONB30BaH JIOOOH (DU3MONOTHYECKH TNPUEMJIEMbII W MeTaOONM3UPYEMBbIH JIHITH],
CrocOoOHBIH 00pa30BBIBATH JIMIIOCOMBI. Hacrosimue komMmo3uuuu B (popme JUMOCOM MOTYT
colepKaTh B JIOMOJIHEHHE K COENWHEHHIO IO HACTOSINEMY H300pPETEHHIO CTa0MIIN3aTOPBHI,
KOHCEPBAHTBI, BCIOMOTATENIbHbIE BEIIECTBA U TOMY Noo0HOe. [IpeArnodTuTeNbHBIMU JIUTTHAAMHI
SBJISTEOTCSI TIPUPOAHBIE U cUHTEeTHUecKue (ocdommmuasl U GocaTuaIXonuHbl (JIELMUTHHBI),
UCTIONIb3YeMble OTAENbHO Win BMecTe. CriocoObl (YOpMUPOBAHHS JIUTIOCOM H3BECTHBI B TAHHOH
obmactu Texuuku. Cm., Hampumep, Prescott, Ed.; Methods in Cell Biology ,Volume XIV,

Academic Press, New York, N.Y. (1976), p. 33 u cnen. Takue komrno3uuuu OyayT BJIUATH HA
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(pu3HUecKoe COCTOSIHUE, PACTBOPUMOCTb, CTAOMIIBHOCTD, CKOPOCTh BBICBOOOXKAEHHS in ViVO U
CKOPOCTb KJIIUPEHCA I71 VIVO.

[0051] B ogHOM criocobe o HacTositeMy H300peTeHHIo (papMareBTHIeCKasi KOMITO3ULIUST MOYKET
6bITb AOCTaBJICHA B CUCTEMEC KOHTPOJIHNPYEMOTO BbICBO60)KI[eHI/I$I. Haan/IMep, COCAUHCHUEC UJIU
KOMITIO3UIIUKO MO>XHO BBOAUTH C UCITIOJB30BAHUEM BHYTpHBeHHOﬁ I/IH(bYSI/II/I, HUMILIAHTHUPYEMOT'O
OCMOTHYECKOr0 HAcoca, TPAHCAEPMAIBHOIO IUIACTBIPS, JIMIOCOM WJIM JPYTUX CIOCOOOB
BBeIeHHs. B OIHOM BapHaHTe BBINOJHEHUS M300PETEHUS MOXKET HCIIOJIb30BAThCS HACOC (CM.
Langer, riue; Sefton, CRC Crit. Ref. Biomed. Eng. 14:201 (1987); Buchwald et al., Surgery
88:507 (1980); Saudek et al., N. Engl. J. Med. 321:574 (1989). B npyrom BapraHTe BbITIOJTHEHHS
I/1306peTeHI/I$[ MOTYT HCIIOJBb30BaTbCsA TIOJITUMCPHBIC MAaTCpHUAJIbL B C€II€ OAHOM BAapHUAHTC
BBITTOJIHCHUA I/1306peTeHI/IH CUCTEMA KOHTPOJIUPYEMOT'O BbICBO60)K}IeHI/I$[ MOXKET 6bITb pa3MmeiicHa
BOJIM3H TepaneBTHYECKOH MHIIEHH, HAlpUMep, MEeYeHH, TaKUM oOpa3oM, Tpelysl JHIIb 4acTH
cucteMHOM 10361 (cM., Goodson, in Medical Applications of Controlled Release, supra, vol. 2, pp.
115-P8 (1984). Jlpyrue cucteMbl KOHTPOJUPYEMOTO BBICBOOOXKAEHHUS OOCYXKIAIOTCs B 0030pe
Langer (Science 249:1527-1533 (1990).

[0052] B mpyrom acmekre n3o0peTeHHe HAmpaBleHO Ha croco0 JieueHus 3a00NeBaHUS WM
COCTOSIHMSI Yy CyObeKTa, BKJIOUAIOUIMI BBeneHHe CyObekTy 3()(EeKTHBHOrO KOJUYecTBa
COEIMHEHUS 10 HACTOSIEMY H300PETEHHIO.

[0053] B uenom, u3oOpeTeHre HE OrPaHUYMBAETCS JIEYEHHEM KAKOro-JTHMOO KOHKPETHOTO
3a00JIeBaHMsI WJTH COCTOSTHUS, HO OXBAaThIBAET JICUeHUE JTFOOOro 3a00JIeBaHMsI WIIM COCTOSIHUS, HA

MEXAaHU3M KOTOPOro MOIr'yT BJIMATb COCAMHEHUA MO HACTOALIEMY I/I306peTeHI/IIO.

4. ®pakunoHuposaHHoe /lo3uposanue

[0054] B npyrom acnekre HacTosiee H300pETEHHE OTHOCUTCS K PEXKUMY IPOOHOTO TO3UPOBAHHUSI
ans npumenenus CLR1404 B neuenun paka. CLR1404 moxeT ObITb MeueHHBbIM ' 18-(m-
tiondenmn)okranenmnpochoxomuuom (CLRI131). HMcnonp3yemblii B HACTOSIIIEM JIOKYMEHTE
TEPMUH «ppakums» W «PPaKUMOHUPOBAHUE» JIyUEBOW TEpanmuM MPEACTABISET COOOU
paszeneHue oOiiel J03blI JTy4eBOH Teparii Ha HECKOJIbKO MEHBIINX 103, BBOJUMBIX B TEUCHUE
ornpeznesneHHoro nepuoaa speMenu. O0mmas 103a MOXKeT OBbITh pa3zesieHa, HanpuMep, 4ToObI 1aTh
HOPMaJIbHBIM KJIETKaM BPEMsI JJIi BOCCTAHOBJICHUS, YTOOBI MO3BOJUTH OIYXOJIEBBIM KJIETKAM,
KOTOpbIE HAXOAMJIUCh B OTHOCHUTENIPHO PAAHOPE3NCTEHTHOH (pa3e KIETOYHOIO ILHKJA BO BPEMs
onHON 00pabOTKH, MepeiTH B YYBCTBUTENbHYIO a3y LUKIA MEped BBEICHHUEM CIeNyromei
¢dpakuny, WM 4TOOBI TMO3BOJHUTH TUIMOKCHYECKHM OMYXOJIEBBIM KJIETKAM PEOKCUT€HHPOBATH

Mekny (pakuusmu, yaydiias YHHUYTOKEHHE OIMyXOJeBbIX KieTok. CyMmapHass BelHmYdHA
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UHIUBUAYAIBHON (PPAKIIMOHUPOBAHHON 103bI MOJKET COCTABIISATh BIUIOTH 1O OKOJIO OOIIEH A03bI
HA3HAYEHHOU JIy4€BOHN TEpanuu.

[0055] Jlo3a MOsKET BBOAMThLCS U3 pacyeTa Ha MeTp” (M%) unu Ha Bec (Hamp., kr). Meuennbiii P11
18-(n-itiondennm)oxTanenmipocHOXoNuH WM €ro COJNb MOXHO BBOIHWTH B IHANa3OHE 03,
nanpumep, ot 1 MKu 10 100 MKu Ha mMeTp® (M?); ot 5 MKu 10 90 MKu Ha mMeTp® (M?); or 10 MKu
1o 80 MKu Ha metp* (M?); ot 20 MKu 1o 70 MKu Ha metp* (M?); ot 30 MKu 1o 60 MKu Ha meTp?
(M*); umu ot 40 MKu 1o 50 MKu Ha merp® (M?). Jlo3a MOkeT cOCTaBIATh, Hanpumep, 10 MKu Ha
metp? (M%), 20 MKu Ha Metp? (M?), 30 MKu Ha MeTp” (M%), 40 MKu Ha Metp? (M%), 50 MKu Ha MeTp?
(M%), 60 MKu na metp? (M%), 70 MKu na metp” (M%), 80 MKu Ha metp” (M?), 90 MKu Ha mMeTp® (M%)
unu 100 MKu Ha metp? (M%).

[0056] Meuennsbiii *'1 18-(n-ifiondennn)okraneundochOXONMH UK ETO CONb MOKHO BBOIUTD B
nuarasose 103, Hanpumep, oT 1 MKu no 100 MKu Ha kr; ot 5 MKu 1o 90 MKu Ha xr; ot 10 MKu
no 80 MKu Ha kr; ot 20 MKu 1o 70 mKu Ha kr; ot 30 MKu 1o 60 MKu Ha kr; uiu, Hanpumep, OT
40 mKu no 50 mKu nHa kr. Jlo3a MmoxeT coctaBisate, Harpumep, 10 MKu Ha kr, 20 MKu Ha kr, 30
MKwu Ha kr, 40 MKu Ha xr, 50 MKu Ha kT, 60 MKu Ha kr, 70 MKu Ha k1, 80 MKn Ha kr, 90 MKu Ha
kr unu 100 mKu Ha kr.

[0057] B ogHOM acrnekTe COCOMHEHUS WM KOMIIO3ULUH BBOIAT CyOBEKTY, HYKHOAIOIIEMYCS B
5TOM, B BUAe (PpakIMOHMPOBAHHBIX A03 B IBYX miu Oonee dactsax. B npyrom Bapuanre
BBIMOJIHEHHS] U300PETeHUs] COSNMHEHHSI WJIM KOMITO3ULIMH BBOIAT B BHIE (DPAKIIMOHUPOBAHHBIX
103 npu runeppakuuoHUpyOIel Tepanuu. B 1pyrom acnekTe COSIUHEHHs WM KOMITO3ULIHH
BBOJIAT B BUJIE (PPAKLIMOHUPOBAHHBIX 103 B YCKOPEHHOH (PpaKIMOHUPOBAHHON TEPAITHH.

[0058] B ompeneneHHBIX BapHaHTaX BBIMOJHEHHS H300peTeHHs] COCOObI U KOMIO3HULUU T10
HACTOSIIEMY H300pPETEHUIO TOJIe3HbI Ui JiedeHus paka. CrocoO/pekuM ITOCTaBKU MOXKET
BKJIFOYATb, Harpumep, TPATULIHOHHYIO (b paKIIHOHUPYIOIIYIO TEpaIuIo,
runep@pakIuOHNPOBaHIE, THTO(YPAKIIHNOHUPOBAHHE U YCKOPEHHOE (PPaKLIMOHUPOBAHUE.

[0059] B onHOM BapuaHTE BBINOJHEHUS U300PETEHUS] TEPANEBTHUECKUN PEXKUM IPENCTABIISET
coboli runepdpakuoHUpOBaHHYIO Tepanuio. Ilpu runepdpakimoHupoBaHUH BBOASTCS OoJee
BBICOKHE JI03bI JUUIsI OMYXOJIA MPU COXPAHEHHH YPOBHS IOJTOCPOYHOTO MOBPEXKISHHS TKaHEH,
KOTOPBIH SIBISIETCS KIIMHUYECKU npuemsieMbiM. CyTOYHas 1038 OCTAETCsl HEM3MEHHOM WIIH CIIeTKa
YBEJIMYMBACTCS, B TO BpeMsl Kak 1032 Ha (PpakLMIO yMEHbIIAeTCs, a ollmee BpeMs JICUSHHs
OCTAETCsI MOCTOSTHHBIM.

[0060] B onHOM BapuaHTE BBINOJHEHUS U300PETEHUS] TEPANEBTHUSCKUN PEXKUM IPENCTABISET
co00# yCKOpeHHYH (PpakIMOHUPOBAHHYIO Tepamur. [Ipu yckopeHHOU (hpakIHuOHHPOBAHHON
Tepanuu 1032 Ha (PPaKLNio OCTAETCst HEU3MEHHOM, B TO BPEMsI KaK CyTOYHAsI 1032 Y BEIMYUBACTCS,

a 06Luee BPEMs JICHCHHS COKpPALIACTCA.
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[0061] B ogHOM BapuaHTE BBIOJHEHUS] U300PETEHUS] TEPANIEBTHUSCKUN PEKUM IPEACTABISET
co0ol HerpepbIBHYIO runepdpakMOHIPOBAHHYIO yCKOpeHHyo ny4eByro Tepanuio (CHART). B
teparun (CHART) mHTEHCHBHBIN rpaduK JIeUeHUs! - MPU KOTOPOM B TEUEHHE COKPAIIEHHOTO
Neproa BBOAUTCS HECKOJIBKO €KETHEBHBIX (hPaKIIUH.

[0062] ®pakuMOHUPOBAHHBIE AO3bI JIy4€BOM TEpamuud MOTYT BBOAUTHCA C HHTEpBasaMu. B
HEKOTOPBIX BAPUAHTAX BBITIOJHEHUS N300peTeHNs (PpaKkInOHUPOBAHHBIE TO3BI JIYYE€BOI TEparuu
MOTYT BBOJAMTBCSI C MHTEpBAJaMH B TEYEHHE OAHOrO LHUKJIAa. B onpeneneHHbIX BapHaHTax
BBITIOJTHEHHS N300peTeHus (PpaknOHUPOBAHHBIE JO3bI BBOIAT B TEUEHUE NIEPUOAA MUHYT, YaCOB
WJIA HEAENb, TAKOTO Kak, oT 1 10 26 Henenb, TAKOro Kak oT okojio 1 10 15 Heaenb, Takoro Kak Ot
2 no 12 Henenb. B onpeneneHHbIX BapUaHTAaX BBIMOJHEHUS U300peTeHUsl (PPaKIMOHUPOBAHHBIE
J03bI BBOJAT B TEYEHHUE NEPUOJIA MEHEE YEM OKOJIO 15 Henenb, Takoro Kak MeHee 4eM OKoJio 14
HeZleJb, TAKOrO KaK MEHee 4eM OKOJI0 13 Henelnb, TAaKOro Kak MeHee ueM OKoJIO 12 Henenb, Takoro
KaK MeHee 4yeM 0koJo 11 Heaenp, Takoro kak MeHee ueM okouo 10 Henenb, Takoro Kak MeHee 4eM
OKOJIO 9 Henesb, TAKOrO KaK MEHee 4eM OKOJIO 8 Hezlelb, TAKOTO KaK MEHEE YeM OKOJIO 7 HeJelb,
TAKOIro KaK MEHee 4eM OKOJIO 6 HefleNlb, TAKOTO KaK MEHee 4e€M OKOJIO 5 HeZlelib, TAKOTO KaK MEeHee
YeM OKOJIO 4 Henenb. B ompeneneHHBIX BapHaHTaxX BBIMOJIHEHUS M300pETEHUS KyMyJISTHBHOE
BHEIIHee OO0JlyueHHe MpeACTaBsieT Co0OH TepaneBTHUECKH J(P(PEKTUBHOE KOJHUYECTBO
U3JIy4EeHUs U1l YHUYTOXKEHHS KIETOK.

[0063] ®paxuuonuposannyo go3y ans CLR1404 (mamp., CLR131, mewennoro T 18-(m-
Hiondennt)okranenmiphochOoXoIMHA) MOKHO BBOIUTD B BUIE OJHOKPATHOM TO3bI OUH Pa3 B I€Hb
1, 1 cCHOBa B BHJI€ OTHOKPATHOM J103bI B AeHb 15 (uepe3 14 mHeli mocne nHs 1), U CHOBa B BUJIE
OITHOKPATHOHN 103kl B AeHb 60 (depe3 59 mHeit mocne ansi 1), U HEOOsS3aTENBHO CHOBA B BUJE
OIHOKPATHOH 03Bl B AeHb 75 (uepe3 74 must mocne nHs 1). @pakMOHMPOBAHHAS 103a AJIS
CLR 1404 (namnp., CLR131, meuennoro *'1 18-(n-itondenun)okranenmadhochoxonnHa), KOTOPYIO
BBOJSAT B BUJE OJHOKPATHOM AO3bI OJIMH pa3 B €Hb |, U CHOBA B BUJl€ OJHOKPATHON 103l Yepe3
14 nHeii, 1 CHOBa B BUJE OHOKPATHOMW 03Bl uepe3 59 nHel nmocne nust 1, u HeoOs3aTeNbHO CHOBA
B BHJI€ OAHOKPATHOM 03Bl Yepe3 74 mHs mocie AHA |, MOXKeT MpeAcTaBiIATh COOOH OMH IHUKJI
no3uposaHus. LMk OAHOKPATHOrO MO3MPOBAHUS MOXKET BKJIIOYATh WIM COCTOSITH U3 MEPBOU
OIHOKPaTHOM A03bl, BBOAUMON B A€Hb |, BTOPON OAHOKPATHOW J03bl, BBOAUMOM B IeHb 13, A€HD
14, nenn 15, nenp 16, newb 17 unu aens 18; u TpeTbeli OAHOKPATHON AO3bI, BBOAUMON B A€HB 53,
neHb 56, nenb 57, nenb 58, nenw 59, nenb 60, neHb 61, neHp 62, neHp 63, neHp 64 UK OeHDb 65.
WnTepBan nocie aHs 1, B KOTOPBIH MOXeT OBITH BBEAEHAa BTOpasl OMHOKPATHAS 1103a, MOXET
coctaBysATh 12, 13, 14, 15, 16 unu 17 nHeil. B KOHKPETHBIX BAPUAHTAX BBITIOJIHEHHUS H300PETEHUS
UHTEPBAJl MOXKET cOCTaBIATh 14 nHeit. UHTepBan mocne auHst 1, B KOTOPBIA MOXKET OBITh BBEIEHA

TPeThsl OMHOKPATHAsA 1034, MOXKET COCTABIATh 54, 55, 56, 57, 58, 59, 60, 61, 62, 63 unu 64 nusa. B



18

KOHKPETHBIX BapHAHTAaX BBIMOJIHEHUS] M300PETeHNsT MHTEPBAJI MOXET COCTaBiATh 59 nHeil. B
HEKOTOPBIX BAPHAHTAX BBITOJHEHHS N300PETEHUs LIUKJII JO3UPOBAHUS TOTIOJIHUTENBHO BKIIFOUAET
YETBEPTYIO OJHOKPATHYIO 103y, BBOAUMYIO B AeHb /0, nenb 71, nenpb 72, nens 73, nenb 74, neHb
75, nennb 76, nenn 77, nenp 78, aenb 79 unu nenp 80. MHTEpBaN nocne aHs 1, B KOTOPBIA MOXKET
OBITH BBEICHA YE€TBEPTAsi OMHOKPATHAS 1032, MOXKET COCTaBisiTh 69, 70, 71, 72, 73, 74, 75, 76, 77,
78 wim 79 nHeill. B KOHKpETHBIX BapUaHTaX BBIMOJHEHUS W300pPETEHHS HHTEPBAI MOXKET
cocTaByATh 74 ans. LlMki1 ONHOKPAaTHOrO AO3UPOBAHMS MOXKET BKJIKOYAaTh WJIH COCTOSITh U3 TPEX
ONHOKpATHbIX 103. LIMKiI OZHOKPATHOrO MO3UPOBAHUS MOXKET BKJIKOYAaTb WIH COCTOAThH W3
YeThIPEX OJHOKPATHBIX 103. YUerBepTas ONHOKpaTHAas 11032 MOXET ObIThb HE0OSA3aTeNbHOM.
UerBeprass OQHOKpaTHAsl 1032 MOKET OBITh BBEIEHA B 3aBUCHMOCTHU OT COCTOSIHUS NAllUEHTA
W/WITN peaKiuy MaleHTa Ha MPeablayIine 1036l

[0064] PpakunOHMpPOBaHHBIE NO3bI JIyY€BON TEpaNMM, KaK OMUCAHO B HACTOALIEM AOKYMEHTE,
MOTYT BBOJUTBHCS C UHTEPBAJIaMH B OTAENbHBIX LIUKJIAX AO3UPOBAaHUs. B HEKOTOpPBIX BapHaHTax
BBINIOJIHEHHSI M300peTeHus1 (pakLMOHUPOBAHHBIE O3Bl JY4E€BOH TEPAIIUU MOTYT BBOAMTBCS B
ABYX niu Oosee 1ukax qo3uposanus. Hanpumep, ppakinoHHPOBaHHBIE O3B! JTy4eBOH TEPAInH,
KaK OINUCAaHO B HACTOALLEM NOKYMEHTE, MOTYT BBOAMTBLCS B COOTBETCTBUM C MEPBBIM LUKJIOM
JO3UPOBaHUsI U BTOPBIM LIMKJIOM I03UpPOBaHMs. PexxuM A03UpOBaHMs, UMEHOLIWNM ABa LIUKJIA
IO3UPOBAHUS, MOXET BKJIIOYATh 3aJepKKy MeXIy JABYMsI LHKJIAMH, HEOOXOIUMYKO IO
METULITHCKUM MOKa3aHHUsIM CyObeKTa (Harmp., HEBO3MOKHOCTh BBEIEHUS OMTUCAHHON TEpaIuu 1o
COCTOSIHUIO 3JTOPOBbsI HJTH U3-3a Oe3omacHoCcTH). Hanpumep, TpeThst 1032 B OJHOKPATHOM IIHKJIE
JO3UPOBAHUS MOKET OBITh OTJIOKeHA Ha OKOJIO 10-120 qHe# 1 MOXKeT BBOIUTHCS TOCIIEe OTCPOUKU
JUTIs1 THULMUPOBAHUS BTOPOTO LIUKJIA JO3UPOBAHUS.

[006S] IlepBblii LMKJ AO3UPOBAHUS MOXKET BKJIOUATh WJIM COCTOSITh U3 NMEPBOM OAHOKPATHOM
J03bl, BBOJIMMOM B 1€Hb 1, U BTOPOH OAHOKPATHOM A03bI, BBOAUMOM B JIeHb 13, neHb 14, nens 15,
nenb 16, nenb 17 wmn neupb 18. MHTepBan mocne aHs 1, B KOTOPBIH MOKET ObITh BBEIEHA BTOPAsi
OHOKpaTHas 103a, MOKeT cocTaByaTh 12, 13, 14, 15, 16 umm 17 aHell. B KOHKpETHBIX BapHUaHTax
BBITIOJTHEHHS M300PETEHHsT HHTEPBAJ MOXET COCTaBIATH 14 nHel. Bropoi muky no3upoBaHust
MOYKET BKJIFOYATh WJIA COCTOSITh U3 TPEThEH OJHOKPATHOH 1O3bL, BBOAUMOH B JIFOOOH U3 AHEH 55-
190. MHTepBan nocne aHst 1, B KOTOPBIH MOKET OBITh BBEACHA TPEThsI ONHOKPATHAS 1033, MOXKET
coctaByATh 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72,73, 74, 75, 76,
77,78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 112, 113, 114, 115, 116, 117, 118, 119, 120
121, 122, 123, 124, 125, 126, 127, 128, 129, 130, 131, 132, 133, 134, 135, 136, 137, 138, 139,
140, 141, 142, 143, 144, 145, 146, 147, 148, 149, 150, 151, 152, 153, 154, 155, 156, 157, 158,
159, 160, 161, 162, 163, 164, 165, 166, 167, 168, 169, 170, 171, 172, 173, 174, 175, 176, 177,

2

2 2 2 2 3

2 2 2 2 3 >

2



19

178, 179, 180, 181, 182, 183, 184, 185, 186, 187, 188 wnu 189 nHeil. B KOHKpETHBIX BapHaHTaxX
BBITTOJTHEHUST M300PETEHUs] WHTEPBAJI MOXKET COCTaBIATH SO nHeill. B HEKOTOpBIX BapHaHTax
BBITIOJTHEHUSI N300pPETeHUsT BTOPOH LMK JO3UPOBAHUS JIOTIOJIHUTENBHO BKIKOYAET YETBEPTYIO
OHOKpaTHYI0 103y. UerBepras n03a sIBISETCS HEOOS3aTENbHON M MOXET HAYMHATBCS I10CIHEe
BBEIEHUs TPEeTheN 103bl. HeTBepTas 103a MOXKET HaUMHATHCA Ha feHb 7, 8,9, 10, 11, 12, 13, 14,
15, 16, 17 win 18 mocne BBeAeHHs] TpPeTbeW 03bl. B HEKOTOpPBIX BapHaHTaX BBITOJIHEHUS
n300peTeHns YeTBepTasi OMHOKPATHASI 1032 MOXKET ObITh BBeJI€HA B JIFOOOM u3 nHel 62-208, uto
cocTasyisieT 7-18 nHeN mociie BBENEHUs TPEThe AO03bl. B HEKOTOPBIX BapUaHTaX BBITOIHEHUS
n300peTeHns YeTBepTasi OMHOKPATHAsI 1032 MOXKET ObITh BBeZIeHA B JI00OM u3 nHei 70-208, uto
cocrasyisier 12-18 nHel mocie BBENEHUs! TPEThel N03bl. B HEKOTOPBIX BapUaHTaX BBITOIHEHUS
n300peTeHns YeTBepTasi OHOKPATHAsI 1032 MOXKET ObITh BBEJI€HA B JIFOOOH u3 nHel 62-204, uto
coctasisieT 7-14 quell mocie BBeneHUs TpeTbel 103bl. MHTEpBan nocie qHsA 1, B KOTOPBIN MOKET
OBITH BBEIEHA YE€TBEPTAsi OMHOKPATHAS 103a, MOXKET COCTaBisATh 69, 70, 71, 72, 73, 74,75, 76, 77,
78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99, 100, 101, 102,
103, 104, 105, 106, 107, 108, 109, 110, 111, 112, 113, 114, 115, 116, 117, 118, 119, 120, 121,
122, 123, 124, 125, 126, 127, 128, 129, 130, 131, 132, 133, 134, 135, 136, 137, 138, 139, 140,
141, 142, 143, 144, 145, 146, 147, 148, 149, 150, 151, 152, 153, 154, 155, 156, 157, 158, 159,
160, 161, 162, 163, 164, 165, 166, 167, 168, 169, 170, 171, 172, 173, 174, 175, 176, 177, 178,
179, 180, 181, 182, 183, 184, 185, 186, 187, 188, 189, 190, 191, 192, 193, 194, 195, 196, 197,
198, 199, 200, 201, 202, 203 unu 204 aHsi. B KOHKPETHBIX BAPUAHTAX BBIMOJHEHUS U300pETEHUS
UHTEpBaJ] MOXET cocTaBiATh 70 aHeil. IlepBbIli LUK NO3UPOBAHUS MOKET BKJIKOYATh WJIU
COCTOATh M3 JIByX OJHOKPATHBIX 103 (TMEpBOM M BTOPO ONHOKpPATHBIX 103). BTOpoil mmkn
JO3UPOBAHUS MOKET BKITFOUATh UJIH COCTOSITh U3 OHOM OJTHOKPATHOH 03Bl (TPEThsI OMHOKpATHAS
no3a). BTopoii 1K1 JO3MPOBaHUST MOXKET BKJIOYATh FUIH COCTOSITh U3 JABYX OJHOKPATHBIX /03
(TpeTbsi M yeTBepTask OMHOKpATHBIE 103bI). YeTBepTast OHOKPATHASI 1032 MOXKET OBITh BBEICHA B
3aBHCHUMOCTH OT COCTOSIHMS MALMEHTa W/WIN PeaKIMK MaleHTa Ha mpeabnymue 103bl. Havano
TpeTbeil OMHOKPATHOM J03bI MJIM BTOPOTO IHKJIA TO3UPOBAHHS MOKET OBITh OTJIOJKEHO TI0 JIF0OOH
MEIUIIMTHCKON TMPUYMHE, TAKOW KaK, HO HE OrPaHHYUBASICh STHM, Ja0OPAaTOPHbIE OTKIOHEHUS
(marp., WBC < 3000/mxir; ANC < 1500/mkir; remornobmn < 8 1/mi;, pacdeTHass CKOPOCThb
kiyboukoBoit puprparmu < 30 mu/mun/1,73 m2; ALT > 3 x ULN; 6mnmupybun > 1,5 x ULN),
YCTaJIOCTh, 3aM0P WUJIH KO>KHBIE SI3BBL

[0066] B pexume [n03UpOBaHMs, HMEKOIIEM JBa LUKJAa JO3UPOBAHUS, HAIMpPUMED,
dpaxuuonuposannyro  mosy ans  CLR1404 (mamp., CLRI131, ''I-meuennoro 18-(m-
Hondennt)okragenmihochoXoIMHA) MOKHO BBOJUTH B BUE MEPBON OTHOKPATHOW JO3bI OAUH

pa3 B IeHb |, ¥ CHOBa B KA4eCTBE BTOPOI OMHOKPATHOMH 103bI B IeHb 15 (uepe3 14 nHei mocie nHs
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1), u cHOBa B Ka4ecTBe TPETbel OMHOKPATHOM 036l B AeHb 57, 70, 90, 120, 150, umu 180 (uepes
56, 69, 89, 119, 149, unu 179 nueli mocne aHs 1 COOTBETCTBEHHO), W HEOOS3aTEIbHO CHOBA B
Ka4eCTBE YeTBEPTOU ONHOKPATHOM 103kl B ieHb 71, 84, 104, 134, 164 wnu 194 (uepes 70, 83, 103,
133, 163 wmm 193 gHst mocie aHst 1 COOTBETCTBEHHO), MPHU 3TOM YETBEPTasi OMHOKPATHAS 1034,
€CJIM TaKOBasi UMEETCs, BBOOUTCS 4epe3 14 nHel mocie BBEAEHUs TPETbel OJHOKPATHOH NO3BL
®pakuuonuposanHas fo3a gans  CLR1404 (mamp., CLR131, wmeuennoro 1 18-(n-
Hondennt)okragenmiphocGoxosiiHa), KOTOPYIO BBOIST B BHJIE€ ONHOKPATHOW O3Bl OAWH pPa3 B
neHb | u CHOBa B BHMJE OOHOKPATHOM N03bl 14 nHEH CrycTs, MOXET OBITh NMEPBBIM LIUKJIOM
nosuposanus. @pakimonuposanHas no3a 11 CLR1404 (uamp., CLR131, meuennoro I 18-(n-
nondenun)okragenmidochoxonnHa), KOTOPbIA BBOIST B BUIE OJHOKPATHOMN 03I uepes3 56, 69,
89, 119, 149 umm 179 nueit nocne nus 1 1 HEOOs3aTENBHO CHOBA B BUIE OMHOKPATHOM 03Bl Uepe3

70, 83, 103, 133, 163 umu 193 gust mocne qHs1 1 MOKeT ObITh BTOPBIM LIUKJIOM TO3UPOBAHHSI.

a. Komounnuposannasi Tepanus

[0067] Psim xuMHOTEpaneBTUYECKHX areHTOB MOXKET YCHMIMBATh 3(PQeKThl IyueBOil Tepaniu Ha
ochose CLR1404, wanmpumep, Tepamuu Ha OCHOBe MedeHHoro I 18-(m-
fionpdenmn)okranenuindochoxonrHa, Kak ONMCAHO B HACTOSILIEM JOKyMeHTe. B oqHOM acrekre
aCTIeKThl M BAPHAHTBI BBINOJHEHUS HACTOSILIEr0 M300peTeHHs MOTYT OBITh HCIIOJNIB30BAHBI B
KayecTBe KOMOWHUPOBAHHOM Tepamuu C CYLIECTBYIOIIMMU XHMUOTEPAIEBTUYECKUMHU
cnocobamu. KomOuHnpoBaHHas (1ocaeoBaTebHAs WK OHOBPEMEHHAs) TePAIUsi MOKET ObITh
COBMECTHBIM BBEJIEHHUEM MUJIF COBMECTHBIM COCTABJICHHEM.

[0068] B Tex BapriaHTax BBINMOJHEHUs H300PETEHUS, TJI€ MALIMEHT MOABepraeTcs 0oyee 4eM OHOMN
(dbopme Ny4eBOil Tepanuu, HApUMep, B MOMOJHeHHe K Tepanuu Ha ocHoBe CLR 1404, manueHT
MOKeT OBITh MOABEPTHYT ONHOW MJIM 0OJee MOMOJHUTENbHBIM (POopMaM JIy4eBOW Teparmuu
OJTHOBPEMEHHO, NIOCJIEIOBATENBHO, BO (PPAKIIMOHMUPOBAHHBIX JI033aX B OJTHO M TO K€ BPEMSI FITH BO
(bpaKLMOHMPOBAHHBIX J03aX MOCJIEAOBATENFHO, B YePENyIOINXCs (PPaKLMOHUPOBAHHBIX 033X
w/wim B o000 ux komMOuHaimu. B ompeneneHHBIX BapHaHTAax BBITIOJHEHUS W300pETEHUs
UHTPAOIIEPALMOHHYIO JIYYEBYIO TEPAIHIO MPOBOIAT 10, BO BPEMs M/HUJIH MOCTE XUPYPTUIECKON
NPOIENYPHL, & BTOPYIO (POPMY WJIH JIYUEBYIO TEPAIHIO MPOBOIAT B OOJiee MO3HEe BPEMs, TaKOe
KaK 4achl TOCJIE€ XHPYPrUYeCKOH MPOLEAYpPHI, W/WIM THHU TOCHE XUPYPTHUECKOH MPOLEenypHl,
W/WITH HEZIeTIH TTOCIIe XUPYPrudeckoi npouenypsl. THTpaonepanuonHoe 00y deHne u/uim Bropast
dopma obOnyuenus moryT ObiTb Ha ocHoBe CLR-1404 (mamp., meuennoro P!I 18-(m-
tondenun)okranenmidochoXoNHa UITH €ro COJN). B onmpeneneHHbIX BapUAHTaX BBITOJHEHUS
n300peTeHns] MalMeHTa JiedaT Jy4eBOH Tepamuel, Hampumep, Tepanueii Ha ocHoBe CLR-1404

(sanp., meuennoro 11 18-(n-itondenun)okranennahpochoxonHa Ik ero Coju), 9YTO MPUBOTHUT
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K XUPYPrHYECKOH POLEAype, HATPUMED, 32 HECKOJIbKO YacOB JI0 XUPYPTUIECKOH MPOLENYPEL, 32
HECKOJIBKO JHEH 0 XUPYPTrUUeCKOH MPOoLeaypbl H/IIH 32 HECKOJIBKO HENIENb 1O XUPYPTUIECKOH
POLEAYPHI.

[0069] Jlyuepas Teparmusi Ha ocHoBe CLR1404 (mamp., CLR131, wmeuenoro “'I 18-(m-
Hondennt)okragenmiphocoXoiMHa) MOXKET ObITh OOBEIUHEHA C ONHOW Wiu Oojiee IPYruMH
TepanusMH, INPU 3TOM YMeHblleHue paka ¢ mnomoinpto Tepanuun CLR1404 mnpoucxoaur
OJHOBPEMEHHO, B CIie]l 3a WJIU Mepel ApyruM JieueHueM. Hampumep, qpyrum jiedeHueM MOKET
ObITb JydeBas Tepamus, XUMHOTEPAIUs, PE3eKLHsl OMyXOiH, aONALMOHHAsS Tepanus W/ wim
MeCTHOE (pU3NYECKOe BO3ACHCTBHE HAa OCHOBE XOJjoaa (Kpuo), Teruia (TepMO), pamxuodacToT U
MukpoBoJH. JlyueBas tepanus Ha ocHoBe CLR1404 MoxxkeT MCHONIB30BaTbCS B COYETAHUU C
TUnepTepMueli, T.e. ¢ HCIOJb30BAHMEM Teria. B ompeneneHHbIX BapHAHTAX BBINOJHEHUS
n300peTeHnst KOMOMHALMS Terula U OOJyUeHHUs] MOXKET YBEJIUYUTh CKOPOCTh OTBETa HEKOTOPBIX
OIyXOJIEeH.

[0070] B coueranuu c ny4esoii Tepanueii Ha ocHose CLR-1404 (nanp. CLR131, meuennoro 1
18-(n-itondennm)okranenmipocHoxonuHa) paguoOCeHCHOUIN3ATOP MOXKET BBOAUTHCS B
COYETAaHUU C JAOMOJHUTEIbHBIM areHToM. Hampumep, HUTPOMMHAA30]1 MOXKET BBOJUTHCS B
COYETAaHMU C  JONOJIHUTENbHBIM  areHToM, TaKUM Kak  HalEJUBAIOLIMNA  areHrT,
XMUMHOTEPATIeBTUUECKUI areHT WIM BTOPOH paguoceHcuOmnmsatop. Hanenmparomue areHTHI
BKJIFOYAIOT JIIOOBbIE TOAXOMSILIME areHThI JJIsi HALEIMBAHUS Ha PAKOBBIE KIIETKH, TaKHUE Kak
anTuTena. HuTponMuaa3on MokeT ObITh CBS3aH C LIEJIEBBIM ar€HTOM IOCPEICTBOM KOBAJIEHTHOTO
WIM HEKOBAJIEHTHOrO IpucoenuHeHuil. Hanpumep, HUTpOMMHAA30/ibl, Takue Kak 2-
HUTPOUMHIA30JIbI, MOTYT OBITh CBsSI3aHbl C LEJEBBIM areHTOM 4Yepe3 JIMHKep, TaKOW Kak
OuopaznaraeMblil TUHKEP. AJIBTEPHATUBHO, HUTPOUMHIA30JIbI MOTYT OBITh CBSI3aHBI C LIEJIEBBIM
areHTOM IIOCPEICTBOM HOHHBIX B3aWMOJNIEHCTBHN. B omnpeneneHHbIX BapHaHTaX BBIOJHEHUS
U300peTeHNs] PaguOCEHCHOMIN3ATOP MO M300PETEHUIO U JTOTIOJHUTENIbHBIA areHT MOTYT OBITh
3aKJIFOYEHBI B JIMITOCOMY. JTH XUMHUOTEPANIEBTHUECKHE areHThl MOTYT OBITh KJIACCU(PUIIPOBAHBI
1o MEXaHU3MY 170 TEeWCTBHS, Harpumep, Ha CIIEQYIOLIHE TPYIIIIBL:
AHTUMETAaOONUTHI/ IPOTHBOPAKOBBIE areHThl, TAKWE KaK aHAIOTW nmupuMmunauHa (S-ropypar,
¢bnokcypunuH, KaneuntaOWH, TeMOUTA0MH W LUTapaOWH) M aHAJIOTW NYPHHA, AHTarOHUCTHI
(onmeBoli KHCIOTHI U POACTBEHHbIE HHTHOUTOPBI (MEPKANTONYPUH, THOTYaHHUH, IEHTOCTATHH U
2-XJIOPAEOKCHUATCHO3UH (KJIaApUOWH));, aHTHUNPOJIU(EPATHBHBIC/aHTAMHUTOTHYECKHE AareHThI,
BKJIFOYasl HATypaJIbHbIE MIPOAYKTHL, TAKHUE KaK aJTKaJIOU bl OapBHHKA (BUHONACTHH, BUHKPUCTHH U
BUHOPENOUH), pa3pyIINTENd MUKPOTPYyOOUEeK, TaKue Kak TaKCaHbl (TIAKJIUTAKCEN, JOLETaKCeN),
BUHKPHUCTUH, BUHOJACTUH, HOKOAA30J, SMOTHJIOHBI W HAaBEJIOWH, 3MHIUNONO(DHIIIOTOKCUHBI

(renunosuy), noppexknaromue JIHK areHThl (aKTMHOMUIMH, aMCAaKpWH, AaHTPAIUKJINHBIL,
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OneomunnH, OycynbhaH, KaMNTOTELWH, KapOOMmjaTWH, XJopamMOymwi,  IHCIUIATHH,
ukiodochaMu, MUTOKCAH, AAKTUHOMHWIIMH, NAayHOPYOWIWH, IOLETaKCelN, ITOKCOPYOUIIUH,
SMUPYOUINH, TeKCAMETHJIMEIAMUH, OKCANUIUIATHH, udochamun, MmendaiaH, MEXJIOPITAMUH,
MHUTOMHULNH, MHTOKCAHTPOH, HHUTPO3OMOYEBHHA, MAKIMTAKCEN, IUIMKAMULIUH, MPOKapOasHH,
TeHUno3ua, TpudTmieHTnodochopamun u stono3un (VP16)), aHTHOMOTHMKH, Takue Kak
OaKTHHOMHLIMH (aKTHHOMHULIMH D), nayHopyOuLinH, 1oKkcopyOuInH (aipHaMuLiiH), UaapyOHuIvH,
AHTPALMKJINHBI, MUTOKCAHTPOH, OJICOMULMHBI, TUIMKAMULMH (MUTPAMULUH) ¥ MHTOMULMH;
depmenTs! (L-acnaparnHasa, KOTopas CHCTEMHO MeTabonu3upyeTr L-acnaparvH u JIMIIaeT ero
KJIETKH, KOTOPble HE HMEIT BO3MOKHOCTH CHHTE3UPOBaTh COOCTBEHHBIN acraparvH),
AHTUTPOMOOIIMTAPHBIE AareHThl, AHTUIPOJIH(EPATUBHbIE/AHTUMUTOTHYECKHE AJNKWIHPYIOIINE
areHThbl, TaKHWe KaK a30THCTbIA UIPUT (MEXJIOpITAaMHH, LUKIodochamun u aHanory, Mendanas,
XJIOpaMOyIMII), OSTWIEHUMHHBI U METHJIMENaMHHbl (T€KCaMeTHJIMENaMHH U THOTeNa),
ankuncynbdonarel  (Oycynbdan), HurposomoueBuHbl (kapmyctiH (BCNU) wu aHnanorw,
CTPENTO30LMH), TPHUA3EHBI (Hamp., naxap0Oa3uH (DTIC));
aHTUNPOIH(EPaTHBHbIE/AHTUMUTOTUYECKHE AHTUMETAOONINTBI, TaKHe Kak aHaJorH (hOIHUEeBOH
KUCJIOTHI (METOTPEKCAT); KOOPAMHALMOHHBIE KOMITJIEKChI TUIATHHBI (LIUCIIIATHH, KapOOIIaTHH),
npokapOa3uH, rUIPOKCHMOYEBHHA, MUTOTaH, aMUHOTJIFOTETHMU/L;, TOPMOHBI, aHAJIOTH TOPMOHOB
(3cTporeH, TaMOKCH(]EH, ro3epesuH, OWKajdyTaMHi, HUJIyTAMHI) U HHTHOUTOPBI apoMaTrasbl
(J1eTpo30J1, aHACTPO30J1); AHTUKOATYJISIHTBI (TE€NapuH, CHHTETUYECKHE COJIM TelapuHa U IPyTrHe
UHTUOUTOpPBI TpOMOMHA), (PUOPHHONUTHUECKUE AareHThl (TaKue KaK TKAHEBBI aKTHBATOP
IUIA3MUHOTEHA, CTPENTOKMHA3a W YpOKWHA3a), acmupuH, uHruouTopsl LIOI-2, nmunupumamon,
TUKJIONTU/IMH, KJIOMUAOTpeN, a0IuKCUMad, aHTUMUTPHUPYIOLINE areHThbl, AHTHCEKPETOPHBIC
areHThl (OpeBeNanH); IMMYHOAETIPECCUBHBIE cpencTBa (LuKiIocnopuH, Takpoiaumyc (FK-506),
CUpPONIUMYC (parmaMHIIMH), a3aTUONPUH, MUKO(QEHOISIT MO EeTHIIA), aHTUAHTHOT€HHBIE BELIECTBA
(TNP-470, renucrenH) u HHTHOUTOPBI akTopa pocta (MHrUOUTOPBI (PAKTOP POCTA SHAOTENUS
cocynoB (VEGF), wunruburtopsl ¢akropa pocra ¢udpobmacroB (FGF), wuHrnOuropst
snuaepMaibHoro pakropa pocra (EGF)); 6mokaTop penenTopoB aHTHOTEH3WHA, JOHOPBI OKCHIIA
a30Ta, aHTHUCMBICJIOBBIE OJIMTOHYKJICOTUABI, aHTUTENA (TpacTy3ymMad), HHTHOUTOPBI KJIETOYHOTO
IMKJIa U HHAYKTOpPHI nuddepeHuupoBku (TpetnHOWH);, uHruouTopel mTOR, uHruHOuTOpHI
TOTIOU30MEpPa3bl (AOKCOPYOUIMH (aApUAMUIIMH), aMCAKPHWH, KAMITOTEIUH, IayHOPYOWIIHH,
OaKTHHOMHLIMH, HUIO3UJ, SMUPYOUIHH, 3Tomo3ua, upapyounus, upuHoTekaH (CPT-11) u
MHUTOKCAHTPOH, TOIMOTEKAH, WPHHOTEKAH), KOPTHUKOCTEPOHIbl (KOPTH30H, JAEKCaMETa30H,
TUAPOKOPTH30H, METHJINPEAHU30JIOH, MPEAHU30H U TMPEIHU30JI0H), UHTMOUTOPBI CHTHAJIBHON
TPaHCAYKUMH (PAKTOp pOCTa KHHA3bL, MHAYKTOPBl MHTOXOHIPHAIBHOH ITUCPYHKLUUU U

AKTUBATOPBI KaCMa3bl, pa3pyLIUTEIN XPOMATHHA.
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[0071] PagronpoTeKkTOphl MOT'YT BBOAUTHCS MALMEHTY B COYETAHUH CO CITIOCOOAMHM, ONTMCAHHBIMU
B HACTOSIIEM JOKyMeHTe. PaguonpoTeKTOphl, Takke€ Ha3bIBAEMblE PAAHO3AIMUTHBIMU
BEIECTBAMH, MPECTABISIOT COOOH JIEKaPCTBEHHBIE CPENCTBA, KOTOPBIE 3ALIHUIIAI0T HOPMAJIbHBIE
(HepakoBble) KJIETKH OT TIOBPEXIEHUH, BBI3BAHHBIX JIyUEBOW Tepamueil. DT areHThl
CIIOCOOCTBYIOT BOCCTAHOBJIEHHIO HOPMAJIbHBIX KJIETOK, MIOABEPTLINXCS] BO3AECHCTBUIO PaHUALINH.
TunugHble paguONPOTEKTOPHI BKIIOUAOT AMU(OCTHH.

[0072] B ompeneneHHBIX BapHaHTaX BBIMOJHEHUSI CIIOCOOBI MO M300PETEHHUIO JOMOJHUTEBHO
BKJIIOYAIOT BBEJCHHE OakTepuH, TaKOM KaKk CajJbMOHEJIA, WM €€ TE€HETHYECKU
MoAU(UIMPOBaHHBIX BapuaHTOB. MccnenoBanus noka3anu, 4To KOMOMHALINS JTy4eBOH TE€paIiuu ¢
CaJIbMOHEJJION MOBBIIAET 3(p(PEKTUBHOCTh MOAABICHHS OIYXOJIH, OCOOEHHO B INPHUCYTCTBUU
BOCIIAJIUTENIbHBIX KJIETOK, Ha3bIBa€MbIX HEHTpodumiamMu. MeTozsl eueHns, KOTOpble COYeTaroT
HUTPOUMUZA30Jbl C OakTepuel, TakOH Kak CaJbMOHENa, W JIYYEBYIO TEpanHi0O Ha OCHOBE
CLR 1404, MOryT yCHUINTb NOABIEHUE OMYXOJIN.

[0073] PagunarnrioHHble CEHCHOMIU3ATOPBI IO U300PETEHHIO MOTYT OBITh COCTaBJIEHbI OOBIYHBIM
CII0CcOOOM € HCHONIB30BAaHHEM OJHOTO WIIH Oonee GU3HONOrHIeCKU PUEMIIEMbIX HOCUTENeH 1in
BCIIOMOTATeNbHBIX BellecTB. Hampumep, coennHeHus no u300peTeHHI0 U UX (PU3HONOTHYECKH
IpUeMJIEMbIe COJM U COJIbBATBI MOTYT OBITh COCTaBJIEHBI Ul BBENSHMs, HAIPUMEp, MyTeM
UHBEKIIMU (HArp., MOAKOXHOH, BHYTPHMBILIEYHOH, MHTPANApeHTEPaNbHON), MHIAJSILUH, WIIH
ucypdusauun  (mubo uepes por, JmMOO dYepe3 HOC), WIM MEPOPaTbHBIM, OYKKAJIbHBIM,
MOABSA3bIYHBIM, TPAHCIEPMAbHBIM, HA3aJIbHBIM, TIAPEHTEPANIbHBIM, HJIH PEKTAJIbHBIM BBEICHUEM.
B ogHOM BapuaHTe BBITIOJHEHUST H300PETEHUSI COSNUHEHHE TI0 H300PETEHUIO0 MOXKET BBOIUTHCS
JIOKaJIbHO B MECTE, TI€ IIPUCYTCTBYIOT OMYXOJIEBbIE KJIETKH, T.€. B KOHKPETHOW TKaHH, OPTaHe WIN
KUIKOCTH (HAmp., KPOBH, CIUHHOMO3TOBOH JKUAKOCTH M T.A.). OObMMHO, COenuHEHHWs |

KOMITO3HMLIMH I1O I/1306peTeHI/II-O BBOIATCA BHYTPUBCHHO.

b. Paxosbie 3a00/1eBaHus1
[0074] Pak, KOTOpbBI MOXKHO JEUYUTh COCAUHEHUSMU U KOMIIO3ULUSIMU MO HACTOSLIEMY
U300peTeHNI0, MOKET ObITh JOObIM pakoM. OHKoOJNOrHYecKHe 3a0O0JIEBaHUS, KOTOPbIE MOKHO
JIEYUTh C TIOMOILNBIO COEIWHEHUH W KOMIO3ULIMM, KaK OIMHCAHO B HACTOSILEM JOKYMEHTE,
BKJIFOYAIOT, HO HE OrPAaHUYMBAIOTCS HMMH. MHOXKECTBEHHYIO MHEJIOMY, JHM(poMmy,
METaCTaTUYECKHI paK, CapKoMy, HEHpOoOIacToMy, JIEHKO3, pPaK MOJIOUHOM KeJIe3bl, BKIFOUast paKk
TPYON y MYKYHH, aJeHOKapiuHoMy, nuddy3Hyr rmoMy cTtBojia ronoBHoro mosra (DIPG),
IETCKYI0 TUM(OMY, paKk MUIIEBAPUTEIBHON CHCTEMBI/ KNy JOUHO-KUIIETHOTO TPAKTA, BKJIFOYAs
paK aHAJIBHOTO KaHaJIa, pak 4epBe0OPa3HOro OTPOCTKA, PAK BHETIEYEHOUHBIX JKETYHBIX IIPOTOKOB,

JKETYAOYHO-KUIIEYHYI0 KApLUHUHOUAHYIO OINyXOJb, PaK TOJICTOM KMINKH, paK MHUINEBOMAA, PAK



24

JKEITTHOTO TMY3BIPS, paK JKeNMyaKa, *KelydoYyHO-KuiedHble ctpomanbHble onyxomu («OKKCO»),
OIyXOJIH OCTPOBKOBBIX KJIETOK, NEPBUYHBIA PAK MEYEHHU Y B3POCIBIX, PaK MEUYECHU y IETEH, PaK
MOKEITYTOUHOM JKeJe3bl, paKk MPsIMON KHUIIKH, PaK TOHKOW KUILIKH M XKeNyIKa (SKeJTyIOuHBIN),
SHAOKPUHHBIE U HEHPOIHIOKPUHHBIE OMyXOJIM, BKJKOYas aJ€HOKAPLUHOMY MOJKEIYAOYHON
JKeJe3bl, KapUUHOMY KOPbI HAAMNOYEYHUKOB, HEMPO3HAOKPHUHHBIE OMyXOJU MOIKEITYAOYHOU
JKEJIE3bl, KapLUUMHOMY KJETOK MepKens, HEMENKOKIETOYHYI0 HEHPOIHAOKPHUHHYIO ONyXOJb
JIETKOTO, MEJKOKJIETOUYHYK) HEMPO3HAOKPUHHYIO OINyXOJIb JIEFKOTO, PakK MNapaliuTOBUAHOU
XKeJe3bl, HEOXPOMOLIUTOMY, OIYXOJIb TMITO(H3a U IIUTOBUIHON JKeJIe3bl, paKoBble 3a00IeBaHUs
rj1a3a, BKJIIOYasi BHYTPUIJIA3HYIO MEJIAHOMY U PETUHOOJACTOMY; YPOT€HUTANbHBINA PaK, BKJIIOUas
pak MOYEBOTO My3bIpsA, pPaK TOYKH (ITOUEYHO-KJIETOYHBIH), pPaK TIOJOBOrO WIEHA, pak
MIPECTATEIbHOM JKeNe3bl, NEPEXOAHO-KJIETOYHBIA paK MOYEYHOU JIOXAHKU U MOYETOUYHHUKOB, PAK
SMYKa, paK ypeTpbl U OMyXOjb BunbMmca, repMHUHOTEHHBIH pakK, BKJIIOYas pak LEHTPajJbHOU
HEpBHONH CHCTEMbl Yy J€Tell, B3KCTpakpaHHAJIbHble TI€pPMHHOTE€HHbIE OIYXOJNU Yy JeTeH,
BHETOHAJHYI0 TE€PMHUHOT€HHYIO OIyXOJb, 3MOPHOHAJIBHO-KJIETOYHYIO OMYyXOJb SIMYHUKOB H
TECTUKYJIAPDHBI paK, T'MHEKOJOTMYECKHE BHUABI paka, BKJIIOYas paKk LIEHKH MaTKH, pak
SHJIOMETPUS], TeCTALMOHHYI0 TPO(OoOIACTHUECKYIO OIMyXOJb, SMHUTEIHANBHBIN PaK SUYHHKOB,
SMOPHUOHAIBHO-KJIETOYHYIO OMYyXOJIb SUYHUKOB, CAPKOMY MATKH, PaK BJIArajHila U paK BYJIbBbIL
PaK roJIOBBI U IIeH, BKIIFOUasi THnopapuHIeabHbIH pak, pak TOPTaHu, pak Iryd U pOTOBOH MOJIOCTH,
METACTATUYECKHI TUIOCKOKJIETOYHBIH pak ien ¢ OeCCUMITOMHBIM HAdajoM, Pak pra, pak
HOCOTJIOTKHM, PpaK pPOTOIJIOTKH, pak OKOJOHOCOBBIX MAa3yX M HOCOBOM MOJOCTH, pPaK
MapallUTOBUIHON KeJe3bl, pak IJIOTKH, PaK CIIOHHBIX JKEJIe3 U pak ropJa, JeHKO3bl, BKIKOYas
ocTpbIit TMM(POOIACTHBIN JIEHKO3 Y B3POCIBIX, OCTPBIN JIUM(POOTACTHBIN JIEHKO3 y AeTeH, OCTpbIH
MHUEJIONJIHBIA JIEWKO3 Y B3pPOCHBIX, OCTPbI MHEJIOWUIHBIN JIEHKO3 y JeTel, XPOHUYECKUI
TUM(OLMTAPHBIN JIEHKO3, XPOHUUECKUH MHUENIOTEHHBIH JIEHKO3 U BOJIOCATOKJIETOYHBIN JIEHKO3;
muMpombl, BKiouas ceszanHyro co CIIM[om mumdomy, koxkHyr T-KiaeTouHyro JuMdomy,
mMpomy XOIKKHUHA Y B3POCIBIX, TUMpoMy XOIKKHHA y AeTeH, TuMpomy XOMKKUHA BO BpeMst
OepeMeHHOCTH, (PYHIOMIHBIH MHUKO3, HEXOIKKHHCKYIO JTUM(POMY Y B3POCIBIX, HEXOKKHHCKYIO
auMpoMy y eTel, HEXODKKIHHCKYIO JTUM(OMY BO BpeMsi O€peMEeHHOCTH, TIEPBUYHYIO JTUM(POMY
LIEHTpAJIbHON HEPBHOH cucTeMbl, cuHapoM Ce3apu u MakporoOynnHeMuro BanbpneHcTpema; pak
ONOPHO-ABUraTeIbHOIO aNmnapara, Bkjiro4as capkomy FOuHra, octeocapkomy U 3J10Ka4€CTBEHHYIO
¢ubpo3HYIO THCTOIMTOMY KOCTH, pabJOMHMOCAPKOMY U CapKOMYy MSTKUX TKaHEH y HOeTeH,
HEBPOJIOTMMECKHE BHUABI PaKa, BKJIOYAs OIMYXOJb TOJIOBHOTO MO3ra y B3pOCIOrO, OIyXOJb
TOJOBHOTO MO3ra y JI€TeH, acTPOLMTOMY, IJIMOMY CTBOJA TOJOBHOIO MO3ra, aTHIHYHYIO
TEPATOUIHO-PAOIONIHYIO OMYXOJIb LEHTPAJIBHONH HEPBHOH CHUCTEMBI, SMOPHOHAJIBHBIE OIMYXOJH

LEHTPAJIbHOH HEPBHOW CHCTEMbI, KPaHHO(pApUHTHOMY, JIEHAUMOMY, HeHpobiacTomy,
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nepBUYHy0 JuMpomy nentpanpHol HepBHOH cuctembl (LIHC); pakoBeie 3a0oneBaHust OpraHoB
IBIXaHUS/TPYAHBIE, BKJIOYAsT HEMEJIKOKIETOYHBIH PaK JIETKOrO, MEJKOKJIETOYHBIH paK JIETKOTO,
3JI0KA4E€CTBEHHYIO ME30TEIMOMY, TUMOMY U KapLIUHOMY TUMYCAa, U PaK KOXKH, BKJIIOYasi CAPKOMY
Kamnomm, MeraHoMy # MJIOCKOKJIETOUHBIA pak. MHOkecTBeHHass muesnoma (MM) npeacrasiisieT
coOOl TUN paka, KOTOPbI BO3HMKAET B LUPKYJHUPYIOIIMX KJeTkax KpoBu (T.e. B-kierkax
IUIa3Mbl), a HE B TBEPABIX TKaHAX. MHOKECTBEHHAs MHEJIOMa SIBJIIETCSI ITOBCEMECTHO
CMEPTENbHBIM 3a00JIEBAHUEM, COCTABISIFOIIMM 15% OT remMaToNOrH4ecKHx 3JI0KAa4e€CTBEHHBIX
HOBOOOpazoBanuii u 1% ot Bcex BuAOB paka. CpenHsisi BBDKMBAEMOCTb COCTaBJISIET S5-7 JIeT C
MOMEHTA MMOCTAHOBKH MarHo3a. B TO Bpems kak HOBbIE Npemaparhl, Takue Kak Oopre3oMud u
JEHAJIUIOMHU, TIOKA3aJyd TOBBIIIEHHBIH OTBET HAa TEPANUI0, NAalMEeHThl HEU30eKHO

pPEOUANBUPYIOT U CTAHOBATCS PE3UCTCHTHBIMU K TEPAIIHNU.

S. IIpumepsl

[0075] BelmensnoskeHHOE MOXKET ObITh JIyUIle MTOHSTO MyTeM CChUIKH Ha CIEAYIOIINE IPHMEpBI,
KOTOpBIE MPEACTABICHBI B LENSX WLUIFOCTPALUK U HE MPEeAHA3HAUEHBI JJIs1 OTPAaHUYEHUs 00bemMa
packpbrrus. Hacrosimee nzoOpeTeHne MMeeT MHOXECTBO acCleKTOB, MPOWJLIFOCTPUPOBAHHBIX

CJIEAYIOIIUMHU HEOTPAHUYINBAOIIIUMU IPUMEPAMU.

MMPUMEP 1

[0076] Knerounas jurus OPM-2 (MHOKEeCTBEHHAsi MUEJIOMa 4ejioBeka) ObLia MpuoOpeTeHa B
American Type Culture Collection (ATCC, Rockville, MD) u nognepskuBanack B cpene McCoy
5a ¢ nobasnenuem 10% ¢eranpHOM Obrubeii coiBopoTkH. Camkam Mbimeit CB17 SCID B Bo3pacte
NpUOIU3UTENBHO 5-7 Hefelb BBOMMIN MOAKokHO 1x107 sku3HecnocoOHbIX kaeTok (B ~100 Mk
PBS JlynbOexko) B mpaBeiii Ook. MccnenoBanne Ha4MHAIHM, KOTAA pasMep OMYXOJU JOCTHUT
3apaHee OnpeseNeHHoro pasMepa (mpubnusutensHo 150-200 my®). MblnaM naBany HORUA Kanus
B KoHIIeHTpauu 0,1% B UX MUTHEBOI BOZE, YTOOBI OJIOKUPOBATH BO3MOKHBIN CBOOOIHBIN HOMUA
B JIEKAPCTBEHHOM (hOpMe 3a TPH JIHS A0 UHBEKLIHHU U MPOJOJDKAIH B TEYCHUE IBYX HEAEIb IOCIe
UHBEKIIMH. Mpimeil ciydaiiHbiM 00pa3oM pachpenessuid mo rpymmnaMm a03. O0beM omyxosu
U3MEPST C MOMOINBIO INTAHTEHIMPKYJIST B XOAE HCCIENOBaHUs. Pacder BpeMeHH YIBOCHUS
omyxomu TDT =D x log(2)/log(1+1/100), rae D paBHO OHSIM MeXIy U3MEPEHUSIMH, & I = CKOPOCTh
pocra, /100 =(V2-V1/V1)x100%. Cratucthueckuii aHanmu3. OXHO(MAKTOPHBIH Anova, TecT
Jlannerra.

[0077] Tabnuua 1. Pexxum J{o3upoBanusi.

Taoauua 1
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Ho3a Oo6bem Mo3b1 (nL) M uu Jlo3upoBaHus
Hocureans (n=14) 0 mr/kr 100 1us
CLR 131 (n=9) 50 mxKu 100 1
CLR 131 (n=9) 50 mxKu 100 1ul
CLR 131 (n=9) 100 mxKnu 100 1
Bopre3omu6 (n=14) | 0,6 Mr/kr 100 1,4,8,11
MNPUMEP 2

[0078] IloBropHOe/ppakimonnpoBanHoe no3upoanne CLR 131 xopomo mnepeHocuIoch u
NEPEeHOCUJIOCh JIydllle, 4eM OJHOKpaTHas paBHas pno3a. Bce po3er CLR 131 mnoxasamu
BBIPA)KEHHYHK) IPOTHUBOOIYXOJIEBYI) AKTUBHOCTb B 3TOH MOJENIM MHOXKECTBEHHOH MMEJIOMBI.
OnHokpatHble HH(Y3UU T03BI IPUBOAST K aHAJIOTHYHOMY MHTHOMpOBaHMIO MM, aHaIOrH4HOMY
6opresomuly. PpakUMOHUPOBAHHOE MO3MPOBAHHE NPUBOAMT K CTATHCTHYECKH 3HAYUMOMY
YMEHBLICHUIO 00beMa OMyXOJIH IO CPABHEHHIO C KOHTPOJIEM NocJe AHs 26. @paKIIMOHUPOBAHHOE
JIO3UPOBAHUE TMPHUBOAUT K CTATHCTUYECKA 3HAYMMOMY YMEHBIIEHUIO O0BbeMa OMyXOJH IO
CPaBHEHHMIO CO BCEMHU APYTUMH criocobamu jedeHuss Ha aeHb 52 (p<0,05). Bpemsi yaBoeHus
OMyX0Ji OBLJIO 3aMETHO YBEJIMYEHO NPU (PpaKLMOHUPOBAHHOM JTO3UPOBAHHMHU 1O CPABHEHHUIO CO
BCEMU JpyrUMHU crnocobamu JsiedeHus. @DpakIUOHUPOBAHHOE JO3UPOBAHHE TMPHUBENIO K

CTaTUCTUYCCKU 3HAYUMOMY YJIYUIICHUIO BBIXKUBACMOCTH.

MMPUMEP 3
[0079] Kak mokazano B Tabmuue 2, dpakuuonupoBanHoe posupoBanue (Koropra 5)
obecrnieunBasio Ha 18% Oosbliie IeKAPCTBEHHOI'O CPENCTBA, U3MEPIEMOro (HaKTHUECKOH 10301 B
MUJUTUKIOPH, JOCTABJICHHOW MAlIMEHTY, 4eM OJTHOKpaTHas OomocHas no3a (Koropra 4). Ognako
Ja)ke HECMOTPsI Ha TO YTO MALMEHTY ObLIO MPEeIoCTaBjIeHO OOJbIle JIEKAPCTBEHHOIO CPEICTBa,
CpeMHsIsl CTENEHb HeJKENATENbHBIX SIBJIEHUI CHU3UIIACh, @ METUAHHAsI CTENEHb OCTAIACh MIPEKHEH.
Kpome Toro, onenku 3((HEKTHBHOCTH TakKe TIOKA3aad yJydlleHHe MEXIY OIHOKPATHOM
OOJFOCHOW JTO30H W pekuMOoM  (DPaKLIMOHMPOBAHHOTO JO3UpOBaHus. MenuaHa oOIIei
BbDKMBAEMOCTH yBenuumyiack ¢ 6,5 w™ecsues (OomocHas no3a) a0 7,4 MecsieB
(bpakumonupoBanHasi 103a), MPH 3TOM OLIEHKA MeaHMaHbl OOIeld BbDKHBAEMOCTH B IPYIINE C
(pakUMOHHPOBAHHOM 1030W Bce eme mnpoxoypkaercs. CpenHsisi BBDKMBAEMOCTh — 0e3
MPOrpecCUpOBaHusl yBeauuujach ¢ 2,8 10 2,9 MecsAleB COOTBETCTBEHHO, OISATh K€ MpHU

MPOAOJUKAIOINEHCST OLeHKe B rpymne ¢ (pakUMOHUPOBAaHHOW H030U. CpemHee CHIDKEHUE
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CypporatHbix MapkepoB 3¢ (eKkTHBHOCTH OBUIO BBIIE MEXKAY KOTOPTaMH, Yy TALUEHTOB,
NOJTYYaBLINX OJHOKPATHYIO OOJIOCHYIO 03y, HAOIOIATIOCh B CPEAHEM CHIDKEHHE CYPPOTaTHBIX
MapkepoB Ha 29% MO CpaBHEHHUIO CO CpeAHMM CHibkeHueM Ha 40% nans Tex, KTO MOoJyyal
(b paKIMOHUPOBAHHYIO A03Y.

[0080] /lo3upoBaHHEe OCHOBAHO Ha IJIOLIAIU TIOBEPXHOCTH Tena Wi BSA B Mumkropu/ MeTp B
kpanpare (MKu/m?). TlanmeHTsl nofy4anu nTubo OJHOKpPaTHY 30-MUHyTHyr uHQy3Hio 31,25
MKu/M? B nenb 1, 1160 30-MUHYTHYIO (GpaKLIMOHUPOBAHHYIO HHPY3HOHHYIO 103y 15,625 MKu/m?
B JIEHb 1, a 3aT€M MOBTOPHYIO B I€HB 8.

[0081] Tabnuua 2. Pesynbrarel @pakunonnpoBanHbix Jlo3 B Knmanyeckux McnbraHusx.

Tabmuua 2

Oo0mee
HebnaronpustHeie MeauaHHbIH

Jo3upoBannoe | Cpeanmnii bajn
CoOprTust Bann

mKnu
Koropra 4 (31,25 MKu/m?) | 55,29 3,23+0,93 3,0
CLR 131 (n=9) 65,15 2,95+1,10 3,0

K3k

[0082] IIpuBeneHHOE BBIIE OMHCAHME KOHKPETHBIX AaCMEeKTOB OyaeT HACTOJbKO MOJHO
packprIBaTh OOLIYIO MPUPOAY M300PETEHUs], YTO APYTrUe CMOTYT, IPUMEHSSI 3HAHUS B Tpeaesax
00JTACTH TEXHUKH, JIETKO MOAM(DHULIPOBATH W/WITH aIalITUPOBATh TAKHE KOHKPETHBIEC ACTIEKThI JJIs
Pa3JINYHBIX TPUMEHEHHUH 0e3 M3JIMIIHUX 3KCIEPUMEHTOB, HE OTCTymasi OT OOIeH KOHLENIUU
HacTosiero packpbiTusi. CrenoBaTeNbHO, MpPEAIoNaraeTcs, 4YTo Takue aJanTaluu |
MOAU(HUKAIIMHA COOTBETCTBYIOT 3HAUEHHIO U TUATIA30HY SKBUBAJICHTOB JJISl PACKPBITHIX aCIIEKTOB,
OCHOBAHHBIX Ha MHCTPYKLUSAX U YKa3aHUAX, IPECTaBICHHbIX B HACTOsAIIEM AoKyMeHTe. Crenyer
MOHUMATh, YTO (PPA3EOJIOTHsSI WM TEPMUHOJIOTHSI B HACTOSIIEM JOKYMEHTE TPeIHA3HAYCHbI IS
ONMHUCAHMA, a HE JJI1 OTPAaHUYEHUs, TAK YTO TEPMHHOJOTHS WU (Ppa3eosiorusi HACTOSIIEro
ONMHUCAHMUSA JOJUKHBI HMHTEPIPETHPOBATHCS KBAJIU(UIIMPOBAHHBIM CIIELUAINCTOM B CBETE
WHCTPYKLUHI U YKa3aHUM.

[0083] IIupoTa 1 0ObeM HACTOALIETO U300PETEHHSI HEe JOJIKHBI ONPaHUYNBATHCS KAKUM-JTHOO0 U3
OMNMCAHHBIX BbILIE TUIUYHBIX ACMEKTOB, HO JOJDKHBI ONPENENAThCA TOJIbKO B COOTBETCTBUH CO
CIIEAYIOIIUMH MMyHKTaMH (HOPMYJIbI H300pPETEHUs i UX SKBUBAJICHTAMH.

[0084] Bce nmyOnmukammy, maTeHThI, MATEHTHBIE 3asIBKU H/HITH APYTHe JOKYMEHTHI, IUTHPYEMBbIE B

3TOH 3asABKE, BKJIFOYCHbI NOCPEACTBOM CCBUIKU BO BCEH IOJIHOTE JJIs1 BCEX Lleﬂefl B TOHN Xe
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CTETeHH, KaK eClIi Obl KaXkK/1asi OTAeNbHAsl MyOIMKaLUs, TATeHT, MATEHTHAs 3as1BKa U /WIN APYroi
TOKYMEHT OBbLIIM HHINBUY aJIbHO YKa3aHbI JJIsI BKIIFOUEHHSI TOCPEICTBOM CCBUIKH IS BCEX LIETICH.
[0085] ITo cooOpaskeHHsIM TONHOTHI Pa3IMYHBIE ACTIEKTHI PACKPBITUS U3JIOKEHBI B CIEAYIOLINX
NPOHYMEPOBAHHBIX MYHKTAX:

[0086] IlyukT 1. Ciocob nedenus paka y cyObeKTa, BKIFOYAOIINNA: a) BBeAeHUE 3P PeKTHBHOTO
KonuyecTBa MedeHHoro 1 18-(n-tiondennn)okranerundochoXoauHa Uik ero Coju, Iph 3TOM
meuenHblii P 18-(nm-fiondenun)oktaneungochoXonuH WIM €ro colb BBOOAT B BUJE
(b pakLMOHUPOBAHHOMN O3BI.

HKT . I10CO 1o II. B KOTOpPOM MEYCHHbIN =-(I1-
0087] Iy 2. Cnocob 1 p i B 18

>
Hondennt)okranenmipochOXOoNMH WM €ro COJb BBOASIT B COOTBETCTBUH C LIUKJIOM
OIHOKPATHOIO IO3UPOBAHUS, TPU 3TOM LIUKJI OAHOKPATHOTO TO3UPOBAHUS BKJIFOYAET UJIH COCTOUT
13 NEePBON OJHOKPATHOM N03bl, BBOAUMOW B AE€Hb 1; BTOPOI OJHOKPATHOM AO3bI, BBOIMMOU B
neHb 13, nenb 14, nens 15, nenb 16, nens 17 unu ness 18; TpeTbeli OAHOKPATHOM 10361, BBOIUMOMN
B JIeHb 55, neHb 56, neHb 57, neHb 58, neHn 59, aenv 60, neHp 61, neHb 62, neHp 63, neHb 64 U
IeHb 65; M HeoOs3aTeNbHOW 4YeTBEPTON OJHOKPATHOM 03bI, BBOAUMOMW IMOCTE TpeTbei
OIHOKPATHOH O3B

[0088] ITynkT 3. Ciocob mo 1m.2, B KOTOPOM LIMKJI OJHOKPATHOTO AO3UPOBAHUS 3aKJIIOYAETCS] BO
BBEJICHUM NTEPBOI1 OAHOKPATHOM AO3bI OIMH Pa3 B I€Hb |, U BBEIEHUU BTOPOU OJHOKPATHOH 103bl
OIUH pa3 B ieHb 15 (uepe3 14 nueit mocye nHs 1), ¥ BBEACHUH TPEThEH OMHOKPATHOW JA03bI OTUH
pa3 B neHb 60 (depe3 59 mueit mocne aHs 1), 1 HE0OsA3aTeIbHO BBEIEHUH YETBEPTON OMHOKPATHOMN
J03bI OJTUH Pa3 B eHb 75 (uepe3 74 must mocie nHs 1).

0089] [Tyuxktr 4. Cmoco6 1o .l B KOTOpDOM  MeueHHbli PO 18-(m-
Yy p

,
Hiondenn)okranenihochOXONMH UM €r0 COJb BBOIST B COOTBETCTBHH C. TMEPBBIM LIMKJIOM
JNO3UPOBAaHUS, KOTOPBIM BKJIFOUAET WJIM COCTOUT U3 MEPBOM OJHOKPATHOM JO3bI, BBOJUMOM B 1€Hb
1, 1 BTOpOI OMHOKPATHOM 03bl, BBOAUMOI B AeHb 13, aeHb 14, nenp 15, nenp 16, aenp 17 wnn
IeHb 18, W BTOPBIM LMKJIOM JO3UPOBAHUsA, KOTOPBIA BKJIIOYAET WM COCTOMT W3 TPETbeU
ONHOKPAaTHOH 103bl, BBOAWUMOH B Jr0OOH m3 nHed 55-190, m Heobs3arenbHON ueTBepTO
OIHOKPATHOH A03bl, BBOAUMOH MOCJIE TPEThEN OJHOKPATHOM 1O3BI.

[0090] ITyukT 5. Criocob o m.4, B KOTOPOM BTOPYIO OAHOKPATHYIO 03y BBOAST B IeHb 15 (uepes
14 nHeii mocne aHst 1), TPEThIO OMHOKPATHYIO O3y BBOAAT B JIr000H u3 nHer 57-180 (uepes 56-
179 nuei nocne nus 1).

[0091] ITyukT 6. Criocob 1o 1.5, B KOTOPOM TPETHIO OJHOKPATHYIO O3y BBOAST B JTIFOOOH U3 THEH
70-180.

[0092] ITyukT 7. Criocob mo moboMy OTHOMY U3 M. 4-0, B KOTOPOM YETBEPTYIO OTHOKPATHYIO

103y BBOAST uepes3 7-14 nHeil nocie TpeTbel OQHOKPATHOU O3BI.
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[0093] IlyukT 8. Cniocob mo mrobomy u3 . 1-7, B KOTOPOM CYOBEKTOM SIBJISIETCST YEJIOBEK.
[0094] TIynkT 9. Crioco6 mo mo6omy oxHoMy M3 mm. 1-8, B koTopom MedeHHbii ' 18-(1-
Hondennt)okranenmihoc(hOXONUH HITH €r0 COJIb CEJIEKTUBHBI B OTHOIIEHUH PAKOBBIX KIJIETOK Y
CyOBeKTa.

[0095] TIynkt 10. Cnoco6 mo mobomy opHoMy u3 mm. 1-9, B koTopom MedenHbii *'T 18-(1-
Hondennt)okraaenmihochOXOMH WK €ro COJIb BBOIAT B Auamna3one 103 ot 1 MKu go 100 mKu
Ha mMetp” (M?).

[0096] ITyukT 11. Cioco6 mo mrobomy onHOMy 13 min. 1-9, B koTopoMm no3a cocrasisteT ot 1 MKu
1o 100 mKu Ha kr Maccel Tesia cyObekTa.

[0097] IlyukT 12. Cioco® mo mrobomy onHoMy U3 mmn. 1-11, B KOTOpOM pak mpeacTasiisieT Co0oi
MHOKECTBEHHYIO MHEJIOMY, JTUM(p oMy, HelipobiacToMy, capkoMy, JTIEHKEMHUI0, METACTATUUECKYIO
OIyXOJIb, PaK IE€YEHM, PaK JIETKOro, paK TOJOBHOIO MO3Ta, PaK IOKEITyAOYHON >KeJe3bl,
MenaHoMY, aneHokapiuHomy, DIPG, nerckyro numdomMy i pak MOJIOUHOM KeJIe3bl.

[0098] ITyukt 13. Cmoco® mo mobomy omHomy u3 mm. 1-12, B KOTOPOM pak MOAAAETCS
(bpaKLMOHUPOBAHHOMW 103€ OOyUESHHSI.

[0099] ITynkT 14. Croco6 no mobomy oxHOMY 13 . 1-13, B KOTOpOM Croco0 TOMONHUTEIBHO
BKJIIOYAET JAPYIVIO TEPAlUI0 paka, BbIOPAHHYIO W3 TPYMIbL, COCTOSINEH W3 XUMHOTEpAIHH,
UMMYHOTEPAIUH, KJIETOYHOH Tepamuy, paaruoCeHCUOMIN3UPYIOIIEH Tepanuy, paauo3aIliuTHON
TEparuy, BHEIIHErO JIy4eBOTrO OOJIyYeHUs, pPEe3eKIMU OMyXOjH, aOJALUOHHON Tepamuu Hu
MECTHOrO (PM3UYECKOro JIEYeHHs Ha OCHOBE xoyiofa (KpHo), Termiaa (TepMo), paguoyacToT U
MHKPOBOJIH.

[0100] [lynkr 15. Cmoco6 mno w10, B kortopoM MeueHHbii 11 18-(m-
Hiondenn)okranenmyihochOXONMH WK €ro COJIb BBOIAT B Auana3one 103 ot 1 MKu no 100 mKu
Ha meTp® (M%) B neHb 1 B KauecTBe MepBOil OJHOKPATHOI M03bI M B JieHb 15 B kauecTBe BTOPOI
OIHOKpaTHOH 1036l (depe3 14 nHeilt mocne nHs 1) B neHb 60 B KauecTBe TPEThEl OMHOKPATHON
no3bl (yepe3 59 nHeit mocne mHs 1) U HeoOsi3aTeNibHO B JIeHb 75 B KadeCTBE YETBEPTOH
OITHOKPATHOM N103bI (Yepe3 74 aHs mocye aus 1).

[0101] Tlynkr 16, Cmoco6 mno m10, B kotopoM MeueHHwii I 18-(n-
Hondennt)okraaenmihochOXONMH WK €ro COJIb BBOIAT B Auana3one 103 ot 1 MKu no 100 mKu
Ha MeTp® (M?) B ieHb 1 B KayecTBe MepBoii OTHOKPATHOM J103bl, M B NIeHb 15 B KauecTBe BTOPOI
OIHOKpaTHOM 103kl (depe3 14 nueli nocne nus 1), u B moboi u3 qHeit 57-180 B kauecTBe TpeThel
OITHOKpATHOM 1103kl (depe3 56-179 nueli mocne nHs 1), U HeOOsI3aTENIbHO B KAUECTBE UETBEPTOH
OHOKPATHOW 03Bl MOCJE TPEThEH OJHOKPATHOM O3BL.

[0102] ITyukT 17. Criocob mo 1m.16, B KOTOPOM TPETHIO OAHOKPATHYIO A03y BBOMAST B JIIOOOH 13

nHen 70-180.
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[0103] ITynkT 18. Ciocob mo .11, B koTopom no3a cocrasisieT ot 1| MKu 1o 100 MKu Ha KT Macchl
Tena cyObeKkTa M BBOAUTCS B JIEHb | B KauecTBe MEPBOH OMHOKPATHOW NO3bL, M B JIeHb 15 B
Ka4eCTBE BTOPOW OJHOKpATHOH m03bl (depe3 14 mHeit mocne nHs 1), u B neHb 60 B KadyecTBe
OIHOKpAaTHON 1036l (duepe3 59 nmHel mocie nmHs 1), U HeOOsI3aTeNbHO B NIEHb 75 B KadyeCcTBe
YEeTBEPTON ONHOKPATHOU 1036l (uepe3 74 mHs mocie nHs 1).

[0104] ITyskT 19. Cioco6 mo .11, B koTopom no3a cocrasisieT ot 1| MKu no 100 MKu Ha kT Macchl
Tena cyObeKkTa M BBOAUTCS B J€Hb | B KauecTBe MEPBOH OMHOKPATHOW NO3bL, M B JIeHb 15 B
Ka4eCcTBe BTOPOW OIHOKPATHOM 1036l (depe3 14 nuelt mocne nus 1), u B modoit u3 aueit 57-180 B
Ka4eCTBEe TPeTbell ONHOKpaTHOW 103kl (depe3 56-179 nueit mocne aHa 1), U HeoOsA3aTENbHO B
KaueCTBE YETBEPTON OAHOKPATHON 103BI MOCIIE TPEThEU OAHOKPATHOM J03BL

[0105] ITyukTt 20. Criocob mo 1m.19, B KOTOPOM TPETHIO OAHOKPATHYIO A03Y BBOAST B JIIOOOH 13

nHewt 70-180.
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O®OPMYJIA U3OBPETEHUSA
1. Crioco0 eyeHust paka y cyObeKTa, BKITFOUAOLTUI:
a) BBeieHHE  5(P(HEKTUBHOrO KOJIMYECTBA  MEYEHHOIO | 18-(n-

fiondennn)oktanenundochoxoiuHa MIM  €ro  ConM, rae  MedeHHbii U 18-(m-

Hondennm)okTanemidocGOXOINH WK €0 COJIb BBOAAT B BUE (PPaKIMOHUPOBAHHOH 1O3BL.

2. Crocob mo 1.1, B koropoM MedenHbIii T 18-(n-tiondenun)okTanemundochoxoauH umm
€ro CoJib BBOJSAT B COOTBETCTBUU C OJHUM LMKJIOM JO3UPOBAHUS, MPUYEM OAUH IIUKJI
JIO3UPOBAHUS BKJIFOYAET WM COCTOUT U3:

NEePBOM OJHOKPATHOM 103bl, BBOAUMOMU B I€Hb 1;

BTOpPOM OJTHOKPATHOM J103bl, BBOIUMOM B NIeHb 13, nensb 14, nenp 15, nenp 16, nenp 17 nnu
neHb 18;

TpeTbel OJTHOKPATHON 03bl, BBOIUMOM B JIeHb 55, neHb 56, aeHb 57, nenp 58, neHp 59,
neHb 60, neHb 61, neHn 62, neHb 63, neHb 64 WK AeHb 65; u

HeoOs3aTeIbHOI YeTBePTOH OTHOKPATHOMN J03bl, BBOAMMOM ITOCJIE TPETheH OJHOKPATHOM

JO3bI.

3. Cnocob mo m.2, B KOTOPOM IIUKJ OJHOKPATHOTO NO3HPOBAHUS 3AKJIHOYAETCS BO
BBEJICHUH NT€PBOI OAHOKPATHOM AO3bI OMH Pa3 B I€Hb |, U BBEIEHUU BTOPOU OJHOKPATHOH 103bI
OIuH pa3 B ieHb 15 (uepe3 14 nueit mocye nHs 1), 1 BBEACHUH TPEThEH OMHOKPATHOW JA03bI OTMH
pa3 B neHb 60 (depe3 59 mueit mocne nHs 1), 1 HE0OsS3aTeIPHO BBEIEHUH YETBEPTON OTHOKPATHOMN

J03bI OJTUH Pa3 B IeHb 75 (uepe3 74 must mocye nHs 1).

4. Crocob o 1.1, B koTropoM MedenHbli P 18-(n-Hiondenun)okTaneundochoxoauH umm
€ro COJIb BBOJAT B COOTBETCTBUH C:

MEPBBbIM LIUKJIOM AO3UPOBAHMS, KOTOPBINA BKJIFOYAET U COCTOUT U3 NEPBON OJHOKPATHOU
J103bl, BBOJMMOM B I€Hb 1, U BTOPOH OAHOKPATHOM A03bI, BBOAUMOM B IeHb 13, neHb 14, nens 15,
JeHb 16, nenb 17 vunu newb 18; u

BTOPBIM LIUKJIOM AO3UPOBAaHMs], KOTOPBIN BKIKOYAET UIIM COCTOUT U3 TPEThEH OJHOKPATHOU
J03bI, BBOAUMOH B JF0OOH n3 mHel 55-190, n HeoOs3aTenbHON YeTBEPTOH OJHOKPATHON 03B,

BBOAVMOMH NOCJIE€ TPEThEN OJTHOKPATHOMN N03BL
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5. Crioco0 1o .4, B KOTOPOM BTOPYIO OTHOKPATHYIO 103y BBOISAT B AeHb 15 (uepes 14 nuel
nocje AHs 1), TpeThI0 OOHOKPATHYIO 103y BBOAST B JIF0OOM oauH u3 aHel 57-180 (uepes 56-179

nHel noce aHs 1).

6. Crioco0 mo 1.5, B KOTOPOM TPETHIO OHOKPATHYIO 103y BBOISIT B JIFOOOM OUH U3 qHek 70-
180.
7. Crioco6 no nro6oMy 0HOMY U3 MI1.4-6, B KOTOPOM YETBEPTYIO OJHOKPATHYIO 03y BBOIST

yepes 7-14 nHeu nocie TpeTbell ONHOKPATHOM AO3BI.

8. Crniocob no mrobomy ogHOMY U3 ML 1-7, B KOTOPOM CYOBEKTOM SIBJISIETCS] YEJIOBEK.

9. Cnoco6 mo moGomy onHomy u3 nmn.1-8, B koTopom MeveHHbii T 18-(m-
Hondenun)oktanenundocGOXOoIMH UK €ro COJb CEIEKTUBHBI B OTHOIIEHHH PAKOBBIX KJIETOK Y

cyObekTa.

10.  Cnoco6 mno moGomy omHoMy u3 nm.1-9, B koTopom MeuenHbii P 18-(m-
Hondenun)oktanenundocGOXOIHH WK €ro COJIb BBOAAT B AuanazoHe 103 ot 1 MKu no 100 mMKu

Ha mMetp” (M?).

11. Crniocob o mobomy ogHOMy U3 il 1-9, B koTopoM no3a coctasssiet ot 1 MKu 1o 100 MKu

Ha KI' MacChl Teja CyObekTa.

12.  Cmnocob mo mobomy omHomy wu3 mm.l-11, B KOTOpoM pak mpeAcTaBiseT coOoH
MHOKECTBEHHYIO MUENIOMY, TUM(OMY, HEHpoOIacToMy, CapKOMY, JIEHKEMUIO, METACTATUIECKYIO
OIyXOJib, PaK MEYEHH, PakK JIErKOro, pak TOJOBHOIO MO3ra, paK MOMKENyIOYHOW JKeNe3bl, paK

MeJIaHOMBI, aneHokapiuHoMy, DIPG, neTckyro mumM¢poMy WU pak MOJOYHOMU KeNle3bl.

13. Croco6 no mrodomy ogrOMY 13 1. 1-12, B KOTOPOM pak mogaaercst ppakuOHUPOBAHHOM

n03e o0JTydeHusl.

14.  Cmnocob no ngrobomy ogHoMy u3 mi.1-13, B KOTOpOM crioco0 JOMOTHHUTETHHO BKITFOUAET
OPYTYIO TEPAITHIO paKa, BRIOPAHHYO U3 TPYTIIIbL, COCTOSIICH U3 X MIMUOTEPANTUN, UMMYHOTEPAITHH,

KJIETOYHOU Teparuu, paIuoCeHCHOMIM3UPYIOIEH Teparuy, PaAHO3aIUTHON TePATUH, BHEIITHETO
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JY4E€BOTO OOJIyUEHHsI, PE3E€KLIUHN OIYXOJIH, a0JIALMOHHON TEParui M JIOKAJIBHOTO (PU3HUYECKOrO

JIeYeHHsI Ha OCHOBE X002 (KpHo), Teruia (TeEpMO), paAHOYacTOT 1 MUKPOBOJIH.

15.  Cnoco6 no .10, B kotopom MedeHHbiit 1 18-(n-tiondenun)okraaenundochoxoauH i
ero coJjib BBOJAT B AnanasoHe 103 ot 1 MKu g0 100 MKu Ha metp? (M?) B ieHb 1 B kauecTBe nepBoii
OITHOKPATHOH NTO3bI, U B IeHb 15 B KauecTBe BTOPOI OMHOKpATHOW 103kl (Yepe3 14 nHel mocie
nast 1), u B neHp 60 B kauecTBe TPETheW OMHOKPATHOW 103bI (uepe3 59 mHeit mocne nua 1), u

HeoOsI3aTeNbHO B IEHb 75 B KaUeCTBE UETBEPTON OHOKPATHOH N103bI (depe3 74 mHs nocie aHs 1).

16.  Cnoco6 no .10, B kotopom MedeHHbIit 1 18-(n-tiondenun)okranenundochoxoauH i
€ro coJjib BBOJAT B AnanasoHne 103 ot 1 MKu 1o 100 MKu Ha metp? (M?) B ieHb 1 B KauecTBe nepBoii
OITHOKPATHOH NTO3bI, U B IeHb 15 B KauecTBe BTOPOIl OMHOKpPATHOW 103bI (Yepe3 14 nHeli mocie
nus 1), u moboit u3 nueit 57-180 B kauecTBe TpeTbel OAHOKPATHOH M03bI (uepe3 56-179 nueit
nocie aHs 1), U HeoOs3aTeNbHO B Ka4eCTBE UYETBEPTOM OJHOKPATHOH O3Bl MOCHE TpeTbei

OZIHOKPATHOH O3B

17. Cnoco6 o 11.16, B KOTOPOM TPEThI0 OTHOKPATHYIO A03y BBOAST B JIFOOOH ONUH U3 AHEH
70-180.
18. Cnoco6 mo m.11, B koropom no3a coctasisieT oT 1 MKu no 100 MKu Ha kr maccel Tena

cyObeKTa U BBOAUTCS B I€Hb | B Ka4eCTBE MEPBOIH OIHOKPATHOW JO3BL, U B JIeHb 15 B KauecTBe
BTOPOU OJHOKPATHOM 103bI (uepe3 14 mHeli mocne aus 1), u B qeHb 60 B Ka4eCTBe OJHOKPATHOM
no3bl (yepe3 59 nmHelt mocne nHs 1), U HeoOs3aTeNIbHO B J€Hb 75 B KadeCcTBE YETBEPTOH

OITHOKPATHOM 103bI (Yepe3 74 aHs mocye aHs 1).

19. Crnoco6 mo m.11, B xotopom no3a cocrasisieT oT 1 MKu no 100 MKu Ha kr maccer Tena
cyObeKTa U BBOAUTCS B ACHb | B Ka4eCTBE MEPBOI OIHOKPATHOW JO3BL, U B JIeHb 15 B KauecTBe
BTOPOH OJHOKPATHOM 103! (uepe3 14 nuel nocne nus 1), u B moboit 3 qHeit 57-180 B kauecTse
TpeTbeil OMHOKpaTHON 103kl (depe3 56-179 nmueit mocne aHsA 1), U HEOOS3aTENPHO B Ka4eCTBE

YETBEPTOU OAHOKPATHON O3Bl NTOCJIE TPEThEW OAHOKPATHON JO3BI.

20.  Cnocob o .19, B KOTOPOM TPEThIO OJHOKPATHYIO 103y BBOIAT B JIr000i1 3 nHel 70-180.
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Bpems loctnzkenus: 900 mm®

Bpems YaBoenus O6bema

Onyxonn
KoHTpom 35 8.24
CLR 131 50x1 51 18.50
CLR 131 50x2 74 58.02
CLR 131 100x1 54 28.21
Bbopre3zomub 64 30.05
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Hoza 1 Jloza2 Hoza3 Jloza 4
(Henn 1) (Jlenn 15) (Hennb 1) (denn 15)
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ykn 1

Bropoii Iluki naunuaercst B {nun
Hccaenopanus S7-180 (co qus 1):
3amepoxka co T 57 A1 HAYAIA 0361 3 MOXKET OBITh 1O
KAaKOH-1n00 MeIHIUHCKO IPIYUHE, TPeOYIOMCH TakoH
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