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2420-540618EA/011
KOMBVMHALIMM JIEKAPCTBEHHBIX CPEICTB IJIsI JIEUEHMSI MHOXECTBEHHON
MIME JIOMEI

IIPUTA3AHVE HA IIPUOPUTET

[0001] B nmaHHOM 3asgBKe 3afgBJSeTCd IIPUMOPUTET IO 3asgBkKe Ha
naTedr CIIA N 62/033386, mnomaHdou 5 aBrycra 2014 1. IloJHOoe
comepXaHMe  BHIIEYKa3aHHOM 3afgBKM BKJIOUEHO B JaHHEM JOKYMEHT
IIOCPEenCTBOM CCHUIKN.

OBJIACTH M3OBPETEHNA

[0002] IDaHHOEe n300peTeHMUe OTHOCUTCH K KOMOMHaLUMA
KaboszaHTMHMOa ¥ MHIMOMTOpa [NIpoTeacoM IJdAd JedeHMA  paka, B
YAaCTHOCTM MHOXECTBEHHOM MMEeJIOME.

YPOBEHB TEXHUKHA

[0003] SHauuTeJIbLHEEe YIIyUlleH I oBmen BEDKMBAEMOCTHU u
OJIUTEeJIbHOCTY PEeMUCCUM Yy IallMeHTOBR C MHOXeCTBeHHOM MuejioMou (MM)
B OOJILIIOM CTelleHM OTHOCATCH K paspaBoTKe HOBHX TepalleBTUUEeCKUX
areHTOB, TakMxX Kak  MHIMOMTOPE [IpOTeacoM (1) . [IpoTeacoMsl
BHIIIOJIHAKRT  BaXHYK KJETOUHYH  (QYHKIMD, KOTOpad 3akjouaeTcd B
BHEENEHNNM AHOMAJIBHEX MJIM MyTaHTHEX OeJIKOB. KJleTkM ONyXOoJu B

3HAUMTEJILHOM CTelleHM 3aBUCAT OT TakKoI'o MexaHM3Ma BEIBEeIOE€HMA, n

CJIeIOoBAaTEJILHO BOCIHPUMMUNBE K VHTUOMPOBaHU IpOTEeacoM.
MurmbrpoBaHMe IpoTeacoMm MaKCUMAaJIbHO yCUJIMBaeT
AHTHUIIPOJIMbEePaTUBHEIM 17 IPOAaronTUYe CKUM 2bberTH, KOTOPEIE

OIIOCPENOBAHE IIOCPEOCTBOM MHIOYKUUM CTpecca DHIOILJIa3MaTUdeCKOTO
PEeTUKYJIYMa, aKTUBalUM Kaclla3 M aKTUMBHEX (QOpM KMCJIOpOoIa.

[0004] B TeueHMe MHOTMX JieT ©OopTezomubd (BeJsikenm) OBLII
EOMHCTBEHHEIM IOOCTYIHHM aTl'eHTOM CpelM JIeKapCTBEHHHX CPeICTB
KJlacca MII. BoprezoMmu® OpencTaBjsgseT coboy ©OopoHaAT OUIENTHIA,
KOTOPHEM BBOIOAT BHYTPMBEHHO WM IIOIOKOXHO. BopTesoMmmud OpelcTaBJigeT
cobor oBpaTUMEM MHIUOUTOP XUMOTPUIICHMH-TIOONOOHOM KaTaJUuTUUeCKOM
aKTUBHOCTHU B5-cyOBenMHULIL 20S-mIpoTeaCOME MJIEKONUTAKIINX .
YTBepXIeHHEN FDA B 2003 T. oA JIeUueHU A Pe3UCTEeHTHOM
MHOXECTBEeHHOM MMeJIOMEl OopTesoMMO BIOCJIEeICTBUM CTall NPUMeHATLCAS B
KoMOMHAaLIMAX IIepBOM JMHMM, KaK IIpaBWJIO, C IeKcaMeTa30HOM WM Kak

JacCThb KOMOMHAaLIUN ns3 TpeX JIEKAPCTBEHHEX CpelCcTB, TakoMn Kakr



Benkenn-PeBauMuo-nekcamMeTaszoH (VRD) wmiam BeJkenn-umrJopochamMmm—
mexcaMeTasoH (VCD uiu CyBorD/Cybord) .

[0005] YCTaHOBJIEHO, yTo v ralumeHTOB, KOTOPHIX JIeUnJIn
SopTesoMmdoM, paszBUBaeTCHA nepupepuuecrad HeBpOIIaTUA 17
mocjienymomas YCTOMUMBOCTL K JIeKapCTBEHHEIM CpelCcTBaM B pesyjbTaTe
CBEPXBKCIIPECCUN B5-cyOBeIMHNIIE, My Talum AKTUBHEIX camToB
CBASBBAHUA JIEKAaPCTBEHHOTO CpenCTBa MM MHOCJenOyimel IIOJIOXUTEJbLHOM
pPerylgauuy CUTHAJILHEIX IIYTEeM BLDKMBAHUA.

[0006] TaxkuMm oOpasoM, CYIECTBYeT IIOCTOSHHasd HeOOXOOMMOCTHL B
HOBHIX aTreHTax ¥ KOMOMHaLUMAX OJIS JeUeHMS MHOXECTBEeHHOW MMEeJIOMH,
[IOBBOJIANIIMX YCTPaAaHUTE HEeODOCTaTKM CYIEeCTBYKIMX CIOCOB0B JeueHUsa C
MCIIOJIL30BaHMeM OopTesoMmuba.

CYIIHOCTBE M3OBPETEHUS

[0007] HeoxmOaHHO YCTaHOBJIEHO, UYTO HEKOTOpHEe MHIUOUTOPEH
opoTeacoM B KOMOuMHauuM C wuHIHUOUTOpaMu C-Met, 50OeKTUBHE IIpU
JIeUeHUNM HEeCKOJIBKMX THUIIOB pakKa, Takux KakK MHOXeCTBEeHHasa MMeJioMa.
HoBrle koMOMHaluM oOJjalaloT OOHOM wmiau ©OoJiee XapaKTepUucTHuKaMu,
BKJIOUA A yIIydmeHue IIPOTUMBOPAKOBOTO npoduisa KOMOMHAaLNN, 1o
CpaBHEeHMI C JedeHMeM OIOHMM aTleHTOM; IOIOOOHEM WMJIM CHMXEeHHBM
NOBOUHEM OeMCcTBMeM KOoMOMHALMM II0 CPaBHEHMIO C JIeueHUEeM OIHUM
areHTOM; ¥ IIOJOOHOW WMJIM CHMXEHHOM IOBUPOBKOM KOMOMHALIMM IO
CPaBHEeHMIO C Tepalrel C MCIOJb30BaHMeM OIHOTO aleHTa.

[0008] TakmMm ob6pa30M, B OIOHOM aclleKTe HacTodlee Mu300peTeHUe
OTHOCHUTCS K dapMaleBTUUECKOM KOMOMHALMM, CcoIepXamey MHIUOUTOP

npoTeacoM M MHTUOMTOpP C-Met B COOTBETCTBUM C QOPMYJION:
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[0009] B omHOM BapMaHTe peajM3aluM 5STOIO MU300peTeHUd
nHrutmuTop C-Met mnpencrTaBjgeT cobom kKabozaHTHMHUO (coemmHeHMe 1),

CTPYKTypa KOTOPOTO M300paxeHa HWXE.
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CoenuHeHMre 1

[0010] CoemmHeHMe 1 MB3BECTHO IIOI CBOMM XMMMUECKMM Ha3BaHMUEM
N-(4-{[6, 7-06uc (MeTOKCH) XUHOJIMH-4-1JI] OKCU } beHMJI) —-N'— (4-
bropdenns) uukJonponal—-1, 1-ogukapbokcaMmn n non Ha3BaHMEM
ka®o3aHTMHMO (COMETRIQ™) . KaBGozaHTHHMO BBOOAT B COCTaB B Bume L-
MaJlaTHOM cCoJmM N-(4-{[6, 7-01C (METOKCHK) XMHOJIMH—4-1JI] OKCU } DeHMJI) —
N'-(4-pTopdbeHni) HuMKJIONpPONaH-1, 1-gukapbokcamMm1ia . B WO
2005/030140, [IOJIHOE  CcOoOepXaHMe  KOTOpOTo  BKJIOUEHO B  OaHHHM
IOOKYMEHT IIOCPeICTBOM CCHUJIKM, OIMCaHO coeluHeHue 1 u crnocod ero
[IOJIYyYeHMA, a TaKXe OIMCaHa TepalleBTHUUeCcKas aKTHUBHOCTB BTOTO
coeIMHeHUd JI9 MHIUOMPOBAHML, PeTryIMPOBaHUI U/MIM MOOYJIMPOBAHUMI
CUTHAJIbLHOM TPaHCOYKLUMM C YdacTueM KuHasz (AHaJlaus3eH, Tabauia 4,
cTtpoka 289). B Hosbpe 2012 1. kabo3aHTMHMO OBJI YTBEPXIEH
PeryJIATOPHEMM  OpraHaMM B CIIA mjd JIedeHMd IIPOTPeCcCUPYKRIeTro
MeTacTa3zupyomero MenyJIJISpHOTO Ppaka MUTOBUIOHOW  XeJie3H. B WO
2005/030140 omnmcaH cuHTe3 KabosaHTHMHMOa (nopuMmep 48), a Takxe
PacCKpHTa TepalleBTHUUeCKasd aKTUBHOCTL B2TOM MOJIEKYJIEL 10 OTHOMEHUD K
UHTUOUPOBAHMID, PEeTYJIMPOBAHMID U/UIM MOOYJIVPOBAHMILD  TPAHCOYKIIUU
CurHajla KuHazamu (AHajwusze, Tabimuua 4, cTpoka 289). Illpumep 48
HauMHaeTCHd B [IYHKTEe [0353] WO 2005/030140. NudpopManmsa o
OIOBUPOBKE COeIVMHEeHUS 1 OOCTYIIHA v FDA 10 CCHUIJIKE
acessdata.fda.gov/scripts/cder/drugsatfda/index.cfm?fuseaction=S

earch.DrugDetails (mocienHee nocemeHue 3 aBrycTa 2014 1.).



[0011] B mpyIoM BapMaHTe pealiM3aluy STOTO acllekTa MHIUOUTOP
IpoTeacoM BHOpaH M3 TPYHOOH, COCTOAler U3 3OUTaJlJIoOKaTexVH—-3-
rajiaTta, caJIMHOCIoOpaMmIna A, kKapoduiazommda, fopTesoMmuba,
onposoMmba, uUKcasoMmba, MapusoMmba MM OejlaH3oMmba.

[0012] Taxxe OINMCAHE CIOCOOH IpPMMeHeHUA OdapMalleBTUUIeCKON
KOMOMHaUMY nOJIS JiedeHUsd paka, B YaCTHOCTM MHOXECTBEHHOW MMeJIOMEH,
a TakXe HaOoOpH OJA BReleHMA OGapMalleBTUUeCKOM KoMOMHauuu. Habop,
Kak I[IpaBWJIO, BKJIOYaAeT OTOeJIbHEEe OGapMalleBTUUEeCKMe  KOMIIO3MLUM,
comepxalmue VMHIUOUTOP C-Met n VHINOUTOP IpoTeacoM. Kak
aJIbTEPHATUBHEIN BapuaHT Hab®op COIEpXUT OIOHY OGapMaleBTUUYeCKY
KOMIIO 3ULIMID, comepXxamyrn kKak wuHIuouTop C-Met, Tak ¥ MHITUOUTOP
IpoTeacoM B OIHOM M TOM Xe KOMIO3MUMM. B Jio00M M3 2THUX BapMaHTOB
peagu3alMy M300peTeHMAa Kaxnad o¢apMalleBTHUecKasd KOMIO3ULMA MOXET
BKJIOUATE OOMH MK 0OoJjiee bapMalleBTHUUECKU IIPUEeMIIEMHX HOCUTEJIeM WU
BCIIOMOTaTEJIbHEX BeEIeCTB.

[0013] B HeKOTOPHX BapuaHTax peaju3aluu MU300peTeHud IIpU
JIEUeHMM MUCIOJb3YIT MHIMOMTOP C-Met © MHIMOUTOP IIpOTeacoOM OJid
crioco6CcTBOBaAHMUSA IpeKpalleHND, YJaCTUUYHO VI [IOJIHOCTRIO, VI
3aMeJIEHVI pPa3BUTUA PaKOBHX KJIETOK, PE3UCTEHTHHX K HECKOJbKMM
JIEKAPCTBEHHHM CpencTBaM, Yy CyObekTa. B 2ToOM BapMaHTe pealiM3alun
nz3obpeTeHUsa KOMOMHaLMM MOTYT I[IO3BOJUTH YMEHBIUTE 2QPeKTUBHOE
KOJIMYECTEBO MHIMOMTOpa [IPOTeacoM, KOTOpoe IanT CYOBeKTY.

OIIMCAHME T'PAPUUECKUX MATEPHAIJIIOB

[0014] Ha our. 1 IPOUILJIIOC TPUPOBAHO MeOMaHHOe BpeMs4d
BRDKMBAHMSA B MOIOEJM MHOXECTBEHHOM MMEeJIOME Ha MbIMax IOJIS HOCUTeJId,
fopTeszoMmba, kKab®o3aHTHMHMOA M KOMOMHALUMM Kabo3aHTUMHUO+OOPTe30HUOD.

[IOOPOEHOE OIIMCAHME CYIHOCTU M3OEPETEHNUA

[0015] Kak yKa3aHO BHIIe, IaHHOe WM300peTeHMe OTHOCHUTCH K
bapmalleBTHMUECKOM KOMOMHaALMM, COOepXalel MHIUOUTOP [IpOoTeacoM U
MHTUOUTOP C-Met, 1nOJjs JeuyeHMsa paka, B YaCTHOCTU MHOXECTBEHHOM
MU EJIOMEL .

[0016] [Tpun MCIIOJIE 30BaHUNU B OAaHHOM  IOKYMEHTE, TepPMUH
KUHTUOUTOP [OIpOoTeacoM» OTHOCUTCH K KJIacCy COeOMHEeHMM, KOTOpPHEe
BO3OEUCTBYT Ha IpOTeaCOMHL. STH COeIVHEHNUS IpenoTBpamamnT
Delpalallio IIpOoallolNTHUYeCKMX (QaKTOpPOB, UYTO IIO3BOJIAET aKTUMBUPOBATH

IIpoIrpaMMpyeMyrn CMEePTE HeOoIlJIaCTUMYEeCKMX KJIIETOK, KOTOpad 3aBUCUT
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OT TIOIaBJIEHMA TIPOAlONTUUEeCKMX CUTHAJIBHHX OyTeV. B HOpMaJbHEX
KJIeTKax TIPOTeaCOMH PEeTyJMPYIRT BKCIPECCH UM OQYHKIUMM OeJIKOB IIyTeM
pacmernjieHusa yOUKBUTUMHMPOBAHHEX O€JIKOB, a TaKXe OuMIakT KJIETKM OT
aHOMaJIb HEIX WK HelnpaBUJILHO CBEepPHY THIX OeJIKORB. VHTUOUTOPE
IpoTeacoM BRJOUAKRT OUcyJdb(upam (M CAS 97-77-8), sOourajjiokaTexMH-—
3-raJsarT (N CAS 989-51-5), caJiMHocropamum A (MmapmuzoMuB) ,
kapduinzommd (N CAS 868540-17-4), OopresoMmb (N CAS 179324-69-7),
ornpozoMmub (Nt CAS 935888-69-0), wukcazoMmud M nejaH3oMub, CTPYKTypa
KaXIOoT'0 M3 KOTOPHX IIpUBeIceHa HWXEe.
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[0017] [Tpmn MCIIOJIL 30BaHUMU B OaHHOM OOKYyMeHTe,
«IIpoJmmbpepaTUBHOE pPaccTpouCTBO» MJIN «TUMIepnpoJIindepaTUBHOE
PacCTPOUCTBO» u opyrue PKBUBAJIEHTHEE TEePMUHEL O3HauvamnT
3aboJIeBaHMe WMJIM MeIMIMHCKOE IIaToJIOTMUecKOoe COCTOAHMe, BKJOUaplee
IaToJIOTMUeCKUM poCT KJIETOK. [IposmmdepaTUBHEE paccTpoicTBa
BKJIOUAKT pak, npoJmpepalvo TJIaOKOMBIIEUHHX  KJIETOK, CUCTEeMHHIM

CKJIepoO3, LHUPPO3 [IeUYEeHy, CUHIPOM oCcTpoM OEXaTeJIbHOM



HeIOCTAaTOUHOCTU Y B3POCIIHX, VOVOTIaTUYECKYD  KapIMOMUOIIaTHo,
KpacHY BOJIUAHKY, peTrHOoIIa THIO (HampumMmep, IrabeTrnuecKyo
pPeTHHOTIATHIO  WJIU opyrue peTuHOIaTUM) , TUIIepIllyia3uio cepnua,

paccTpoMcTBa, CBA3aHHEE C PEIpOOyKTMBHOM CUCTEMOM, TaKMue Kak
nobpoxradecTBeHHas TUIIepIia3usa OpeldcTaTeJIbHOM KeJIe3EH UM KUCTH
ANMUHUNKOB, onbpos3s JIeTKUX, SHIOMETPMOS, ¢mdbpomaTos, raMapTOMEL,
JIMbaHIMOMaTO3, capkKommos3 u OeCMOMIOHEIe OIIYyXOJIU .
IoBpokaueCTBEHHEE MNPpOoJIMPepaTUMBHEHE pPacCCTPOMCTBA TakKXe BRJIOUAT
TUIlepIpoinbepallMio KIETOK KOXM, TakKyln KakK [Icopuas M eI'0 pasJIMUHBE

KJIMHUUYEeCKMe (GOPME, CHUHIpPOM PelTepa, KpPacCHHM BOJIOCUCTHNM NIUTHUPHUAS,

TUIepnpoJudepaTUBHEE BapMaHTH PacCcTpPOMCTB KepaTHUHM3aUun
(HanpuMep, aKTHUHMYUECKUN KepaTos, CTapyeCcKumn KepaTos),
CKRJIEPOIEPMMIO ¥ TOMy HOmoOHOe. B OIOHOM BapMaHTe peajmM3aluu

nzobpeTeHmA npoJimpepaTUBHOE  PACCTPOMCTBO  IIpencTaBJIsgeT cobon
MreJionpondepaTBHOE PAaCcCCTPOMCTBO. B OIHOM aclekTe U300peTeHus
MUeJIonIpoindepaTBHOE PAaCCTPOMCTBO IMPeAcTaBJigeT coBoM MCTUHHYO
MIOJIMIUT EMUIO, UAOMONaATHUUECKUM  MHeodudpos, MUEJIOOMUCIIaCTUY e CKUN
CUHIPOM, ncopmas WMIM  BCCEeHUMaJIbHYI  TPOMOOLUTEMUD. B omHOM
BapMaHTe peaju3aluy M300peTeHud IIpU OPpoJiMdepaTHMBHOM PaCCTPOMCTBE
DKCIpeccupyerca wMmyTaumsa JAK2V617F rena JAK2. B acloexkTe 5»TOTO
BapMaHTa peajJu3aluy OpoJjmpepaTUBHOE PACCTPOMCTBO IIpelcTaBJligeT

cobon VICTVIHHYIO IIOJIMIIMTEeMNIO, UOMoIIaTUde CKUM NM@HO@MGPOB MJin

SCCeHIMalbHYIO TPOMOOLUTEMMIO . B OIHOM  acIleKTe n300peTeHnud
npoJimdepaTuBHOE pPaccTporCcTBO npelncTaBJIgeT cobou UCTHUHHYIO
IIOJIULIMAT EMHIO .

[0018] [Tpmn MCIIOJIE 30BaHUNU B OAaHHOM  IOKYMEHTEe, TepPMUH
«bapMalleBTUUECKM IIpueMJieMas COJIb» OTHOCHUTCS K COJM, I[IOJIYUeHHOMU
U3 coemuHeHUsa o¢opMmysn I, ITIA wWIM coelIMHeHMAa 1 U OQapMalleBTUUYEeCKU
IpueMJIeMOM HeOopTaHMUeCKOM WM OpTaHMUYeCKOM KMCJIOTH. I[IpUIOIHEE
KMCJIOTH BKJIIOU AT Takue KMCJIOTH, Kak coJigHad KMCJIOTa,
BPpOMOBONOPONHA A KMCJIOTa, cepHasd KMCJIOTa, as0THAaHA KMCJIOTa,

dpochopHasa KUCIOTa UM TOMYy IMIONOOHOe, a TakKxkXe TaKue OopTraHudecKUe

KMCJIOTEHL, Kak YyKCyYCHasd KM1CJIOTa, TPUOTOPYKCYCHAS KMCJIOTa,
IIPONMOHOBAS KM1CcJoTa, TJIMKOJIeBasa KMCJIOTa, IVMPOBUHOTPAOHA S
KMCJoTa, mapejieBas KMCJIOTa, g6JjiouHasa KUCJIOTa, MaJIeMHOBa4d

KMCJIOTa, MaJIOHOBas KMUCIOTa, SHTapHad KUCIoTa, oGyMapoBas KUCIOTAa,



BMYMHHaAd KMCJIOTa, JIMMMOHHaA KMCJIOTa, BeH3oMHaA KMCJIOTa, KOpMYHa4Ad
KHcJjiorTa, MVHIOAJIEHaA KMcJjiora, MeTaHCYJIbEOOHOBASA KMCJIOTa,
STaHCyJbLOOHOBA L KMcjiorTa, I-TOJIYOJICYJIE QOHOBA A KHMCJIOTa,
caqMumioBasa KUCJIOTa M TOMy IIOOOOHOe. Kuciiora npenlouTUTeSIbHO
InpeocraBjiaeT cobour ABJIOUHYK KUCJIOTY .

[0019] QapMalleBTHUUECKM IIpUEeMIIeMBM HOCUTEJ b MOXEeT COIOepXaThb

VMHEPTHEIE VMHT'PEeIVMEeHTEI, KOTOPEE He I/IHI‘I/I@T/IPYIOT OMOJIOTUUECKYID
AKTVBHOCTDb COeIMHEeEHNMA (COGHMHGHMVI) 7 OIIMCaHHOTI'O B IJaHHOM
IOJOKYMEHTE. CDapMaLI,eBTT/[T{eCKT/[ IIpmeMIIEMEIE HOCHUTEJIN T OJIKHEI OBITH
OMOCOBMEC TUMEIMI, T. e. HeTOKCHMYHEIMI, HeBOCIIaJIMTeJIEHEIMM ,

HEeVMMYHOTEeHHHMMU W JIMOIEHHBEIMM »OPYTUMX HeXeJlaTeJIbHHX peakKUuuy OIpu
BBeIeHUrM CyOBeKTy. MOXHO MCIOJIB30BATh CTaHOAPTHHE TEeXHOJIOTUU
oJiydyeHrsa  QapMalleBTUUECKUX COCTaBOB, Takmue Kak Te, KOTOpPEIE
ommcaHsl B REMINGTON, J. P., REMINGTON'S PHARMACEUTICAL SCIENCES
(Mack Pub. Co., 17t ed., 1985) . IlpuromHele OQapMalleBTUUYeCKUE
HOCUTENN 0JI IapeHTepalIbHOTO BBEIEeHUSA BKJIIOUAT, HallpuMep,
CTepUJIbHYID BOOY, OM3UMOJOTUUECKUN pPacTBOp, OaKTepruocTaTHUdeCKUM
OUBUOJIOTUUECKUIM  PacTBOP (duBMOIOTHMUECKHUM pPacTBOP, conepxammi
okojio 0,9% MI/MiI OeH3MJIOBOTO CIMPTAa), OOMU3UOJIOTUUYECKNUN PacTBOP C
pocoaTHEIM OydepowMm, pacTBOp  XaHKa, JakTatT PuHTepa u TOMY
nogmobHoe. B maHHOM 00JacTM TexXHUKM M3IBECTHH CIOCOOHB 3aKJIIUeHUS
KOMIIOBULIMM B KallCyJibl, TaKue KaK IIOKPHETUS U3 TBepIoTl'o XeJlaTuHAa
WY LIUKJIoOeKcTpaHa. Cm. BAKER, ET AL., CONTROLLED RELEASE OF
BIOLOGICAL ACTIVE AGENTS, (John Wiley and Sons, 1986).

[0020] [Tpun MCIIOJIE 30BaHUNU B IOAaHHOM  JOKYMEHTe, TepPMUH
«2bPeKTUBHOE KOJMUECTBO» OTHOCUTCA K KOJUUECTBY COeOMHEeHU,
OIIMCAaHHOTO B OaHHOM IOOKYMEeHTe, KOTOPOTO OOCTAaTOUHO nJIs
YMEeHbBIeHN WIIN ocJsabjeHusa TIXEeCTH, OJIMTEeJILHOCTH,
IpOTPEeCcCUpPOBaHmMa MJIM BO3HMKHOBeHMS 3abojieBaHMA WM PacCTpPOMCTBA,
3adepPXKM BOBHMKHOBEHMS 3abdoJieBaHMsa WMIM pPacCTpoMCcTBa, 3aMelJieHUs
nIn OCTaHOBKU Pa3BUTUA 3aboJieBaHUA W paccTponcTBa,
oCcymecTBJIeHMA o0O0paTHOTO pPal3BUTHUA 3abdoJieBaHMA WM pPacCcTpOoMCTRBRa,
IpenoTBpalleHUsa WM 3alepPXKM I[IOBTOPHOTO IOABJIeHUS, Pa3BUTUA,
BO3HUKHOBEHU S WIIN IpoTrpecCcUupoBaHmsa CUMIITOMA, CBA3aHHOTO c
3aboJyleBaHMEM WMJIM PAaCCTPOMCTBOM, WM OJS YCUJIEeHUS WIM YJIyulleHUS

TepaleBTUUYEeCKOTO (—1X) >20pdpexTa (-0B) oOpyroun Tepanun. B OIIHOM



BapuaHTe peajJuzaluu us3obpeTeHusa 3abojieBaHMe WMJIM PaCCTPOMCTBO
npelcTaBJIgeT cobou npoJimpepaTUMBHOE PacCcTpoOMCTRBO. TouHOe
KOJIMYECTBO COEIOMHEHUa, BBOIMMOEe CyOBeKTy, OyIeT 3aBUCEThL OT
crmocofa BBENEHMSI, TUIla UM TAKeCTU 3a00JIeBaHUS WM [IaTOJIOTMUECKOTO
cocToAHMA U ocobeHHOCTeM CyObekTa, TaKux Kak ofbmee cocTogHUeE
300POBES, BO3pacT, IIOJI, Macca TeJla U I[Ie€PEeHOCUMOCTH JIeKapCTBEeHHHX
CpencTE. Hanpumep, nJisg npoJmMpepaTUuBHOTO 3aboJIeBaHMA VI
paccTpoMcTBa nondbop »0QeKTUMBHOTO KOJMUECTBa Takxe OyIoeT 3aBUCETH
OT CTelleHM, TAKEeCTM U TUlla I[OpoJmbpepaluum KJIeTok. CHeumaliucT B
OaHHOM oBJyacTur TeXHUKU CMOXET OIIPEeneJInThb COOTBETCTBYIIINKE
OO3UPOBKM B 3aBUCHMMOCTM OT HBTUX U IOpyIux (GaKTOpOB. [Tpn
COBMECTHOM BBeIEHUNU C OpyT'MMIA TepalleBTUYeCKUMA areHTaMy,
HalpMyMep I[IpM COBMECTHOM BBEINEHUM C IIPOTUBOOIIYXOJIEBHMM al'eHTaMu,
«50PeKTUBHOE KOJUUECTBO» JIOOOITO OOIMNOJIHUTEJIEHOTO TepalleBTUUeCKOI'O
areHTa (aTeHTOB) OynmeT 3aBUCETH oT THUIIa IPUMEeHAEeMOT'O
JIEKapCTBEHHOTO CpencTra. [Nooxonpdamue OO3UPOBKU ODOBPEHHEX
TepalleBTUUYECKMX al'eHTOB M3BEeCTHH M MOTYT OHTH CKOPPEKTUPOBAHE
crielaJIMcToOM B OaHHOM oBJjlacTu TeXHUKN B COOTBETCTBUNA C
cocTodgHMEeM CyObeKTa, THUIOM IIaTOJIOTMUECKOTO (-MX) COCTOSHUA (-Ul),
nonJjexamero (—mx) JIeUeHMIO, M  KOJMUECTBOM COeIVMHeHUS, KOTOopoe
nprMMeHsdgeTcda. B ciayuyaax, ecJM KOJMUeCTBO UYeTKO He YyKasaHo,
cljenyeT IHoIpalyMeBaTb 5»QPeKTMBHOE KOJMUECTBO. HeoT'paHMUMBAaAKIME
IprMepH 30PeKTUMBHOTO KOJMUEeCTBa COeIMHEeHMSd, OIMCaHHOTO B IaHHOM
OOKYMEHTe, IMpenOcTaBJIeHH HIMKe B OaHHOM IOOKYMEeHTe. B KOHKPETHOM
BapMaHTe pealM3alliM M300peTeHUs B M300peTeHUMM IIpelJIOXeH crocod
JIeueHusd, pPeryJIMpOBaHMUA VI ocnabJjieHus 3aboJIeBaHNA VIV
paccTpoMcTBa, HalpuMep IpoJndepaTHBHOI'O PaCCTPOMCTBAa, WMIM OIHOTO
uim 0BoJjiee ero CHUMITOMOB, KOTOPHM BKJIOUaeT BBeldeHMe CYOLEeKTY,
HYXOawnleMyCsa B STOM, OO3H coelvHeHUsa ¢opmys I, TA MM COeIMHEeHUI
1: BBOOAT @mo 95 MI' BKJWOUMTEJBHO CcoeIMHeHMSa 1; BBoOAT mo 90 wMr
BKJIIOUMTEJILHO COoeIVHEeHM S 1; BBOIOAT IO 85 MT BKJIIOUMTEJILHO
coemuMHeHMUsa 1; BBomAT no 80 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO 75 MI' BKJIWOUMTEJIBEHO CoeIMHeHMsa 1; BBOOAT o /0 MI' BKJIOUMTEJILHO
coeIMHeHMsa 1; BBOOAT OO 65 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 60 MI' BKJWOUMTEJBEHO COeIMHeHMsa 1; BBOOAT OO 55 MI' BKJIOUMTEJILHO

coeIMHeHMd 1; BBoOOAT Do 50 MI' BKJIOUUTEJILHO CcoeIMHeHMTI 1; BBOIOAT
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oo 45 MI' BKJOUMTEJIBEHO coeIMHeHMsa 1; BBOOAT o 40 MI' BKJIOUMTEJILHO
coemIMHeHMA 1; BBOOAT OO 35 MI' BKJIOUMTEJILHO COeIMHeHUsa 1; BBOOAT
oo 30 MI' BKJKOUMTEJIBEHO COeIMHeHMSa 1; BBOOAT OO 25 MI' BKJIOUMTEJILHO
coemuHeHuUsa 1; BBoOAT no 20 MI' BKJIOUMTEJIBHO COeIMHeHUs 1; BBOOAT
oo 15 MI' BKJIKOUMTEJIBEHO coeIMHeHMSa 1; BBOOAT o 10 MI' BKJIOUMUTEJLHO
coeguHeHMsa 1; WIM BBOIOAT OO 5 MI' BKJIOUMTEJIBHO coenmHeHMsa 1. B
OOHOM BapMaHTe peajM3aly M300peTeHus CcoelMHeHMre 1 BBOIOAT pa3 B
CYyTKM. B IOpyIoM BapMaHTe pealiM3aluu unU300peTeHus CcoeluHeHue 1
BBOOAT OBa pasa B CYTKHU.

[0021] HosupoBKa VHIVBUOYAJILHOTO  MHIMOMTOPA npoTeacoM,
MCIIOJIE3YEMOTO B HOaHHOM IOKYMeHTe, MOXeT OHBTb paBHOWM WMJIM MeHbIIE,
uyeM IO03a MHIOMBUIOYAJIBHOTO TepaleBTUUEeCKOTO areHTa, KOTOPHM BROOAT
He3aBUCUMO [OJIA JIEUEeHUS, PpelyJIMpOoBaHUA MM ociabljieHusa 3abojieBaHUA
WM PaccTpoMcTBa WJIM OIOHOTO wWiIM 0oJiee ero CUMITOMa. B OIHOM
BapraHTe pealuzalumy us00peTeHua 3adojieBaHMe WIM PacCcTPOMCTBO,

KOoTOopoe InmooBpeprawnT JIEUEeHNIO C MCIIOJIE 3O0BaHMeEM KOM@MHMpOBaHHOIZ

Tepaluu, IHOpencTaBJsseT cobor mnpojubepaTUBHOE PaCCTPOMCTBO. B
OIPYyTOM BapuaHTe peajmn3alum ns3o0peTeHns npoJimpepaTUBHOE
paccTpoMCcTBO IIpelcTaBJigeT cobo¥ pak. PeKoMeHIOyeMble HOO3UPOBKU

TepalleBTUUYECKMX aTl'eHTOB, MCIOJb3yeMeHe B HacCTodlee BpeMsa OJs
JeueHmns, peryJmuMpoBaHMA VI ocynabJjeHusa 3aboJIeBaHNA VI
paccTpoMcTBa WM OOHOTO WJIM 060Jiee eI'0 CHUMIITOMOB, MOXHO IIOJIYUMTDH
n3 JodoTo JIUTePaTYPHOTO MCTOUHMKA B IOaHHOM o00JlacTM TexXHUKM. CM.,
HamnpuMmep, GOODMAN & GILMAN'S THE PHARMACOLOGICAL BASIS OF BASIS
OF THERAPEUTICS 9™ ED, (Hardman, et al., Eds., NY:Mc-Graw-Hill
(1996)); PHYSICIAN'S DESK REFERENCE 57™ ED. (Medical Economics
Co., Inc., Montwvale, N.J. (2003)).

[0022] [lp  MCHOOJIB30BaHMM B JaHHOM OOKYyMeHTe, TEPMVHEL
«JIeUMTb» W «JIEUEeHMe» OTHOCATCH K YMEHBIEHUID WM ocJablIeHNnD
IpoTpecCHUpoBalma, TAKECTH MW/MUIM IJIUTEJLHOCTHM 3adojieBaHUd WK
paccTponcTBa, 3aIepxKe BO3HUKHOBEHUSA 3ab0JIeBaHUA WM
paccTpoicTBa VI ocJabJIeHUI OIHOTO VIV BoJee CHMIITOMOB
(MpellIouTUTEJIEHO OIJHOTO WMIM 0o0Jiee SABHHX CHUMIITOMOB) 3aboJieBaHUA
MM PacCTpOMCTBAa, BO3HMKAKIKM BCJIeICTBMEe IPMMeHeHMS OIHOW WM
BoJjiee  Tepanun (HanmpuMep, omHOTO WM 0OoJlee  TepalleBTUUEeCKUX

ar'eHTOB, TaKMX KaK CoOoeIlMHeHMe IIO IJaHHOMY MBO@peTeHMIO). TepM_T/IHBI
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«JIEUNTbL» U «JleueHMe» TaKXe OXBATHBAT YMeHbIleHMe pHuckKa pa3BUTUA
3aboJyieBaHMAa MM PacCCTPOMCTBa U 3alepXKy WIM OpeloTBpalleHue
IIOBTOPHOTO BO3HUKHOBeHMSA 3abdojieBaHMA WM PacCTpoOMCcTBa. B OIHOM
BapuaHTe pealuzalumM us3obpeTeHusa 3abdojieBaHMe WMJIM PacCTPOMCTBO,
KOTOpOe IoIBepralnT JieueHU, IOIpelcTaBjsgeT cobdor OpoJaudpepaTUBHOE
pPacCcTpoOMCTBO, TakKoe KakK pak. B KOHKPEeTHHX BapMaHTax pealu3alun
N300peTeHnsa TEPMMHE «JIEUMTE» U «JIeUeHMe» OTHOCHATCSA K OCJabJIeHUO
1o MeHbIIeM Mepe OOHOTO V3MEPUMOTO OU3BUUIECKOTO napameTpa
3aboJieBaHMUA VI paccTpoMcTRBa, TaxKoTo Kak pocT OIIYyXOJIN,
HeoO4ga3aTeJIbHO 3aMeTHOTO oJisg  IaluMeHTa. B 1mpyrux BapMaHTax
peagm3almMy M300peTeHUA TEPMUHH «JIEUMTb» U «JIeUeHMe» OTHOCATCA K
IpenoTBpalleHMIO IIpoTpecCUupoBaHuAa 3abojleBaHUa WJIM PacCTPOMCTBA,
HanpuMep, OpoJndepaTUBHOTO PacCTPoOMCTBa, WIM OU3UMUECKM [IYTeM
cTadbuiamsalunm ABHOTO CHUMIITOMA, WU OMBMOJIOTUUECKU oyTeMm
cTadbunmsaumun dr3MUeCcKOTO napamMeTpa, VI u buznuecku, u
dMBMOJIOTHUYECKM. B OpyT'OM BapMaHTe peaM3aluy M300peTeHMS TEepPMMHE
«KJIeUUTb» u «JIleueHMUEe» OpondepaTUBHOTO 3aboJieBaHmnAd VI
paccTpoMcTBa OTHOCATCS K YMEHBIeHMIO WM CcTabuim3aluuy pas3Mepa
OMYXOJIM MM KOJMUEeCTBa PakKOBHX KJIETOK M/UIM 3alepixke obpa30BaHUML
OIIYXOJIN . B mpyroM BapMaHTe peaJu3aluy U300peTeHUs  TePMUHE
KJIeUMThY» U «JIeUeHMe» TaKXke OXBaTHBAalT BBeIeHMe COeIOMHeHUSd,
OINIMCAaHHOTO B OaHHOM IOKYMEHTe, B KauecTBe OIPOOMIIaKTUUECKOM MepHl
maluMeHTaM C [OpelpaclloJIOXEeHHOCTBIO (TeHeTHMUeCKOM WMJIM BHS3BAHHOM
BHEMHVMM  YCJIOBMUAMIM) Kk Jiodbomy 3abojieBaHMI MM PAaCCTPOMCTBY,
OIMCaHHOMY B OaHHOM JIOKYyMeHTe.

[0023] [lp  MCHOOJIB30BaHMM B JaHHOM OOKYyMeHTe, TEPMVHEL
«TepaleBTUUECKUN areHT» U «TepaleBTUUeCKMe AaTleHTH» OTHOCATCS K
JoboMy (-EIM) aT'eHTy (—aM), KOTOPHE MOXHO MCIIOJB30BATH MOJS JIeUeHUS
3aboJIeBaHUA VI paccTpoicTBa, HaopuMep IpoJindepaTUBHOTO
paccTpoMcTBa, WIM OOHOTO WiIM ©0oJiee €TI0 CHUMITOMOB. B HEKOTOPEHX
BapMaHTax pealu3aluy U300peTeHUS TepMMH «TepaleBTUUeCKUN arleHT»
OTHOCHTCH K COeIMHEeHMU, OIIMCaHHOMY B IOaHHOM IOKyMeHTe. B
HEeKOTOPEIX OIpYTUX BapuaHTax peaan3aluuu n3o00peTeHnsd TepMMH
«TepaleBTUUECKUM aTleHT» He OTHOCUTCSA K COoeIMHEeHM I, OIMCAaHHOMY B
OaHHOM IOOKYMEHTe. TepaleBTUUECKUN areHT IPennouYTUTEJILHO

npencraBjisgeT coOoM areHT, OJd KOTPOIO W3BecTHa 20OeKTMBHOCTL,
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MM KOTOPHM MCIHOJIL30BaJM, WIM MCIOJL3YIT B HACTOAMUM MOMEHT OJIg
JeueHrsa 3abojieBaHMA WJIM PacCCTPOMCTBa, HaIpUMep OIpoJIudepaTUBHOTO
paccTpoMcTBa, WM OIOHOTO MM OoJjiee eT'0 CUMIITOMOB.

[0024] [Tpun MCIIOJIE 30BaHUNU B OaHHOM  IOKYMEHTE, TepPMVH
«B3aVMOYy CUJIMB AU » OTHOCUTCH K KOMOMHAaLIUN coeIVHeHUd,
ONIMCaHHOTO B  HOaHHOM JOKYyMeHTe, ¥ OpyToro  TepaleBTUUYECKOT'O
areHTa, KOTOPHE npu VCIIOJIE 30BaHUA BMeECTE ABJIAKTCSA BoJiee
30beK TUMBHEIMI, yeM AoV TUBHEM s0perT oT MHINBUIOY aJIbHEIX
TepaleBTUUECKMX alreHTOB. B3auMMoycuJMBAaKIEee IeCTBUe KOMOMHALU
MeTOIOB JIeueHud (HalpuMep, KOMOMHalMU TepalleBTUUeCKUX al'eHTOB)
[IO3BOJIAET MCIIOJIBE30BaThL 0O0Jiee HU3KME [IO3MPOBKM OIHOTO MM ©OoJee
TepaleBTUUECKUX AaTeHTOB M/MJIM MEHBIYID UYacTOTy BBeIeHMS aTreHTa (-
0B) CyOBeKTy c 3aBoJieBaHMEeM WM  PaCCTPOMCTBOM, HallpuMep
NpoJindepaTUBHEIM PACCTPOMCTBOM. BO3MOXHOCTL MCIIOJL30BATL 0BoJiee
HM3KMEe OO3UPOBKM OOHOTO WM OoJjlee TepalleBTUUeCKUX aTeHTOB U/Uin
BBOOMTL TepaleBTHUUECKMM arleHT MeHee UYacTO CHMXaeT TOKCUUHOCTL,
CBA3aHHYD c BBeIOeHUEM areHTa CyOBEKTY tes YMEHBIIEHN I
20PeKTUBHOCTM TepaluKu IIpU JieueHUM 3adoJIeBaHMS WM pPacCTpOoMCTBA.
IOMIOJIHUTEeJIBHO, B3aUMOYyCHUJIMBaKIlee IelCTBMEe MOXeT IIPUBOIUTL K
[IOBEMEHUI 20PEeKTMBHOCTM aTl'eHTOB IJA OPpOodMIIaKTUKM, pPeTryJIMPOBaHUA
VI JeueHms 3aboJjieBaHMUA VI paccTpoicTBa, HalpuMep
OpoJindpepaTUBHOTO pPAaCCTPOMCTBa. B 3akjoueHMe, B3aMMOyCUJIMBAKIEe
OelicTBMe KOMOMHALIMM TepalleBTUUYeCKMX al'eHTOB MOXeT YCTPaHATbL WJIn
YMEHBIIATE He®JIaToNPpUMATHOS WM HexeJlaTeJlbHOoe IoBouHOoe MOelCTBUE,
CBA3aHHOE C WMCIOJIB30BaHMeM JOOTO M3 TepaleBTUUEeCKMX aTl'eHTOB
OTIOEeJIBHO .

[0025] [Tpun MCIIOJIbL 30BaHUMU B IOaHHOM IOOKYyMeHTe, bpasza
«11oBouHOe IOeMCcTBMe» OXBaTHBaeT HexeJlaTeJIbHOoe U He®JIaTolIpUATHOE
nericTBUe TepalleBTUUYECKOT O areHTa. I[loBouHoe  OeMcTBUE BCeTna
HexeJlaTeJIbHO, HO HexejlaTeJIbHOe IelicTBUe Heobsa3aTelIbHO ABJISeTCH
HeOJIaTONIPUATHEM. HebGnaronpuaTHOe oercTBHre TepaleBTUUYECKOT O
areHTa MOXeT OBTE BpPeIHBEM, WIM HENPUSATHEM, WJIM OIAaCHHEM OJIS
cybBeKTa. [To6ouHoE nercTBUe BKJIOUAET JIMXOpPanKy, 03HODO,
COHJIMBOCTB, XeJIyIOUYHO-KMIIEUHYI TOKCHUYHOCTE (B TOM UMCJIE SA3BH WU
SPO3UM XKeJIyIKa WMIM KUIIeuHMKa), TOMHOTY, PBOTY, HEMPOTOKCUUHOCTDL,

He@pOTOKCMT{HOCTb, IIOCUEeYHY TOKCMUYHOCTB (B TOM yrcJie Takrne
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IaToJIOTMUEeCKMe COCTOSAHMA, KakK COCOUKOBHM HEKPO3 U XPOHUUECKUMN
VHTepPCTULMANBHEY HedpUT), I[IeUeHOUHYI TOKCUUHOCTL (B TOM UUCJe
[IOBLHIIEHHEIE YPOBHU bepMeHTOB neyeHu B CHIBOPOTKE) ,
MUEJIOTOKCUUHOCTE (B TOM  UMCIe JIEMKOIIeHNIO, MMEJIOCYIIPEeCCHIO,
TPOMOOUMTOIIEHMNID U aHeMuo) , CYyXOCTb BO pPTY, MeTaJIJInuyeCKUn
IPpUBKYC, TIpoIOJeHMe Iepuona OepeMeHHOCTM, CJlIabocThb, COHJMBOCTL,
BoJib (B TOM UMCJIe MBEIMeuHyl O00Jib, OO0JIB B KOCTSAX M TOJIOBHYIOD OOJIb),
BHIIIageHUe BOJIOC, acTeHNo, TOJIOBOKpPYXeHUe, SKCTpanupaMuIHbe
CUMIITOMBEI, aKaTU3uo, HapymeHsa CepOedHO-COCYIMCTOM CUCTEME U
CcekcyaJIbHOe PacCTpPOMCTBO.

[0026] IlpM MCIOJB30OBaHMM B HOaHHOM HOOKYMEHTe, TEepMMH «B
KOMOMHAaLIUM» OTHOCHUTCHA K MCIIOJIb 30 BaHMIO BoJiee ueM OIOHOTO
TepalleBTUYEeCKOTO areHTa. JVICIIOJIb30BaHME TepMMHAa «B KOMOMHALUM» He
OTpaHMYMBaeT IIOpAOOK, B KOTOPOM TepalleBTUUECKMEe arleHTH BBOIOAT
cy®BeKTy, cTpalanimeMy OT 3afojieBaHMsa WM PacCTPOMCTBA, HaIpUMep
nposiMdpepaTUBHOTO PAaCCTPOMCTBa. I[IepBHM TepalleBTUUYeCKUM aTreHT,
Tako¥M KakK CcoeauHeHue, OIIMCaHHOE B HOaHHOM IOOKYMEHTe, MOXHO
BBOIOMUTL OO (HaopuMmep, 3a 5 mMmHyT, 15 MmuyT, 30 MMHYT, 45 MMHYT,
1 vac, 2 uyaca, 4 uyaca, 6 uyacoB, 12 uyacoB, 24 wuyaca, 48 uacoB, 72
yaca, 96 uyacor, 1 HejeJyo, 2 HemejM, 3 Hejeau, 4 Hepmesm, 5
HenoeJlb, © HeneJk, 8 HeOeJdbk WM 12 HeIdeJb), OIHOBPEMEeHHO C WIHu
nocje (Hampumep, dYepes 5 mmHyT, 15 MvmuyT, 30 MmmHYyT, 45 MMHYT, 1
yac, 2 dyaca, 4 uyaca, 6 uyacoB, 12 uacoB, 24 uyaca, 48 wuacom, 72
yaca, 96 uyacor, 1 HejeJywo, 2 HemejM, 3 Hejegu, 4 Hepmesm, 5
HenoeJjlk, © Helelb, 8 HemeJb WIM 12 HeleJb) BBeIeHMS BTOPOTO
TepaleBTHUUECKOT'0 al'eHTa, TakKoT'o Kak I[IPOTHMBOOIYXOJIEBHM aIl'eHT,
cyOBeKkTy, CTpalapmeMy oOT 3abojleBaHMA WM PacCTPOMCTBAa, HalpuMep
opoJindpepaTUBHOTO pPacCcTpoMCcTBa, TakKoTo Kak pak. B OIHOM BapuaHTe
peanmzalnuy mM300peTeHUsa coeluMHeHMe OQopmys I, TIA, WM CcoelOUMHeHUe
1, mwin uUx odpapMalleBTUUECKM IIpMeMJIeMbe COJIM UM MHTUOMTOP IpOoTeacoM
BBOIOAT B COOTBETCTBUM C Pal3JIMUHHMKM CxXeMaMM. B »OpyI'OM BapuaHTe
peanmzaluy mM300peTeHUsa coeluHeHMe OQopmys I, TA, WM CcoelOUMHeHUe
1, mwin uUx odpapMalleBTUUECKM IIpMeMJIeMbe COJIM UM MHTUOMTOP IpOoTeacoM
BBOOAT B COOTBETCTBUM C TIpaKTUUECKM OIOMHAKOBEMM CXeMaMM. B
OIPYTOM BapMaHTe peaM3aluM M300peTeHMd coenMHeHMe ¢opmys I, IA,

JIn COeIIMHeHNe 1 7 mim UmX (l)apMaH,eBTI/IT:'[eCKM IIpreMIIEMEIe COJIM ™’



14

MHTUOUTOP TIIPOTeacoOM BBOIAT OIHOBPEMEHHO WMJM IIOCJIeOOBaTEJIbHO B
OOMH M TOT Xe IeHb.

[0027] [lp  MCHOOJIBE30BaHMM B TaHHOM OOKYMEeHTe, TEePMVHEL
«Tepalnm» U «KTepalMsa» MOTYT OTHOCUTBCH K JIOOOMYy (—BIM) IIPOTOKOJY (-
am) , croocody(-am) uU/WMIM areHTy (-aM), KOTOPHE MOXHO MCIIOJL30BATh
oJis IpodUIaKTUKH, JeueHus, peryJaMpoBaHuUA VI ocnabJjieHnsd
3aboJieBaHMA VI paccTpoMicTRBa, HalpuMep npoJindpepaTUBHOTO
paccTpoMCcTBa, WM OIOHOTO MaM O0oJiee ero CUMIITOMOB.

[0028] IIpM MCIOJIE30BaHUM B HOaHHOM HOKYMEHTE, «IIPOTOKOJI»
BKJIIOUAET CXEeMH HOO3MPOBaAHMA U PEeXMMH HOO3MPOBaHMA. I[IPOTOKOJE B
OaHHOM JIOKYMEHTe TIpeICTaBJIAlT Cco0oM CHOCOOB MCIOJNb30BaAHUA U
BKJIOUAT TepalleBTUUeCKUe IIPOTOKOJIH .

[0029] [Tpu MCIIOJIbL 30BaHUM B IOaHHOM IOOKYMeEHTe, ron
KOMIIO 3ULIMEM, KoToOpasd «B OCHOBHOM» COLEepPXUT coeIVHeHue,
IoIpas3yMeBalT, UYTO KOMIO3MUMA COOepXuT O0oJjiee dYeM OKoJiO 80% 1o
Macce, O0oJlee IMNPEeNIOUTUTEJIEHO 0OoJiee ueM oOkoJio 90% 1mo Macce, ele
foJiee MNPenrnouTUTEJIEHO ©OoJiee uUueM OKoJIo 95% mo Macce, u Haubojee
IpenIouTuTeJIbHO 0oJiee ueM OKoJIo 97% Mo Macce COelIMHEeHMUd.

[0030] CoemmHeHMs, OIMCaHHBEE B IOaHHOM OOKYMEHTe, OolIpeleJIeHH
CBOMMM XUMUUECKMMM CTPYKTYpaMuM W/WUIM XUMUUECKMMM Ha3BaHUAMUA.
FEcam @miga coelIMHeHMS YyKasaHa Kak xXuMMUecKas CTPYKTypa, Tak u
XVMUUEeCKOe Hal3BaHMe, U CYIeCcTBYeT IIPOTHUBOPeuMe MeXOIy XUMUUeCKOMN
CTPYKTYPOM ¥ XUMUUECKMM HasBaHMEM, TO MISHTUUYHOCTL COeOMHEeHUS
oIpenesigseTCcsa XUMMUECKOW CTPYKTYPOM.

[0031] [lp BBEeIeHUM CYyOBEeKTY (HanpuMep, XKVMBOTHOMY  IJIA
BeTeprHapHOTO MNpMMeHeHMS WIM IJS YBeJMUeHMS IIOTOJIOBLA CKOTa WM
YeJIOBeKY @OJIS KIMHUMUECKOTO IpMMeHeHMI) COoeIMHEeHMs, OIMCaHHBE B
IOaHHOM IOKYMeHTe, BBOOAT B M3OJUMPOBAHHOM O¢opMe WJIM B BUIE
M30JMPOBaHHOM bopMEL B bapMalleBTHUUECKOM KOMIIO 3ULINM . IIpu
MCIIOJIL30BAHMKM B IaHHOM OOKYMeHTe, «U30JIMPOBAHHEIM» O3HauaeT, UYTO
CoeIMHEeHMSs, OIMCaHHHEe B OaHHOM OOKYMeHTe, OTIeJIdnT OT IPpYyTUX

KOMIIOHEHTOB: WM (a) IIPMPOIOHOT'O MCTOUHMKa, TaKOoI'O KaK paCTeHUe

JIn KRJIeTKa, IIpedliIouTrUTEeJIEHO 6aKTepmaanaﬂ KYJIBETYpPa, MJin (b)
peaKHMOHHOﬁ CMeCl CHMHTEeTNMUYEeCKMX OPTraHMYEeCKHUX COeIMHEeHUM .
CoenmHeHMs, OIIMMCaHHEIE B ITJaHHOM IJOKYMEHTE, IIpeoIiouyTrTeJIEHO

oummanT C IIOMOIEBI TPaIMIVMOHHEX CIIocofoB. HpM MCIIOJIE30OBAHMNM B
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IOaHHOM OOKYyMeHTe, «OUMIEeHHH» O3HavaeT, UTO IIPM BHOEJIEHUM M30JIAT
COOepXuT IO MeHbmel Mepe 95%, OPeanouTHUTEeJILHO II0 MeHLIIeM Mepe
98%, coeIVHeHUHA, ONIMCAHHOTO B IOaHHOM OOKYyMeHTe, OT MacCH
M30JIATa, VIV B BUIE CMecCUu CTEpPEeOU30MEPORB, MM B BHUIE
OIMaCTEPEOMEPHO, WM B2HAHTHMOMEPHO UMCTOTO M30JIATAa.

[0032] Tlompa3yMeBawTCsa TOJBKO Te BapMaHTH UM KOMOUMHAaLUU
3aMecTuTeJiey, KOTOpHe IMIPUMBOOAT K CTabuJIbHOM CTPpYyKType. Takue
BapMaHTH ¥ KoMOMHauuM OyIOyT OUeBMIHBEIMM CleluaJucTaM B IaHHOM
oBJlacTM TexXHUKM UM MOT'yT OHTB OIpelelJleHH 0e3 I[IpOBeOeHUS JIMIIHUX
DKCIIEPUMEHTOB.

[0033] IlzsobpeTeHre MOXeT OHTH JIydlle IIOHATO Ha OCHOBaHUMU
cllenyrmero IIOoOpPOBOHOTO OonMcaHmsA Y WIJIOCTPaTUBHEX BapMaHTOB
peanmuzauuu  U300peTeHNd, KOTOpPHE IIpeldHa3HaueHH OJia I[IOSACHEeHMA
HeOoT'paHMUMBAKIMX BapMaHTOB pealiM3aluyv M300peTeHUdg.

[0034] Uuruburtop C-Met B KoMOMHaALUMM IIpelcTaBJgeT cobomn

coenuHeHue GQOopMyJiHL I:

H,C—0O N
dopmyJia I
NI ero bapMaleBTUUECKU npreMIIeMyo COJIb Wi

bapMalleBTUUECKYHD KOMIIO3MLVI, COIepXallyld COeIMHeHVe GopMyJil I u
bapmalleBTHUUECKM IPUEMIIEMEM HOCUTEJL, IT'Oe:

R! mpemcraBigeT coboil TajloTeH;

R? mpemcTaBigeT coBOM TajloTeH; U

Q mnpencrarJgsgeT cobor CH miam N.

[0035] B IOpyroM BapuaHTe peaju3aluy U300peTeHUs UHIUOUTOP

C-Met odopmMyJiEl I HpencTaBJigeT coboM coelMHeHMe QOpMyJIEl IA:
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N N
\
(k)
O O A1
CHs o

© N

.
H,C—0 N

dopmMmyJsia IA
WM ero dapMalleBTUUECKM IIPpMEeMIIEeMyKl COJIb .
[0036] B InOpyroM BapMaHTe peaju3aluy U300peTeHUsa WHIUOUTOP

C-Met odopmyJiEl I mpenacTaBJgeT cobol coelMHeHue 1:

H H
N N
O O
?Hs O F
° N
S
H:C—0 N
Popmysia IA

WiIM ero dpapMalleBTUUECKM IIPUEMIIEMYK COJIb .
[0037] B o2TMx U »OpyI'MX BapMaHTax pealu3aluM U300peTeHUd
coenmMHeHue bopmMyJI I, IA, WJIN coenMHeHue 1, WJIN nUx

(]_)apMaLLeBTMT{eCKM IIpmeMJieMBle COJIM BBOIOAT B BHIOE @apmaueBqueCKoﬁ

KOMIIO3ULIMM, HOprueM (QapMalleBTHMUeCKas KOMIIO3ULIMA  IOMNOJIHUTEJIBHO
comepxmuT dapMaleBTHUUECKM IIPMEeMJIEMEM HOCUTEJIbL, BCIOMOTATEJIBHOE
BemecTBO WM paszfaBuTeslb. B KOHKPETHOM BapMaHTe peajiM3aluu

n306peTeHnsa coeldMHeHMe OQOpPMYJIEL I MOpencTaBJgeT cobo¥ coelVHeHUe
1.

[0038] CoenmHeHMe ©QOpPMYJIEL 1 MM CcOoeIVMHeHMe 1, OIMCaHHHE B
IOaHHOM IOKYMEHTEe, BKJIOUAKT  yIOMMHAaeMEle B IaHHOM IOOKYMeHTe
COeIMHEHMSA, a TakKXe OTIEeJIbHEIE M30OMEPH M CMeCHM M30MepPOB. B Kaxmom
cllyyae COelOMHeHMe OQOpMyJIE I BRJIKUYaeT (QapMalleBTUUECKU IIPUeMIIEMEE
COJIM, THIOPATH W/MIM COJILBATH YIOMMHAEMHX COEOUHEHMNM U JIHoOHe UX
VHIOVMBUOYAJbHEE WM30MEPH WMJIM CMECU M30OMEPOB.

[0039] B 1mpyrmux BapMaHTax peaM3aluM U300peTeHUs CcoelOVHeHUe
bopMyJiel I MIM CcoedMHeHMe 1 MOTYT IIPeICTaBJIATL CcoOoM MaJlaTHYIo

coJib. MaJjlaTHasd COJIb coenmMHeHUs GopMyJiH I ¥ coenmHeHusa 1 omnmcaHa
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B PCT/US2010/0211%94 m B =BagBKe Ha oaTeHT CIA N 61/325095, mnoJjHoe
comepXaHve  KaXIOoM M3 KOTOPHX BKJIUEHO B IHaHHEM  JOKYMEHT
[IOCPelCTBOM CCHUIKMA.

[0040] B mpyruMx BapMaHTax pealM3aluM U300peTeHUs CcoelOVHeHUe
bopmysiel I MOXeT HNPpeACTaBJIATL COOOM MajlaTHYK COJIb.

[0041] B mpyruMx BapMaHTax peaM3aluM U300peTeHUsa CcoeOMHeHUe
bopMyJiEl I MOXeT MNPeOCcTaBJATbL cobor (D) -MaJlaTHYI COJIb.

[0042] B mpyruMx BapMaHTax peaM3aluM U300peTeHUsa CcOoeOMHeHUe
bopMyJiEL I MOXeT MNPencTaBJATbL cobor (L) -MaJlaTHYI COJIb.

[0043] B mpyruMx BapMaHTax peajM3aluM U300peTeHUsa CcOoeOMHeHUe
bopMyJiEl IA MOXeT MNPpelCTaBJIAThE CcoOOM MaJlaTHYK COJIb.

[0044] B npyruMx BapMaHTax peajM3aluM MU300peTeHUda CcoeOMHeHUe
bopmyJiel IA MOXeT MIpelcTaBJIATbL cobon (D) -MajlaTHY COJIb.

[0045] B mpyrmux BapMaHTax peajiM3aluM M300peTeHUs COoeIMHeHNe
bopmysiel IA MOXeT MOpelcTaBJIATL codon (L)-MajlaTHY COJIb.

[0046] B mpyrmux BapMaHTax peajiM3aluM MN300peTeHUs COoeOMHeHUe
1 MOXeT MNpencTaBJIATL coBOM MaJlaTHYI COJIb.

[0047] B mpyrux BapMaHTax pealu3aluM MU300peTeHUs CcOoeOMHeHUe
1 MoxeT mnpencrTaBJgeT codom (D)-MajlaTHYI COJIb.

[0048] B 1mpyrux BapMaHTax pealn3aluM U300peTeHUs CcOoeOVHeHUe
1 MoxeT HOpencTaBJATL codor (L)-MajlaTHYI COJIb.

[0049] B 1mpyrmux BapMaHTax peajMs3aluu W300peTeHUs MaJlaTHasd
COJIb coenuHeHMsa 1 mpelcTaBJgeT cobo¥ KpHuUcCTaiMueckyi odopMmy N-2
i N-1 (L)-majgaTHoM coJu u/mar (D) -MajaTHOW coJu. B IOIpyrux
BapMaHTax peajM3aluM M300peTeHUs coeIMHeHMe 1 OpencTaBjisgeT codon
CMeCh KPUCTaJNIMUECKMX MaJIaTHEIX cCcoJieM. CBOMCTBa KPUCTAJJIMUECKUX
SHaAHTUOMEPOE, BKJIOUAS KpUCTaJJIMUeckue  oopmel N-1  wm/umam N-2
MaJIaTHOM COJM coenuHeHMsa 1. CHocCoOOH TOJyUYeHMS U OIpelelleHUId
XapaKTeprucTHUK Takux ¢opM IMompodHO omnmMcaHs B PCT/US10/21194,
KOTOopasd BKJIUEeHa B JaHHHM JOKYMEHT B IIOJIJHOM O0O0BeMe IIOCPeldCTBOM
CCHUJIKMA .

[0050] B onmnHOM BapMaHTe pealiM3aluM KN300pPeTeHMHA COoelOVHeHUe
dbopmysn I, IA wmIM CcoeOMHeHMe 1 BBOOAT OIOHOBPEMEHHO (B OOHO M TO
Xe BpeMsa) WM I[IOoCJIefoBaTeJIbHO (OOHO 3a OpyI'uM) C MHIUMOUTOPOM
IpoTeacoM. B  [OONOJHUTEJBEHOM BapMaHTe peajiM3aluu UN300peTeHnd

COeIIMHeHNe 1 n I/IHI‘I/I@I/ITOp IIpoTeacoM BBOIOAT ras B CYTKI. B
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OOIIOJIHMTEJIEHOM BapMaHTe pealjlM3alllii MBOGpeTeHMﬂ coenuHeHre 1 wu

MHIMOMTOP I[IpOoTeacCoM BBOOAT Oes OpueMa IMmM (T. €. HaTOWaAK) B
TeueHMe NIPUOJIM3UTEJIEHO OBYX YacoB OO M 1 uaca I[IocJjie BBeIeHUd.

[0051] B mpyIoM BapMaHTe peajm3aluy M300peTeHUd CcoeldVHeHUe
1 wim ero odapMalleBTUUECKU IIPMeMIIEMYyK COJIb BBOLAT IIepPOpaJIbHO pas
B CyTKM B QOopMe CROOOOHOTO OCHOBaHMSA WMJIM MaJlaTHOM COJIM B BUIE
TabJIeTKM WJIM KallCyJIH.

[0052] KommuecTBO coemmHeHMsa OGopMyJs I, IA wiIM coeluvHeHMs 1
¥ MHIUOUTOpa IIpOoTeacoM,

[0053] B

KOTOpPHE BBOINAT, OyOeT M3MeHATLCA.

ATUX W OPYIMX BapMaHTax peajM3aluu KU300peTeHud
coenMHeHMe 1 BBOIOAT IlepopalJibHO pas B CYTKM B QopMe CBOOOIOHOTO
OCHOBaHMA MJIM B GopMe MaJlaTHOM COJIM B BUIEe KAICYJH WM TabJIeTKU.
B OONOJIHUTEJILHOM BapMaHTe peajM3aluy K300peTeHUsa coenuHeHMe 1
BBOOAT B OdopmMe L-MajaTHOM CoOJM. B

IOOIIOJIHMTEJIE HOM BapHraHTe

peanuszaluumy U300peTeHnd :

[l BROOAT
BBOOAT
BBOIOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT
BBOOAT

BBOIOAT

e e e A e I I

BBOIOAT

[0054]

O

O

O

oo

oo

oo

oo

oo

oo

oo

oo

oo

oo

oo

oo

oo

oo

oo

oo

100 MI' BRJIOUUTEJILHO CcoeIMHeHMua 1;

95
90
85
80
75
70
65
60
55
50
45
40
35
30
25
20
15
10

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

MT

BRJIIOUMTEJIEHO

BRJIIOUMTEJIEHO

BRJIIDUMTEEJIBEHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBEHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBHO

BRJIIKUMTEJIBHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBEHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBHO

BRJIIDUMTEJIBHO

BKRJIIDUMTEJIBEHO

COelIMHEeEHMA

COeIIMHEHNMA

COeIIMHeHIMA

COeIIMHeHIMA

COeIIMHeHIM A

COeIIMHeHMA

COeIIMHeHIMA

COeIIMHeHIMA

COeIIlMHeHIM A

COeIIMHeHMA

COeIIlMHEeHMA

COeIlMHeHIM A

COeIIlMHeHMA

COeIlMHeHMA

COeIlMHeHMA

COeIlMHeHMA

COeIlMHeHMA

COeIlMHeHIMA

e e e Ne Ne Ne Ne

~e

~e ~e ~e ~e ~e ~e ~e e

= = T T R e S e e R N e e e = = T = =
~Ne

~e

OO 5 MI' BKJIIOUMTEJIEHO coelIMHeHMS 1.

B mOpyToM BapMaHTe pealM3aliuM M300peTeHMd CoelMHeHUe
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1 BBOOAT B (]_)OpMe MaJIaTHOM COJIU IIepOopaJItHO pa3 B CYTKM B BHUIe

TabJIeTKM, KakK IIoKal3aHO B cJenviomey Tadjmie.
UHTpengueHT (%, Mmaccec.)
CoenuHeHue 1 31,68
MukpokpucTaIMdecKas LeJllojos3a 38,85
BesBomHasa JlakTos3a 19,42
TUOPOKCUIIPONUIILEJIIIIIOSa 3,00
KpockapMesiosa HaTpuUS 3,00
Ofulee coAepkaHUEe BHYTPUIPAHYJISIPHHX KOMIIOHEHTOB 95,95
Ouokcun KpeMHMUS, KOJIJIOMIHEI 0,30
KpockapMesyiosa HaTpuUs 3,00
CreapaT MaT'HUS 0,75
Bcero 100,00
[0055] B mpyroM BapMaHTe peayM3aluM M300peTeHMA COoelMHEeHMEe

1 BBOOAT IIepopaJIEHO B @Opl\/le MaJIaTHOM COJIU ras B CYTKM B BHIOEe

TadJleTKM, KakK IokKaszaHOo B cJenyomel Tadjule.

MHTpeaueHT (%, Mmace.)

25,0-33,3

CoenuHeHune 1

MuKpoOKpMUCTaJJIMUYeCcKasa LeJJIos3a B OJOCTAaTOYWHOM KOJIMYECTBE

T'MIOPOKCUIIPOIMIILLEJIIIIIIO B3 a 3
[TosoxcamMep 0-3
KpockapMesyiosa HaTpuUs 6,0
KOoJJIOMIOHEDT IOMOKCUI KpPeMHMS 0,5
CreapaT MaI'HUS 0,5-1,0
Becero 100
[0056] B mpyroM BapMaHTe peajmM3aluy K300peTeHusd CcoeOVHeHUe

1 BBOmAT IIepopalJlIbHO B (]_)opMe MaJIaTHOM COJIU ras B CYTKM B BUMIE

TaBJIeTKM, Kak IIokKaszaHO B cJenviomey Tadjuie.
MHTpegueHT TeopeTUieckoe KOJINYECTBO
(Mr/pasoBasi moka)
CoemuHeHue 1 100,0
MukpokpucTaiMueckas Lejrojgosa PH-102 155,14
JlakToza 60M, 6GespBonmHasda 77,7
TuopoKcUllponMillesoiosa, EXF 12,0
KpockapMesiosa HaTpUd 24
KoNIoMIOHED IOMOKCUI KpeMHUS 1,2
CreapaT MarTHMS (He ObUMI) 3,0
Onanmpall XeJIThIA 16,0
Becero 416
[0057] B mpyI'oM BapMaHTe peajmM3aluy MKU300peTeHUsd CcoelOVHeHUe
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1 BBOmAT IIepopaljlbHO B @opme MaJIaTHOM COJIM ras B CYTKM B BUMIE

TabJIeTKM, KakK I0oKa3aHo B cJjenyiomel Tabjuie.

NurpeaneHT PYHKLINS % mMacc.

JlekapcTBeHHasa cyOcTaHUMS Kab®oszaHTMHUOA
(comepxaHue JIEKAPCTBEHHOTO BEMEeCTBa B | AKTMBHBIM MHIPEOUEHT 31,7

BMUIOe CBOOOOHOTO OCHOBaHUA 25%)

MukpokpucTasiMdeckas Lejuliojiosa  (Avicel

HanosHuTeN b 38,9
PH-102)
BesBogHag JjlakTosa (60M) HanoJsHMTE b 19,4
Tnopoxrcunponuilesoiaosa (EXF) Crasywllee BEMECTBO 3,0
Kpockapmesiosa HaTpusa (Ac—-Di-Sol) PaspeIXanTEINDb 6,0
BemecTBO, criocoBeTByIee
KonnomIHED IMOKCUI KpEeMHUS 0,3
CKOJIbXEHUIO
CreapaT MaT'HUS CMaseBaKllee BelEeCTBO 0,75
[lmeHOYHOE [IOKPHITME Ha OCHOBe oIanpan
XeJITOTO, KOTOPOE COIEPXMUT:
- I'MMII 2910/runpomMesiosy, 6 cll
[IJIeHOUYHOE IIOKPHITHE 4,00

- Inoxkcun TuUTaHa
- TpuaueTmH

- OkCcuO xeJjesa KeJITHI

[0058] B mpyroM BapMaHTe peajmM3aluy U300peTeHusd CcoeOMHeHUe
1 BBOOAT B OGOopMe MaJIaTHOM COJIM IIepopalJibHO pas B CYTKM B BuUIe

KariCyJlEl, KaK IIOKas3aHO B OOHOM U3 clenynimx TadJumii.

UHTpengueHT % mMmacc.
L-MajlaTHas CcoJib coenMHeHus 1 (comepxaHMe JI€eKAapPCTBEHHOTO BeleCTBa

B BUIe cBoBomHOTO ocHoBaHuMsa 10%) 12,67
MK 51,52
JlakTo3a 25,76
TUOPOKCUIIPONMUIILEJIIIIIIO S a 3,0
KpockapMesiosa HaTpUsa 6,0
KoNJIOMIOHED IOMOKCUI KpPEeMHUS 0,3
CreapaT MaI'HUSA 0,75
Beero 100
MHTpemgueHT Mr/pasoBast Joka

L-MaJjlaTHasg CcoJib coeIuHeHMs 1 (comepxXaHMe JIeKapCTBEHHOTO |25

BellecTBAa B BMUIEe CBOBOIDHOTO OCHoBaHmMsS 10%)

CunuraTHUpOBaHHAS MMKPOKpPMCTAJIIMUecKad L eJlioiiosa 196,75

KpockapMesiosa HaTpuUd 12,5
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KpaxMaJTIMKOJIAT HaTpUa 12,5
[IMPOTEeHHE IOMOKCHUI KPEeMHUS 0,75
CreapnHOBas KMUCJIOTAa 2,5
OBuwasi Macca HaIOJHEeHUS 250
MHTpemgueHT Mr/pasoBast Josa
L-MaJjlaTHasg coJib coeIMHeHMs 1 (comepxaHmue JekapcTBeHHOoro [ 100
BemecTBa B BuIe cBobomgHoro ocHoBaHmMsA 50%)

CunuraTHUpOBaHHaa MMKPOKpMCTAJIIMUeCcKasd L eJsiosiosa 75,40
KpockapMesiosa HaTpuUd 10,00
KpaxMalTamMKoJaT HaTpUsa 10,00
[IMpOTeHHBM IOMOKCHUI KPEeMHUS 0,6
CreaprHOBas KMUCJIOTAa 4,0
OBuwasi Macca HaNOJHEeHUS 200

Mr/pasopasi Joka

MHTpeaueHT 50 Mr

L-MaJjlaTHas CoJib coeIMHeHMs 1 (coIepxaHMe JieKapcTBeHHoro | 63,35

BemecTBa B BHUIe CBOBOOIHOTO OCHOBaHmMa 10%)

MuKpoKkpUCTaIMUeCcKasa LeJJIojiosa 95,39
KpockapmMmesyiosa HaTpuUs 9,05
KpaxMaJTJIMKOJIAT HaTPUS 9,05
[IMPOTEHHEN IOMOKCHUI KPEeMHUS 0,54
CreapuHOBas KMUCJOTAa 3,62
OBuwasi Macca HAaIlOJHEeHUS 181,00

Mr/pakoBasi moka

UHTpegueHT 60 MO
L-MajlaTHasg CcoJib coenuMHeHus 1 73,95
MukpokpucTaliIMuecKas LeJlojosa 114,36
KpockapMesiosa HaTpUs 10,85
KpaxMaJTIMKOJIAT HaTpUS 10,85
[IMPOTEeHHEM IOMOKCHUI KPEeMHUS 0,65
CreapuHOBas KMUCJOTa 4,34

OBwasi Macca HAaIOJHEeHUS 217,00

[0059] IJlOrle coCTaBH, I[IPMBEIEHHEE BHIIE, MOXHO W3MeHATH B
COOTBETCTBUM C HeoOXOoOMMOM m»OO30M coeIuMHeHusa 1. Takum o6pasoM,
KOJIMYECTBO KaXIOT'O M3 MHIPENMEHTOB COCTaBa MOXHO IIPOMNOPLMOHAJIBHO
M3MEeHATE IOJA I[OoJydeHMsa TabJIeTMpPOBAHHOTO COCTaBa, CoIepXalmeIlo

PasJIMYHEE KOJIMUYeCTBa COeIMHeHMA 1, Kakr STO IIpenoyCMOTPEHO B
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NpelHOymMx IIyHKTax. B Ipyr'oM BapuMaHTe peajJu3aluy W300peTeHUsd
cocTaBH MOTYT comepxaTk 20, 40, 60 miam 80 M coemmHeHMs 1.

[0060] B onmoHOM BapMaHTe pealiM3aluyM KN300peTeHMd KOMOMHALMA
BKJIOUAET bapMaleBTUUECKYIO KOMIIO 3ULIVI VI OO3UPOBAHHY
JeKapCTBEeHHYKD (OpMy, CoOIepXallyld Kak coemuHeHue ¢opmysn I wmiam IA,
WM coenuvHeHMe 1, WM uUx OQapMalleBTUUYECKM IIPUEMIIEMEIE COJIM, TakK "
MHTUOUTOP IHpoTeacoM. OdapMaleBTUUeCKMEe KOMOMHALMM UM JIeKapCTBEHHHE
GbOopMBI, OIMCaHHEHE B JaHHOM JOKYyMeHTe, BKJHOUAKT »OBa aKTUBHHX
VMHITpelVeHTa BO B3aMMOCBA3aHHEX KOJMUeCTBax U pas3paboTaHE Tak,
UTO HOaHHYKD QapMalleBTUUEeCKyK KOMOMHALMI WM JeKapCTBeHHYID (opMy
MOXHO  MCIIOJIbB30BAaTb IJIA JIledeHMa [OIpoJiMbdepaTUBHEX PaCCTPOMCTB,
TakKMx KakK pakx. B IOpyrux BapMaHTax pealu3alumr MnU300peTeHUsd
coenuHeHue oQopMysn I  wim  IA WM COeOUHEeHUue 1 wum wmHTHOMTOP
IpoTeacoM MOIT'YT BXOOUTE B COCTaB MHIVMBUIYAJIBHEIX WM OTIEeJIbHEX
bapMalleBTHUUECKMX KOMIIO3UINMY B S3aBUCHMMOCTM OT CXeM IO3MPOBaHMULA,
NPenlouTUTENIbHEX IIyTel BBeOeHMSI U UMERNUXCS COCTaBOB  IBYX
MHIUOUTOPOB. OTM BapMaHTH peajM3aluy K300peTeHUsa MOTYT TaKxXe
HeoOga3aTeJIbHO comepxaTb OOUH VI BoJiee OOIIOJIHUT eJIb HEIX
TepaleBTUUYECKMX al'eHTORB.

[0061] dapMalleBTUUECKMEe KOMOMHaLUM, ONMCaHHEIE B OAaHHOM
OOKYMeHTe, paszpaboTaHH Tak, UYTO OHM ABJSKOTCS COBMECTUMEMU C
OpenrnojlaraeMuM IIyTeM BBeIeHUd. IIpHMMepH IOyTel BBeIeHMS BRJIOUAT

IIapeHTepalJIbHOEe, HallpMMep BHYTPMBEHHOE, BHYTPUMKOXHOEe, IIOOKOXHOE,

nepopaljibHOE, VMHTpaHa3aJIbHOe (HanpuMep, VHTaJAuusa) ,
TpaHCOepMallbHOE (MecTHOE) , TpaHCMyKO3aJIbHOE u pPeKTallbHOE
BBEeIOEHUE. B KOHKPETHOM BapMaHTe peann3alumumn n300peTeHnd

KOMOMHaUMKD paspabaTHBanT B COOTBETCTBUM C OOBUHEIMM ClIlOCOoDaMu B
BUIe dapMalleBTHUUECKOM KOMIIO3ULNM, [IOOXONAMEN IJS BHYTPUBEHHOTO,
IIOOKOXHOT'O, BHYTPMMBEIIEUHOT'O, IIepOopallIbHOI'O, WHTpaHa3aJIbHOT'O WU
MEeCTHOI'O BBeIeHMd JIoOAM. B OOHOM BapMaHTe pealin3aluy U300peTeHUd
KOMOMHALMIKD pas3pabaTHBalT B COOTBETCTBMM C OOBUHBMM CIOCODaMM IJ14
IIOOKOXHOT'O BBeleHUS JIOLAM.

[0062] B KOHKPETHOM BapMraHTe peannsanmnum n300peTeHmnd
KOMOMHUPOBAHHEE TepallrM, OIMCaHHEE B ITaHHOM IOKYMEHTe, BKJIOUAKT
OonHO WM 0oJiee COeOVMHEeHMM M IO MeHbllel Mepe OIMH IPpyI'OM CIOCOO

JIeUeHWA, KOTOpHﬁ VMeeT TaKoOM Xe MexXaHM3M HeﬁCTBMH, Kak ¥V IOaHHEIe
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CoenMHeHMSA. B IpyrroM KOHKPETHOM BapuaHTe pealin3alluu Un300peTeHus
KOMOMHUPOBaAHHEE Tepaluy, OIMCAaHHEE B IaHHOM IOKYMEHTE, BKJKUYAKT
ooHO WM OoJiee cCcoeIVMHEHMM, OIMCAHHEX B IaHHOM OOKyMeHTe, U IIO
MeHbIleM Mepe OIOMH IOpyIoM crnoco® JedeHMsa, KOTOPHM MMeeT MexXaHMU3M
OeMCTBUSA, OTJIMYUHHEM OT MexXaHM3Ma OeMCTBUS JaHHBEX CcoelIMHeHMM. B
HEKOTOPHIX BapMaHTax peannsaluumn n3obpeTeHms KOMOMHMPOBAaHHHE
Tepalli¥, OIMCAaHHHE B ITaHHOM IOOKYMEHTe, YJydllalT TepaleBTUUeCKOe
oelicTBMe coenuHeHusa o¢oopMya I wmiam IA, WIM CcoeduMHeHMs 1, WIM UX
bapMalleBTUUECKM IMIPHEMJIEMEIX COJIEV, OIMCAHHHX B IOaHHOM MOOKYyMeHTe,
3a CcueT IeVCTBUA BMeCTe C MHIMOMTOPOM IIPOTeacoM MOJ4 I[IOJy4dYeHUA
aoIUTUBHOTO NI B3aMMOYCUJIMBAKIETO OEeVCTBUA. B HEKOTOPHIX
BapuaHTax peanusauumn n3obpeTeHmU KOMOMHMPOBaHHEE Tepalllu,
ONMCaHHHE B IOaHHOM JOKYyMeHTe, YyMeHbIalnT I[1000UYHOe IelCTBUe,
CBA3aHHOE C TepalllsaMA . B HEKOTOPHBIX BapMaHTax peanusaumum
n3obpeTeHmA KOMOUMHUPOBaHHEE Tepaluu, OIMCaHHEE B OaHHOM
OOKYMEHTe, YyMeHbIanT 5»O0PeKTUBHYD OO3UPOBKY OOHOTO WM 0OoJee
TepalleBTUUYECKUX al'eHTOB.

[0063] B KOHKPETHOM BapMaHTe peam3aumm n3obperTeHm
KoMOMHaUMA, conepxamasd coeIVHeHN e dopMyJI I I IA, I
coenmMHeHMe 1, WIM UX (Q(apMalleBTUMUECKM IIpMeMJIEMBIE COJIM BBOOAT
CyOBeKTy, MOPenlIouTUTeJIbHO UeJIOBeKy, IJId OPpOodMIaKTUKM, JedeHUd,
PETYNIUPOBAHUA WM ocJablJieHusa pakKa WIM OOHOTO wmiIum 0oJiee eTo
CMMIITOMOB. B COOTBeTCTBMM C OaHHHM M300peTeHMeM QpapMalleBTUUeCKHUe
KOMOMHAaLWM, OIMCAaHHEIE B IOaHHOM JIOKYyMeHTe, MOTYT TaKXe BKJIUATh
ooMH wWIM 0OoJlee IPYIMX al'€HTOB, MCIOJIE3YEMHX B HacCTOoAllee BpeMHd,
VCIIOJIE30BaABMMXCA pPaHee WIM WMenmMre MW3BeCTHYRD 300eKTMBHOCTBL IJIS
JeueHusa WIM ocadlieHrd pakKa, B UYaCTHOCTM KOJIOPEeKTAaJIbLHOTO paka,
paka TOJICTOM KMIIKM, paka TOJOBH M IIeM, pakKa MOJOUHOW XKeJes3H,
HeMeJIKOKJIETOUHOTO paka JerkKoTo, paka OpelcTaTeJIbHOM  XeJles3H,
[IOUeUHO-KJIETOUHOM KapLUMHOMH, paka I[IOIXKeJYIOUHOM XeJle3H, paka
AMYHUKOB, pPaka OpOIMHE, PpakKa IOIpAMOM KUIKM, paka II0UKM, JMUMOOME

XOOXKMHA, PakKa MOUEeBOI'O IIY3EPA, II€UYeHOUHO—KJIETOUYHOI'O pakKa, Ppaka

XeJynka, [IJIOCKOKJIETOUHOM  KapPLMHOME, paka merKkM MaTKM, paka
MaTKM, XPOHMUECKOTO JMMOOLUMTAPHOTO JieMko3a, JUMOOME, MMEeJIOMH,
KeJIYIOUHO-KUIIEeUHOW CTpOMaJIbHOM onyxosqu (GIST), COJNMIHOM OIIYXOJIU,

TeMaToJIOTUUYEeCKOM OITYyXOJIM mJinm MHOXEeCTBEHHOM MM EeJIOMEL . B
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bapMalleBTUUECKMX  KOMOMHALMAX, OIIMCAHHEIX B IOAaHHOM »OOKYMEHTEe,
VCIOJNL3YITCA dapMalleBTUUeCKMEe KOMIOSUIMKM U JIeKapCTBEeHHEE (OPMH],
KOTOPHE comepxart OIOHO VI BoJiee BCIIOMOT aTeJIbHEIX BEIEeCTs.
[IpUTOOHEIE BCIOMOTATEJIbHEE BelleCTBa XOPOIO M3BECTHH ClIelaJiucTaM
B oBJjacTu dpapMallu.

[0064] B HacTodmeM M300peTeHUM TakKXe JIIPenjioXeH CIocod
JeueHMa TNOpoJiudepaTUMBHOTO PacCTpOMCTBa Yy CyOBeKTa, BKJOUAIUNA
BBeleHMe CYyOBeKTYy 20OeKTUMBHOTO KOJIMUEeCTBa KOMOMHAULUM COeIMHEeHUI
bopMyJI I, IA, MJin COeIMHEeHNUA 1, MJIn mX bapMalLeBTUUECKHA
IpUeMIIEMEIX COJIeM ¥ MHIUOMTOpa [IpOoTeacoM, OIMCAHHOTO B IaHHOM
OOKYMEHTE. B OIOHOM BapuaHTe peannsaumm n300peTeHnd
npoJindpepaTBHOE PaCCTPOMCTBO IIpeacTaBRJIgeT cobol pak. B OIHOM
acrieKkTe 5HDTOT'O BapMaHTa pealM3aluu KU300peTeHusda paK IIpencTaBligeT

coBol KOJIOPeKTaJIbHHIM pakK, pakK TOJICTOM KMIIKM, pPakK T'OJIOBH U IlIeu,

pak  MOJIOUHOM  XeJlesH, HEeMeJIKOKJIETOUHE  pakK  JIeT'KOoTO, pax
npeIncTaTesbHOM KeJle3H, [IOUEeUHO-KJIETOUHYIO KapLUVHOMY , pax
[IOIXEJIyDOUHOM XeJle3h, pak AWYHMKOB, pak OplMIMHE, pak [IpAMON
KMIIKM, pak TI[ouky, JuMmMpoMmy XOIKKMHA, pPak MOUeBOI'O IIy3HpPH,

IeUeHOUHO-KJIETOUHHM pakK, pakK XeJjylKa, ILJIOCKOKJIETOUHYD KaplLMHOMY,
pak me¥KM MaTKM, PakK MaTKM, XPOHUUeCKUN JMUMOOLUMTAPHEM JEeWKos3,
JUMPOMy, MMEJIOMY, XeJIYOOUHO-KUIEUHY CTPOMAaJIbHYK OIoyxXoJbk (GIST)
WM MHOXECTBEHHYK MMeJIOMy. B IOpyroM aclekTe 5STOI'O BapMaHTa
peanuzaluM U300peTeHrsa pakK TIIpencTaBJdgeT cofoM HeMeJIKOKJIeTOUHHM
pak JIeTKOTO, pak TOJICTOM KMIIKM, pPakK TOJIOBH U IeM, COJUIHYI

OITYyXOJIb, T eMaTOJIOTMUeCKYI OIIYyXOJIb WJIM MHOXeCTBEeHHYKR MMeJIOMY .

[0065] [Mpomubpepanmsa TJIagKOMBIIEUHEBIX KJIETOK BKJIIOUAET
TUIlepnpondepalnn KJIETOK COCYyIOMCTOM CHUCTEeMH, HallprMep
TUIIepIlJia 3N MHTMMAJIb HBEIX TJIaIKOMBIIE UHEIX KJIETOK, pecTeHo?3 u

OKKJID3UK COCYIOOB, B UYAaCTHOCTU CTEHO3 BCJIeNCTBUe OMOJIOTUUECKU WU
MeEXaHNMUYECKNV—OIIOCPeIOBaHHOTI'O IIOBPEXIOEHNA COoCynos, HallpViMep
IIOBpEeXOeHNMA COCYIORB, CBA3aHHOTO C AaHIMOIJIaCTUKOM. KpOMe TOTO,
T'nIleplljia3nAa VHTVIMAaJIb HBIX IJIaOKOMBIIEYHEIX KJIETOK MOXeT BKJIKYATB
T'MIlepIllJla3rio B IUIaOKMX MbBIIIax, OTJIMYHEIX OT COCVﬂMCTOﬁ CHMCTEeMEI,
HallpryiMep 3akKYyIIOPKY XeJI[YHEX IIPOTOKOB, 6pOHXMaHbHHX HyTeﬁ JIEeT KX VY
ITIallMeHTOB C aCTMOﬁ, B TIOUKaxX Yy IIallMeHTOB C MHTepCTHLIMAaJIbEHEM

OMBPO30OM IMIOUEeK UM TOMy IMOoIoOHOe.



25

[0066] B onmHOM BapMaHTe pealn3aluuM un300peTeHUd IoJarawnT,
UTO ONMCAaHHHM crIoco® aBjageTcsaS 20OeKTHMBHEM IpM JeueHUM CcyObheKTa C
HECOJIMOHBEMM  OITYXOJIAMU, TaKMMM KaK MHOXeCTBeHHas MueJioMa. B
IpYyTOM BapMaHTe pealu3aluM u300peTeHMd I[IoJarailT, UYTO OIMCAaHHHEMN
crioco6 gaBjageTrca 20PeKTUMBHBIM OPOTUE T-KJIETOUHOTO JeWko3a, uTo,
HallpMep, [IoKasz3aHO Ha KJIeTOUHHX JmHMax Jurkat wu CEM; B-
KJIETOUHOTO JeWKo3a, UuTO, HalpMMep, I[IO0Ka3aHO Ha KJIeTOUHOW JMHUU
SB; IOpOMMEJIOIMTOB, UTO, HaIpuMep, I[IoKas3aHO Ha KJIeTOUHOW JMHUU
HL-60; capkoMB MaTKM, UYTO, HAIpMMep, I[I0Ka3aHO Ha KJETOUHOM JIMHUU
MES-SA; MOHOLIMTAapPHOT'O Jenkos3a, uTo, HalpuMep, II0Ka3aHo Ha
KJIeTOUHOM JmMHMM THP-1 (ocTporo); wu JUMOOMHE, UTO, HalIpPUMEDP,
IOKasaHO Ha KJeTOUHOM JmMHuM U937.

[0067] HekoTOpHE M3 OINMCAHHHX CIHOCOOOB MOTYT OHTH TaKxXe
50be K TUBHEMN oJis JleueHm A CyOBEKTOR, pak KOTOPEIX crajl
KPEBUCTEHTHEIM K JIEKapCTBEHHOMY CPEeNCTBY» WU «PEe3UCTEHTHEM KO
MHOT'MM JIeKapCTBEHHEM cCpencTBam». Pak, KOTOPHIM M3HadvaJIbHO
pearupoBal Ha IIPOTURBOOIIYXOJIEBOE JIeKapCTBEHHOE CpencTEeo,
CTAHOBUTCSH  PE3UCTEHTHHM K I[IPOTMBOOIIYXOJIEBOMY  JIEKAPCTBEHHOMY
CpeICTByY, KoOI'Ia JIeKapCTBeHHOe CpencTBO ©OoJjiee He »0PeKTHMBHO OJIA
JleueHrsa cyObeKTa OT paka. Hanpumep, MHOTO OIyxXoJIel M3HaAYaJIbHO
OyoyT OTBeuaTh Ha JieueHue PO TUBOOIIY XOJIE BEIMU cpencTBaMM
YyMeHbIIeHEeM B pasMepe WIM Oaxe IIepexoIoOM B CTaIuid pPEeMUCCUM
TOJIBKO IJIA BHPaOOTKM PEe3UMCTEHTHOCTM K JIeKapCTBEeHHOMY CPReICTBY.
«Pe3MCTEeHTHOCTD K JIeKapCTBEeHHBM cpencTBaM» Oy XOJIen
XapakTepusyeTcs BO300OHOBJIEHNEM 17D:4 pocTa n/ [IOBTOPHEIM
[IOABJIEHMEM IIOCJIE KaXyleT'oCd IIepexolda B CTaauin PeMUCCUM, HECMOTPSA
Ha BBEeIEeHMe I[IOBHIIEHHHX OO3MPOBOK IIPOTMBOOIYXOJIEBOTO CpPeICcTRa.
Pak, KOTOPLM BHpaboTalu PE3UCTEHTHOCTD K OBYM WU BoJee
[IPOTUMBOOIYXOJIEBEIM CPEeNCTBaM, CUMTAalT «PEe3UMCTEHTHHEM KO MHOTVM
JIeKapCTBEHHEM CpelncTBaM». Hanpumep, OBBUHO pak CTAaHOBUTCSH
PEBUCTEHTHHM K TpeM WM 0oJiee TIPOTHMBOOIIYXOJIEBEM CPeICTBaM, YacTo
K OaTv uiam 06oJiee NPOTUBOOINYXOJIEBHM CpPelCTBaM, a MHOTIOa K JeCAaTU
ninu 6oJiee TIPOTHMBOOIIYXOJIEBEIM CPeICTBaM.

[0068] IHua JeueHUA TOIpoJIUdepPaTUBHEIX 3aboJieBaHUM U paka C
COEIMHEHMAMM, OIMCAHHEMM B IOaHHOM IOOKYMEHTe, MOXHO OOBEeIVMHATH

opyIlrne aHTMHpOJ'H/I(l)epaTMBHBIe Vi TIPOTHMROOITYXOJIEBEHE TepalllH. ﬂpyrme
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Tepaly WJIM [IPOTUMBOOIIYXOJIEBEE aTl'€HTH, KOTOPHEE MOXHO MCIIOJIB30BaTh
B KOMOMHaALIMM C TIIPOTUBOOIIYXOJIEBHMM al'eHTaMM, OIMCAaHHBEMM B IOaHHOM
OOKYMEHTe, BKJIOUALT XUPYpIMUYeCKOe BMellaTeJIbCTBO, palMoTepallMio
(BRIIIOUA A raMMa-Mn3JIydyeHue, panroTepalmno C MCIIOJIE 30BaHMEM
HeMTPOHHOTO IIydkKa, paIuoTepalMri C MCIOJb30BaHMEM DJIEKTPOHHOTO
Iyuyka, I[IpPOTOHHYK Tepaluo, OJIIM3KOQOKYCHYD JIyUeBYy Tepallll U
CUCTEMHEE panroakKTUBHEE M30TOIIH) , DHIOKPMHHYIO Tepaluo,
MOIOUOGUKATOPE BMOJIOTUUYECKOT'O OTKJIMKA (BrIIIOUA A MHTepdEPOHH,
VMHTEepJIeVKVHE U (aKTop Hekposa onyxoJjerm (O®HO), rulepTepMuio U
KpUoTepalno, ATEeHTH IJI1 CHWXeHMA Joboro HOOOUHOTO HOeMCTBUA
(HanpuMep, [IPOTUBOPBOTHHE cpencrra) u  Oopyrue YTBEPXISHHEE
XVMMOTepaleBTUUYECKME CPpencTBa.

[0069] TepalleBTHUUECKUE aTeHTH  KOMOMHMPOBAHHEIX  Tepanun,
OIIMCAaHHEX B IOaHHOM IOOKYMEHTe, MOXHO BBOIUTL IIOCJIeNOBATEJIbBHO WJIN
OOHOBPEMEHHO. B OOHOM BapMaHTe pealM3aluuM HnN300peTeHMA BBeIeHUE
CoeIMHeHUd bopmyJt I I IA, NI coeIVHeHUd 1, I Ux
bapMalleBTUUECKHA IpUeMIIeMBIX coJien n MHIMOMTOPAa npoTeacoM
BHIIOJIHAKT OIOHOBPEMEHHO. B IpyIroM BapMaHTe peaju3alur U300peTeHMA
BBeIOeHMue coelIuHeHusa o¢opmyJ I wmiam IA, WIM CcoeIVMHeHMS 1, WIM UX
bapmMalleBTUUECKU IpueMIIeMBIX coJen u VHIUOMUTOPAa IpoTeacoM
BHIIIOJIHAKT OTHOEJIBHO. B IpyI'oOM BapMaHTe peajM3aluu U300peTeHUd
BBeIOeHMe coenOuMHeHusda o¢opmysa I wmiam IA WM coeouMHeHmMsa 1 U
MHIMOMTOpa [IPOTEeacCOM BHIIOJHAKRT IIOCJIeHoBaTeJIbHO. B OIHOM BapuaHTe
peanm3zaluy M300peTeHusa BBeOeHMe coeluHeHMda o¢opmys I wiam 1A, wWiIu
COoeIMHEeHuS 1, Ui ux  papMalleBTHUeCKM IIpMeMJIEeMHX  COoJIeM U
MHTUOUTOpa [IPOTeacoM BHIIOJHAKT OO WM3JIEUEeHMI WIM CTabuMIM3MPOBaHUA
paka WM YJYyUlleHVM B eTo JIeUeHUU.

[0070] B oOOHOM KOHKPEeTHOM BapMaHTe peajmM3alur U300peTeHus
CIIoco® IO HacToAmleMy M300peTeHMI BKJIIUAEeT JIeUeHMe, PperyiMpoBaHue
Wiy ocJyabJieHMe paka WM OOHOTO MM 0OoJiee ero  CHUMIITOMOB,
BKJIIOY a10MMM BBelleHUE CyOBeKTy, KOTOPOMY BTO HeoOXoOouMo,
CoOeIunHeHU A bopMyII I NI IA, NI cCoeInHeHUA 1, NI nx
bapMalleBTUUECKM MIpMeMJIEMEIX CcoJie B KOoMOMHALUMM C MHIUOUTOPOM
IpoTeacoM, TaKMM Kak »sOUulallJloKaTexXMH-3-TajijiaT, caJiMHOcIopaMun A,
Kappunzomumud, OopTesoMmbd, OnposoMmd, MKCa3zoMMO, MapmM3oMmUd WU

nejiaHsoMmb, InpmnmyeM pPakr BBI@paH ns3 T'PYIIIIH, cocTogmen ns
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KOJIOPEeKTaJIbHOTO Ppaka, pakKa TOJICTOM KMIIKM, Ppaka TOJIOBH U IIewu,
paka MOJIOUHOM  XeJle3H, HEMEJIKOKJIETOUHOT'O pakKa JeTrkKoTo, paka
opencraTeslbHOM KeJlesH, [IOUEeUHO-KJIETOUHOM KapLMHOMEI, paka
IIOIKeJIYOOUHOM KeJielH, Ppaka AMUYHMKOB, pakKa OplIMHH, pakKa IpaMOon
KMIIKM, PakKa IIo4YkKM, JKMMOOME XOIKKMHa, pakKa MOUYeBOTO IIY3HpPH,
[IEUEHOUYHO—KJIETOUHOT'O paka, paka KeJlyokKa, [IJIOCKOKJIE TOUHOM
KapLWHOMEI, paka meKu MaTKWN, paka MaTKM, XPOHUUECKOTO
JIMMOOLIMTAPHOTO  JIeMKO3a, JIMMQOMEI,  MMEJIOMEI, KeJIYDOUHO—KUIeUHOM
cTpoMaJibHOM onyxoau (GIST), COJMIOIHOM OIyXOJM, I'eMaTOJIOTUUEeCKOM
ONYXOJIM MM MHOXECTBEHHOWM MMEJIOMEH.

[0071] B o[OpyroM BapMaHTe peajlM3aluyM MWM300peTeHMsa CIOoCco0
JIeueHm cyOBeKTa, cTpalapnlero oT paka, BKJIOUaET BBeIOeHMe
CyOBeKTy B20OEeKTMBHOTO KOJMUECTBa COeOUHeHUsa o¢opMyJ 1 wuiu 1A, WK
COeOMHEHU S 1, WIM UX  dpapMaleBTHUUECKM IIPpUEeMJIEMBIX  COJIeM B
KOMOUHauuM C  20QeKTUMBHEIM KOJMUEeCTBOM MHIMOMTOpa  IIpOTeacoM,
opryeM MHIUOMTOP I[IpoTeacoM BHOpaH W3  IPYIIIH, cocTosAmen mu3
SOUTraJlJIoKaTexnH—-3-rajjaTa, caJiMHOCIIOpaMm1ia A, kapodmiazoMmnda,
bopreszomMmba, onposzoMmba, UMKcazoMuba, MapusoMmba WM OeJiaH3oMuba.
B omHOM BapMaHTe pealu3aluy M300peTeHMsS pak IOIpelcTaBJsgeT cobom
paK MOJIOUHOM XeJle3hH, KOJIOPeKTaJIbHEM pPak, Pak TOJICTOM KUIIKM,
HeMeJIKOKJIETOUHEM pak JeI'KoTo, pakK TOJIOBH M ey, COJUMIOHHM pak,
TeMaTOJIOTUUECKUM PaK WM MHOXECTBEHHYID MMeJIOMy. B OIOHOM BapuaHTe
peanmzaluy M300peTeHnusa coelMHeHre ¢opMys I miaM IA MM COelOUuHeHUe
1 BBOODAT B KOJMUeCTBe oOT okoJjio 100 Mr mo okoJio 5 Mr. B oIHOM
BapMaHTe peaJu3aluu u300peTeHMa BBOIAT OINpelelIeHHOE KOJIMYEeCTBO
CoOeInHeHUA bopMyJI I NI IA, NI coeIMHEeHUA 1, I nx
bapMalleBTUUECKM IIpPUEeMIIEMBEIX  COJIen: BBOOAT OO OKOJIO 100 wMr
BKJIOUMTEJBHO COeIMHEHUS 1; BBOOAT IO 95 wMr BKJIIOUMTEJILHO
coemuMHeHMsa 1; BBomAT no 90 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO 85 MI' BKJOUMTEJIBEHO COoeIMHeHMsa 1; BBOOAT o 80 MI' BKJIOUMTEJILHO
coeIMHeHMsa 1; BBOOAT OO /5 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 70 MI' BKJOUMTEJIBEHO COeIMHEeHMSa 1; BBOOAT OO 65 MI' BKJIOUMTEJILHO
coemgMHeHUsa 1; BBOOAT nmo 60 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOIOAT
oo 55 MI' BKJIWOUMTEJIBEHO CcoeIMHeHMsa 1; BBOOAT o 50 MI' BKJIOUMTEJILHO
coemIMHeHMsa 1; BBOOAT OO 45 MI' BKJIOUMTEJILHO COeIMHeHMsa 1; BBOOAT

no 40 MI' BKJOUMTEJILHO CcOeIMHeHMS 1; BBOIOAT OO 35 MI' BKJIOUMTEJILHO
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coemuHeHUsa 1; BBomAT no 30 MI' BKJIOUMTEJILHO COeIMHeHUsa 1; BBOOAT
OO 25 MI' BKJKOUMTEJIBEHO CcoeIMHeHMSa 1; BBOOAT o 20 MI' BKJIOUMTEJILHO
coemIuMHeHMA 1; BBOOAT OO 15 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOIOAT
oo 10 M BKJIOUMTEJBHO CcoeIMHeHMsa 1; MM BBOOAT OO 5 MDD
BKJIOUMTEJIBEHO COEeNMHEHUS 1. B OIIHOM BapraHTe peanu3aluum
nz3obpeTeHUsa coeauHeHMe 1 BBOIOAT pas B CYTKM. B Opyr'oM BapuaHTe
peannzaluu U300peTeHrd COoeOuHeHue 1 BBOIAT IBa pa3a B CYTKU.
[0072] B [OpyroM BapMaHTe pealM3aluy WM300peTeHusa CIocoB
JIeueHm cybBeKTa, cCTpalawnlero oT paka, BKJIOUaET BBeIeHMe
CyOBeKTy B20OEKTMBHOI'O KOJMUECTBa COeOUMHeHUsa o¢opMyJ 1 wuiu 1A, WK
COeIVIHEHM A 1, Wi  uUx  QapMalleBTHUUYeCKM  IIPUMEMJIEMHX  COJIEM B
KOMOMHalUUU C SQOEKTUBHEIM  KOJIMUECTBOM  MHIMOMTOpPA IpoTeacomM,
nprueM MHIUOUTOP IPOTeacoM IMIpencTaBijigeT cofol SIUTalljloKaTexrH-3-
rajijlaT. B OOHOM BapMaHTe pealiM3aluu U300peTeHUd pakK IIpencTaBligeT
coBoM pak MOJIOUHOM XKeJIe3H, KOJIOPeKTaJIbHEM pak, pakK ToJICTOM
KUIMKY, HEeMeJIKOKJIETOUHHM pak JIerKoTOo, pakK TOJIOBH U Ier, COJUIHLIMN
pak, TeMaToJIOTMUeCKMM pakK WJIM MHOXEeCTBEHHYI MHMeJIoMy. B OIHOM
BapMaHTe pealM3aluM KN300peTeHuda coeluHeHMe o¢opMysl 1 wmiau IA wWiIu
coemIMHeHMe 1 BBOIAT B KoOJMUeCcTBe OT okoJjio 100 MI mo OKoJIO 5 Mr.
B omHOM BapmMaHTe peaJlu3aluM u300peTeHrsa BBOIOAT OIpenesIeHHOEe
KOJIMUEeCTBO coemuHeHUsa o¢opmys I wmiam IA, WIM COeOMHeHud 1, WM UX
bapMalleBTUUECKM  IIPUEMIIEMBIX  COJIeW: BBOOAT OO OKOJIO 100 wMr
BKJIIOUMTEJILHO CoeIVHEHMS 1; BBOIOSAT OO 95 wMr BKJIIOUMTEJILHO
coemguMHeHUsa 1; BBomAT nmo 90 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO 85 MI' BKJOUMTEJIBHO COeIMHeHMsa 1; BBOOAT o 80 MI' BKJIOUMUTEJILHO
coeIMHeHMsa 1; BBOOAT OO /5 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 70 MI' BKJOUMTEJIBHO COeIMHEeHMs 1; BBOOAT OO 65 MI' BKJIOUMTEJILHO
coemMHeHUsa 1; BBoOAT no 60 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
0o 55 MI' BKJIWOUMTEJIBHO CcoeIMHeHMsa 1; BBOOAT o 50 MI' BKJIOUMTEJILHO
coemIMHeHMsa 1; BBOOAT OO 45 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 40 MI' BKJOUMTEJIBHO COeIMHeHMsa 1; BBOOAT OO 35 MI' BKJIOUUTEJILHO
coemuHeHMsa 1; BBomAT no 30 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO 25 MI' BKJWOUMTEJIBEHO CcoeIMHeHMsa 1; BBOOAT o 20 MI' BKJIOUMTEJILHO
coeIMHeHMsa 1; BBOOAT OO 15 MI' BKJIOUMTEJILHO COeIMHeHUsa 1; BBOOAT
oo 10 M BKJIOUMTEJBHO CcoeIMHeHMsa 1; WM BBOOAT OO 5 MO

BRJIIOUMTEJIEHO COeIIMHEeHNMA 1. B OIOHOM BaplMaHTe peajimsalulnm
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n3obpeTeHUsa CcoeauHeHMe 1 BBOIOAT pas3 B CYTKM. B OpyI'oM BapuaHTe
peanmzalumu M300peTeHrd COoenuHeHMe 1 BBOIAT IBa pa3a B CYTKU.
[0073] B nOpyroM BapMaHTe pealiM3aluyM WM300peTeHusa CIocob
JIeUueHM s cybmrekTa, CTpalawnlIero oT paka, BKJIOUAET BBeIeHMe
CyOBeKTY 30PEKTMBHOTI'O KOJMUECTBa COeOMHeHUsa oQopMyJ 1 wmim 1A, WK
CoeIVHEeHMS 1, Wi ux  papMalleBTHUYeCKM IIpUMeMJIEMHX  COJIeM B
KOMOMHaIIUU C S5QOEKTUBHEIM  KOJIMUECTBOM  MHIUOUTOPA IpoTeacomM,
opuyeM MHITUMOMTOP OIpOoTeacoM IMOIpelcTaBJjgeT coboM caJMHOCIIoOpaMMn A.
B omHOM BapMaHTe pealu3aluy KM300peTeHMsa pakK OpelcTaBJgeT coboun
pPaK MOJIOUHOWM XeJle3h, KOJIOPeKTaJIbHEM pak, pak TOJICTOM KUIIKM,
HeMeJIKOKJIETOUHEM pak JeIKoTo, pakK TOJIOBH M ey, COJMIOHBM pak,
TeMaTOJIOTMUECKUM paK MM MHOXECTBEHHYI MMeJIOMy. B OOHOM BapMaHTe
peannzauuu mU300peTeHrdA coeluHeHre o¢opmys I wmiav IA MM COelMHeHMe
1 BBOIAT B KOJMUeCTBe OT OkoJo 100 Mr mo okoJjio 5 MI'. B OIHOM
BapMaHTe peajuzaluM U300peTeHMA BBOOAT OIpelejlIeHHOe KOJIMYeCTBO
CoeIMHeHUd bopmyJt I I IA, NI coeIVHeHUd 1, I Ux
bapMalleBTHUECKM  IIPUEeMJIEMBIX  COJIeM: BBOOAT IHOO oOkoJjio 100 wMr
BKJIOUMTEJIBEHO COenOMHEHU I 1; BBOOAT IO 95 wMr BKJIOUUTEJIEHO
coemguMHeHus 1; BRomAaAT nmo 90 MI' BKJOUMTEJILHO COeIMHeHUsS 1; BBOIOAT
OO 85 MI' BKJOUMTEJILHO CcoeIMHeHMsS 1; BBOOAT mo 80 MI' BKJIOUMTEJILHO
coeIMHeHMs 1; BBOOAT OO /5 MI' BKJWOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 70 MI' BKJIOUMTEJILHO COeIMHEeHMs 1; BBOOAT OO 65 MI' BKJIOUUTEJILHO
coemIMHeHMUsa 1; BBRoOOAT nmo 60 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOIOAT
oo 55 MI' BKJIOUMTEJIBHO CcoeIMHeHMs 1; BBOOAT nmo 50 MI' BKJIOUMTEJILHO
coeIMHeHUsa 1; BBOOAT OO 45 MI' BKJOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 40 MI' BKJOUMTEJIBHO COeIMHEeHMsS 1; BBOOAT OO 35 MI' BKJIOUMUTEJILHO
coemuMHeHUsa 1; BBomAT no 30 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO 25 MI' BKJOUMTEJIBHO CcOoeIMHeHMsa 1; BBOOAT o 20 MI' BKJIOUMTEJILHO
coeIMHeHMsa 1; BBOOAT OO 15 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 10 M BKJIOUMTEJBHO CoeIMHeHMsa 1; WM BBOOAT OO 5 MDD
BKJIOUMTEJBHO COenMHEHUS 1. B OIOHOM BapraHTe peann3alumum
n3obpeTeHUsa coeauMHeHMe 1 BBOIOAT pa3 B CYTKM. B Opyr'oM BapuaHTe
peannzalumu M300peTeHMa COoeauMHeHMe 1 BBOIAT IBa pa3a B CYTKU.
[0074] B [1mpyroM BapuaHTe peaiM3aluy W300peTeHus CIoco0
JIeUueHM cybwekTa, CTpalawnIero oT paka, BKJIOUaET BBeIeHMe

cy®pekTy SOOPeKTHMBHOTO KOJIMYECTBA COeOMHeHMsa dopmysl 1 wmiam IA, WK
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COEenMHEHUS 1, Wi ux  papMalleBTHUYeCKM IIpUMeMJIEMHX  COJIe B
KOMOMHaIIUU C SQOEKTUBHEIM  KOJMUECTBOM  MHIUOUTOPA IpoTeacomM,
IpUYeM MHIMOMTOP TIPpOTeacoM BHOpaH W3  TDPYIIIH, cocTodmen U3
kKapouzoMmba . B omHOM BapmMaHTe pealM3aluu MU300peTeHUd  pak
opencraBygeT coBoM pak MOJIOUHOM XeJjle3h, KOJOPpeKTallbHHM pak, pak
TOJICTOM KMIIKM, HEeMeJIKOKJIeETOUHHM PpakK JIeTKOoTo, pakK TOoJIOBH M e,
COJIMOHEIM pPak, TeMaTOJIOTMUEeCKMM paK WJIM MHOXECTBEHHYID MHeJIOMYy. B
OOHOM BapMaHTe peajiM3aluuy M300peTeHusa coelVHeHMe ooopMyst I wmiam IA
MM coeIMHeHMe 1 BBOOAT B KoJIMUecTBe OT okoJo 100 M mo okoJio 5
MI'. B OOHOM BapMaHTe pealiM3aluM M300peTeHMS BBOLAT OIpeleJIeHHOe
KOJIMUECTBO coemuHeHUsa o¢opmys I wmiam IA, WIM COeOUMHEeHud 1, WU UX
bapMalleBTUUECKM  IIPUEMIIEMEIX  COJIEN: BBOOAT OO OKOJIO 100 wMr
BKJIOUUTEJIBEHO COenMHEHUd 1; BBOIOAT OO 95 Mo BKJIOUMTEJIBHO
coemmHeHusa 1; BeomAT no 90 MI' BKJIKOUUTEJBHO COeIMHEeHMS 1; BBOIOAT
0o 85 MI' BKJIIOUUTEJILHO CcoeIMHeHMA 1; BBOOAT OO0 80 MI' BKJIIOUUTEJBHO
coenmMHeHMsda 1; BBOOAT OO 75 MI' BKJIOUMUTEJILHO COeIMHEeHMS 1; BBOOAT
no 70 MI BKJIOUUTEJILHO COeIMHeHMA 1; BBOOAT OO 65 MI' BKJIIOUUTEJBLHO
coemmHeHusa 1; BeomAT no 60 MI' BKJIKUUTEJIBLHO COeIMHEHMSA 1; BBOIOAT
OO0 55 MI' BKJIOUMTEJILHO coeIMHeHMsS 1; BBOOAT mo 50 MI' BKJIOUMUTEJILHO
coeIMHeHMUs 1; BROOAT OO 45 MI' BKJWOUMTEJILHO COeIMHeHUsS 1; BBOOAT
no 40 MI' BKJIOUMTEJIBHO COeIMHEeHMsS 1; BBOOAT OO 35 MI' BKJIOUMTEJILHO
coemguMHeHMsa 1; BBomAT no 30 MI' BKJOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO 25 MI' BKJOUMTEJIBHO CcoeIMHeHMs 1; BBOOAT mo 20 MI' BKJIOUUTEJILHO
coeIMHeHMUs 1; BBOOAT OO 15 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOIOAT
no 10 M BKJIOUMTEJBHO CoeOMHeHMsa 1; WM BBOOAT OO 5 MO
BKJIOUMTEJIBHO COenIMHEHUS 1. B OIHOM BapraHTe peann3aumumn
n3obpeTeHUsa coeauMHeHMe 1 BBOIOAT pas3 B CYTKM. B OpyroM BapuaHTe
peanuzalumu M300peTeHMa COoeauMHeHMe 1 BBOIAT IBa pa3a B CYTKU.
[0075] B nOpyroM BapMaHTe pealM3alunM W300peTeHus CIocob
JIeUueHM s cybwekTa, CTpalawnIero oT paka, BKJIOUaET BBeIeHMe
CyOBekTy 20PEKTMBHOT'O KOJMUECTBa COEeOMHEeHUS QopMyJl 1 mim 1A, WK
COEeIMHEHUS 1, Wi ux  papMalleBTHMUYeCKM IIpMeMJIEMHX  CoJIe B
KOMOMHAaIIUU C S50OEKTUBHEIM  KOJIMUUECTBOM  MHIUOMUTOPA IpoTeacomM,
opruueM MHIUMOMTOP MNIpOoTeacoM IpeIcTaBJjfgeT cobon OopTes3omub. B
OOHOM BapMaHTe pealM3aluM M300peTeHMS pak IpeOcTaBjigeT coboM pak

MOJIOUHOM  XeJIe3H, KOJIOPEKTaJIbHHY  pak, pak  TOJICTOW  KWIIKM,
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HeMeJIKOKJIETOUHEM pak JeT'KoTo, pakK TOJIOBH M ey, COJMIOHHM pak,
TeMaTOJIOTUUECKUM PpaK WM MHOXEeCTBEeHHYID MMeJIOMy. B OoOHOM BapuaHTe
peanmszaluy M300peTeHrusa coeluMHeHMe ¢opmys I wiaM TA WMIM COeOuHeHUe
1 BBOODAT B KOJMUECTBe OT oOKoJio 100 Mr mo okoJyio 5 Mr. B omgHOM
BapMaHTe peaJu3alur U300peTeHMd BBOIAT OIPEeNeJIEHHOE KOJIMYECTBO
COeIVnHEeHU A bopMyJI I NI IA, I COoeIVHeHUA 1, I nx
bapMalleBTUUECKM  IIPUEMIIEMEIX  COJIeN: BBOOAT OO OKOJIO 100 wMr
BKJIOUMTEJIBEHO COEeOMHEHUS 1; BBOIOAT IO 95 wMr BKJIIOUMTEJILHO
coemuHeHusa 1; BBomAT no 90 MI' BKJIOUMTEJIBHO COeIMHeHus 1; BBOOAT
OO 85 MI' BKJIKUMTEJIBHO COeIMHeHMA 1; BBOOAT OO0 80 MI' BKJIOUMUTEJIBLHO
coemMHeHMsa 1; BBOOAT OO /5 MI' BKJIKOUMUTEJIBHO COeIMHEeHusS 1; BBOOAT
0o 70 MI' BKJIOUMTEJIBHO CcOeIMHeHMS 1; BBOOAT OO 65 MI' BRJIOUMUTEJILHO
coemmHeHusa 1; BBomAT no 60 MI' BKJKOUMUTEJBHO COeIMHeHMS 1; BBOIOAT
0o 55 MI BKIIOUMTEJILHO CcoeIMHeHMA 1; BBOOAT OO 50 MI' BKJIIOUUTEJBLHO
coemmHeHusa 1; BBOOAT OO 45 MI' BKJIKUUTEJBLHO COeIMHEeHMA 1; BBOIOAT
no 40 MI BKJIOUMTEJILHO COeIMHEeHMA 1; BBOOAT OO 35 MI' BKJIIOUUTEJBHO
coemmHeHusa 1; BeomaT no 30 MI' BKJIKOUUTEJBLHO COeIMHEHMA 1; BBOIOAT
OO 25 MI' BKJIOUMTEJIBHO cOeIMHeHMS 1; BBOOAT mo 20 MI' BRJIOUMUTEJILHO
coeIMHeHMs 1; BROOAT OO 15 MI' BKJOUMTEJILHO COeIMHeHUsS 1; BBOOAT
o 10 MI' BKJIOUMTEJBLHO CcoeIMHeHMsa 1; WM BBOOAT OO 5 MD
BKJIOUMTEJIBEHO CoeIMHeHusd 1. B OIHOM BapraHTe peann3anmnumn
nz3obpeTeHUsa coeauMHeHMe 1 BBOIOAT pas B CYTKM. B OpyrroM BapuaHTe
peanuzalumM M300peTeHMsa coeaMHeHMe 1 BBOIOAT IBa pa3a B CYTKU.
[0076] B nOpyroM BapMaHTe pealM3aluyM M300peTeHus CrIocob
JIeueHM s cybwekTa, cTpalawnmero oT paka, BKJIOUAET BBeIeHMe
CyOBekTy 200eKTMBHOTO KOJMUECTBa COEeOMHeHUSa QopMyJl 1 wmiam 1A, WK
COoeIVHEHM S 1, Wi ux  papMaleBTHUUeCKM IIpMeMJIEMHX  CcoJle B
KOMOMHAaIIUU C S50OEKTUBHEIM  KOJMUECTBOM  MHIUOUTOPA poTreacomM,
opuyueM MHIMOUTOP IpOoTeacoM IIpencTaBjisgeT coboy omnposzoMud. B OIHOM
BapuaHTe peaJuszalluy u300peTeHMI pakK IOpeacTaBygeT cobo¥ pak
MOJIOUHOM XeJlesH, KOJIOPEeKTaJIbHEM pak, pak TOJICTOM KUK,
HeMeJIKOKJIETOUHEM pak JeI'KoTo, pakK TOJIOBH M ey, COJMIOHHM pak,
TeMaTOJIOTUUECKUM paK WMJIM MHOXEeCTBEeHHYID MMeJIOMy. B OoOHOM BapuaHTe
peanmszaluy M300peTeHrusa coeluMHeHre ¢opMmysl I wmiaM TA WMIM COelOuHeHUe
1 BBOODAT B KOJMUECTBe OT OKoJio 100 Mr mo okoJio 5 Mr. B onHOM

BapMaHTe peajM3alluy UN300peTeHrd BBOOAT OINpelelJIeHHOEe KOJUUeCTBO
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COeIunHEeHU A bopMyJI I NI IA, I coeInHeHUA 1, I nx
bapMalleBTUUECKM  IIPUEMIIEMEIX  COJIeN: BBOOAT OO OKOJIO 100 wMr
BKJIOUMTEJIBHO COEeNMHEHUS 1; BBOIOAT OO 95 Mr BKJIOUMTEJILHO
coemuHeHusa 1; BBomAT no 90 MI' BKJIOUMTEJIBHO COeIMHeHUs 1; BBOOAT
OO0 85 MI' BKJIKOUMTEJIBEHO CcoeIMHeHMSa 1; BBOOAT o 80 MI' BKJIOUMUTEJILHO
coeIMHeHMsa 1; BBOOAT OO /5 MI' BKJIOUMTEJIBHO COeIMHeHUs 1; BBOOAT
oo 70 MI' BKJKOUMTEJIBEHO COeIMHeHMSa 1; BBOOAT OO 65 MI' BKJIOUUTEJLHO
coemMHeHUsa 1; BBOOAT no 60 MI' BKJIOUMTEJIBHO COeIMHeHUs 1; BBOOAT
oo 55 MI' BKJIKOUMTEJIBHO CcoeIMHeHMA 1; BBOOAT OO0 50 MI' BKJIOUUTEJIBLHO
coemMHeHUsa 1; BBOOAT OO 45 MI' BKJIKOUMUTEJIBHO COeIMHEeHUus 1; BBOOAT
oo 40 MI' BKJIOUMTEJIBHO COeIMHeHMA 1; BBOOAT OO 35 MI' BKJIOUUTEJILHO
coemuHeHusa 1; BBomAT no 30 MI' BKJIKOUMUTEJIBHO COeIMHEeHUsa 1; BBOOAT
0O 25 MI' BKJIOUUTEJILHO coeIMHeHMsa 1; BBOOAT OO0 20 MI' BKJIOUUTEJBHO
coemmHeHusa 1; BBOOAT OO 15 MI' BKIKOUMUTEJBHO COeIMHEHMSA 1; BBOIOAT
no 10 ™M BKJIOUUTEJBHO CcoenouHeHMsda 1; wWJIM BBOOAT JO 5 MDD
BKJIOUUTEJIBEHO COoenMHEHUd 1. B OIOHOM BapMaHTe peanusaumum
nz3obpeTeHUsa coeluMHeHMe 1 BRBOOAT pa3 B CYTKM. B IpyI'OM BapuaHTe
peanuzalumM mM300peTeHMsa coeaMHeHMe 1 BBOIOAT IBa pa3a B CYTKU.
[0077] B nOpyroM BapMaHTe peaM3aluM U300peTeHus CrIocob
JeueHms cydmekTa, cTpalawnmero oT paka, BKJIOUAET BBeIOeHue
CcyOBekTy 200eKTMBHOTIO KOJMUECTBa COeOMHeHUS QopMyJl 1 wmiam 1A, WK
CoeIVHEHM S 1, i  ux  papMaleBTHUUYECKM IIPpMeMJIEMHX  CoJlell B
KOMOMHalLIUU C S0OEKTUBHEIM  KOJMUECTBOM  MHIMOUTOPA rpoTeacomM,
opuyueM MHIMOUTOP IIPpOoTeacoM IIpencTaBjisgeT coboy ukcazoMud. B OIHOM
BapMaHTe pealuzalluy u300peTeHMSI pak I»OpenacTaBJgeT cobo¥M pak
MOJIOUHOM XeJle3H, KOJIOPEeKTAaJIbHEM pak, pak TOJICTOM KUK,
HeMeJIKOKJIETOUHEM pak JeIKoTo, pakK TOJIOBH M ey, COJMIOHHM pak,
TeMaTOJIOTUUECKUIM pPaK MJIM MHOXECTBEHHYID MMeJIOMy. B OoOHOM BapuaHTe
peanmszaluy M300peTeHusa coelMHeHre ¢opMys I mian IA WMIM COelOUuHeHUe
1 BBOODAT B KOJIMUECTBe OT OKoJI0oO 100 Mr mo okoJio 5 Mr. B ogHOM
BapMaHTe peaJu3aluy U300peTeHMa BBOIAT OIPelelIEHHOE KOJIMYEeCTBO
CoOeIunHeHU A bopMyII I NI IA, NI coenuMHeHUd 1, NI nx
bapMalleBTUUECKM  IIpUEeMIIEMEIX  COJIen: BBOOAT OO OKOJO 100 wMr
BKJIOUMTEJBHO COenMHEHUS 1; BBOIOAT IO 95 wMr BKJIIOUMTEJILHO
coemguHeHUsa 1; BBomAT no 90 MI' BKJIOUMTEJILHO COeIMHeHUsa 1; BBOOAT

OO 85 MI' BKINOUMTEJILHO CcoeIMHeHMS 1; BBoIOAT o 80 MI' BKJIOUMTEJILHO
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coemIuMHeHMA 1; BBOOAT OO /5 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 70 MI' BKJOUMTEJIBEHO COeIMHeHMSa 1; BBOOAT OO 65 MI' BKJIOUMTEJILHO
coemuMHeHUsa 1; BBOOAT nOo 60 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOIOAT
OO0 55 MI' BKJIKOUMTEJIBEHO coeIMHeHMSa 1; BBOOAT o 50 MI' BKJIOUMTEJILHO
coemuMHeHMUsa 1; BBOOAT OO 45 MI' BKJIOUMTEJIBHO COeIMHeHUs 1; BBOOAT
oo 40 MI' BKJKOUMTEJIBHO COeIMHeHMA 1; BBOOAT OO 35 MI' BKJIOUUTEJLHO
coemuHeHusa 1; BBomAT no 30 MI' BKJIOUMTEJIBHO COeIMHeHUs 1; BBOOAT
OO 25 MI' BKJKOUMTEJIBHO CcoeIMHeHMA 1; BBOOAT OO0 20 MI' BKJIOUUTEJBLHO
coemgMHeHMsa 1; BBOIOAT OO 15 MI' BKJIOUMTEJIBHO COeIMHEeHUs 1; BBOOAT
oo 10 M BKJIOUMUTEJBHO CcoeIMHeHusa 1; WM BBOOAT OO 5 MDD
BKJIIOUUTEJILHO COeIVIHEHMSA 1. B OIHOM BapuaHTe peanu3zaumum
n3obpeTeHUsa coeOuHeHuMe 1 BBOOAT pas B CYTKM. B Opyr'oM BapuaHTe
peanm3auMy M300peTeHMs coeamMHeHMe 1 BBOIAT IOBa pasa B CYTKMU.
[0078] B ImpyroM BapHuaHTe peaju3aluu unU300peTeHusa CIOoCcoD
JIeueHM A cyOBeKTa, CTpazapimero oT paka, BKJIOUAET BBeIOeHME
CyOBeKTy 20OeKTMBHOTO KOJMUUEeCTBa COeOuHeHuAa o¢opMyJ 1 wuiu 1A, WiIu
COeIVHEHU A 1, WM UxX  bapMalleBTHUUECKM IIPpUEeMJIEMBIX  COJIeM B
KOMOMHAaLUNU C S20OPEKTUBHEIM  KOJIMUECTBOM  MHIMOMUTOPA rpoTeacomM,
opuyueM MHIMOUTOP IIPpOoTeacoM IpencTaBjigeT cobol MapusoMud. B OIHOM
BapMaHTe pealuzaluy MU300peTeHUS pak IIpencTaBJgeT coboM pak
MOJIOUHOM XeJle3H, KOJIOPEeKTAaJIbHEIM pak, pak TOJICTOM KUK,
HeMeJIKOKJIETOUHEM pak JeI'KoT'o, pakK TOJIOBH M ey, COJUIOHHM pak,
TeMaTOJIOTUUECKUM pPaK WJIM MHOXECTBEHHYID MMeJIOMy. B OIOHOM BapuaHTe
peanmzaluy M300peTeHusa coeluMHeHre ¢opMys I wmiaM IA WMIM COelOUuHeHUe
1 BBOODAT B KOJIMUeCTBe oOT oOkoJjio 100 Mr mo okoJyio 5 Mr. B oIHOM
BapMaHTe peaJu3aluu u300peTeHMa BBOIOAT OIPelelIeHHOE KOJIMUYECTBO
COeInHEeHU A bopMyJI I NI IA, I coenMHeHUd 1, I nx
bapMalleBTUUECKM  IIpPUEeMIIEMBEIX  COJIen: BBOOAT OO OKOJIO 100 wMr
BKJIIOUMTEJILHO CoeIVHEeHMS 1; BBOIOAT IO 95 wMr BKJIIOUMTEJILHO
coemuHeHMUsa 1; BBomAT no 90 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO0 85 MI' BKJIOUMTEJIBLHO CcoeIMHeHMsa 1; BBOOAT o 80 MI' BKJIOUMUTEJILHO
coemIMHeHMsa 1; BBOOAT OO /5 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 70 MI' BKJOUMTEJIBHO COeIMHeHMsa 1; BBOOAT OO 65 MI' BKJIOUMTEJILHO
coemMHeHMUsa 1; BBOOAT no 60 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
0o 55 MI' BKJIWOUMTEJIEHO coeIMHeHMsa 1; BBOOAT o 50 MI' BKJIOUMTEJILHO

coeIMHeHMdI 1; BBOIOAT IO 45 MI' BKJIOUUTEJILHO CoOoeIMHeHMI 1; BBOIOAT
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oo 40 MI' BKJOUMTEJIBEHO COeIMHeHMSa 1; BBOOAT OO 35 MI' BKJIOUUTEJILHO
coemguHeHUsa 1; BBoOAT no 30 MI' BKJIOUMTEJILHO COeIMHeHUsa 1; BBOOAT
OO 25 MI' BKJKOUMTEJIBEHO CcoeIMHeHMSa 1; BBOOAT o 20 MI' BKJIOUMTEJLHO
coemIMHeHMA 1; BBOOAT OO 15 MI' BKJIOUMTEJIBHO COeIMHeHUs 1; BBOOAT
oo 10 M BKJIOUMTEJBHO CcoeIMHeHMsa 1; WM BBOOAT OO 5 MDD
BKJIOUMTEJIBEHO COEeNMHEHUS 1. B OIHOM BapMaHTe peanu3auum
nz3obpeTeHUs coeauHeHUe 1 BBOIOAT pas3s B CYTKM. B OpyI'oM BapuaHTe
peanuzauumu U300peTeHMd CcOoeOuMHeHue 1 BBOIAT IBa pa3a B CYTKU.
[0079] B o1OpyroM BapMaHTe peajlM3aluyM M300peTeHMsa CIoCco0
JIeueHm cybBeKTa, cTpalapnlero oT paka, BKJIOUAET BBeIOeHMe
CyOBeKTy B20OEeKTMBHOI'O KOJMUECTBa COeOUMHeHUsa o¢opMyJ 1 wuiu 1A, WK
COeIVIHEHU A 1, Wi  uUx  QapMalleBTHUUYEeCKM  IIPUMEMJIEMHX  COJIEM B
KOMOUHauuyM C  20QeKTUMBHEIM KOJMUEeCTBOM MHIMOMTOpa  IIpOoTeacoM,
opuueM MHITUOMUTOP IIpoTeacoM IMpelcTabjigeT cobo¥ mejaHz3oMub. B
OIDHOM BapMaHTe peaju3aluy M300peTeHUd pak IpelcTaBJgeT cobo¥ pak
MOJIOUHOM XeJlesH, KOJIOPEeKTaJIb HEM pak, pak TOJICTOM KUK,
HeMEeJIKOKJIETOUHEM pak JeTrKoT'o, PpakK TOJOBH M IMeu, COJUOHBEM pak,
TeMaTOJIOTUUECKUM PaK WM MHOXECTBEHHYID MMeJIOMy. B OoIOHOM BapuaHTe
peaqmn3zaluy M300peTeHusa coenmMHeHre ¢opMyJl I miau IA WM COelOuHEeHUe
1 BBODAT B KOJMUeCcTBe oOT okoJjio 100 mMr mo okoJjio 5 Mr. B oIHOM
BapMaHTe peaJuzaluu uU300peTeHMsa BBOIOAT OINpelejlIeHHOe KOJIMUYeCTBO
CoOeInHEeHU A bopmMyJI I I IA, NI coenMHeHUd 1, NI nx
bapMalleBTUUECKM IIPUEMJIEMBEIX  COJIeW: BBOOAT OO  OKOJIO 100 wMr
BKJIIOUMTEJILHO COoeIVHEHU S 1; BBOIOSAT OO 95 wMr BKJIIOUMTEJILHO
coemMHeHUsa 1; BBomAT no 90 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO 85 MI' BKJOUMTEJIBHO COeIMHeHMsa 1; BBOOAT o 80 MI' BKJIOUMUTEJILHO
coeIMHeHMUsa 1; BBOOAT OO /5 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 70 MI' BKJOUMTEJIBHO COeIMHEeHMs 1; BBOOAT OO 65 MI' BKJIOUUTEJILHO
coemMHeHMUsa 1; BBoOOAT nmo 60 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 55 MI' BKJIOUMTEJIBHO CcoeIMHeHMsa 1; BBOOAT o 50 MI' BKJIOUMTEJILHO
coemIMHeHMUsa 1; BBOOAT OO 45 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
oo 40 MI' BKJOUMTEJIBHO COeIMHeHMSa 1; BBOOAT OO 35 MI' BKJIOUMTEJILHO
coemMHeHUsa 1; BBomAT no 30 MI' BKJIOUMTEJILHO COeIMHeHUs 1; BBOOAT
OO 25 MI' BKJWOUMTEJIBEHO CcoeIMHeHMsa 1; BBOOAT o 20 MI' BKJIOUMTEJILHO
coeIMHeHMsA 1; BBOOAT OO 15 MI' BKJIOUMTEJILHO COeIMHeHUsa 1; BBOOAT

o 10 MI' BKJOUMUTEJILHO CcoeIMHeHMsa 1; MM BBOOAT OO b5 MT
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BKJIOUMTEJBHO COeIVHEeHU A 1. B OIOHOM BapMaHTe peaansanmm
n3obpeTeHUsa coeauMHeHMe 1 BBOIOAT pas3 B CYTKM. B OpyI'oM BapuaHTe
peanmzalumu M300peTeHMa COoeauHeHue 1 BBOIAT IBa pa3a B CYTKU.

[0080] Eme B OOHOM BapMaHTe pealM3aluM UN300peTeHuHA CIoCcoO
JledeHUsa CcyObeKTa, cCcTpalanlero OT paka, IIpUUueM CcyOBeKTa JieduaT WU
JeUMJIM XUMMOTepaleBTUUeCKMM aTleHTOM, BKJIOUaeT BBeIeHUe CyOBeKTy
30PeKTUMBHOTO KoJIMuecTRa COoeOIunHEeHUA dopMy I I I IA, NI
COeOMHEHUS 1, Wi  ux bapMalleBTUUECKM  [IPUEeMJIEMEBIX coJjiem B
KOMOMHaUIUU C VHITUOUTOPOM  IIPpOTeacoM, BEIOpPaHHBEM U3 TPYIIIIHL,
cocToAmen n3 SIUTaJJIOKaTeEXMH- 3-TajjlaTa, caJiMHOCIoOpaMmnoa A,
Kappunsommubda, OopTesommba, omnposoMmuba, MKcaszomuba, MapusoMmbdba
Wi neJjiaHzoMmba.

[0081] B oOHOM BapMaHTe pealMzaluy MU300peTeHUusd CIOoCoD
JledeHusa cCcyOBeKTa, cTpajanimero OT paka, IpuueM CyOBeKTa JieuaT WM
JeUnMJIM XUMMOTepalleBTUUEeCKMM al'eHTOM, BKJIOUaeT BBeleHMe CYyOBeKTY
20OeKTMBHOTO KOoJIMUeCcTBa COeIVHEeHUI bopmy st I I IA, I
CoOeOMHEeHUd 1, Wi  ux bapMaleBTUUECKU  IIPUEMIIEMEIX coJjie B
KOMOMHAIIMY MHTUOUTOPOM MIPpOTeacoM, BHOPaAHHEM M3 TPYIINH, COCTOAMmMeN
13 sBOUrajjlokaTexMH-3-TajjlaTa, CcaJMHocIopaMuma A, kKapoduiasommbda,
fopTeszomMmba, ornposoMmba, MKcazoMuba, MapusoMmba WM »nejaHsoMuba,
opuueM pak BHOpaH M3 TPYIOH, COCTOAmeM M3 KOJOPpeKTallbHOTO paka,
paka TOJICTOM KMIIKM, pakKa TOJOBH M IleM, pakKa MOJIOUHOM XKeJIes3H,
HEMEJIKOKJIETOUHOTO paka JIeTKOoTo, paka IOpelcTaTeJIbHOM  XeJles3H,
[IOUeUHO-KJIETOUHOM KapUMHOMH, paka I[IOIXKeJYIOUHOM XeJle3H, paka
AMYHUKOB, Paka OpKIMHE, PpakKa IOIPpAMOM KUIKM, pPaka II0UKM, JMUMOOME
XOIXKKMHA, pakKa MOUeBOTO IIY3HpPS, I[IeUeHOUHO-KJIETOUHOTO pakKa, paka
KeJlynokKa, [JIOCKOKJIETOUHOM  KapLMHOMEI, paka MmeVkKM MaTKM, paka
MaTKM, XPOHMUECKOTO JMMOOLUMTAPHOTO Jielko3a, JUMOOME, MMEeJIOMH,
KeJIYIOUHO-KMIIeUHOM CTpOMaJIbHOM onyxosu (GIST), COJMMIHOM OIIYXOJIU,
TeMaTOJIOTUUECKOM ONYyXOJIM MJIM MHOXECTBEeHHOM MMEeJIOMH .

[0082] B oOHOM BapMaHTe pealM3aluu MU300peTeHusa CIoCco0
JleueHUsa CyOBeKTa, cCcTpalanlero OT paka, BKIKOUasas Crnocod, B KOTOPOM
CyDBEKT UMMeeT IOKa3aHHYKD Pe3MCTEHTHOCTBb K JIpYyI'MM TepalmsaM, HO
OoJlee He IOOBepraeTcsda STUM TepalMiaM, BKIKUaAeT BBeleHUe CyOBeKTy
20PeKTUMBHOTO KoJIMUueCcTRa COeIMHEeHU A bopMyJI T I IA, MU

COeIMHeHNMA 1 7 MJin 17929 (]_)apMaLI,eBTMT:'[eCKI/I IIprMeMIIEMEIX coJien B
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KOMOMHaAUMM C  MHIMOMTOPOM  IIpOTeacoM, BHIOPAQHHEM U3 TPYILIH,
cocTosAmen ns SIUrajioKkaTexmH—-3-rajara, caJIMHOCIIOpaMmna A,
Kapouinzommda, dopTeszomMuba, onposomMmba, wmKcaszoMmba, MapusoMmba
M gejaHzoMmba, OpuUeM pak BHOpaH M3 TPYINH, COCTOAMEN U3
KOJIOPEKTAJILHOTO pakKa, paka TOJICTOM KUIIKM, pakKa TOJIOBH U MIeH,
paka MOJIOUHOM KeJIe3H, HeMeJIKOKJIETOUHOTO pakKa Jerkoro, paka
npeICTaTeJIbLHON XeJIe3H, IIOUEeUHO—KJIETOUHOM KapLWHOMEL, paka
IOIXKEJIYyOOUHOM XeJle3H, paKa AWYHUMKOB, paka OpIMHE, paka IpsaMOu
KMIIKY, Ppaka I[IOYKM, JHUMOOME XOIKKMHa, paka MOUeBOI'O IIY3HPHL,
[IEUEeHOUYHO~KJIETOUHOT'O paka, paka KeJlynoka, LJIOCKOKJIETOUHOMN
KapLWHOMEL, paka MeMKU MaTKM, paka MaTKH, XPOHUUECKOTO
JIMMOOUMTAPHOTO  JIeMKo3a,  JIMMOOME, MUEJIOMEl, XeJIYOOUHO-KUIIEeUHOM
cTpoMaJibHOM onyxoau (GIST), COJMIOHOM OIYyXOJM, TI'eéMaToJIOTHUUYeCKOM
ONYXOJIM WMJIM MHOXECTBEHHOM MMEeJIOMEHL.

[0083] B zmpyroM BapuaHTe peaju3aluu uU300peTeHusda CIOoCcoD
TakXe BKJIOUaAeT JledeHMe CyOmekTa C MHOXECTBEHHOM  MMEeJIOMOM,
BRIIOUAKMNVY BBeIeHMe CyOBekKTy 5O0OeKTMBHOTO KOJMUeCTBa MHIUOUTOPA
nporeacoM ” 20OPEeKTUBHOTO KOJMUECTBa CcoenuMHeHusa o¢opmys I wiam IA,
WM coenmuHeHusa 1, WM uxX GapMalleBTUUECKM [IpMEeMIeMBEIXx coJjieti. B
OOHOM  BapuaHTe peamm3aumMy  M300peTeHud  MHIUOUTOP IpoTeacoM
npencTaBJjsgeT cobor BopTezoMmb. B OODHOM BapMaHTe pealusaluu
n300peTeHna MHIUOMTOP MPOTeacoM MpencTaBjigeT cobor kapdmiazsomumb.

[0084] B oOOHOM BapMaHTe pealM3aluM MU300peTeHMUsa CIoco0
BKJIOUAET JeueHUe CyOBeKTa C PpPeUuIUBUPYRIEel WM pPe3UCTeHTHOU
MHOXECTBEHHOM MMEeJIOMOM ¥ BKJIOUaeT BBeIeHUe CYyOBeKTy 50beKTHMBHOTO
KOJIMYUEeCTBa  MHIMOUTOpPA opoTeacoM ¥ 20OeKTUBHOTIO KOJIMYEeCTBAa
COeInHEeHU A bopMyJI I NI IA, I CcCoeIVHEeHUA 1, I nx
bapmalleBTHMUECKNM MIpPpUMEeMJIEMHX COJIeVi. B OIOHOM BapMaHTe pealu3aluu
n300peTeHUa MHITUOUTOP IPOTeacoM MOpelcTaBJIgeT coboun OopTeszommb. B
OOHOM  BapuaHTe peamM3aumuy  U300peTeHud  MHIUOUTOP IpoTeacoM
npelcTaBJgeT cobo¥ Kapduiazommb.

[0085] B OIOHOM OOIIOJIHUTEJILHOM BapMaHTe peannsanmnum
n300peTeHra CIOCO0 BKJIOUaAeT MHIMOUpPOBaHME pOCTa pakKka WM KIeTOK
ONyXOJIM, BKJKUaAKMMM CTaouy, B KOTOPHX: (a) KIJIeTKM I[OPUBOIAT B
KOHTAKT C 50QeKTUBHEM KOJIMUECTBOM COelOMHeHUs ¢opMmyJt I wmim IA,

WM CcoeIuHeHMsa 1, WM UX dapMalleBTUUECKM IpMeMIIeMBEIX coJiel; u (b)
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KJIeTKM TOOBepTralnT BO3IeMCTBUL 320OeKTUMBHOTO KOJMUECTBa MHIUOMTOPA
IpoTeacoM, BHOPaAHHOTO M3 TPYINH, COCTOANEeN M3 3NUTAJIJIOKaTexXVH-3-
rajiaTta, caJIMHOCIoOpaMmIna A, kKapoduiazommda, fopTesoMmuba,
onposoMmnba, MHKcaszoMmuba, MapmsoMmba WIM OejlaHs3oMmba. B oIOHOM
BapMaHTe peaju3alur MU300peTeHUd MHIMOUTOP [IpOoTeacCoM IIpelcTaBJideT
cobom OGoprezomMmb. B IOpyroM BapMaHTe peaJMs3aluu U300peTeHUs
MHTUOUTOP NIpOTeacoM HNpelcTaRJIgeT cobo¥M Kapduiazommb.

[0086] [jia pa3jIMUHEX TUIIOB paka MOIYyT IIPMMEHATLCHA pPas3JIMUuHbe
TepalleBTUUYEeCKA 30deKTUBHEE KOJIMYeCTBa, uTo 0o0Ien3BeCTHO
criemaganucTam B OaHHOM objlacTu TEeXHUKN. [NopoOHBEM obpasoM
KOJIMYeCTBa, OOCTATOUHEE IJA IPOOMIIaKTUKKM, PelyJUPpOBaHULg, JIeUeHUd
M OOJIETUEeHMA TaKMX TUIIOB pakKa, HO HeOOCTAaTOUHHE [OJIA BE3HBaHUA
WM OOCTaTOUHHE MJd YyMeHbIeHMSa [HOOOUYHOTO HOeMCTBUSA, CBA3aHHOTO C
coenuHeHueM ¢opmysr I wim  IA, Wiy coelguMHeHVeM 1, Wi  UX
bapMalleBTUUECKM [IPpUeMIIeMBEIMM COJIAMM, TakXe OXBaueHB OIMCaHHBMU
BHIIEe MHTepBajlaMM OO3MPOBOK U CXeMaMyM OO3MPOBaHMA. [JOMIOJHUTEJIBHO,
KoT'Da I[aluMeHTY BBOOAT HECKOJIBKO O3 coenMHeHua dopmys I, IA miu
coenuHeHrsa 1, ONMCAaHHEX B IaHHOM IOKYMEHTe, He BCe HOO3bl JIOJDKHEL
OHTE OOMHaKOBEMM. HamnpuMmep, HO3Y, BBOOMMYK IIalUMEHTY,  MOXHO
YBEJMUMBATE IJISA YJYyUlleHUS OPOQUIIAKTUUECKOTO WJIM TepalleBTUUYeCKOTO
OeViCTBMA COeIMHeHMsa, WIM ee MOXHO YMeHbIaThb IJI9 YMeHbIeHUS
OOHOTO WM O0oJiee TMOOOUHHX DOOEeKTOB, KOTOPHE OMylmaeT KOHKpPEeTHHMN
IalyeHT.

[0087] B HeKOTOpPHX BapMaHTax peajm3aluy un300peTeHrd, B
KOTOPEX CoOeOMHeHMe oopMyJl I wim IA, WIM CcoeOuHeHUe 1, WIM UX
bapMalLleBTUUECKHU IpueMJIeMele COJIn BBOIOAT B KOMOMHAaLUN C
MHIUOMTOPOM IIpOTeacoM, TepalleBTHUUeCKMe al'eHTH BBOLAT MeHee ueM
yepes 5 MMHYT OIMH IIOCJIe IOPpyIoro, MeHee ueM uyepe3 30 MMHYT OIMH
IocJie Opyroro, depes 1 yac oOMH IIOCJe IOpyIl'oT'0, 4Yepes3 OKoOJIO 1 uac
OOVH IIOCJIe Opyroro, OT OKoJIo 1 »HoO OKOJIO 2 4YacOB OIOMH IIOCJIE
IOPpyToro, OT OKOJIO 2 YacoB IO OKOJIO 3 YacoB OIOMH IIOCJEe OpyIoro,
OT OKOJIO 3 4YacoB OO OKOJIO 4 YacoB OOMH IIOCJe OpyI'or'o, OT OKOJIO 4
YacoB OO OKOJIO 5 4YWacor OIOMH IIOCJe IOpyIl'oT'0, OT OKOJIO 5 YacoB IO
OKOJIO 6 4YacOoB OOMH IIOCJle OpyIl'or'o, OT OKOJIO 6 YacoB OO OKOJO 7
Y4acoB OOMH IIOCJIe OpyTror'o, OT OKOJIO / YacOB OO OKOJIO 8 Yacop OOUH

I1ocjie 1nIpyroro, OT OKOJIO 8 4YacCoB IO OKoJO 9 YacoB OIMH IIOCJIE
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IpyToro, OT OKOJO 9 uYWacoB mo okoJjio 10 uacoB OOMH IIOCJIle OpyIoTro,
oT okoJio 10 ywacor mo okoJio 11 YyacoB OIOMH IIOCJIe OPpYyI'oT'O, OT OKOJIO
11 wacoB OO0 OKOJIO 12 YaCOB OIMH IIOCJIe IPYyI'OI'O, OT OKOJIO 12 4Yacosb
no 18 wacoB OIMH IOCJe »npyroro, otT 18 uyacor no 24 4YacoB OIWH
mocJjie Opyroro, oT 24 4yacoB OO 36 YacoB OIMH IIOCJIE OPYyIoro, OT 36
yacoB OO0 48 4Yyacop OIMH IIOCJe Ipyroro, oT 48 uyacoB 10 52 uyacos
OOWH IIOoCJIe Opyroro, oT 52 uyacorB 1o 60 4YacoB OIOMH IIOCJIE IOpPYyIoTo,
or 60 wacoB OO0 72 4YWacoB OIMH IIOCJIe Opyroro, oT 72 yacoe no 84
J4acoB OOMH IIocjie npyroro, oT 84 yacoB nOo 96 uyacoB OIMH IIOCJIE
opyroro, wiau oT 96 uyacor no 120 yYyacoB OIOMH I[IOCJe »Opyroro. B
OOHOM BapMaHTe peauzaluuu u3obpeTeHMd IOBe wWIM O0oJiee Tepalun
OPUMEHSIT B OOHO M TO Xe IIOCEelleHMe IallMeHTa.

[0088] B HeKOTOPHIX BapMaHTax peajM3aluu U300peTeHUsd ONHO
unm 06oJiee COeIMHEeHMM, OIMCAHHHX B IaHHOM IOKyMeHTe, U OIHY WM
BoJiee OPYTUX Tepalun (HanpumMmep, TepaleBTUUYeCKUX aTeHTOB)
IPUMEHAIT LIUKJIMUeckMr. [UKIMUeckoe IIOBTOPEeHMe TepaluM BRJUaeT

IIpVIMEHEHNM E HepBOﬁ Tepalim (HaanMep, IIepBOTO HpO@MHaKTquCKOPO

MJIn TepalleBTMYeCKOTI'O aPeHTa) B TeUeHN e HeKOTOopOoIo IIeprona
BpeMeHN, 3aTeM IIPMMEHEeHV e BTOpOﬁ Tepalln (Hanpmmep, BTOPOTIO
HpO@MHaKTquCKOPO 2NNz TepalleBTMYeCKOI'O areHTa) B TedeHNre

HeKOTOpOoTo Iepuola BpeMeHM, 3aTeM IIpMMeHeHMe TpeTbel Tepaluu
(HanpuMep, TpeTsero IpodMIaKTUUIECKOTO VIV TepaleBTUUYEeCKOT O
areHTa) B TeueHMEe HeKOTOpOoI'o IIepuMoIa BpeMeHM U T. o. u
[IOBTOPEHME 2TOTO IOCJEeOOoBaTEJILHOTO IIPpMMEeHeHusd, T. e. LUMKJIa, OJA
YMEeHbIIEeHU PasBUTUA PE3UCTEHTHOCTHU K OIOHOMY n3 aTeHTOR,
YCTpaHeHUsa WM YMeHbIIeHMSa TI[IO0OOUHOTO HeMCTBUS OIHOTO M3 al'eHTOB
n/ i yiayumeHusd 20OeKTUBHOCTU JIeUeHUd.

[0089] B HekKOTOpPHX BapMaHTax peajiM3aluu W300peTeHUs MOXHO
[IOBTOPATH BBeIOeHMe OIOHOTO UM TOTO Xe COeIVMHEeHMsa, OIIMCAaHHOTO B
IOaHHOM HIOKYMeHTe, a BBeIeHMuI MOTyT OHTL pa3OejieHH 10 MeHbIlen
Mepe 1 nHeM, 2 pgHAaMM, 3 »OHaAMu, 5 »gHawmm, 10 pgHavm, 15 gHavm, 30
OHAMM, 45 ngHaMmu, 2 MecsAlaMu, 75 mHavm, 3 MecdalaMmM WJIM 06
MeCdllaMA . B @OpyrMx BapMaHTax pealu3aluu U300peTeHMSa  MOXHO
[IOBTOPATHE BBEIEHMe OOHOTO WM TOTO Xe MNIPpOOMIaKTUUECKOTO  WMJIM
TepalleBTUYECKOT'O al'eHTa, a BBeleHMe MOXeT OBTb paslelIeHO IO

MeHbme¥ Mepe 1 mHeM, 2 OHAMM, 3 OHaMu, 5 mHamvm, 10 OHAMK.
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BapuaHTH peanmsBauum ms3o00peTeHUs

[0090] s00peTeHUe OOIIOJIHUTEJIBHO  OIIpeneJjieHO CJIe OYIOMYIMM
HEOTPaHNUMBAKIVMY BapMaHTaMM peajiM3aluy M300peTeHud.

[0091] BapmaHT peajmu3aumu u300peTeHrda 1. OdapmMalleBTHUUeCKad
KoMOMHalUMA, comoepXalad MHIMOMTOPp IIpoTeacoM M uMHIuUOuTop C-Met B

COOTBETCTBUU C (QOPMYJION :

CH 0] Z
e K
(@)

H,C—0O N
dopmysia I
W ero bapMalleBTUUECKU npreMiIeMyo COJIb W

bapMalleBTUUECKYD KOMIIO3MLMID, COIepXallyld COeOMHeHMVe OGopMyJisl I u
bapMalleBTHUUECKM [IPUEMIIEMHEI HOCUTEJIL, TIe:

R! mpemncTaBjgeT co®Oi TajloTeH;

R? mpemcTaBjigeT coOOM TajioTeH; U

Q mnpencrarssgerT cobom CH miam N.

[0092] BapuaHT peam3aumy ms300peTeHMsa 2. KomOuHaumsg 0o m. 1
dopMyJIEL M300peTeHMs, oTJMUanmascd TeM, 4YTo uHrudtmurop C-Met

bopMmyJiel I mpencTaiBJigeT coboM coelMHeHMe QOpMyJIEl IA:

N N
A
/©/ 0 o) \G(Rz)o-s
CHs 0] Z

© N

.
H,C—0 N

dopmysia IA

WM ero dpapMalleBTUUECKM IIPHMEMIIEMYK COJIb .

[0093] BapuaHT peasm3alumy m300peTeHMs 3. KoMOmHaumdg 10 II. 2
dopMyJiEl  M300peTeHMss, oTJMYanmascda TeM, 4YTro uHruourop C-Met

bopmyser I npencraBiageT coboi coenmMHeHre 1:
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H H
N N
O O
?Hs o) F
© SN
b
HsC—O N

CoenuHeHue 1

Wi ero dpapMalleBTUUECKM IIpHeMIEMYyK COJIb .

[0094] BapmaHT peanmzauuu unsobpeTeHuda 4. KomOMHauMg IO IIII.
1-3 QopMyJiel M300peTeHUd, OTJMUaplascda TeM, UYTo coeluHeHMe 1
HaxoIouTcsa B GopMe dapMalleBTHUUECKM IpMeMyIeMoM L-MajlaTHOM coJi, D-
MaJjlaTHOM coJu, DL-MajlaTHOM COJIM UM KX CMeCH.

[0095] BapumaHT peanuzaluum un300peTeHMsa 5. KoMOMHauMsa IO IIII.
1-3  OdopmyJiEl M300peTeHud, oTJIMYaKnmasca  TeM, U4TO  MHIUOUTOP
IpoTeacoM IpencraBJjigeT coBon SOUTaJJIoOKaTexXnH-3-TajiarT,
cajuMHocHIopamMun A, kKapouinzsommb, OopTeszoMmb, omopo3oMmub, HKCcaszoMub,
MapusoMmO MM OejlaH30MUO .

[0096] BapmaHT peanmzaluuu unusobpeTeHud 6. KomOMHauUMg I[IO III.
1-3 JdopmyJiHl M300peTeHus, oTJauuanmascd TeM, u4YTo MHrubuTop C-Met
IpenCcTaBJISgeT cobom CoeOuHeHUE 1 VI ero bapmalleBTHUUECKH
opueMIIeMyl  COJIb, a UVHTMMOMTOpP MpoTeacoM IIpelcTaBJgeT cobon
topTe3zoMub.

[0097] BapmaHT peanmzauuu unusobpeTeHuda 7. KomOMHauudg IO III.
1-3 JdopmyJiHl M300peTeHMusa, OoTJaMYamnmasgcd TeM, dYTo MuHrubuTtop C-Met
npencraBJIsgeT cobom COeOUHeHUEe 1 VI ero bapMmalleBTHUUECKU
npueMyIeMy®  COJIb, a UVHTMOMTOP MOpoTeacoM IIpelcTaBRJgeT cobon
Kapdouiasommo .

[0098] BapuaHT peajmuzauuu u3obpeTeHuda 8. Croocob JiedeHUd
nposimdepaTUBHOTO pPacCCTpOMCTBa Yy CyOBekKTa, BKJIOUAKIMK BBeIeHUE
CyOBekTy »200eKTMBHOTO KOJMUEeCTBa KOMIO3MUMM IO . 1-3 OOpMyJIH
n300peTeHuAa.

[0099] BapmaHT peamzauum wunusobpeTeHuda 9. Conocod no . 10
OopMyJIEL  U300peTeHUd, OTIINUAKIINICA  TEeM, UTO  OpoJindpepaTHBHOE
PacCCTPOMCTBO NpedcCTaBJIgeT CoOOM pax.

[00100] BapmaHT peaymzaumm wms3oOpeTeHms 10. Cnoco® no . 11
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@OpMyJ'H::I MSO@peTeHMH, OTJIINY AN C S TEM, uTo Prakr InpencraBjideT

coBOoM KOJIOPEKTAJIbHEM pPakK, PakK TOJICTOM KMIIKM, Pak TOJIOBH M IIeu,

paxk MOJIOUHOM KeJle3H, HeMeJIKOKJIe TOUHBIM pak JeTKoTOo, pak
npelcTaTeJIbHOM xKeJie3H, [MOUEeYHO-KJIETOUHYIO KaplMHOMY, pak
IOMXEeJIYOIOUHOM KeJjle3h, pakK SAWUYHUKOB, pak OpomMHE, pak OIpaMou
KUMKM, pak TIoukyu, JuMbpoMy XOIXKMHa, pPak MOUeBOTO IIy3HpPH,

[IeUeHOUYHO-KJIETOUHHEM pakK, pak XejlylIKa, I[LJIOCKOKJIETOUHYK KaplLUMHOMY,
pak meVKM MaTKM, pPakK MaTKM, XPOHUUeCKUN JMMOOUMTAPHEM JEWUKOS3,
JuMboMy, MUEJIOMY , MHOXECTBEHHYK  MMEJIOMY, COJIMOHYI  OIIYXOJb,
TeMaTOJIOTUUECKYID  OIYyXOJIb MM  XKEJIYODOUHO-KMIIEUHY  CTPOMaJIbHYIO
onyxoJjib (GIST).

[00101] BapmaHT peanuzaumum wmsobpereHma 11. Cnoco® no . 10
OopMyJIEl MBOOpeTeHud, OTJIMYAIMICA TeM, UYTOo pak I[IpelCTaBJIgeT
cobom HeMeJIKOKJIE TOUHLIM pak JIETKOTO, pak TOJICTOM KUIIKM,
MHOXEeCTBEeHHY MMEJIOMYy WM pPakK IT'OJIOBH U Leu.

[00102] BapuaHT peauzauum wuzobpereHusda 12. Crooco® no m. 11
OopMyJiEl MB0OpeTeHud, OTJMYAIUMCSA TeM, UYTOo pak I[OIpelCTaBJISeT
coBo¥ MHOXECTBEHHYI MUEJIOMY .

[00103] BapmaHT peamzauum mus300peTeHus 13. Cnoco® no . 12
OopMyJIEL M300peTeHMus, OTJIMYAIUNCS TeM, UYTO MHOXeCTBeHHasa MMeJioMa
ABJIAETCHA PeUUIUBUPYIIEN MJIM Pe3UCTEeHTHOM.

[00104] BapuaHT peamuzaumm muzodbpereHmusa 14. Crnoco® o JodomMy
M3 . 10-13 OdopmyJiHl U300peTeHusd, oTMYaKmUiCca  TeM, uTo
CYDBEKTOM SBJISAETCS UeJIOBEK.

[00105] BapumaHT peam3auumn u3obpeTeHmuda 15. Crnocod JiedeHUA
cy®BekTa, CTpalakmero OT paka, BKJIOUAKIUM BBeldeHUe CYOBeKTy
50PeKTUBHOTO KOJUUECTBa MHIMOMTOpa OIpoTeacoM M 20OeKTMBHOTO
KOJIMUeCTBa CcoeIMHeHVa 1 uiIM ero OdapMalleBTUUeCKM I[IpUeMJIEMOM COJIU,
opuyueM pakK IIpelcTaBjgeT cob0oM KOJIOPeKTaJIbHEM pak, pakK TOJCTOM
KUIIKY, PakK TOJOBH M IMeM, pak MOJIOUHOM XeJle3h, HeMeJIKOKJIeTOUHHMN
pak  JIeTKOTO, pak TIpencTaTelIbHOM  XeJle3H, MIOUEUHO-KJIETOUHYIO
KapuMHOMY, pak IMIOIXKeJIlyOOUHOWM XeJIe3H, pak AWUHUKOB, pak OpIIMHE,
paxk TmpaMOo¥ KMIIKM, pak I[IOUKM, JuMOoMy XOIXKMHa, pak MOUeBOTO
Iy3Epg, I[IeUYeHOUHO-KJIETOUHEM pak, pak XeJjlylKa, ILJIOCKOKJIIETOUHYIO
KapurHOMY, Pak MelKM MaTKM, pakK MaTKM, XPOHUUECKUM JIMMOOLMTAaPHBIN

JIEMKO'3, JMboMy, MMEJIOMY , MHOXECTBEHHYID  MMEJIOMY, COJIMOHYIO
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ONyXOJIb, TeMaTOJIOTUUECKYD Oy XOJIb WJIn KEeJIy DOUHO—KUIMEeUHYIO
CTpOMAaJIbHYK ONyXoJik (GIST).

[00106] BapmaHT peajm3aluum mu300peTeHmsa 16. Crnoco® mo m. 15
OopMyJIEL M300peTeHMd, OTIMYAKIUNMCS TeM, UTO MHIMOMUTOP MIpOoTeacoM
opencraBygeT cobom BopTesoMmd MIM Kapdmiaszommb.

[00107] BapuaHT peanm3aunm n300peTeHnd 17. Criocod
MHTUOMPOBAHKSA poOCTa KJIeTKM paka WIM ONyxoJum y CyOBeKTa,
BKJIOUAKINY CTaIuM, B KOTOPHX: (a) KJIEeTKy IIPpUMBOIAT B KOHTAKT C
50beKTUMBHEIM KOJMUECTBOM CoOeOMHeHMs oopmys I, IA WMIM COEeOMHEHUS

1, onpepmeJsieHHEXx B . 1 u 3 QopmyJsiel uz300peTeHMdA; M (b) kiIeTky

nonBepramnT BO3IOENCTBUIO 20PEeKTUBHOTO KOJIMUeCTBa MHTUOUTOPA
poTeacom, npruueM  MHTUMOMTOP  IIpOoTeacoM  BHOpaH U3 TPYIINH,
cocTodAmen us sOUTajioKaTexyH-3-rajinara, caJMHOCIIOpaMMaa A,

kapouizoMmnda, topTeszomMmuba, onposoMmba, mKcazoMuba, MapusoMuba
WY nmeJiaH3oMuba.

[00108] BapmaHT peanuzauum wuzobperTeHuda 18. Crnoco® mno . 17
OOopPMy JIEL n3obpeTeHNud, OTJINYAIINIAC I TeM, UTo CoeIMHEHNE
npencrTaBJIgeT cobom coeImMHeHUe 1 W ero bapMalleBTHUUECKU
npueMIeMyo  COJIb, a MHTUMOMTOP IOIpOoTeacoM IIpencTaBJjigeT cobom
fopTe3zoMmud MM KapduisoMmo .

NonyuyeHMe coeIMHeHUs: 1

[NonyueHne 1-(4-dbropdeHnnkapbaMomi) LMKIIONIPONIaHKapOOHOBOM
KMucnoTn (coemmHeHMe A-1)

F
O O

HO N
H
[00109] McxXoOgHYID 1, 1-uMKJIONIPONaHIMKapOOHOBYIO KMCJIOTY

obpabaTHBalM THUOHMIXJIOpUIOM (1,05 »kBMBaJIeHTa) B OPUOIMU3UTEIBHO

8 obbemax wuszonponmiallerara npu 25 °C B Teuenue 5 uyacoB. 3arTem
MNOJIYUEHHYK  CMecChb oBbpabaTHBaIM pacTBopoM 4-pTopaHMIIMHA (1,1
SKBUBAJIEHTa) UM TpusTuiaMyHa (1,1 skBUBaJleHTa) B KM3olIpolujauerare
(2 obwema) B TeueHMe 1 uYaca. CyCHeH3MKO IOIPOOYKTOB TacuimM 5 H.
pacTtBOpoM  NaOH (5 0BBEMOB) , n BOIOHYKL  (Qasy oTOpacHBAaJIMA .
OpraHmueckyn ¢azy »kcTparumporain 0,5 H. pacTBopoM NaOH (10

00BLEeMOB), a OCHOBHHM 5SKCTpPakKT I[IPOMHBaJM TIenTaHoM (5 o0LeMOB) u



43

3aTeM noagkuciaaau 30%-emM pacTBopoM HC1l, dYTo pmaBajlo CyCIEeH3MD.
CoenvHeHre A-1 OTHeJNIANM C IIOMOWBH QUIILETPOBAHMA.

[00110] CoenumHenue A-1 T1TOTOBMIM Ipu 3arpy3ke 1,00 kr c
MCIOJb30BaHMeM 1, l-IIMKJIONPONaHIMKapOOHOM  KMUCJIOTH B KadyecTBe
OT'paHMUMBaKIET'O peareHTa moJjsa obecrniedeHus 1,32 KI' coemuHeHus A-1
(BEIXOI BHIOEJIEHHOTO IponykTa /77%; ©OajlaHc Macc 84%) C UMCTOTOM
99,92% (B9XX) u comepXaHMeM OCHOBHOTO BemecTBa 100, 3%.

NNontyueHMNe N-(4-{[6,7-06uc (MeTOKCHK) XMHONIMH-4 -1JI] OKCHK } beHIIT) —
N'- (4-dTopdenmn) uuxinonponan-1, 1 -mukapbokcammna (coemmMHeHMe 1) u
ero (L)-MajaTHOM COJIM

[00111] CuHTeTMUeCKUNM I[IOOXOH, KOTOPHBM MOXHO MCIIOJIbL30BATH
OJIisa [IOJIyUYeHU A N-(4-{[6, 7-0UC (METOKCHU ) XUHOJIMH—4-WJI] OKCU } DEHWJI) —
N'- (4d-pTopdbeHns) uurjonponaH-1, l-gukapbokcaMmmia u ero (L) -

MaJlaTHOM COJIHU, npencraejieH Ha CxeMe 1:

CxeMma 1
H g N
POCKCH,CH - )
DX L %
o W I
4_ . b N
ONa* |, TMA
WM Mpem-TeHTORCHY Barpi, JMA
K,C0;
)
e
c O 1) 80Ck,, EyN

o0 “ﬂ? Sk KT b e ey ﬂnﬂxgﬂﬁl
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o o r
~0 ; L4HO5
N
[00112] Opyroun CUHTEeTHUYECKUM MNOOXOm, KOTOPHM MOXHO

MCIIOJIL30BaTh oJis [IOJIy4YeHU S N-(4-{[6, 7T-0uc (MeTOKCHU) XMHOJIMH—4—
min]okcu}denmy) -N'- (4-dTopdbeHni) uuMKJIONponaH—-1, 1 -nukapbokcaM1ia "
ero (L)-MaJlaTHOM COJIM, IpeIOcTaBjieH Ha CxeMme 2:

CxeMa 2
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Nonyuenne 4-xjop-6,7-OMMeTOKCUXMHOJIMHA

[00113] B peaxkTop [I0OCJIenoBaTEJILHO 3arpyxaim 6,7-
OMMETOKCUXMHOJIMH-4-0JI (47,0 KT) U aAleTOHUTPWUJI (318, 8 KT) .
[loJlydeHHY CMeChb HaTpeBaJu OO0 OpubimsuresbHOo 60 °C m nmobaBisaiau

okcuxJopun ¢ocoopa (POCls, 130,6 kr). Ilocsne pmoBamByeHusa POCls
TeMIepaTypy PeaKLUVMOHHOM CMeCHU IOBHAJY OO0 IpubiamsuTelbHO 77 °C.
Peakluyuio CUMTalIM 3aBepleHHOM (uepe3 OpubiamsuTedabHO 13 dYacos),
KOT'la OCTaBaJIOCk MeHee 3% MCXOOHOTO BelleCTBa, 4YTO OIpelesIan C
IIOMOIBI0 BHCOKO2(POEKTUMBHOM XUOKOCTHOM xXpoMaTorpadum [BOXX] B xozme
npoilecca. PeaKIMOHHYI CMeCh OXJaxXmalM OO HpudamsuTesabHo 2-7 °C, a
3aTeM TacCUJIM B OXJIaXIeHHOM pacTBOpe IuxJiopMeTaHa (IOXM, 482,8
kr), NH;OH (26%, 251,3 kxr) m BOomum (900 J). IlOJIYyUeHHYID CMecChb
HarpeBaJu oo NPUOJIU3UTEJIEHO 20-25°C u base pa3nesanm.
OpraHnueckyn 0¢alzy OuiIbTpoBaM uUepe3 cjou AW hyflo super-cel NF
(meqmT; 5,4 KI') M ocamok Ha O(uIbTpe OpoMeBaau IOXM (118,99 kr).

O0BeIVHEHHYIO OpPTaHNYEeCKY c]_)aSy IIPOMEIRAJIMM HAaACHIMEHHEIM pPacCTBOPOM

xJopuna HaTpua (282,9 kr) u cMemuBaIM C Bomou (120 ). ®asu
pasnenanu u KOHLIEHTPUPOBaJN OpPT'aHNUeCKYK bazy BaKyyMHOM
IIepel'OHKOM 0JIs yIoaJleHU pPacTBOPUTEIIA (oCcTaTOUHEM o0BeM

Opubams3uresbHO 95 JI). B peakTop, coIepXammy opTraHMUecKybn ¢asy,
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zarpyxaau IOXM (686,5 KI'), ¥ KOHILUEHTPUPOBAJM BaKYyMHOM IIepeTlOHKOM
I0JIg YyIaJleHMsa pacTBoOpUTeNd (OCTaToOuHEM o0beM OpubiamsuTesbHo 90
JI) . BaTeMm 3arpyXajJu MeTUJI-TpeT-O0yTWUJIOBEM >¢mp (MTB3, 226,0 1),
OOBOOWJIM TeMIepaTypy CMecM OO 3HaueHms oT -20 mo -25 °C wu
BHICPXUBAJINM B TedeHMe 2,5 UYacoB C I[OJIydeHMeM TBepOooI'o ocalka,
KOTOPEM 3aTeM OTOUJILTPOBHBAJM, IIPOMEBAaJIM H-TelTaHoM (92,0 xI) wu
CymmJIM Ha OouMIbTpe Opu npubims3muressHo 25 °C B aTMochepe asoTa, UTO
OaBaJio lLejleBoe coelIMHeHMe (35,6 KI).

NonyuyeHue 4-(6,7-OMMeTOKCUXMHOIMH-4-MjIokcH) beumnammua

[00114] 4-AMMHOPEHOJI (24,4 KT), PacTBOPEHHEMN B N, N-
OVMeTuJIaleTaM1me (IMA, 184, 3 KT), 3arpyxaim B peaxkTop,
comepxamu 4-xJjop-6, /-IMMETOKCUXMHOJIMH (35,3 KI'), 7Tper-0yTOKCUD
Hatpus (21,4 xr) m IMA (167,2 xr) mpum 20-25 °C. BaTeM 5Ty CMecChb

HarpeBaJgu no 100-105 °C B TeueHue NpuUbIM3UTEJLHO 13 uyacoB. Illocye
3aBeplleHMd peakKlMM, UYTO OIlIpenesieHO ¢ INoMompln BIXX-aHalmza B xXone

opoliecca (ocTajlock MeHee 2% MCXOOHOTO BelecTBa), COOEpPXUMOe
peakTopa oxJjaxmanu no 15-20 °C m szarpyxalr BoOy (IpelBapUTesIbHO
oxJlaxmeHHuyo, 2-7 °C, 587 J) ¢ TakoM CKOPOCTLIO, UTOOH IIOOOEPXMBATL

TeMnepaTypy 15-30 °C. IoJIyueHHEM TBEPOHl ocamok OTOMIILTPOBLHBAJIM,

IpOMEBAJIM CMecbio Bome (47 ) m IMA (89,1 kxr) M B KOHILe BOIOM

(214 1) . Ocamok Ha GMILTPpe 3aTeM CYWWIM NpM OpubimusuTelbHo 25 °C,
Y7o oaBaJio HeOUMIeHHHBIM 4- (6, 7T-OIMMEeTOKCUXMHOJIMH—4 -
MJIOKCH) QeHMIIaMMH (59,14 KT BJIAXHOTO, 41,6 KD cyxoro, ELe)

paccumMTaHO Ha OCHOBaHMM IIpemejyla ofOHapyXeHMs, B »HaJIbHeWIeM B
ODaHHOM IOKyMeHTe «LOD»). HeoummeHHBM 4- (6, 7-OMMETOKCUXMHOJIMH-4-
WJIOKCHU ) GeHUIIaM/H HarpeBRaJu c oBpaTHEM XOJIO AMJIE HUKOM (pm
npubarsuTenasHo 75 °C) B cMmecu c TerparunpodypanHoMm (TI'®, 211,4 xr)
n IMA (108,8 kr) B TeueHMe nOpubiamsuTessHO 1 dYaca, 3aTeM
oxJjlaxmanu mo 0-5 °C ¥ BHOepXMBaJIM B TeueHMe NPUOIUIUTEJIBEHO 1
Jaca, I[IOCJe UYer'd TBephooe BEMeCTBO OTOMIILTPOBHBAJIM, IpoMeBajm TI'O
(147,6 KI') M CymMIM Ha OQOMUIBTPEe II0I0 BaKyyMOM IIpU OPUOIM3UTEJBHO
25 °C, urTo maBaJio 4- (6, TOMMETOKCUXMHOIMH-4-1njIoKCcK) beunaMmu (34,0
KT) .

AL TepHATUBHOE TIIOJIyYeHUe 4-(6,7-OMMeTOKCUXVHOINH-4 -
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uioxkcu) beumaMmHa

[00115] 4-Xjop-6, 7T-OIMMETOKCUXVMHOJMH (34,8 KI©), 4-aMMHODEHOJI
(30,8 k1) m Tper—-neHTOKCHI HaTpua (1,8 »xBMBajeHTa, 88,7 KIr, 35%
Macc. B TT'®) 3arpyxam B peakxkTop, 3aTeM nobamjanu N, N—
ouMeTuianeTamun (IMA, 293,3 kr). 3aTeM 53Ty CMeChb HarpeBaJM OO
105-115 °C B TeueHMe MNPUOIMBUTEJILHO 9 uyacoB. Ilociie 3BaBepleHUs
peakuMy, UYTO OIpemellIeHO C IoMompln BIXX-aHanmza B XoOe IIpoliecca
(ocTajiock MeHee 2% MCXOIOHOT'O BelleCTBa), COIOEPXMMOe peakTopa

oxJlaXxmayii mo 15-25 °C m pobaBiadaam Bomy (315 KI') B TeueHMe OBYX

YacoB, [NOOIepXMBasg TeMIepaTypy B MHTepBaje 20-30 °C. Barem

PEakKLUMOHHY CMeCh IIepeMelMBaJiM B TeueHMe ele OIOHOTOo dYaca npm 20-
25  °C. HeouumeHHHY HOpOOyKT cofupaau OyTeM OUIbLTPOBAHUA U
IpOMEIBAJIM CMechbil 88 xr Bomel M 82,1 xr IMA, 3ateM 175 KI' BOXH.
[IpooyKT CYIIMJIM Ha OMIbTpe-ocymmTeJle B TeueHue L3 dyacor. LOD
cocTaBMJI MeHee 1% Macc.

[00116] B aJIb TEPHaTHUBHOM criocobe MCIIOJIb30BaJIA 1,6
SKBMBaJIeHTa TpeT-TIeHTOKCHUIa HaTpusa ¥ [IOBBIIAJIM TeMIIepaTypy
peakuuu oT 110 mo 120 °C. OONOJIHUTEJILHO, TeMIepaTypy OXJlaXIeHMS

HoBpma M no 35-40 °C, a MCXOOHYID TeMIepaTypy IOoOaBJIEeHMS BOIH

ycTaHaBJIMBaJIM paBHOM 35-40 °C ¢ pooycTMMEM HarpeBaHuem mo 45 °C
3a CUeT DK30TepMUUYeCcKoro sbdexTa.

NMonyueHMne 1-(4-
dTopberMnKrapbaMONII) LIMKIIOIPONaHKAPOOHMIIXJIOPKHOA

[00117] Oxkcamuuaxjopun (12,6 xr) pobaBiaaJaM K pacTBopy 1-(4-
bropdeHUIIKaAPOAMONMII) UMKJIONPOIaHKapOOHOBOM  KMCJIOTH (22,8 k) B
cmecu TI'® (96,1 xr) wm N, N-gumeruiapopmammpma (IMOA; 0,23 kr) cC
TAaKOM CKOPOCTBI, UTOOB TeMIepaTypa CMecu He Ipebpmala 25 °C.
[IoJIydeHHE  pacTBOpP MCIIOJIb30BaJ M  Ha cllenynmen cTanuu Bes
OOTIOJIHUTEJILHOY 00paboTKU.

AL TepHATUBHOE IIOJIYUYEeHUEe 1-(4-
dTopberMnKapPBaAMONII) LIMKIIONIPONaHKAPOOHMUIIXJIOPKOA

[00118] B peaxkTop 3arpyXalm 1-(4-

dTopbeHMIKapbaMoMI) ULMKIIONPONlaHKkapBoHOBYKL kucJoTy (35 kr), JIMOA

(344 1) m TI'® (175 kr). PeaklMOHHYK CMeCh IOBOOMIJIM @mo 12-17 °C, a
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3aTeM K pPeaKUMOHHOM cCcMecu nobaBasiau 19,9 KI¢ oKcadIuIxJopula B

TedyeHMe 1 dYaca. PeakUMOHHYID CMeChb OCTaBRJIAIU IrnepeMellMBaTbECA IIPpU

12-17 °C wua 3-8 wuyacor. IloJyUeHHHN pacTBOP MCIOJbL30BaJIM Ha
crenyomey crTamuu 6e3 OONOJHUTEeJbHOV 00paboTkuM.

NontyueHMne [4- (6,7 -OMMEeTOKCUXMHOIMH-4 -MIokcK) dermii] ammg— (4-
bropdenmi) aMmmna LmkIIonpornaH-1, 1-mMxapBoOHOBOM KMCIIOTH

[00119] PacTBop M3 OpeduHOymeyr CcTaluu, comepxamut 1- (4-
bTopdbeHMIIKapPOaMOUJI) ULUKJIIONPONIaHKapOOHMIIXJIOPUI, LODaBJIAJIM K CMECH
coeguHeHusa 4- (6, /-IMMETOKCUXUHOJIMH-4-MJIOKCHK) peHMIJIaMMHa (23,5 KI)
u kapboHaTa kagua (31,9 xr) B TI'® (245,7 xr) u Bome (116 i) c
TaKoOM CKOPOCTBIO, UTOOH TeMIepaTypa cMecu He npeBbmajia 30 °C. Ilo

3aBepmeHun peakuun (depes Opubiam3uTessHO 20 MMHYT) ITO0OaBJIAIU

Bonmy (653 u). Cmech nepememuBaigu npu 20-25 °C B TeueHume okoJyio 10
4acosB, B pe3yJbTaTe UYel'0 IIPOOYKT BHIIamajl B OCaImokK. IIponoykT
BHIOEJIAJIM C  I[IOMOWBI  QUIIBETPOBaHMUA, OPOMEIBAJIM  [IPenBapUTeJIbHO

[IOJIYyUeHHEIM pacTeopoM TI'® (68,6 kr) M BOIOH (256 KI') M CyNWUIU
CHauvajla Ha OMJIbTpe B aTMochepe asoTa HOpu OpubImM3uTesbHO 25 °C, a

3aTeM Opu OKoJio 45 °C mom BakKyyMOM, UTO IaBajlo lieJIeBoe COoeIMHeHUe
(41,0 xr, 38,1 kI, pacueT Ha OCHOBaHuM LOD).

AL TEepHATUBHOES TIIOJIyYeHMe [4-(6,7-OoMeTOKCUXMHOINH-4 —-
muinokcu) bernmi ] ammng- (4 -drTopdenHmi) ammnga LMKJIOnporan-1,1-
INKApOOHOBOM KMCJIOTH

[00120] B peaxkTop 3arpyxaimn 4- (6, 7T-IMMEeTOKCUXVHOJIMH-4 -
miokcu) peHmyaammuea (35,7 xr, 1 »KBUBaJIeHT), 3aTeM TI'® (412,9 xr).
K peaxkumoHHoOM cMecu pobaBiyajm pacTBop K,COs; (48,3 xr) B BOome (169
KT') . PacTrBOpP XJIOpaHTuIpM1Ia KMCJIOTH, OIIMCAaHHEM B pazneie
KAJIE TEPHATUBHOE NoJIyuyeHue 1-(4-
dropdeHMIIKapOaMONMII) UMKJIOIPOIaHKapOOHMIIXJIOPKIa» BHIIE II€PEHOCUIIM B
peakTop, comepxamur 4- (6, 7-OMMEeTOKCUXMHOJIMH-4-UIJIOKCH) beHnIIaM/H,

NonmepXrBasd MIPpM DTOM TeMIepaTypy B MHTepBajie 20-30°C B TeueHMe He

MeHee IIBYX YacoB. PeaKIMOHHYID CMeCh IepeMemyBagu npu 20-25 °C B
TeueHMEe He MeHee TpexX UYacOoB. 3aTeM TeMIepaTypy PeaKUMOHHOM CMeCH
yCTaHaBJIVBaaM paBHoOM 30-25 °C m mnepeMemuBalM CMeCh. [lepeMemyBaHue
Ipekpallajiv, ¥ CMeCb OCTaBJAIM IJA pas3nejeHra ¢as. HWKHILD BOIHYIO

basy ypmangaam u oTbpacwBaldM. K ocTaBmelcsa BepxHeM OoplaHMUeCcKOM
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base gobaBgAIM BOOY (804 kr). PeakKUMOHHYID CMeCb OCTaBJIAJIU
nepemMemmBaTbCcsa npu 15-25 °C B TeueHMe He MeHee 16 YacoB.

[00121] OcaXOeHHEM [IPOOAYKT OTOMJILTPOBHBAIM W  IIPOMEIBAJIN
CMECBK  BOIH (179 KT) nu TI'o (157,9 k1) OBYMA  TIOPLUMAMUA.
HeouumeHHEM OPOOYKT CYIIMJIM IO BaKyyMOM B TeueHMe I[I0 MeHbIen

Mepe IOBYX YacCoB. 3aTeM BHCYIEHHHM OIPOOYKT cMemuBaju c TI'®@ (285,1

Kr) . IIOJIYUEeHHYI CYCIEeH3UI IIePeHOCUJIM B PeaKIUMOHHHBM COCyI U
nepeMemyBaIn bife) IpeBpaleHm I CYCIIeH3UN B IPO3PayYHEM (c
PACTBOPEHHEMM KOMIIOHEHTaMM ) pacTBop, OoJIs yero HeoBxX0oOMMO

HarpeBaHue no 30-35 °C B TeueHme npubamsmresbHOo 30 MMHYT. 3aTeM K
pacrBOopy mnobGaBiyaim Bonoy (456 k1), a TakxXe sTaHosl SDAG-1 (20 kr,
5TaHOJI, HOeHaATYyPUPOBAHHHN MEeTaHOJIOM B TeueHMe IBYyX UYacoB). CMechb
rnepemMemmeanay npu 15-25 °C B TeueHMe IO MeHbIeW Mepe 16 UYacoB.
[IpooyKT OTOUILTPORBRHBAIM ¥ IIPOMHEBAaJM CMecbil Bome (143 xr m 126,7
k0 TI'® (143 xr) I»IByMA HopuUMAMM. I[IPOOYKT CYNMIM IPU MaKCHMaJlbHOM
samaHHOM TeMmIepaType 40 °C.

[00122] B ajibTepHaTMBHOM cCIocofe TeMIepaTypy pPeakuuuM IIpu
o0pasoBaHUM XJOPAHTUIPKIA KMCJIOTH YyCTaHaBIMBaJ M paBHoOM 10-15 °C.
TeMnepaTypy [NepeKprCTaIM3aluny M3MeHsaau oT 15-25 °C mo 45-50 °C B

TeueHre 1 daca, a 3BaTeM oxXJjaxnmaljM o 15-25 °C B TeueHMe 2 YacoB.

MNonyueHMne (L) -MajtaTHOM conn [4- (6, 7-OMMeTOKCUXMHONIMH-4 -
munokcu) bernmi ] ammn- (4 -dTopderHmi) ammnga LMKJIoOnporan-1,1-
INKApPOOHOBOM KUCJIOTH, KaboBaHTMHMOA

[00123] [4- (6, 7T-IMMe TOKCUXMHOJIMH-4-MJIOKCK ) PeHMII] aMuno— (4-
bropdbeHnsI) aMmuO ULUMKJIOOpONaH-1, l-IukapBoHOBOM KMCJIOTH (13,3 k),
L-g6jiounyio kucJjgory (4,96 xkr), MeTHMISTMUIKeTOoH (MDK; 188,6 kxIr) u
Bony (37,3 KI') 3arpyxXajlM B peakKTop M CMECh HaTlpeBaJM C oOpaTHHM

XOJIOOWMJIBHUKOM (MpubamsuTeabHo 74 °C) B TeueHMe NIPUOIUSUTEJILHO 2

JyacosB. TeMlepaTypy peakTopa TIOHWXAaJIN oo 50-55 °C "
OTOUIILETPOBEBAJIM COIEPXMMOe peakTopa. YKa3aHHBEEe I[I0CJelOoBaTeJIbHEE
cTanuy, OIMCAaHHHE BHINIE, IIOBTOPSAJM e€lle IBa pas3a, MCIOJb3YS Takue
xe KoJIMUecTBa [4- (6, T-OMMEeTOKCUXMHOJIMH-4-MJIOKCK ) PeHMII] aMuno— (4-
bTopdbeHnsI) aMmmuoa LMKJoONponaH-1, l1-mukapboHoBOM KMcJOTH (13,3 k1),

L-g6jiouHon kwucjioTel (4,96 kr), MOBK (198,6 xr) m BOOH (37,2 KI).
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O6bennHeHHBN duaeTpaT a3e0TpPOIIHO CYWUIIN npu aTMOCOEPHOM
OaBJIeHUM, MCIIOJBE3Y A M3K (1133, 2 KI) (ocTaTOUHEM obbeM
npubausuresibHO 711 JI; comepXaHue BOIOH 10 MeTony Kapjga Oumepa <
0,5% wmacc.) npu nOpubiausuresbHo 74 °C. TeMmepaTypy COOEPXMMOTO
peakTopa IIOHWXAJIU oo 20-25 °C u BHEIIEPXUEBaJIN B TeueHMe
OpuBIM3UTEeIBEHO 4 dYacoB C IIOJYyUYeHMeM TBepHOoTro ocalka, KOTOPHM
OTOUIILE TPOBEIBAJIM, NpOMEHBaJM MOK (448 KI') M CymIlMJM IIOH BaKyyMOM
npu 50 °C, uTO maBaJio LieJjleBoe coenmHeHne (45,5 kr).

AL TepHATUBHOE IIOJIyYeHMe (L) -ManmaTHOM conun [4-(6,7-
OMe TOKCUXMHONMH-4 -mjokcn) bermi ] ammn- (4 -dropdbenni) ammna
LMKJIONPOoNnaH-1, 1 -gukapOoOHOBOM KMUCJIIOTH

[00124] [4- (6, 7T-OIMMEe TOKCUXMHOJIMH-4-MJIOKCHK) beHnIT] aMmmuno— (4-
bropdbenns) ammao UMKJIONponaH-1, 1-oukap®oHOBOW KMCJOTH (47,9 k),
L-a6jgiounyio kucjory (17,2 KI'), MeTHJISTHMIIKETOH (658,2 kr) um BOIOY

(129,1 xr) B3arpyxajJM B peakToOp ¥ HarpeBalu cMechb no 50-55 °C B

TeueHMe NpUOIM3UTEeJIbHO 1-3 uyacoB, a 3areM npu 55-60 °C B TeueHue
OOIOJIHUTEJIbHEX 4-5 uyacoe. CMechb ouMmajgM C I[IOMOIWbK (QUIIETPOBaHUA
yepes KapTpumx, 1 MkM. TeMIepaTypy peakTopa moBomuiu no 20-25 °C
M COHOEPXMMOE IIepPelOHANIM IO BaKyyMOM, COOTBETCTBYIIMM IaBJIEeHUIO
150-200 MM pT. CT., C MaKCUMMaJILHOM TeMlepaTypol pybamkmu 55 °C mo
obbeMa B MHTepraJie 558-731 JI.

[00125] BakyyMHyK TII€peTlOHKYy [IPOBOIMJIM eme »OBa paz3a C
3arpyskor 380 xr m 380,22 KI' MeTHMJISTMJIKETOHA, COOTBETCTBEHHO.
[locJie TpeThbel MNepeTOHKM OoO0BeM IapTuM OoBesu mno 18 o6./mMacc. [4-
(6, 7T-OMMEeTOKCUXVHOJMH-4-MJIOKCK ) QeHMJI] aMni— (4-dpTopdeHM)I) aMmria

LU/IKJ'IOHpOHaH—l, 1—HMKap60HOBOﬁ KMCJIOTEI, 3aT'pysHUB MeTWJISTMIIKETOH

(159,9 k1) C TIoJiyuyeHMeM ofmero obdbweMa 880 . [TpoBOOIWIIN
OOIIOJIHUTEJILHYIO BaKyyMHYIO [IEPETOHKY, nob®aBuUB MEeTUJID TUJIKe TOH
(245,77 KT) . PeaKIMOHHYIO CMEeChb OCTaBJIAJIN npu YMEpPeHHOM

nepememmBauum npu 20-25 °C Ha 0o MeHbmel Mepe 24 yaca. I[IponykT
OTQUIIE TPOBHBAJIM WM IIPOMHBAaJM MeTUISTUIKeTOHOM (415,1 kI') TpeMd
nopuuaMr. IpoIyKT CYIIMJIM II0I BakKyyMOM C TeMIepaTypoM pyOamku,
YCTaHOBJIEHHOM paBHOM 45 °C.

[00126] B aJIb TEPHaATUBHOM criocobe MIOPANOOK nobaBJieHU A
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M3MEeHANM Tak, UYTO pacTBop L-sa0jlouHOM KMCIOTH (17,7 XKr©) B BOHOe
(129,9 KT) oobaBJIgIn K [4- (6, T-OVMMEeTOKCUXMHOJIMH- 4~
WIIOKCU) beHnI ] amun- (4-pTopdbeHnII) aMumoy umkJonpomnas—-1, 1-
IVKapOOHOBOM KMUCJOTH (48,7 KI') B MeTWJISTUJIKeTOHe (673,3 kKI).
SbdexT KOMOMHMPOBaAHHOT'O JIeUeHUST xaboBaHTMHMOOM u
fopTesoMMOOM Ha MBIIMHOM MOIEJNIM MHOXECTBEHHOM MMeJioMH 5TGMI1
[00127] Kabo3aHTMHUO npencraBjgeT cobom MHTUOUTOP
TUPO3UHKMHAZ, B TOoM umcje MET, VEGFR2, RET, ¥ KMHaA3 CeMelcTBa
TAM: TYRO3, AXTL u MER. KabozaHTuHUO [IPOIOEMOHCTPHUPOBAJ
KJIVMH/AYECKYID AaKTMBHOCTBL Yy IIallMEHTOB C YCTOMUMBEIM K KacTpaluu
pPaxKoM IpencTaTeJIbHOM XeJle3H UM OPYTMMM COJIMOHEMM OIIYXOJIaAMM C

MeTacTasaMl B KOCTH. MHOXeCTBeHHad MMeJjioMa (MM) rnpeoncraBjiAdaeT

cobomn BTOPOM HauboJiee pacIpoCTpaHeHHEM TeMoBJIacTO3 u
npencTaBisgeT NPUOIM3UTEJILHO 2% BCex CMepTey OoT paka. MM
npencrTaBiseT cobBon HeOoILJIa3Mo MOHOKJIOHAJIb HEIX B-KJIETOK

(IyIasMaTUYeCcKMx KJEeTOK) C TakKMMM KIMHMUECKMMM IIpu3HakKaMi, Kak
MHOXECTBEHHEE OCTEOJIUTUUECKMe  IIOpaXeHUd, BEI3EIBalmMe  OOJIb B
KOCTAX, I[IaTOJIOTMUEeCKMe IIepeJIOMH UM TIullepKaJbleMysa. Y IDalMeHTOB C
MM roBemIEHH YpoBHM HGE wu VEGEF, ¥ pernyygaumusa B3aMMOOEMCTBUSA
[lazMaTmueckasd KJIeTka—-ocTeofJlacT C IIOMOUBK CHUIHAJBHOTO IIyTM HGE-
MET BOBJIeUeHa B pPa3BUTHEe JIMTUUECKOM OO0JIe3HM KOCTeM Yy 5BTUX
nmaumMeHToB. TakuMm oO0pasz30M, TJIABHBEIMM LEeJIAMM OaHHOTO MCCJIeIOBaHUA
ABJIAJIOCE: A) ONpeneuThb IOeMcTBMe Kaboz3aHTUMHMOa Ha IopaXeHUId
KOCTell U OIYyXOJIeBYID MacCy B M30T'€HHOM MBIMHOM MomeJsm MM 5TGM1
(MmccyilegoBaHMe 1), ©u B) wMccaemoBaThk BJIMSHMe KabozaHTHMHMOa Ha
o0myn BEXMBaAeMOCTL DSTUX MHIIe¥ OIpM BBeOeHUM OTIHeJIbHO WM B
KoMOMHauum ¢ 6GopTe3oMMOOM (MCCileoBaHuEe 2) .

[00128] MW ccinenmyeMble COeIMHEHUSI UM HocuTenm. KabozaHTUMHUO
(XL184) mnojayuaonT B Exelixis B ¢QopmMme TIopomka. EI'0O pacTBOPLOT B
CTepUJILHOM BOIe TakK, UTOOH KOHIEeHTpalud CcocCTaBuia 1 MI'/MJI, u
BBOOAT B mosax 10 wmr/xkr wmim 30 wMr/xr. PacTBop MmJId BBeIeHUS
[IOJIyYamnT KaxIOull  IOeHb 3a Yac IO BBeIeHHud. HepacTBOpEHHOE
uccJenyeMoe coelrHeHMe XpPaHAT IOpKM TeMIepaType oKpyXaomel cpeld
MM KOMHATHOM TeMIlepaType B CYXOM cCcpele, TaKoM Kak D2KCUKATOP.
VccienyemMoe CcoOelVMHeHMEe BBOIOAT pas3 B CYTKM [IepOpalIbHO Uepes 30H]I.

[00129] Bopreszomud nogaydaoT B LC Laboratories (BocToH,
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Maccauycerc, CIIA) B QOopMe IOpOMKa WMIM B BMIE pPacTBOpa B BTaHOJE

(EtOH) . MVCxXOomHBEM pacTBOp xpaHAaT npu -20 °C. PacTBop OopTesomMuba
I0JII BBeleHMA TOTOBAT CBeXMM IJIS KaXIOoI'o BBeIeHMA CJedylyM
obpasoM: 25 MKJ MCXOIOHOTO pacTBopa Oopreszommbda (LC Laboratories,
BocToH, Maccauycerc, CIA) ¢ KOHUeHTpaumer 25 Mr/miu B EtOH u 25
MKJ EtOH pasbarasor 3,61 wMin  0,9%-oro pacteopa NaCl, uUTOOH
IOJIYUMTE KoOHLeHTpauuo 0,17 wMmr/mia. O0OO0beM BBeOeHMS CcocTarjgeT 3
MJI/KT, uTO maeT pmo3y 0,5 Mr/xr. BopTes3oMud BBOOAT BHYTPUOPOMMHHO
OBaXOE B HeleJo.

[00130] Hocuresib oJidg kabozaHTMHMUDA (HocuTeJ b 1)
IpeIcTaBJIgeT COOO¥ CTepUJIbHY BOLY, a HOCUTeJb mOjisa OopTesoMmba
(HocuTesib 2) mOpencTaBysgeT cobom 0,7% EtOH B 0,9% NaCl.

[00131] KynsTypa KJIeTOK. KJIeTKM MHOXECTBEHHOM MMEJIOMH MHIIen
5TGM1 noJydainT B OTHeJe MOJEKYJISPHOM MeOMUIMHE HayuHoTo ILleHTpa
300POBE A opu TexacCcKoOM YHUBEPCUTETE B CaH-AHTOHMO.

KyJnbTUBMPOBAHME KJIETOK BHIIOJHAKT B COOTBETCTBMM CO CTaHIAPTHEMMU

npouenypaMmu. KieTku MueJoMbl Mbemed 5TGM1  (2x106 xjgeTox B 0,1 M
OCE) BHOCSAT B XBOCTOBYI BeHy Memel B 0 »JeHb. XM3Hecnoco®HOCTH
KJIETOK OINpeneifsioT OO M IIOoCJle BHeCeHMsa. BHeCceHMe PaKOBEX KJIETOK
BymeT BHSHBATL Y MHIIEV pa3BUTHMe 3aboJieBaHus KOCTeW, TUIMUYHOTO
IJISSI MHOXECTBEHHOW MMEeJIOMH .

[00132] Babop kpoBmM. OO0pas3lb KpOoBM 3abupaildT U3 IIOIKOXHOMN
BeHH OO BHEeCEeHMSA PaKOBHX KJIeTOoK, B »OHM 15, 22, 35 wu 1pwm

YMEPIBIJIEHNN . O@paSHH CEIBOPOTKM TIT'OTOBAT B TeUeHMe OITHOIT'O dWaca

nocjie 3abopa M xpaHAT npu —-70 °C. CHBOPOTOUHHM HapanpoTeuH I1gG2b
OIpenesIsanT C MCIIOJIb 30BaHMEM Habopa oJIsd KOJIMYECTBEHHOTO
onpernmelleHMsa MeMMHOTO IgG2b ¢ mnomomeio MOA (Bethyl Laboratories
Inc, MouTromepu, Texac, CHA). AxTMBHOCTL TRACP 5b B CHBOPOTKe U

KOHIleHTpaluui PINP  oOIpenelidonT C MCHOOJIb30BaHMeM HabopoB  OJi4

MBEIIMHOT'O TRAP u MBEIIMHOT'O PINP (IDS, BoJsiroH, CoenmMHeHHOEe
KopoJsieecTEO)
[00133] PeHTTeHOBCKasd pamuorpadus. PaszButue MM EJIOMHOM

BoJIe3HM KOCTelM KOHTPOJUMPYIT C IIOMOMBI PEeHTIeHOBCKOM paIuorpadum
B JOeHb 35. XuUBOTHHM HOalT aHEeCTe3MK C IIOMOINBK M30QJypaHa WU

rnogBepramnT PEHTI'€eHOBCKOMY MCcCJIeJOBaHMIO B ITOJIOXEHUMN JIeXa Ha
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XMBOTE C TIPpMMeHeHMeM CUCTeMH OJd paluoTrpadum Faxitron Specimen
Radiographic System MX-20 D12 (Faxitron Corp. WmauHomuc, CIIA),
MCIHOJNBb3Y A HNpoTrpaMMHOe ofOecnedeHre Faxitron Dicom 3.0. CHMMaOT TIO
MeHBIIEM Mepe OIOHY paluoTpaMMy (o0erx 3BalHMX KOHEeUHOCTEeM) MOJId
OOHOTO XMBOTHOI'O IIPU KaXIOM BKJIOUEHUM PEHTI'E€HOBCKOI'O MU3JIYUYEeHUH
(31 B, 10 cexyHIO, yBeJuueHMre 2XxX). KoJmuuecTBO IIOBPEeXIEHUM U
omanlb [IOBPEeXOEeHN A B 3a0HUX KOHEUHOCTAX OIpPenesIsanT ns3
IIOJIYUYEeHHEIX M300paXxeHUM C IIOMOWBK [IPOTPaMMHOTO oOOecleueHMd MOJIA
aHanmza mzobpaxeHum MetaMorph.

[00134] CraTucTnuyeCcKmun aHalmus. CTaTmuCcTHUUeCKUM aHaJim3
BLIIIOJIHAIT C MCIIOJIb 30BaHMEM CTATUCTUUECKOT'O IpOTPaMMHOTO
obecrieueHusa R (Bepcum 2.14.0 wuiam HOBee, WwWww.r-project.org) wiau
OriginPro (Bepcum 8.6 uJIM  HOBee, OriginLab, HopTreMmnToH,
Maccauycerc, CIIA). a4 KaxOoor'o IapaMeTpa OIpelesidinT CcpelHee
3HaUeHME U CTaHOapTHOE OTKJIOHeHMe. CTaTUCTUUYECKMM aHaJiu3 BO BCeX
CJlydadax BEHIIOJIHAKT C MCIOJBb30BaHMEeM »OBYCTOPOHHUMX KpuUTepueb. o
nIpoBeneHmAa majibHelueIo aHaJm3a [IPOBEPAKRT HOpMaJIbHOe
pacrnpenesyieHre ¥ OOHOPOOHOCTE HOUCIIEPCUM. B cCilydyae HapylWeHMSa DTUX
OONYMEeHVY NIPUMEeHST WM JorapudMmMueckoe IOpeod®pasoBaHMe, WK
opyroe nonxonsdmee npeobpasoBaHue (HanpumMmep, V3BJICUEHUE
KBaAaOIpaTHOI'CO KOPHA, IOoJIydeHMe OOpaTHHEX BEJMUMH) . ECIM »OONYIEHUSA
BHIIIOJIHAKTCS CcaMM II0 ceBe WM IIOCJe IpeBpalleHusd, MCIOJb3YIT
onHOGaKTOPHEM ANOVA @OJsS KOHEUHHX IIapaMeTpoB, UTOOH OILeHUTH,
pazaInMuyanTcad JM CTATUCTUUECKM BeJIMUYMHEL, [IOJIYYEHHEE IJISI pPa3HBX
rpynn (¢ p < 0,05), ¢ mnoclenyomyM CcpaBHEHMEM C KOHTPOJILHOM
TPYNIIOM B COOTBETCTBMM C KpuTepueM TeoOKM. EcaM »DomoymeHUS He
BHIIIOJIHAITCHA JaXe I[IOCJe BHIIOJHEHMS ONMCAHHHEX BHIIE IIpeRpalleHul,
IIPUMEHAKRT IIpeBpalleHre C pPaHXMPOBaHMEeM  HOaHHEX UM UCIOJb3YKRT
HellapaMeTpuueckuil kputeputt Kpackejga-YoJumca, a 3aTeM U-KpUTepun
MaHHa-YUTHM. [OJI9 MHOTOKPATHHX M3MEpeHUM, TakKuxX KakK OUOXVMUUeCKHUe
MapKepH, MCHOJb3YIT CMellaHHYK JIMHEVMHY MOIeJlb BJIIMAHMUA.

[00135] Meromu. Camok wmbmel C57BL/KalwRij pacopemesiaim B

JleueOHEEe TI'pyHdnel (n=15 Ha TIpyldly) C pPaBHEMM CpPeIHVMM MaccaMu
TeJa. B KaXIOoM ns 2 MCCJIeIOBaHUM VCIIOJIbE 30BaJIu JeTHpe
DKCIIePUMEHTaJIbLHEle TPYIIIIE KOHTPOJIEHYIO Tpymnmy, [IOJIYYaklyo

HOCUTEJIL, M TPYINOH, IoJydvaKnmre ToJbKO OopTesomud (0,5 wMr/xr
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BHYTPUOPKIIMHHO IOBaXIE B HeIeJwo) mim kKabo3aHTUMHUO (10 Mrp/xro
IepopallItHO pas3 B CYTKM) . McciemoBaHuMe 1 Takxe BKJIKOUYAJO TPYIILY,
noJiyyamomyio ©oJiee BHCOKYHD HO3y kadosaHTuHMOa (30 MT/KT OepopallbHO
pas B CYTKM), a MCCJemoBaHMe 2 BKJIKUAJIO KOMOMHMPOBAHHYI TPYIIILY,
[IOJIYYanlyo dopTes3oMMUD (0,5 w™Mr/xr BHY TPUOPIIMMHHO OBaxXOel B
HenmeJo) u kKaboszaHTmHMO (10 MP/Kr nepopallbHO pas B CYTKM). B
uccJenoBaHuM 2 Kaxiasa Tpyllda, »ODoJydalmasd eIMHCTBEeHHHM areHT,
Takxe II0JiydaJla HOCUTeJb IPYyToM TPYINH, I[IoJydallel eIVHCTBeHHHM
areHT, C MCIOJIE30BaHMEM IOOXONAMETO Cclocoba M CXEMH.

[00136] B pmeHr O XMBOTHBIM BHOCWJIM KJIETKM MBIIMHOM MMEJIOMEL
5TGM1 nyTeM BHYTPMBEHHOI'O BBeIeHMSA. BBeleHMe aleHTOB HauuHaJIU B
oeHb 1 ¥ [OPOOOJIKAJIM KaxXOHlM OeHb OO YMEepHBJEeHMS B OeHb 35
(uccaenoranme 1) wmam pmedbp 70  (McciaemoBaHMe 2). Maccy TeJia
ompeneyanM IOBaXOe B HeneJo, a ofbpasus KpoBM 3abupaau B OgHU: 1,
15, 22 m 34 pisa omnpelejieHud apalpoTerHa (IgG2b) m TRACP 5b. B
uccyienoBauuy 1 pasBUTHE OCTEOJUTHUUECKMX IIOBPeXIeHUM ofOHapyXUBaJMU
C MCHOOJIB30BaHMeM pamuorpadmumM B KOHLe McCcJeloBaHMA. XKMBOTHEX
YMEPWBRJIAIM OO 3aBeplleHMA DKCIepMMeHTa Ha OCHOBAHMM KOHEUHEX
TOUEK IJIS VYCHIUIEHUMS M3 IDTYMaHHHX coobpaxeHur (T. e. IIapajluu
HMXHEeM YacTM TeJa). B aHalM3 BRJIIOUAJM XUBOTHBIX, YMEPIBJIEHHHX B
TeueHMEe UeTHpex OHeM IO KOHIla SKCIepMMeHTa B MccJjlefoBaHumM 1.

[00137] PeBynwsTaTeH. B wMcciaelgoBaHum 1 OopTe30oMMO YMeHbIIAJ
YPOBHU IgG2b B CHBOPOTKE ¥ CHMXaJI YacTOTY BO3HUMKHOBEHWUA
IopaxeHuM MATKMX  TKaHel, HO He TIPOIOEeMOHCTPMPOBAJ  3allMTHEX
CBOMCTB OJa kocTel. Kabo3aHTMHMO OIPOIOEeMOHCTPHUPOBAJ  3allMTHOe
oelicTBMe Ha KOCTM: CcpeInHas u ofmasg I[LJiomalb OCTeOJIUTUUECKUX
MIOBPEXIeHUN yMeHblajlack npu nos3e 30 Mr/xr, a comepxanme TRACP 5b
B CHBOPOTKE M KOJUUECTBO OCTEOKJIACTOB Ha TI'PaHUIE OIIyXOJb—-KOCTb
yMeHbMaJMCh Kak opu pose 10, Tak u 30 wMr/xr. OTHOCUTeJIbHAS
Jjomalb KOoCTeM He OTJAMYallach OT KOHTPOJLHOM B COOTBETCTBUM C
OaHHHEMM TUCTOMOp@oMeTpuM. IloBemMeHMe I1gG2b B CHEHBOPOTKe B 00eUx
TpyInnax, noJiyyaBmmMx  Kab®o3aHTUHUO, HauMHAaJIOCE paHeeg, ueMm |y
KOHTPOJILHOW TPVIINLE, I[IOJydaBlle HOCUTEeJL, HO IIPY YMEepmBJIeHUM He
HaOJoIaJoChk 3HAUMMOTO pPa3JIMuMsa MEeXIOYy OTHOCUTEJIEHEMU YPOBHAMU
IgG2b. Joza kabozaHTMHMOa 3aBUCHUMO YyBeJIMUMBAaJa ILJIoMalb HeKpo3a

OITYyXOJIN B KoCTH, gTo YRKas3eBaeT Ha BO3MOXHOCTb TOT'O, dTo
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yBenueHre I1gG2b wMoxeT OHTB CBS3aHO C JIM3MCOM ILJla3MaTUUeCKUX
KJjleTok. O6e pmo3H KkKabo3aHTMHMOa YMEeHbIIaJlM 4YacToTy BO3HMKHOBEHMSA
IIopaxXeHnM MATKUX TKaHel.

[00138] B MCCJeloBaHnn 2 MeIVaHHOE BpeMd BEIXMBAHUA
cocTaBJaJO 36 mOHew (HocuTesnb), 43 1nHa (Bopreszommud), 48 mOHeM
(kaboz3aHTUHUD) n 55 oHeu (kabo3aHTHMHUO+OOPTEe30MUD) , uTo
n300paxeHo Ha our. 1. IlpomjieHuMe o0oOmMero BEKUBAHUSA (OB) o
CpaBHEHMK C HocuTeJieM OBJIO CTaTUCTUUECKM 3HauMMO [IJIS TPYIIIH,
noJyuaBme kKab®ozaHTMHMO, a He IOJ4 TpPYINH, OHoJydaBmen OopTesoMud.
llponjieHre OB B KOMOMHMPOBAHHOWM TpyIne OBJIO 3HAUMMO II0 CPaBHEHUIO
C TOJIbKO DopTe3oMuOOM, HO He C KabO3aHTHMHUOOM.

[00139] BmBomel. Kabo3aHTMHMO NIPOIOEMOHCTPMPOBAJI KaK 3alluTHOE
OoJI1 KOCTeM, Tak U I[IPOTHUBOOIYXOJIeBOe IeMCTBMEe B DSTOV MBIMMHOM
Mome i MM. JIONOJIHMTEJIbLHO, CTaTUCTHUUECKM 3HauuMoe IMpomJieHMre ofmemn
BEIKMBAEMOCTHM HadjmomaJiu ¢ Kabo3aHTMHMOOM OTHEeJIbHO M C KoMOMHauueu
kabo3aHTUHMO+BopTe30MUD . STUMU pesyJbTaTaMn OBOCHOBAHO
OOIIOJIHUTEeJIbHOE uccyjenopaHue kabo3zaHTHHMOA OTIOEJIBHO VI B
KOMOMHAIIMYM C OPYTUMMM areHTaMy [IPpYM MHOXEeCTBEeHHOM MMreJIoME.

[00140] BrmeuzjoxeHHOe mM300peTeHMe OBJIO ITOOPOOHO OIMCAaHO
[IOCPEeICTBOM WMJLJIOCTPAalMM M IIPMMEPOB C LeJbld SCHOCTM ¥ I[IOHMMAaHMUL.
ODaHHOe n3obpeTeHUe OBLIIO ONIMCaHO Ha OCHOBaHUMU PasINUYHEX
KOHKPETHEX U IMPenOlouTUTEJIbHEIX BapMaHTOB peaiM3aluM M CIOCOOOB.
OmHakoO cJjlegyeT IIOHMMAaTh, UYTO MOTYT OHBTH CHOeJIaHE MHOT'OUMCJIEHHEE
VM3MEeHEeHUS U MoIuMdMKauumu 06e3 OTCTYILJIEHMSA OT CYMNHOCTM M oO0OBLeMa
n3obperTenus. CIOelMaJIUCTY B OaHHOM OOJIaCTM TeXHMKM IIOHSATHO, UYTO B
openejax oo6beMa OpularaeMor QOpPMYJIHL M300peTeHMsa MOTYyT OHTb
OCYIECTRBJIEHH WM3MeHeHMSa ¥ MOIMOMKalMM. I[losToMy CJeOyeT IIOHMMAaTh,
UTO TIPMBENEHHOE BHIIEe ONMCaHMe IMOIpeldHa3HauYeHO IJIA WJLInCTPpalluM, HO
He oT'paHMueHuda. CJeIoBaTeJIbHO, obbeM HacToOAmero u300peTeHus
cJenyeT OIpenelidTb He Ha OCHOBAaHMUM IIPMBEINEHHOT'O BHIIE OMNMCAaHUA, a
BMECTO BTOT'O eTro cJjelyeT oIpenelaTh Ha OCHOBaAHUM CJelyllen
opujaraeMo QopMyJIH M300peTeHMS BMeCTe CO BCeMM SKBUBAaJIeHTaMM, K

KOTOPEIM TakKa#4d c]_)opMyﬂa MSO@peTeHMH rMeeT OTHOIEeHIME.
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®OPMYJIA MBOBPETEHNA

1. Komrniosuiums, comepXxallad MHI‘M@I/ITOp InpoTrTeaCcoM M MHPM@MTOp

C-Met B COOTBETCTBUM C GOPMYJION:
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QopmyJia I
NI ero bapMalleBTHUUECKN IprueMIeMyo COJIb WIIN

bapmalleBTMUECKYID KOMIIOBMIMID, COINepXalyl coelrHeHre OGopMyJiel I u

bapMalleBTUUECKM [IPUEMIEME HOCUTEJIbL, IIe:
R! mpemcTaBiyigeT cobolM TaJloTeH;
R? mpemncTaBjgeT cob®OM TajloTeH; U

Q npencrasJjsgeT cobom CH wmim N.

2. Kowmmosuuusa 1o n. 1, oTjauyawnmasgcs TeM, UYTOo MHPM@MTOp C-

Met ¢opmysiel I npencrTarjigeT cofBoM coemuHeHMe (QOpMYyJIH IA:
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dopmyJsia IA
MM ero ¢apMalleBTUUECKU IIPMEeMIIEMYK COJIb.

3. Kommoswuumsa 1o II. 2, oTJiMyaKrmadac4d TeM, 4YTO I/IHI‘I/I@I/ITOp C-

Met ¢opmysnl I nOpencTarjigeT coboM coemmHeHMe 1:
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WM ero dpapMalleBTUUECKU IIpUEeMIIEMYK COJIb .

4. Kowmmosmuumsa o omn. 1-3, oTJMyuawnmascsad TeM, UYTO COoeIMHeHME
1 HaxomuTcsa B OGopmMme dapMalleBTMUECKM OIpueMJIeMoM L-MaJlaTHOM COJIM,
D-MaJlaTHOM coJiM, DL-MaJlaTHOM COJIM MJIM UX CMeCH.

5. Kowmmosuuma o nomn. 1-3, oTaMyawnmascd TeM, UYTO MHIUOUTOP
IpoTeacoM opencraBJigeT cobonr SIUTaJiJIoKaTeXMH—-3—TajuiarT,
caJiMHocnopaMun A, kKapduinsoMmd, OopTeszoMud, ONpOo30OMMD, HKCa30MUO,
MapmsoMmO WM meJjiaH30MMuO.

6. Komnosuuma no nmn. 1-3, omjMuawnmascsa TeM, UYTO MHIUOUTOP
C-Met mpencraBJygeT coboM coelIMHeHMe 1 MIM eTro dapMalleBTUUECKU
IpueMiIeMyl  COJIb, a MHIMOMTOpP IpoTeacoM IIpelcTaBJgeT cobon
topTesomMud.

7. Kommoszsuumusa o omo. 1-3, oTjMyanmascsd TeM, UYTO MHIUOUTOP
C-Met mnpezncraBjasgeT cob®o¥ coeIuHeHMe 1 MIM ero (QapMalleBTUUeCKU
opueMiieMyl  COJIb, a MHITUOMTOpP IpoTeacoM I[IpelcTaBygeT Ccodoun
KapdpmirsomMmob.

8. Cnocof JeueHUa NOPOJIUOEepPaTUMBHOT'O PaCCTpPOMCTBa y CyObekTa,
BRJIOUAINVY BBeIeHMe CyOBekKTy 500eKTMBHOTO KOJMUeCTBa KOMIIO3ULIUK
mo mnm. 1-3.

9. C(Cnoco® mo 1mn. 8, oTIMUalIMWCcsa TeM, UYTOo OpoJmndepaTHUBHOE
PAaCCTPOMCTBO MNpPeAcTaBJigseT CcofoM pak.

10. Cnoco6 mo 0.9 omauyuamnmmiica TeM, UTO pakK I[IpelcTaBJIgeT
coBoM KOJIOpPeKTaJIbHEM pakK, pakK TOJICTOM KUIKM, pPakK TOJIOBH U IIeu,
pakx MOJIOUHOM XeJIe3H, HeMeJIKOKJIE TOUHEIM pak JIETKOTO, pax
npelcTaTelJILHOM XeJIe3H, I[IOUEUHO~KJIETOUHYI KapLVHOMY, pax
IOMKEJIYOOUHOM XeJle3H, pPakK SAWUYHMKOB, pak OpIMHE, pakK OIpsaMOou
KUIKM, pak IIOUKWU, JmMooMy  XOIDKKMHa, pPak MOUeBOI'O IIY3HPH,
IeUeHOUYHO-KJIETOUHHM pakK, pakK XeJjlylIKa, ILJIOCKOKJIETOUHYD KaplLMHOMY,
pak meVKM MaTKM, PpakK MaTKM, XPOHUUECKUN JMMOOUMTAPHEM JEeWKOS3,
JINMMOOMY , MUEJIOMY , MHOXECTBEHHYK  MUeJIOMY, COJIMOHYH  OIIYXOJb,
I'eMaTOJIOTUUYECKYK  OIyXOJIb  WMJIM  XeJIyOOUWHO-KMIEUHYHD  CTPOMAJIEHYIO
onyxoJib (GIST) .

11. Cnoco® mo m. 10, oTaMUammuiica TeM, UYTO pakK IpelCTaBJIAeT
cobon HeMeJIKOKJIE TOUHHIM pak JleTKoTo, pak TOJICTOM KMIIKHA,
MHOXECTBEHHYK MMEeJIOMy WMJIM pak I'OJIOBE UM LIeu.

12. Cnoco® mo m. 11, oTjauUammuiica TeM, UYTO pakK IOpelCTaBJIAeT
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coBOoM MHOXECTBEHHYID MMEeJIOMY .

13. Crnoco® mo mn. 12, omjJMUanmMMiCcd TeM, UYTO MHOXEeCTBEHHas
MMUeJioMa ABJAETCHA PelUMIVMBUPYIEN MM Pe3UCTeHTHOM.

14. Cmooco® no Jmwbomy u3 nm. 10-13, oTaMuanmMica TeM, YTo
CYDBEKTOM ABJIAETCH UeJIOBEK.

15. Crioco® JleueHus cybwekTa, cTpajawnmero oT paka,
BKJIOUAKIMIM BBeIeHMe CyOBekTy 5»0QeKTMBHOTO KOJMUeCTBa MHIHUOMTOpA
npoTeacoM ¥ 200eKTMBHOTO KOJMUeCTBa CcoeaMHeHMsa 1 WMIM  eTro
bapMalleBTUUECKM IIPUEMIIEMOM COJIM, I[IpUUYeM pakK IOpencTaBJgeT cobon
KOJIOPEKTAaJIbHEM pakK, pak TOJICTOM KMIIKM, pakK TOJOBHEH M IIeu, pak
MOJIOUHOM XeJle3H, HeMeJIKOKJIe TOUHBIM pak JIETKOTO, pax
opencraTesylbHOM XeJle3H, [IOUEeUHO-KJIE TOUHYIO KaplLVHOMY, pax
NOmMKeJIYOOUHOM KeJle3h, PakK SAWUYHMKOB, pPak OpmMHE, pak IIpsaMou
KUK, pak IIOYKWK, auMboMy  XOIXKMHA, pPak MOUEeBOTO IIy3HpPS,
IeUeHOUHO-KJIETOUHHM pak, pak XeJjylKa, I[LJIOCKOKJIETOUHYD KaplLMHOMY,
pak me¥ky MaTKM, pakK MaTKM, XPOHMUECKMN JIMMOOLUMTAPHEI JeWKos,
JIMMOOMY , MM EJIOMY , MHOXECTBEHHYK  MUeJIOMY, COJIMOHYI  OIIYXOJb,
TeMaToOJIOTUMUECKY  OINyXOJb WV XeJIYOOUHO-KUIIEUHY  CTPOMAaJIbHYI
onyxoJib (GIST) .

16. Cmoco®6 no n. 15, omaMuamommmics TeM, UTO MUHIUOUTOP
IpoTeacoM IpeIcTaBJisgeT cobo¥ dopTe3zoMud MM Kapduizommo.

17. Cmooco® wuHI'HMOMPOBAHMS POCTa KJETKM paka WIKM KJIeTKU
OIIyXOJIM Yy CyObeKTa, BKJIOUALINUY CTalIuK, B KOTOPHX: (a) KJIeTKy
IPUBOIOAT B KOHTAKT C 20PeKTUBHLIM KOJIMUECTBOM CcoeIVHeHUS dopmMyJ I
WJIN IA, olpeneJyIeHHOTO B III. 1 n 2, WJIN  COeOVHEHUSA 1,
ompemejyleHHoTOo B II. 3; u (b) KJIeTKy HOOOBepranT BO3IEMCTBRUI
50PeKTUBHOTO KOJMUUECTBa MHITUOMTOpPa IIpOoTeacoM, IIpuueM UHIUOUTOP
IpoTeacoM BHOpaH M3 TPYINBE, COCTOAmMeM U3 SIUraJljJloKaTexXMH—-3-
rajiaTta, caJIMHOCIIOpaM1Ia A, Kapodmuiazommba, fopTesoMmuba,
onposoMnba, HUrKcaszoMmba, MapmusoMmba WM OejlaH3oMuba.

18. Cnoco® mo u. 17, oTaMuamMicg TeM, UYTO COeIMHEeHUE
IpencTaBJIgeT cobom coeIuMHeHUe 1 VI ero bapMalleBTHUUECKHU
opueMiIeMy®n  COJIb, a MHTUMOMTOP I[IpOoTeacoM IIpencTaBJgeT cobou
opTesoMUd MV KapduisoMmo .

19. Cnoco6 no mn. 1-18, oTiMuUamomuicsa TeM, UTOo Yy IIallMeHTOR,

KOTOPHEHX JiedaT C MWCIIOJIE30OBaHMEM KoMOMHaUWM, HabmomaeTcd [IOJIHAaA
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cepoJioTMUeckasa peakKludg.
20. Cnoco® no nm. 1-18, omauuanmmica TeM, YTOo Y IIalMeHTORB,
KOTOPEIX JeuaT C MCHOOJIb30BaHMeM koMOMHaluy, HabJomaeTcd YacCTUUHAaA
cepoJioTMUeckasd peakludg.
21. Cnoco® no nm. 1-18, omauuanmmicsa TeM, YTOo Y IIalMeHTOB,
KOTOPHIX JieuarT C VCIIOJIL 30BaHueM KOMOMHaALUM, HabmonaeTcd
cTabuibrHOe 3aboJjieBaHue.

IIo DOBEpPEeHHOCTHU
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