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MUKPOKAIICYJIBl C 3AMEJJIEHHEIM BBICBOBEOXIEHMEM,
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HacTosmas 3asBka MOATBepXIaeT NpeMMylieCTBa PEeBapUTEJIbHOM
3agBKM Ha narTeHT CHA No. 60/563245, nomaHHoi 15 anpena 2004 r.
n USSN , nomaHHom __ anpens 2005 r. (3kcmnpecc-nouyra EV
57190029 US), ozarJlaBJIEHHOM  «YCTPOMCTBO  OJA 3aMeJIEHHOTO
BEHICBOBOXIEHMA Ha OCHOBE I[OJIMMEpPOB», HeJiI0 MaTEeHTHOTI'O [1OBEPeHHOI'O
No. 1733.2056 US1, aBTOpamm KOTOpOM saBjaswTcsa Steven G. Wright,
Troy Christensen, Thean Yeoh, Michael Rickey, Joyce Hotz,
Rajesh Kumar u Henry R. Costantino. [losHOe onmcaHuMe YKa3aHHBIX
3agBOK BKJIOYEHO B HaCTOSUMM OOKYMEHT B KadyeCTBE CCBUIKU.

[TpeANOCHJIKM CO3OaHmA MBO@peTeHMH

Bosabwoe 1547 (e} (o) OenkoB 7 nenTunos, B COBOKYIIHOCTHU
oBo3HaYaEeMEX B HacTosfmeM onMcaHum Kak [oNUIenTNOH,
OEMOHCTPUPYIOT BUOJIOTUUECKYIO aKTMBHOCTb in vivo npu nx
MCIIOJIE30BaHNUN B KauecTBe JeKapCTBEHHEIX CpencTB. MHoTHe
3aboJieBaHuA nimu onpenesyieHHBEE COCTOAHUA 3O0POBbLA TpebyloT
BBeIeHMs JIEKapCTBEHHOTO CpeIcTBa C 3aMeJJIeHHEM BBICBOOOXIEHUEM
nnsa  gocTuxeHus Haubosiee 3dbexTMBHOTO MNPOOMIAKTHMUYECKOTO n/nnmn
TepaneBTMUYECKOTO HOencTBuA. [Oius nopnepxaHms B OpranmsMmMé B
TeyeHue MJMTEJILbHOTO I[epuola BpEeMeHM HYXHHX YPOBHEM  TaKux
CpelCTB B OCHOBHOM TpebOyeTcsa BBelneHue OMOJIOTMYECKM AaKTUBHBEIX
NONMMENTUIOBR NyTeM HEOIHOKPATHHIX [OOKOXHEX MWHBEKLMA, KOTOpbIE
3a4YacTyo MNPUBOIAAT K KOJeBaHMAM YPOBHEN JIEKAPCTBEHHOI'O CpencTBa
1, KpoMe TOro, STO MPMBOAUT K HECOOMOOEeHMIO NauMeHTOM pexuMa
BBeJIeHMSA JIeKapCTBEHHOTO CpeliCTBa.

B xauyecTBe aHbTepHaTMBHOﬁ CuCTeMbBl OOCTaBKM C 3aMelJI€eHHBIM

BEICBOBOXOEHMEM MOXeT paccMaTpmMBaTbLCAH VCIIOJIb30BaHue
6M0pa3naraeMHx MaTepmnaljioB, TaKMUX Kak nnoJIMMephsl C
MHKAIICYJIMPOBaHHBIM JIeKapCTBEHHEM CpelaCTBOM. Ncrnosib30BaHue

6uopassaraeMex [OJMMEPOB, HamnpuMmep, B ¢opMe MMKPOYACTUL, WM

MUKPOHOCUTEJIEN, MOXeT oBecrneunTs 3aMe JiIieHHoe BRICBOBOXIEHUE



JIeKapCTBEHHOTO CpelcTBa 3a CuYeT MCIOJIb30BaHUA CBOVICTBEHHOM
MoJIMMEpPY CIIOCOOHOCTM K OMOJIOTMUYECKOMY PasJIOKeHUIo, UYTO MO3BOJAET
KOHTPOJIMPOBAaThH BEICBOOOXIEHME JIEeKaPCTBEHHOTO cpencrTea,
oBbecneumBaeT 6Gojiee CTabuJIbHBI, 3aMeIJIEHHHEM YPOBEHb B OpTaHu3Me
JIeKapCTBEHHOTO CpencTBa M JHejlaeT TakKoM pexuM [ocTaBku OGoJee
ynooOHBIM IJ1A lalueHTa.

OOHakO MRBECTHO, YTO Takue YCTpoMCTBa MIJA 3aMenJIEHHOT'O
BLICBOBOXIEHMSA MOTYT BadacTyl NPUBOIUTHL K BHCOKMM [€pBOHAa4dallbHbM
BHIOpOCaM B OpraHuM3Me JIEKapCTBEHHOT'O CpencTBa M C MMHUMAaJIbHBM
BRHICBODOXIOEHUEM BIOCJIEOCTBUM, YTo BBIBOOUT OOCTUTaeMEIA B
CHIBOPOTKE KpPOBU YPOBEHb JIEKAPCTBEHHOT'O CpencTBa 3a IpelneJis
TeparneBTUYECKOTO OKHa M/WUiIM CKasEBaeTCA Ha I[JIOXOU BMOJIOTNUECKOM
OOCTYMHOCTM JIeKapCTBEHHOI'O cpelacTBa. Kpome TOTO, IMNpPUCYTCTBUE
noJsimMepa, O¢u3MOJIOTMYECKMI OManas3oH TeMIepaTyp M OTBEeT OpTraHuM3Mma
Ha KOMIIO3MLUMI C SaMeIJIEHHHEM BHCBOOOXIEHMEM MOI'YyT BEIBHBATH
U3MEHEeHMs JIeKapCTBEHHOTO cpeacTBa (HanpuMep, ero Jnerpajaumio,
arperauup) , 4To MemaeT OOCTUXEHUIO XeJlaTeJIbHOT'O npoduisa
BHICBOBOXIEHUA JIeKapCTBEHHOI'O CpelCTBa.

KpoMe TOrO, Cnoco®be, MuCHNOJIb3yeMble IJis CO3IaHuA KOMITOB3ULMN
c SaMeIJIEHHEIM  BEICBOOOXIEHMEM, MOTYT  IIPMBOIMUTH K [oTepe
aKTUBHOCTM JIEKApCTBEHHOT'O CpencTBa M3-3a HEeCTAaOMJIbHOCTM TaKoOTO
JIeKapCTBEHHOT'O cpelcTBa M k sbdexTaM merpagalmm Ha MNocjenyommx
crammax obpaborxku. Jerpamauus npencraByaeT ocoBeHHO Ccepbe3Hy
npoBiseMy B cJiydyae  MCIIOJIb30BaHuUA  IoJmMnenTuia B KadecTBe
JIEKAPCTBEHHOT'O CpelcTBa.

B »Toll CBA3U, UMEeeTCA NOTpebHOCTL B CHUCTeMax Onsa BBeOeHUS
BMOJIOTUUECKM AaKTUBHHIX TIOJUIIENITUIOB B 3aMelJIeHHOM pexuMe, Tak
4TOOH KOJIMUECTBO OOCTaBJIAEMOTO noJmnenTuia HaxoOuJoCh B
IManasoHe TepareBTUUYECKUX YPOBHEN U COXPAaHANMCBE MX AKTUBHOCTbL U
5pPEeKTMBHOCTL B TEeUEHMEe XeJIaTeJbHOTO Iepuosa BHCBOOOXOEHMUA.
HecMoTps Ha TO, 4YTO K HACTOSUWEMY BpPeMeHM MPOBEIEeHO MHOIrOo pabor,
HanpaBJIEHHHX Ha peleHMe HOaHHOM TIpoOJjeMs, BCe eme UMeeTcsa
norpe®bHOCTL B HOBEHIX MNOOXOHax.

KpaTkoe OmMcaHue CyIUHOCTU U300peTeHusd

Hacrosmee M306pe'1'e1-me OTHOCUTCHA K OTKPHEITUIO TOTO bakTa, uTO

BHEICOKMUE npoduian BHICBOOOXIOEHUA (Takue Kak npodunu,
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xapakrepusyouyecs COOTHOWEHMEM Cpax K Cave, PaBHBM IPUMEPHO 3 nim
MeHee) MODYT OHTbL HOOCTMIHYTEH C MCIOJbL30BaHMEM KOMIIO3MUMM,
comepxalleid HECKOJIbKO KOMIIOHEHTOB, 3a CYeT KOHTPOJIA COOTHOWEHMUS
areHTa-KoalepBaTa K TIIOJIMMEPHOMY  pPacCTBOPUTEJIO, TAKOTO  Kak
COOTHOWIEHMEe CUMJIMKOHOBOI'O Macja K [OJIMMEPHOMY pPacTBOpUTESo, B
npouecce NPOU3BOIACTEAE, 4To [I03BOJIAET OOCTUTHYTh HU3KOM
nopucrocTu. Jajsee OvUIO OOCHaApPyXeHO, YTO TaKOW HYyXHEM npoduib
KeJlaTeJbHOTO  BHCBODOXOEeHMS  MoXeT OHTb HOOCTUI'HYT 3a CcuerT
KOHTPOJIS npouecca KoalepBaluy, HanpuMmep, [IyTEM  KOHTPOJA
OINTEeJIbHOCTU craiuun noBaByieHus areHTa, criocobCcTByOWEIo
KoallepBaluy, TaKOT'O KakK CUJIMKOHOBOE MAacJjo, IOJIUTEeJIbHOCTM Nepuona
BHIEPXMBAHMA [ocjie nobaBJieHMs M OJIUTEJIbHOCTM Inpolecca nepexona
K cramuMu nobapJieHMSa Tacsamero areHTra. DBeHJIO Takke [okKasaHo, 4YTo
Takasa XeJlaTeJIbHas HM3KAA I[IOPUCTOCTb KOMIOBULUI C 3aMeIJIeHHBM
BLICBOBOXIOEHMEM, TaKMX Kak MMKpOYacCTulbl, MOXeT OBTb JOCTUIHYyTa
3a CUeT KOHTPOJIA pasMmepa Kalejb BO BHyTpPeHHeN »sMyJbcum. Jajnee
BLUIO OOHApPYXEeHO, YTO KOHTPOJIb pasMepa dYacTul, M pacrnpelneleHus
yacTul, 1o pasmepy TaKxe obecrieunBaeT Xopouue npoduim
KeJlaTeJIbHOTO BHCBOBOXIeHUA (Takue Kak cooTHomweHUe Cpax K Cave,
paBHOe npuMepHO 3) M OoJiee NOCTOAHHEN NPOQMIIL BLHICBOOOXIOEHMS OT
cepum k cepum. Hacroamee usoOpeTeHne TakXe OTHOCUTCA K
KOMIIOBMUMAM IOJIA IJMTEJBHOTO BHCBOOOXISHMA AareHTOB, TaKMX Kak
BMONIOTUYECKM aKTUBHHE MOJMMEeNnTumOL, ¥ K crnocobaM NoJjiydeHmsa U
UCIOJIb30BaHUA TaKux KOMITO3ULUN B pexumMme 3aMelJIEHHOT'O
BEICBOBOXIOEHUA OUOJIOTMYECKM AaKTMBHHEX NoJunenTmunos. Komnosuuum C
3aMelJIeHHEM BHICBOBOXIESHMEM MO HacTosmeMy uM300peTeHMio BKJIoYaioT
6UOCOBMECTUMEI MOJIMMEpP, arleHT, TaKoi Kak OMOJOTMYECKM AaKTUBHBIM
[IOJIUIIENTUN, U caxap. [osgunenTun W caxap NOpeanodTUTe]IbHO
OMCNeprMpyloT B HoJmMMepe. lloaunenTun M caxap MOTryT OBTb Takxe
IMCreprMpOBaHe MOOAMHOYKE, WM NPENNnoOYTUTESIbHO OHM MOIyT OIThb
O/CIIepTUPOBAHH B cCoYeTaHMUu. KomMmnosuuum C 3aMeJIeHHEIM
BEHICBOOOXIEeHMEM oBecneumBalT XeJlJaTeJIbHEN M YyCTOMUMBEM Npoduib
BHICRODOXIEeHUsI. B KOHKpPETHOM BapMaHTE OCYUECTBJIEHMA HaCTOAWEIO
M3B0BpeTeHMa yKas3aHHHM MNpoduis XapakTepusyeTcs CoOTHoWeHMeM Cuax
K Cave, PABHEM PMMepHO 3 WM MeHee. B NpennodYTUTEsSIbHOM BapuaHTe

BMOJIOTHUYECKU aKTVBHBIN MOJIUIIENTUL npeacTaBJsieT cobon



aHTUOMabeTHndeCKUn NoNUNenTmnn 178205 nonunenTun, obJia namoumn
CBOMCTBAMM PperyJMpoOBaTb CcoIepXaHue TJIIOKOSH, Takom kak GLP-1,
GLP-2, »KCeHOMH-3, BKCeHIMH-4 Wiy MUX aHajor, MNPOM3BOOHOE WJIN
aroHMUCT, IMpPEenrnouTUTESIbHO SKCeHIuMH-4. Caxap Npelnod4TUTEJbHO
NnpencTaBJigeT cobor  caxaposy, MaHHUT WM UMX  COYeTaHue.
llpennouTuTesbHEE COUYETaHMs BKJKYAT SKCEeHOMH-4 1 caxaposy u/wnm
MaHHUT.

JOMOJIHUTEJILHO WMAM ajlbTEpHaTMBHO, KOMIO3MLMA C 3aMelNJIeHHEBM
BHICBOBOXIEHMEM BKJIOUAET OMOCOBMECTMMLI [IOJMMEpP, areHT, TakoMn
Kak OMOJIOTMYECKM AaKTMBHBI [NOJIUNENTUH, M caxXap, I'Ae YyKasaHHasd
KOMIMOBULIMUA UMeeT obumii o6beM nop, pasHeW npumepHo 0,1 Mi/r umm
MeHee. B KOHKpPEeTHOM BapuaHTe OCylEeCTBJIEHUA HacToAWero
nsobpereHmus obumit oO6beM MnoOp onpenesaseTrca  C  MUCMNOJIb3OBaHMEM
rnopoMeTpuM, OCHOBAHHOM Ha OLEHKEe PTYTHOW MHTPY3MM.

JONOJHUTENLHO WM aljlbTEPHAaTMBHO, KOMIO3uUMA C 3aMelJIeHHBM
BEHICBOBOXIEHMEM COCTOMUT IO CyllecTBY U3 OMOCOBMECTMMOTI'O INOJMMEPA,
SKCeHIMHa-4 B KOHLEHTpaluuM npuMmepHo 3% Macc./Macc. M CaxaposH B
KOHLIEHTpaluuu NpuMepHO 2% Macc./mMacc. BuoCoOBMeCTMMEII NOJMMEDP
rnpencraBuseT cobon NpennodYTUTesIbHO COnoJIMep JakTuoa 178
TJIMKOMOA .

HacTosimee u300peTeHME TaKXe OTHOCUTCA K CHOCOOYy NOoJydeHMUA
KOMIIOBMUUY C =BaMenJieHHBIM BHICBOOOXIEHMEM OMOJIOTUYECKM AaKTUBHBIX
areHTOB, TakKMxX KaK [OJMOENTUIAB, KOTOPHIM BKJIOYaeT NOJydeHue
cMecu nyTeM OOBeAMHEeHMSA XuAKoM Gase, BKJoUYalwei BOAY, areHT,
Takoli Kak BOLOPAaCTBOPMMBNI NOJMIENTUH, M caxap, C MacJsHOi
dasoit, BrioOYaKUer OMOCOBMECTMMBIM NOJMMEP UM pPacTBOPUTENb LI
InaHHOTO TnoJimMepa; QopMuMpoBaHMe BMyJbLCUMM TuUlla BOIa-B-Macle,
HanpuMmep, IyTeM oOpaboTKM YJbTPa3BYKOM MWIM T'OMOTE€HM3aluun CMECH;
noBapJjieHue CWIMKOHOBOT'O  Macja K cMecum i oOBpa30BaHUA
3apONHIIEBLHIX MMKPOYACTHUL,; I[I€PEeHOC 3aponbll€BhHIX MMKpOYacTul K
PacTBOPUTEJIO, MCINOJb3yeMOMy nJid TamWeHus, C LeJbl0 OTBEepXAeHUA
MMKpOYaCTHLL; cBop OTBEPXIOEHHEIX MMKpO4YacCTuUllL; u CyUKY
OTBEPXOEHHHX MMKpOYacTMl. B KOHKpETHOM BapMaHTe OCYWEeCTBJISHNSA
HacToAWero nzobpeTeHnsa CUJIMKOHOBOE MaciJo noBaBJigioT B
KOJIMYeCTBE, HOOCTATOUHOM IJIA IOOCTMXEHMS COOTHOWEeHMS CUIMKOHOBOTO

MacJia K TIOJMMEPHOMY PpPacTBOPUTEJIO, PAaBHOIO NPUMEPHO 1,5:1.



HOMOJIHNTENIbHO  MJIM  aJibTEePHATMBHO, NoJiMMep  HNpUCyTCTBYeT B
MacnaHOM ¢ase B kommuecTBe MpuMmepHo 10% Bec./o6. wm MeHee.
ATeHT Wi nojaunenTun, Harnpumep, BKCEeHIMH-4, MoXeT
[IPMCYTCTBOBATb B KOMMNO3MLMM, MPMBEAEHHOM B HaCTOAMEM onucaHum,
B KOHUeHTpauuu or npumepHo 0,01% mo npuMepHo 10% macc./mMacc. oT
ofmero Beca I'OTOBOM KOMIOSULMM. llonoyHMTeNIbHO, caxap, HanpuMep,
caxaposa, MOXET MPMCYTCTBOBATb B KOHLEHTPALMUM OT npuMepHo 0,01%
A0 NpPUMMEPHO 5% Macc./Macc. OT Beca I'OTOBOM KOMMIOBMLMMA.
Komnosmumsa no HacrosmeMmy wmsoBpeTenmio MoOxeT BBOIUTbCSH

HYEJIOBERY MM OpyT oMy XUBOTHOMY IyTeM UHBEKLUN, UMIIJIaHTauum

(Hanpumep, MOOKOXHO, BHYTPVMMEILIEYHO, BHYTPUOPIOWMHHO,
VHTPAaKpaHMAJIbHO MJIM BHYTPUKOXHO), INyTeM BBEIEHUS B CIUBUCTHE
o60oJI0uKHU (Hanpumep, MHTpaHasankHo, MHTpaBarMHallbHO,

BHYTPUJIET'OYHO MJIM C [IOMOWBI0 CYMIOSUTOPUMEB) WM C UCIOJNbZOBaHMEM
CUCTEMBl [LOCTaBKM in sSitu (HanpuMep, C [OMOWBIO KJIMSMB MM
a®pOo30JILHOTO Ccnpesd) .

B TOM cilydae, Korma KOMIIO3MUMA c 3aMenJIeHHEIM
BEICBOOOXIOEHMEM COLEPXUT BKJIOUEHHEII B Hee TOpPMOH, B YaCTHOCTH,
NenTmin  aHTMINaOeTUYECKOTO WM  INIOKOPETyJIATOPHOTO OencTBeusa,
TaKoM kak GLP-1, GLP-2, SKCeHOMH-3, SKCeHOMH-4 WM Ux aI'OHUCTHI,
aHaJioru 1283078 NPOUBBOIOHKIE, TaKywn KOMITO3ULIUIO BBOIAT B
TepaneBTUYEeCKM DQQEKTMBHOM KOJIMYECTBE IJIS JIeYEeHUS MaLUMeHTa C
anaberTowM, HapyWeHHOM  TOJIEPAHTHOCTBI K  IJIOKO3e (IGT), C
OXMPEeHNEM, PaCCTPOMCTBOM CEPIEYHO-COCYIUCTON CUCTEMbI (CV) wmm c
JIoObIM IPYTUM DPACCTPOMCTBOM, KOTOPOE MOXET nogBepraTbCs JI€UEHUI
OOHMM M3 yYKAa3aHHHX BHIE TMOJUIIENTUOOB WUIAU UX NPOUBBOIOHEIX,
aHaJIOTOB WMJIM ar'OHMUCTOB.

Ucnonb3o0BaHue caxapa B KOMIOBULIMAX c 3aMe JIeHHBEM
BEICBOGOXIEHMEM MO HaCTOSWEMY U306PETEHUD yaydumaeT OMOJIOTMUYECKYIO
HAOCTYNHOCTE  BKJIOYEHHOTO B COCTaB KOMMOBUUMMU  BUOJOTUYECKM
AKTMBHOT'O [MOJIMNENTMHA, HaNpMMep, IMenTuna C aHTUIMa6eTHuYeCKuM
WM  DJIOKOPETYJIATOPHEM  OeMCTBMEM, Y  MUHUMUSUDPYET  CHUXEHUE
@KTMBHOCTU M3-3a HECTaOMJILHOCTU M/MIM XUMUYECKUX B3auMOIeiCTBEMIA
MEXIy NOMNEeNnTMIOM WM JIPYTVMM KOMIOHEHTaMy, COLEPXaLUMMUCH B
KOMIO3MUMM  C  3aMeNJIeHHEIM BHICBOOOXIEHMEM MM MCIOJb3YEMEMM B

lpoliecce ee M3BTOTOBJIEHUA, NPU COXPAHEHUM OBJIATONPUSITHOTO npoouns



BLICBODOXIEHUS .

B oOOHOM BapMaHTe KOMIO3MLUA II0 HacCTosAmeMy Un300peTeHMIo
COONEePXUT AKTUBHBIA areHT BKCEeHIMH-4 B KOHLEHTpauuu NpMMepHo 5%,
caxap B KOHUeHTpaluuu npuMepHo 2% wu OuononmMep. B  OpyTrom
BapMaHTe KOMMO3MUMS COIEPXUT AaKTMBHBI areHT SKCeHOMH-4 B
KOHLIEHTpaluuM MpuMepHo 3%, caxap B KOHLEHTpauuuM T[pPUMEPHO 2% U
fuornionmMep. B eme OIHOM BapMaHTEe KOMIIO3MUMSA COOSPXUT I[OJMMEp
PLGA. B eme OIHOM BapMaHTe KOMIIO3MLUUA COIEepXUT nojuMmep PLG 4A,
KOTOpHIM BKJouaeT IpuMmepHo 50% wmon. DL gjaktupma u  50%  MoJ.
TIMKONMOA C He3alMIeHHOM CBOBOOHON KapOOKCMIIBHOM  KOHLIEBOM
TpyInnon (oB6ozHauaeMoit kKak  «4A»). B eme OOHOM BapuaHTe
KOMIIOBMLMIO [OJIydaloT B BUIE MUKPOUACTULE, XapaKTepusywlencs
rnokasaTeJsisiMM pas3Mepa 4YacTul, pachnpelnesyieHMsa dYacTull 10 pasMepam M
oBmwero obwemMa MNOP, COOTBETCTRYUMMM I[lOKas3aTesgaM I[10 HacToAleMy
onucaHmo. B eme oOHOM BapuaHTe of6mmii o0O0BeM TIMOp COCTaBJIfeT
MeHee, uyem npumepHo 0,1 mn/r, cpengHuM pasmep udacTuiy DVsy MOxeT
cocTaBnATe npuMepHo 50 MHMKPOH C pacrnpepejieHMeM dYacTuu, Co
CHUXEHHBEM npenesoM DV,, npuMepHo 30 MMKPOH, & 4YacTul, C BEPXHMM
npenenoM DVyy, npumepHo 90 wmmkpoH. B eme oOnHOM BapuaHTe
MUKPOYACTULE OGOPMUPYIOT, [OJYYaloT WMJIM OHM MOTYT OHTb MNOJIyYeHH B
COOTBETCTBUM C T[pUBENEeHHBMM B ONMCaHuUM [poueccamu. B onHOM
TAaKOM BapMaHTe YyKa3aHHHM ClIocof nNpeAcTabBaseT cobol mnpouece,
npoTexamMit B BOOHOM/MacisHO/MacisHoit cpeme  (B/M/M), TAe
pasmep JacTull BO BHYTPEHHEN BMYJibCUU COOTBETCTRBYyeET
XapaKTepucTMuKaMm, MNpPMBENEHHEM B HacTosAmWeM onucaHmm. Kpome Toro,
yKa3aHHEM cnoco® MOXeT BKJOYaTh KoalepBaT CUJIMKOHOBOIO Macha,
COOTHOIEeHNe KOTOpPOTO K IIOJIMMEPHOMY pPacTBOPUTEJIO MOXeT
xXapakTepusoBaTbcsa kosdppmuumenrom ot 1,5 mo 1. Iajsee, yka3aHHHEMN
croco® MOXET BKJIOYATh KOHTPOJIb cTaoun KoalepBaluuu, B
COOTBETCTBMM C HACTOSNMM ONMCaHMEM, M Oaxe B TOM cCJjiydae, Korza
uMeeTCs CTadusa [epeHoca koaluepBaTa K BHYTPEHHEN 3MyJbCuUM, OHa
cocrampjsgeT 3 MMHYTH WM MeHee, CTaIus BHIOEPXMBAHUA COCTaBJAET
npuMepHo 1 MMHYTy WIM MeHee U cTazusa OHCTPOTO nNepeHoca K
pacTBOPUTEJIO IJIS TaleHUs/OTBepXOeHUs IUIMTCA MeHee [puMepHo 3
MUHYT. B eme OOHOM BapMaHTe yKa3aHHBM pacTBOPUTEsNb NpencTaBJfeT

cobon OBOMHOM pacTBOpUTEb, NpenrnouYTUTEsSIEHO CMecChb



renraHa/sTaHoJa.

B eme OOHOM BapMaHTE KOMIIO3MLUMM IO HacToAWeMy WU300peTeHMo
MOTYT OHTBb TakKXe M3TOTOBJEHH C oOO6pa30BaHMeM (QOpPMH, NpPUEMIIEMOM
0Jl1A BBeIEeHMA uepe3 UIJIy B OpTaHuM3M Xo3fAMHa. MHbeuupyemas
KOMIIO3ULUMA MOXeT BKJIOYATh OMNMCAHHEIE KOMIIO3ULUMM MMKpPOUacCTHl, B
BONHOM HOCMTEJIe IJIS MHBEKLMM, XapaKTepusyllleMCs COOTBETCTBYKUeNn
BSIBKOCTLIO. BOOHEIM HOCUTEJIbL IJIS MHBEKLMM MOXET WMMETh BA3KOCTH,
paBHyl0 Ino MeHbmenn Mepe 20 caHTunyas Ipu Temneparype 20°C, wu
MOXEeT TaKXe MMeTb BA3KOCTL Bhle, uyeM 50 caHTunyas, U MeHee, UYeM
60 caHTunyas, npu Temneparype 20°C. MuMKpPOYacCTMUE MOTYT OHITb
CYCNeHOMPOBaHE B HOCHUTeJIe IJIS MHBEKUMJA B KOHLEHTpauuu Bblle, 4YeM
npuMmepHo 30 Mr/mMi, c obpa30BaHMEM CYCIEH3uM, NPy DTOM XUIOKafd
basa cycneHsum ByneT MMeThb BA3KOCTb, paBHy MO MeHbmen mepe 20
caHTunyas npu Temneparype 20°C. KoMmnosmuuus MOXeT TakKkXe BKIIOYATh
areHT, MOBHUAKIMNA BA3KOCTb, Aare€HT, MNOBHUAKIMMA MJIOTHOCTL, aTreHT,
YCUIMBaKIMI TOHM3UPYUME CBOMCTBA, M/WUIM YBJIAaXHUTEJb. BA3KOCTBH
HOoCMUTeJsa IJIA MHBEeKUuM obecrneumBaeT MHBEUUMPYEMOCTb KOMIIO3MLMM
yepes UIUIy, WMelWylo IOMamMeTp npuMepHo 18-23 pasmepa, OoJee
NPennouYTUTENIbHO, uYepes MIVIy C pasMepoM npumepHo 18-25 wn eme
GoJlee NMPEINoOYTUTEJBbHO Uepes UIVIy C pPasMepoM OKOJIo 25.

B oOHOM BapMaHTe HOCUTEJNb mJs MWHBEKUM), MOOXOAAWMM OJs
IPOXOXIeHUS yepes uray 23 pasmMepa, BKJIIOYaeT HaTpum-
kapBOKCMMeTUILeJJIIo3y B  kKojmdectse 3,0% Bec./0b6., xJopun
HaTpua B kxosuuecTBe 0,9% Bec./o06. wu MNommcopBar-20, HP (Tween
20) B konuuecTBe 0,1% 06./00. uam HeoBA3aTeJbHO B KOJUYECTBE
0,5%, B BOIe. PacrTBop onrtmManbHO 3abydpepuBanT. B eme OINHOM
BapMaHTe ONMCAaHHEE BHIIE MUKPOYACTMLE, CcoOepxaume SKCeHaTHnn,
CYyCNeHIMPYKT B HOCUTeJe MJs MHBEeKUMI, BKJIOYalmMeM HaTpuit-
kapboKCUMeTMIILEJUIINIoO3Y B kojguuecTBe 3,0% Bec./06., xjopun
HaTpusa B koJmuectBe 0,9% Bec./06. u IMosmcopbar-20, HO® (Tween
20) B komudectBe 0,1% 006./006. unam HeobBA3aTeJbHO B KOJMYECTRBE
0,5% B Bome. B eme OOHOM BapMaHTEe KOHUEHTpauud CYCHEHIMPYEMbBIX
MMKpPOYACTML C DKCEHAaTMIOM Bume, uyeM npuMmepHo 30 wmr/miu. B
TUIIMUYHOM clydae CYCINEeHONPYIOT [IPUMEepPHO 100-200 MT CyXmux
MMKpOYacTUl, Ha M HOCUTEeJIA. [lpemymecTBa KOMITO3ULIMN c

3aMelJieHHBEM BEHICBOOOXIOEeHMEM, NpPUMBEIEHHHIX B HaCTOANEM ONMcaHuu,



onpenessanTCca ux O6oJbmMM ynoOCTBOM HOJiA IpueMa NauMeHTOM 3a cueT
YCTpaHeHUaA HeoOXOIMMOCTM I[IOBTOPHOTO BBeleHus, 0oJiee BECOKUM
TepaneBTuyeckuM osddexkToM, OGiiaromaps OTCYTCTBMIO KoJeBaHuil B
KOHLIEHTpaLUuMy akKTMBHOTO areHTa B KpOBM, UTO ofecneumBaer
XKeJlaTeJIbHbM  Npodumiib  BHICBODOXIEHMA, a Takxe TNOTeHUUaJlbHBEM
CHMXeHueM obmero KoJMyecTBa OMOJIOTMYECKM aKTMBHOI'O MNOJMIENTuIa,
HeoBxXomMMOTOo OJId HOOCTMXKEHMs TepaneBTudeckoro sdppexra B ciyuae
CHMXEeHUss Takux koJjeBaHuli. B eme OpyI'MX BapMaHTax, BKJIOYAKLIMXK
KOMIO3ULMM M  COOTBETCTByUME  CIOCOOH  COTJIACHO  HacTOoAWEMYy
n300peTeHn, YKasaHHH areHT [peIcTaBiseT cobol 3SKCEeHIMUH-4,
BKJIOUAKUMI aMMHOKMCJIOTHOE 3aMelleHue JiellyHa Ha MeTMOHUH B
[OJIOXEHUM 14. Hanpuwmep, B OOHOM BapuaHrTe ONMCHBAETCSH
MHBELUMpPYEMas KOMIO3MLMA, [NOoOXonAmasa MIJIA [POXOXIeHUA uYepes UIUTY
18-23 pasmepa, OoJjee IpPennodYTUTENIbHO dYepes Uy 25 pasMmepa,
BKJIOYAKIIAA KOMIO3MLMIO C 3aMeIJIeHHbBM BHCBOOOXIEeHMEeM, KoTopas
comepxuT DL:PLG 4A nosmmep (50:50), npumepHo 3-5% mMacc./macc.
DKCeHIMHa-4 C aMMHOKMCJIOTHBIM 3aMelleHMeM JieilHa Ha MEeTHMOHMH B
[IOJIOXEHUN 14 w npummepHo 2% Macc./Macc. caxaposHl, Toe
cooTHomeHMe Cpax K Cave COCTABJIAET MNPUMEPHO 3 MM MeHee ¥ OOWMMA
ofbeM MOpP B KOMOO3MLUMM cocTaBnseT npuMepHo 0,1 mu/r uam MeHee,
TOe MOaHHYI KOMIOSMUMIK CYCIEHOMPYIOT B HOCMUTEJNe MJIS MHBEKUUN,
BKJOYAKIEM HaTpUii-KapOOKCUMEeTWILEe UIoNIo3y B KoymdecTBe 3, 0%
Bec./06., XJiopun  HaTpusa B KOJIMUECTBE 0,9% Bec./00. n
NMosmcopbar-20, HO (Tween 20) B kosmuecrBe 0,1% 06./06. B BOZE.

KpaTKoe OonvicaHnue PUCYHKOB

Ha ¢ur.l nokasaH rpadmk, IOEMOHCTPUPYIOULMM B3aMMOCBA3b MeXOy
CpeOHUM IMaMeTpoOM I[Op ¥ BHICBOOOXIEeHMEM In Vvitro KOMIO3ULMA C
3aMenJieHHEIM BHICBODOXOEHMEM IO HacTosAmeMy onucaHuo (A.S. =
cynedaTr aMMOHMSA) .

Ha ¢ur.2 nokasaH rpadmuk, OEeMOHCTpupyuMN 3bdPexT NOpUCTOCTU
Ha BHICBOBOXIeHMe 1In vitro s»kceHAMHa-4 U3 MMKpoYacCTul, M BJIMUSAHUE
yCIOoBUM 00paboTkM, a MMEHHO COOTHOWEeHMA CUJIIMKOHOBOTO Macja K
METUJIEHXJIOPULY, Ha NOPMCTOCTbL OOpasyeMbX MMUMKpOYaCTHL.

Ha owur.3A-3B r1okas3aHb CKaHOI'PaMMHE KpPMOT'€HHHX SEM nisa
BHIOpaHHBIX KOMIIO3MLUMM U3  MMKpodacTul] COTIJIaCHO HacTosmeMy

OIMMCaHU.



Ha ¢ur.4A-4D r1iokas3aHb CKaHOTpaMMhl KpMOTEeHHBIX SEM s
BHIOPAHHHIX  KOMIIO3MUMM M3  MMKpoOYacTul,  COIJIACHO  HacTosleMy
OnMCaHuo.

Ha ¢ur.5 npuBeneH Trpaduk, nokashBaoUMUi BaBUCUMOCTbL 3%
comepXaHMsA OCTATOYHOTO DBTaHONa U MeTwleHxjsopmuna OT Tg nAns
KOMIOBULMI U3 MMKPOUYACTML, COIJIACHO HAaCTOAWEeMy ONMCaHMIL.

Ha our.6 npuBemeHa penpeseHTaTUBHAA KpuBas, ONMCHBAKILASA
bapMakoKMHETHNUECKHUE CBOMCTBA (koHUEeHTpauud, B nr/mi, B
3aBUCUMOCTM OT  BpEMEHH, IHen, cCo BCTaBKOM, yKasuBamwlen
KOHLIEHTpaluy B MEpBHI OeHb) IOJa Komrosuuumu 2-1 (3% PKCeHOuHa-4
u 2% caxaposH), komnosuuum 1 (3% opgHOTO BSKCeHOMHa-4) u
xoMmroszuummu 4 (3% skceHauHa-4 u 0,5% cynbdara amMMmMoHusA) .

Ha our.7 [Ioka3aH rpaduk, OEMOHCTPUPYIOMMUNA npodunie
BLICBOBOXIEHMA 1In vivo IS Tpex KOMIO3ULMM C MMKpodacTuuamu 2,
2-1 un 2-2.

Ha dur. 8 rnokasaH rpaduk, IEeMOHC TpUPYIOLMMA
bapMaKOKMHETMUECKMe MOaHHHE [JIS KOMIO3MLMI M3 MMKPOUaCTHML 5-1,
5-2 n 5-3.

Ha ¢ur.9 noxaszaH rpaduk, MWUNOCTPUPYUMIA B3aMMOCBA3b MexAy
napaMeTpaMu Mpolecca IOJydeHUA ¥ BHYTPEHHMM pasMepoM SMyJbCui,
JocTUraeMsEM B paMKax IAaHHOI'O Ipolecca.

MTonpobHoe omnmmcaHue musobpeTeHunsd

Hacrosuwee nsobpeTeHue OTHOCUTCHA K KOMITIO3ULYVAM C
3aMeJIEHHEIM BLHICBOBGOXIEHMEM OMOJIOTMUECKM AKTUBHBIX MNOJMNENTUAOB U
K crnocobaM TMOJIydeHMS U MCHONBL30BaHMA Takux KOMIIO3ULUN  OJIA
NOCTUXEHUS 3BaMeIJIEHHOTO BHCBOOOXIOeHMA OMOJIOTMUECKM AaKTUBHBIX
MOJINNEIITUIOOB. KoMnosuuumM C  BaMelJIeHHBEM  BHICBOOOXIEHMEM IO
HacTodlmeMy M300peTeHMI0 BKJIOYaT BMOCOBMECTUMEIN MNOJIMMEep U areHT,
Takoll Kkak O6MOJIOrMYEeCKM AaKTMBHEM IOJUIIENTMUn, a Takxe caxap.
ATeHT M caxap OUCHNepPIUPYT B OMOCOBMECTMMOM I[10OJIMMEpPE MOOIMHOYKE
MM OPEeOrnouTUTENIbHO BMeCTe. B KOHKPeTHOM BapMaHTe OCYUECTBJIEHMA
ns3obpeTeHns KOMMO3uUMS C  3aMelJIeHHbM BhHICROOOXIOEHNEM UMeeT
npodwuib BHICBOOOXIOEHUA, XapaKTepusyoummncsa COOTHOUWEeHueM
MaKCHMaJib HOM KOHLEeHTpalunmn B CBIBOPOTKE (Chnax) K cpenHen
KOHLeHTpaumu B CHBOPOTKE (Cave), PaBHEM IPUMEPHO 3 miaum MeHee. B

KOHTEeKCTe HacToAWmero onucaHmsa IIpUMMEHAEMEIE B TEeKCcTe apTUKJIIN
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OTHOCATCH K OIOHOMYy MM K OoJiblieMy 4YucCJly OOBEKTOB.

AreHT

B npelnouTMTEJSIbHOM  BapMaHTe  OCYyWEeCTBJIEHMA  HacTOAWEero
n306peTeHus areHT IpeacTaBiasaeT coboit OUOJIOTUYECKHU aKTVBHBIN
[TOJIUMENTUI, TaKkom Kak MOJINIEN TN aHTUIMabeTnyecKoro 17 R07%
OeMCTBUA, peTryaupyolero comepxaHue TITIIOKO3H, BKRIOUaommi GLP-1,
GLP-2, 5KCceHOMH-3, SKCeHIMH-4 WM uUxX aHaJjor, I[IpOU3BOJHOE WM
aTroOHUCT. Boaiee KOHKPETHO, [ONINIIENTUI rnpelncrasJiserT cobon
sKceHOMH-4. OHOHaAKO, MCIOJIL30OBaHMe IPpYyI'MX are€HTOB MOXET Takxe
OBITE [OJIE3HO IJIS MCIOJIb30BAHMA B HacCToAlleM U300pEeTEeHUM.

B KOHTEKCTE  HacTodmero onuMcaHus OMOoJIOTUYECKM aKTUBHEIE
NoJunenTuas B LEJIOM OTHOCATCHA K OMOJIOIMYEeCKM aKTMBHEM OesikaM Uu
nentunaM M wuUx obapMalLeBTUUYECKM I[IPMEMJIEMBIM COJISAM, KOTOPHE WMEKT
CBOMCTBEHHYI0O MM MOJIEKYJIAPHYIO, OMOJIOTMYECKM AaKTUBHYK OQOpMy Ipu
BEHICBOBOXIEeHUM in Vvivo, UYTO MNO3BOJISET COXPAHATH XapaKTepHele IJIA
HUX XeJaTesbHbe TepaneBTUYeCckKue, npodurakTUudecKme n/nnu
OMaTHOCTUMYECKME CBOMCTBA Iin vivo. B TUNMYHOM Cllydae IIOJIMNenTun
UMeeT MOJIEeKyJsapHyl Maccy or 500 mo 200000 manbToH.

Monxomamye OMOJOTMYECKM aKTMBHHE I[OJIMIENTUIOH BKJIoOYaKnT, 0es
OrpaHMyeHyss, TIJVIOKaTOH, INIOKAaroHNnogoOHkE MNenTuis, Takue Kak
GLP-1, GLP-2 wunu pgpyrme aHajgoru GLP, NpOM3BOIHEIE WM AarOHMCTH
TUIOKATOHMNOOOBHEX MNEeNTUIOB, DKCEeHOMHH, TaKye KaK DKCeHIMH-3 U

SKCEHIMH-4, WX NPOM3BOIHHE, AarOHMCTH M aHaJloT¥, Ba30aKTUBHLINA

MHTEeCTUHAJbHEN nenTnn (BHIT) , UMMYHOTUIOOYJIVHE, aHTUuTela,
LIMTOKMHEL (HanpumMep, JIMMOOKMHEL, MOHOKMHEI, XEeMOKMHEI) ,
VIHTEepPJIEKUHEI, baKTOPE aKTUBalUuUn Makpodaros, MHTepdepOoHH,
3PUTPONOBTUH, HyKJI€easHl, baxkTOop Hekpo3a OMyXOJu,
KOJIOHMECTUMyJIMpYylume dbaxkTOpPH (Hanpumep, I'-KCM), MHCYJIVH,

bepMeHTH (Hanpumep, CylNepoKCUMIOMCMyTasa, aKTMBaTOp [JasMMHOTEHA
M T.M.), CYINPEecCOopH Onyxony, OeJKyu KpOBM, T'OPMOHH U aHajloTu "
ATOHMCTH TOPMOHOB (Hanpumep, QOJIMKYJIOCTUMYJIMPYOWMA I'OPMOH,
TOPMOH PpOCTa, AaIPEeHOKOPTUMKOTPOMHEI TOPMOH ¥ PWIMBUHT-QaKTop
JIOTEMHUBUPYIIETO TOpMOHAa (POJIT) ), BaKUMHE (HanpuMep,
OMyxoOJleBHEe, OaKTepualibHHE ¥  BMPYCHBIE AHTUTEHH),  aHTUTEHH,
daKTOpH CBEpPTHBaHMA KpPoBM, ¢akTope pocrta (NGF u EGF), TacTpuH,

GRH, aHTubGaKTepuaJbHHE MNENTUIOH, Takue Kak HOebpeH3uH, OSHKedanmH,
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BpadKUHUHE, KaJbUMTOHMH U  MYTeMHH, aHaJIoTH, BapMaHTH C
yceueHueM, JeJjleuMelr u 3aMelieHueM, a Takxkxe ¢apMaleBTHUUECKHU
npueMieMele COJIM yKa3aHHBEIX Belle COSOMHEHWUN.

9KCceHIMH-4 npencraByseT nojaunentuny wu3 39 aMMHOKMUCIIOT.
AMMHOKMCJIOTHAS MNOCJAedoBaTeJIbHOCThE BKCeHIOMHa-4 omnmucaHa B [aTeHTe
CIIA N 5424286, BmmaHHoM Eng 13 wmoHa 1995 rona, NoOJHOe

comepxaHue KOTOPpOIr'O BKIIOYWEHO B HacTosdAlee OonmMcaHue B KadvecCTEe

CCBUIKM. AC2993 u skceHaT™un  ABJAIOTCH  CUHOHMMaMM  TepMMHa
“oxceHIMH-4". BBUIO MOKa3aHO, UYTO 3KCEHIMH-4 CTUMYyJMpyeT Yy Jolen
u XMNBOTHBIX cekpeumo MHCYJIMHa npu HaJIM4YMK [OBHIIEHHBIX

KOHLEHTpauuit TIJIOKO3Bl B KPOBM, HO He B I1epuoJbl CHMXEHHBIX
KOHLEHTpaUuuil B KPOBU (I'MNOINIMKEMUA). BHUIO Takxe nokasaHo, 4TO
OH MOIaBJAET CeKpeLMi IJIoKaTroHa, 3amMemiseT ocBoOOOXIeHMe XeJylKa
M BJAMAeT Ha IOIJIOWEeHMe MM UM BeCc TeJjla, a TaKxe OKas3beBaeT
IpyTue Buabl BO3OEMCTBUs. B KauecTBe TAaKOBHX DKCeHIMH-4 U ero
aHaJIOTM M AaTrOHUCTH MOIYyT OLITh I[IOJIe3HB IPpU JIEYEeHUM CaxapHOTO
ouabera, IGT, OXMpeHUA U T.II.

KoMMUecTBO OUOJIOTHMYECKM aKTMBHOT'O MNOJUIENTUIa, KOTOPHIA
COLEPXMUTCA B [OJMMEPHOM MaTpulie B KOMIO3MLUMM C 3aMeIJICHHBM
BEHICBODOXIEHUEM, npencranBJyaerT cobon TepaneBTUUECKH,
OMaTHOCTUYECKM WM nNpodunakTudeckn 30PeKTHMBHOE  KOJMUYECTBO,
KOTOpPOEe MOXeT OMNpelesiMTh CHeuMalMCT CO CpPpeIHMM YPOBHEM 3HAaHUN B
naHHo¥ ofjlacTyM C yueroMm psana OGaxkTopoB, TakKux Kak BeC Tenaa,
cocToAHMe, [oOJexalee JedeHulo, TUIl MCIOJb3YEeMOTO TIoJuMepa u
CKOPOCTb BHICBOOOXIEHMA areHTa U3 noJauMepa.

KomMnosmuum C 3aMenJIeHHBIM BRICBOBOXIEeHNEM B OCHOBHOM

comepxaT or npuMepHo 0,01% Macc./macc. nmo npumepHo 50%
macc./macc. areHTa, HanpuMep, BuoJyIoTNYecKu aKTUBHOI'O
noJunenTuia (Takoro Kak SKCeHIOMH-4) (oT obmero Beca
KOMIIO3ULIUK) . Hanpumep, KOJIMYECTBO BMOJIOTUUECKU aKTUMBHOT'O
noaunenTuna (TakoTo Kak B3KceHOMH-4) MoXeT COCTaBJATb OT

npumepHo 0,1% macc./macc. mo npumepHo 30% macc./macc. oT ofwero
Beca Komnozsuumu. KoaudecTBO NoJMIenTuia MOXeT BapbUpoBaTh B
3aBUCUMOCTU OT XeJjlaTeJibHoro BSddbexkra, 50PeKTMBHOCTM aAI'€HTA,
TpebyeMuX YpPOBHeM BHCBOOOXOEHMS UM Nepuona BpEeMeHM, B TedeHue

KOTOpPOTIO nogaurnenTmng JOJIXEH BLHICBODOXIOATRECS. [lpeonouTnTENBEHO
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IManasoH BHOCMMBIX B KOMIIO3ULMIO KOJIMYECTB COCTAaBJIAET OT MNPUMEPHO
0,1% macc./macc. mo npmMmepHo 10% macc./macc., Hanpumep, oT 0,5%
Macc./macc. gOo npumMepHo 5% Macc./macc. Haunyumme npodunmn
BRICBOOOXAEHUS LNOCTUTAITCA B TOM CJllydae, KOTZa areHT, HanpuMmep,
®KCEeHAMH-4, BHOCAT B KOJIMYECTBEe [pMMEpPHO 3% Macc./macc. u eme
Jydile, KOI'Ja YyKasaHHOe KOJIMYECTBO COCTAaBJISeT nNpuMepHo 4% unu
npuMepHo 5%.

Caxap

Caxap, B KOHTEKCTE& HaCTOAWErOo ONMCAaHMUA, MNpelcTaBJsgeT cobon
MOHOCaxapun, JmOucaxapul wuIM oJurocaxapun (oT [IpuUMepHO 3  Ho
npuMmepHo 10 MoHOCaxXapuIoB) WM UX @NpPOM3BOOHOe. Hanpumep,
CaxapHble CHMPTH MOHOCaAxapuIOB INpencTaBjseT cofoll IpueMiieMbe
NpoOM3BOOHBIE, OXBAaThHIBAeMble ONpenejlieHMeM caxapa I[10 HacToAmeMy
nsobpereHmo. B 3TOM CBA3M, HaNpuUMep, CaxXapHHE COUPT MaHHUT,
MOJIyYaeMelii M3 MOHOCaxapmuia MaHHO3H, BKJIOYAeTCA B OlNpenesieHne
caxapa no HacTosfumeMy n300peTeHun.

[IpuemneMsie MOHOCAaxapulbl BKJIOYAT, Bes OTpaHUYEeHMs,
TJIIOKO3Y, OQPYKTO3Y M MaHHO3Yy. [Oucaxapul, TaKxe B COOTBETCTBUU C
onpeneJIeHMeM MO HacTosAlleMy U300peTeHMIo, MpencTaBJsgeT cobon
coenuHeHue, KOTOpoe npu TUIOpOIMN3e naer oBe MOJIEKYJIE
MoOHOCaxapuna. llpueMneMmbe IOucaxapuiIe BKJO4WawT, O0e3 OI'paHMUeHuA,
caxaposy, JIaKTO3y UM Tperajiosy. [lpyeMmrneMele  OJIMTOCaXapUIH
BKJOUaioT, Oe3 orpaHuuyeHusa, padbdrHo3y M akapbosy.

Konuuectso caxapa, PUCYTCTBYWETO B KOMITO3MLMU C
3aMelJIeHHEIM BHICBOOOXIEHMEM, MOXeT BapbMpPOBaThb OT npmMmepHo 0,01%
Macc./mMacc. no npuMmepHo 50% Mmacc./Macc., B TakoM IualasoHe, Kak
or npumepHo 0,01% wmacc./macc. no npumepHo 10% macc./macc., B
JacTHOCTH, or npumepHo 0,1% wMacc./macc. no npuMepHo 5%
macc. /Macc. oT obuero Beca KOMIO3MUMU c 3aMeOJIEHHbBIM
BEHICBOOOXOEeHMeM. [loJlydaloT NpeKpacHeeEe Npodusay BHCBOBOOXIEHUS B
cilydae BKJIOUEHMS B KOMINO3ULMIO NPMMEpPHO 2% Macc./Macc. caxapo3H.

AJIb TEPHATUBHO, KOJIMYECTBO caxapa, NPUCYTCTBYOWETO B
KOMIIO3MLUMM C 3aMeIJIEHHBIM BBICBOOOXIEHMEM, MOXeT BHpaxXaThbCsa B
ByIe BE€COBOTO COOTHOWEHUA C aPeHTOM UM OUOJOTUMYECKM AaKTUBHEM
nommMnenTuaoM. Hanpumep, noJMNenTun M caxap MOTYT MNPUCYTCTBOBATh

B COOTHomeHmm oT npmumepHo 10:1 npno npumepHo 1:10 macc./macc. B
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OCOBEeHHO MNPEennouYTMTEeJIbHEIX BapMaHTax COOTHOUEHVEe nNoJmMnenTuna
(HanpuMep, BSkceHauHa-4) C caxapoM (HanpuMep, C Caxapos30Mm)
cocraByseT mnpuMepHo 3:2 wMacc./macc., 4:2 wmacc./macc. u 5:2
Macc. /Macc.

MoryT WMCrHoJb30BaTbLCA TaKXe coudeTaHusa OByX wuimm OoJiee
caxapoB. KoJmuecTBO caxapa B CJlydae MCHOJIb30OBaHMUs CoOUYeTaHud
COOTBETCTBYET yKasaHHBEM BHIIe OMana3OHaM.

Korma ykKas3aHHHEIM NOOJMUIIENTUI NpelcTaBjseT CcoOOW 3SKCEHIVH-4,
caxap MNpencraByseT coBoil NPelnodYTUTEJIbHO Caxaposy, MaHHUT WIN
MX coueTaHue.

IHonnMep

[TosMMepH, NOpMeMIIeMEEe IJIA CO3IOaHMUA KOMIIO3MUMM C 3aMenJeHHbBM
BHICBOBOXIOEHMEM COIJIaCHO HacTosumeMy Wus3o0peTeHui, IpelcTaBssaoT
coboit BMOCOBMECTMMEE [IOJIMMEPH, KOTOPEHE MOTYT pasjaraTbCa Jmbo
no 6HuojiorMyeckoMy, JmMbO 1O He OMOJOIMYEeCKOMYy MEeXaHusMy, Win
MOTYT OHTbL MNPEACTABJEHBH MX CMeCsMM MM UX CorosmMepammu. [lonnmep
npencrasjseT coBoii GMOCOBMECTMMEN! IOJIMMEP, €CJIM MAaHHBM NOJMMepP
M Jo6ol U3 MNPOOYKTOB €I'0 PasJIOXEHUS SABJAKNTCA HETOKCUMYHBMU IUIA
peuMnueHTa, a TaKXe He OKas3bBalT CYWECTBEHHHX [OBPeXINAalUMX WM
HexeJsaTeJbHHX 520PexkToB Ha OpTraHMs3M peuunueHTa, TakKuX Kak
BLIpAXeHHAas MMMYyHOJIOTMYECKas peakuus B cCaliTe MHBEKLUK.

TepMuH «OuopassiaraeMulli» B KOHTEKCTE HacCTOosAlero OnucaHmA
oBor’HauvaeT KOMIO3MLUID, KOTopas TIonOBepraeTcsa pPas3JIOXeHMIO WM
sposum in vivo c oOpa3oBaHuMeM OoJjiee MEJKMX eIUHML, WM
XVMUMYECKMX BMIOB. PasJjioXeHMe MOXeT [pOMCXOIMTh, HanpuMmep, B
XoOoe  DH3MMaTU4YeCKUX, XVMUUYECKUX M OUBMUYECKMX  [POLECCOB.
Monxonsmye 6OUMOCOBMECTUMEIE, OuopasyaraeMele I[1OJIMMEPH BKJIOYAaKT,
HaripyuMmep, [NOJWJIAKTUIOB, INOJIUMIVIMKOJIMIL,  CONoJMMep JiakKTula U
TJIMKONINIA, [1OJIMMOJIOYHEIE KMCJIOTHI, MOJIUTJIMIKOJIE BbIE KMCJIOTHI,
NoMMKapBOHAaTH, NoauadMpaMmisl, NOJMAHTUAPUIE, [NOJIMaMMHOKMUCIIOTH,
MOJMOPTO3bMPLl, [MOJIUMIOMOKCAHOHH, MOJIMAJIKMIIEHAJKWUIIATE, CONOJIMMEPEH!
MONMBTUIIEHTJIMKOJNIA M noJuopTosdmpa, OuopassaraeMmsll IMOJIMypeTaH,
MX CMECM UM MX COIOJIMMEPHI.

lIpueMiieMsle GMOCOBMECTMMHIE, He pasjiaraeMmele OMOJIOTMYECKMU
MoJMMEpH  BKJIOYAKT He  pasjiaraeMble  OMOJIOTMYECKM  IOJIMMEPEH,

BHOpPaHHEE W3 TPyNNb, COCTOAmMEN U3 [OJMaKPMUIATOB, IOJMMEPOB
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3TUJIeHa-BMHMWIIAleTaTa n ApyImux aluniiisaMelleHHBIX aueraToB
L eJIJIoJIO 3El, Hepa3JiaraeMblX NnoJIMypeTaHoOB, NMNOoJINCTNPOJIOB,
NOJIMBMHUWIIXJIOPpUOA, HOJ’II/IBI/IHI/IJ'I@’I‘OPI/IIIa ’ MOJINBUMHMIIMIMN 1A 30J14,

XJIopCcyJibdoHaTa MOJMOJIEPMHOB, MOMMBTMIIEHOKCMIA UM MX CMeceilt u
COIOJIMMEPOB.

lpueMiieMass MOJIEKyJISpHas Macca I[OJMMEepPOB, MCIOJb3yeMblX B
paMKax HacToAmero ns3obpereHus, MOXEeT BBITE onpeneJsieHa
creLUMaJMCTOM CO CpeOHMM YpPOBHEeM SHaHuMM B JOaHHOM objacTu C
yueToM paga $akTopoB, TakMx Kak XeJjlaTeJlbHasa CKOPOCThH pPasJIOoXKEeHMUA
nojuMmepa, ero ¢usnueckue CBONCTBA, TakMe KakK MexaHudeckKas
NNPOYHOCTL,  XMMMSA KOHLEBOM TIpyHne U CKOPOCTb pPacTBOPEHUA
noJMMepa B pacTBOpUTEJSIe. B TUNMMYHOM Clydae MNpMeMiIeMBll AManasoH
3HaAUYEHMIT MOJIEKYJIAPHOM MaccH cocTaBjseT oT npumepHo 2000 JanabToH
no npumepHo 2000000 JaneToH. B rpennouTMTEJIbHOM  BapMaHTe
rnoJmMep npencraBiseT cobon BuopassaraeMsi [1OJIMED 7R3 4%
conosmMep. B 6GoJiee NPEANOUTUTENILHOM BapMaHTe yYKa3aHHHM MOJMMep
npencTaeiageT coBoii CONOJMMEp JakKTuAa M TUIMKONMAa (Ha3bHBaeM:M
najsee IO TeKCTy KkKak «PLG»), xapaKTepusyommMicsa COOTHOLIEHMEM
JIaKTUL: TJIMKONNI, PaBHEM MpuMepHo 1:1, M MOJEKYJAPHON Maccoi oT
npumepHo 10000 HaneToH no npumepHo 90000 JansToH. B npyrom, eume
GoJiee MNPEenNroUTUTESIbHOM BapMaHTe  MoOJIeKyJApHasa Macca  PLG,
UCIOJIL3YEMOT'O B HaCTosuweM Ku3o00peTeHuM, COCTaBJIA€T OT IPUMEPHO
30000 JanbToH mo npumepHo 70000 JansToH, M yKJIaOeHBaeTCsa B TaKOH
nomManasoH 3HauyeHuit, kak oT npumepHo 50000 no npumepHo 60000
JaJIbLTOH.

PLG MODYT COIEPXaTb  KMCJIOTHHE  KOHLEBBE  TPYNNB MU
GJOKMpYILME KOHLEBHE TPYyINb, KOTOPHE MOTYT OHTb MOJYYEHB IPKU
sTepubmMkauuM  KucjsioToM. IlpekpacHee pes3yJbTaThH [IOJydalnT IpHu
MCIoJIb30BaHMM PLG C KMCJIOTHOM KOHLEBOW TIPYINIoN.

MonMMepsl MOTYT OLITb Takxke BHOPaHH Ha OCHOBE IMPUCYWER UM
BA3KOCTM. IlpuemyieMass BSA3KOCTb cocTaBiseT oT npumepHo 0,06 mo
npumepHo 1,0 nn/r, B dYacTHocTM, oOT npumepHo 0,2 no 0,6 oa/o,
BoJiee npenrnoYTUTesIbHO oT [NPVMEPHO 0,3 oo 0,5 on/r.
lpeNnNoYTUTEJSIbHEMM NOJMMEpaMyM U3 uYMclla BHOpaHHHIX OynyT Takue
MONIMMEpPHLl, KOTOPHE pasJjlaraldTCsA B TedeHMe Nepuolja BpEeMeHM OT 3 IO

4 Hepesib. Ilogxonsauyme NOJIMMEPHE MOTYT OLITE [OJIYUYEHE OT KOMIIaHUU
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Alkermes, Inc. non TOPIOBEM HazBaHueM Medisorb®, Takue Kak
MoJIMMEPLl, MNpenjaraeMsle Ha peHKe non Mapkamm 5050 DL 3A umm 5050
DL 4A. Moryr OHTb Takxe }cCHojJb30BaHn Boehringer Ingelheim
Resomer® PLG, Takue xak Resomer® RG503 u 503H.

Komnosuuysa C 3aMenJieHHbBIM BHICBODOXIEHMEM IO HacCToslleMy
nzobpeTeHnc MoOXeT OBITE NOJIydeHa B BuIe HOByx ¢dopM, Takux Kak
JieHka, TIpaHyJla, UWIMHIOP, IOUCK M MHMKpodacTuua. MukpoudacTula B
KOHTEKCTE HACTOAWErO ONMCAaHMs BKJIOYAET I[IOJIMMEPHEI KOMIOHEHT C
OMaMeTpOM MeHee ueM IPMMEPHO OOMH MUJIJIMMETP, KOTOpPHE COIEpPXUT
OMCIEPTUPOBAHHEI MM PACTBOPEHHB B HeM OMOJIOTMYECKMIT aKTUBHBIN
nonunenTun. MukpouacTuua MOXEeT UMEThb chepuueckyio, He
cheprnueckyio wuaIM  HenpaBWJIbHYIO  dopmy. B  TunuMuHOM  cJydae
MMKpOYACTMLIA MOXET MMEeTh pasMep, IIpMEMIIEeMH! IJ8 MWHbeKUuin. B
TUMMYHOM CJiyyae MuKpouacTuua umeer pasmep 1000 MMKpoH wim
MeHee. B KOHKpPEeTHOM BapMaHTe pas3Meps MMKPOYacTuUl, BapbUPyKT OT
NpMMEPHO OOHOTO no npuMepHo 180 MuMkpoH B muamerpe. B eme AOpyTMX
BapMaHTax JOCTUTAKTCA xopouwme npodpuam BHCBOBOXIOEHMSA B TOM
clyuyae, KoOrIa pasMep MMKpOYAacCTHul, BapbupyeT oT npumepHo 1 mo 100
MUKpPOH, oT npumepHo 30 mo 90 wMukpoH, oT npumepHo 50 gmo 70
MUKPOH M KpPOME TOIO, CpeIHMI pasMep 4YacTul, MOXeT COCTaBJIATbL OT
npmMmepHo 50 pmo 60 MWMKpOH. B OHOHOM BapMaHTe OCYUECTBJIEHUS
n306peTeHNsa CpenHuM pas3Mep dYacTul, He MeHee WJIM paBeH IPUMEPHO
50, 60 i 70 MMKPOH M INpPEemnouYTUTEJILHO MeHblle, ueM npumepHo 80,
90 wmym 100 wMmkpoH. UYacTuuel, B Cciydae UxX OOJbIMX pasMeposB,
NpenrnoYTUTEesSIbHO IO CylecCTBy He arperuMpynoT, 4YTO I[O3BOJIAET UM
[IPOXOIUTHL Yepe3 UMy pasmepoM 23 u eume O6oJsee IMNpelnodTUTeNIbHO
yepes Uy pasmepoM 25. B eme onHOM BapuaHTe JOOCTUTAKTCH
cTabuibHEle M xopouwue IIpoduiM BEHICBODOXIESHMS 3a CUET KOHTPOJIA
pacnpenesieHusa 4yacTul, [10 pasMepaM. B oOIHOM BapMaHTe CpenHuMn
pasMep uYacTul, COCTaBJjseT npuMepHo 50 MMKPOH M HMXe, a BepXHMUM
ouanas3oH yacTul cocTaBJIfeT IIPUMEPHO 30-90 MUKPOH,
COOTBETCTBEHHO. PacnpeneneHue MMKpPOYaCTHL, MOXHO
oXapaKTepus30BaThb C [IOMOUIBI TakoTo IoOKasaTeJsd, KaK CpenHun
ovameTp obObema. CpenHuMM IuaMeTp pacrnpenejieHusa obbeMa oTpaxaerT
LEeHTP TAXECTM paccMaTpyBaeMoI'o paclpenesyieHuss U [OpelcTaBJAeT

coBoM HEKOTOPHIM TUIl «CpeOgHeT'o pasMepa dYacTul». B oOoHOM BapMaHTe
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KOMNO3MLMA  XapaKTEepusyeTcs CpenHuMm AMaMeTpOM  pacnpenesieHus
obkeMa npuMepHo 50-70 MWUKDPOH, npumepHO 50-60 MuKpPoOH wman
npmMmepHo 50, 60 wmmm 70 MUKPOH, 0npu pacnpenejeHun obbema (DV)
MeHeée ueM wunM npumepHo 5%, 10% wmm 15% npm 30 MMKpoHax u DV
BoJjiee ueMm mm npmMmepHo 80%, 85%, 90% wmamu 95% npu 90 MmkpoHax. B
OOHOM BapMaHTEe KOMMNO3MLUA uMeeT CpelHul! IOuaMeTp pacnpenesieHus
obbeMa npuMmepHo 60 MMKPOH, IpPHM paclhpeleJieHUM obbema (DV), MeHee
4eM MM NPMMEpPHO paBHOM 10% mpu 30 MMKPOHaxXx u DV, 6GoJjsee ueMm umu
IpuMepHO paBHoM 90% mpy 90 mmxpoHax.

HonosnHnTe 1L Hle SKCUVIMEHTHI

[lockonbky B KOMHmO3BMUMM coTyiacHO no HacTosaumeMy usobpeTeHMo
MOXHO BHOCUTBL IONOJIHUTEJIbHEE OKCUMINMEHTH, W3BECTHhHE B HaHHOM’
obJylacT, HeoXMOaHHBM OTKPEITMEM B HaACTOAWEM M30OpPEeTEeHuM ObUl TOT
bakT, uTO MOXET OBHITH HAOCTUI'HYT NPEeKPACHEM NPodusib BEHCBOBOXIESHMUS
[Py MCHOJIb3OBAHUM NPOCTHX KOMMNOSULMIA, NPMBENEHHHX B HACTOAWEM

onucaHmm. Takue AOMNOJIHUTEJIbHEIE BKCUMUIIMEHTH MOTYT YBEJIUYUTE WU

YMEeHbIIUTH CKOPOCTb BEICBOBOXOEeHU S areHTa u/nim YCHUINTB
CTabUIILHOCTE nimn Apyroe XeJlaTeJibHoe CBOMCTBO areHTa.
MHPpeﬂMeHTH, KOTOpHIE MOTyYyT Iio cyuecTBy NOBHMATH CKOpPOCThL

BEICBOOOXIOEHUSA, BKJIOYAIOT nopoobpasywomme areHTH U SKCUMIIMEHTHI,
KOTOpHIE  OGJIer4yalT pasjIoXeHue nosmMepa.  HanpuMmep, CKOpPOCTb
THApONM3a TMNOJMMepa [OBHAETCA NP SBHAYEHUU PH, oTimuHOM oOT
HeNTpanbHOro. B 5To CBA3M, KUCJIOTHHN UM OCHOBHOM 3KCUUIIMEHT,
TaKOM KaK HEOPTaHUMYECKas KUCJIOTA MM HeopraHnyeckoe OCHOBaHue,
MOTYT ORITE HOBABJEHH K PacTBOpy noJsuMepa, MCHOJbL3YeMOTo mJIS
O0pasoBaHMA MMKPOYACTML, C TeM 4TOGH M3MEHUTbL CKOPOCTL 5po3Un
rosvMepa. NHrpenueHTH, KOTOpLIE  MOTYT  CYHWEeCTBEHHO CHUSUTH
CKOPOCTb BEHICBOBOXOEHMUSA, BKJIOYAIOT  SKCLUMUIMUEHTH, YMeHBIaolje
BOOOPAaCTBOPUMMOCTL areHTa.

lIpennouTnTe b HBLE BapuaHT OCYUECTBJIEHUS HacToAmero
M300pEeTeHNA NPUMEHUTENBHO K ONMUCAHHLIM KOMINO3ULMAM C BaMeIJIe HHEM
BEICBODOXIOEHMEM COCTOUT IO CymeCTBY 13 BMOCOBMECTUMOTO nosmmMmepa,
areHTa m caxapa. TepMMH «cocTouT o CYIIECTBY» oO3HayaeT
OTCYTCTBME MHIDEAMEHTOB, KOTOPHE CYLeCTBEHHO NOBHIWAKIT CKOPOCTH
BHICBOGOXIEHUS aKTUBHOI'O areHrTa ns KOMIIO3ULINMY . [IpyiMepEl

TNONOJIHNTEJIbHBIX  SKCLUUNUEHTOB, KOTOPHE, Kak OXUOaeTcs, He OBynyT
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CYWEeCTBEHHO [MOBHIAThL MM CHMXATh CKOPOCTbL BHICBOOOXIOEHMA areHTa,
BKJIOUAKT IOMNOJHUTEJILHEE AaKTMBHEE aTl'€HTH M MHEePTHHE MHIPEeINEeHTH.

B eme OOHOM BapMaHTE KOMIIO3MLUMA COCTOUT M3 OMOCOBMECTMMOTO
noJiMMepa, areHra u caxapa. TepMuMH «COCTOMUT M3» O3HadaeT
OTCYTCTBME KOMIIOHEHTOB nnn MHTPEeINEHTOB, OTJIMYHEIX oT
MepeuYmncyieHHBX M OCTaTOWHHIX KOJMUECTB MCXOAHBIX MaTepualsos,
pacTBOpUTEJsIel M T.[. B XOOe HAaHHOTO IIpolecca.

HeoxmupnaHHO 6buio oOOHapyXeHo, 4TO 3abydepmBammme areHTH,
TakMe kak auerar, uurpaTr, obocdbar wam gpyrue OMOJIOTUYECKM
COBMeCTUMHEe Oydeph, HeoBs3aTesJbHO BHOCUTB B BOOHyl Oasy B
KOMIIORMLUMI0O C =3aMeljleHHEM BeCBOOOXIOeHMeM, BKJYawolylo areHT,
Takol KakK SKCeHOMH-4, I8 HOCTUXEHUS OTJIMYHONM OUOJIOTHYECKON
COBMECTMMOCTMU . Brino TaKxe HEOXMIOAHHO oBHapyXeHo, YTo
BEICAJIMBaHUE coJien ABJIAETCSA HeoOsa3aTesIbHEIM OJ15 neen
KOHTPOJIMPOBaHMA BHOpOcCa areHTa, HanpuMmep, SKCeHInHa-4. B 3TON
CBA3Y, KOMIIO3ULUN COTJIAaCHO HacToAleMy  U300peTeHU TaKXe
BKJIOYAIOT KOMIO3MLMM, IMpPUBEeIEeHHEle B HaCTOAlleM ONMCaHuy, KOTOpPHE
rio CylmecTBy (nnun [IOJIHOCTLIO) He conepxar bybepa n/nnm
BHICAJIMBAOIMUX COJIEN.

AIbTEPHATVMBHO WM HOOMNOJHMTEJbHO, KOMIO3MUMSA C 3aMelJIeHHBM
BHICBOBOXIEHMEM IO HacrosmeMmMy usobpereHumio obyanaeT  HUBKOM
[NOPUCTOCTHLIO. B TaKux BapMaHTax oCyleCTBJIeHUA HacTosumero
n306peTeHMa KOMIO3ULMA C 3BaMeIJIeHHEM BHCBOOOXIOEHNEM BKJOYAET
GMOCOBMECTUMENIT NOJAMMEpP, OMOJIOTMYECKM AaKTMUBHLIN NOJIMNenTun U
caxap, DIOe yKa3aHHas KOMIO3MUMA uMmeeT oOumit oObeM Iop, PaBHEIM
npumepHo 0,1 wmn/rT unm MeHee. [IONOJIHUTEJIBHO, obumit obwveM T1Op
Moxer cocraenars oT 0,0 mo 0,1 mn/r u or 0,01 mo MeHee uem 0,1
Ma/T. BbUIO [oOKasaHo, UTO OYeHb MaJjel ofbeM TIMOop BerneT K
HeB®oJblIOMy [epBOHadYallbHOMY BHOPOCY (BelIcBODOXOEHMIO) areHTa U,
KpoMe Toro, cnocobcTeyeT OoJsiee MenJIeHHOMY u/vamn  OInTeJlIb HOMY
npodmso BEICBOOOXOEHMSA, 4YeM TpalMUMOHHBIE KOMIIO3MLMM, UM NO3BOJIAET
CcOBMHYTL nokazaTrenb Cpax kK OOJiee TMNo3JHEMYy BpeMEeHU B npodune
BLICBOBOXIEHNA. B KOHKpPEeTHOM BapuaHTe obumii oObeM [Op onpenessioT
C MUCNOJIb3OBAHMEM IOPOMETpUM [0 MHTPY3uM pPTYyTHM, HaOopuMmep, Kakx
3TO HuUXe OyleT onucaHo OoJiee NoIpobHO.

B gOpyroM BapuaHTe, B TOM CJjydae, Korha KoMmmosuumm C
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3aMemJIeHHEM BHICBODOXIeHMeM oO6JlanaloT HU3KOM  IOPUCTOCThIO, B
COOTBETCTBMM C HacToAmuM u3oOpeTeHMeM, UYUTO [IO3BOJAET U CHUBUTH
rnepBoOHayvaJslb HbM BHIOPOC, u obecrieunTs bornee OJIUTEeJIbHOe
BLICROBOXIOEHMEe ¢ XeJlaTeJIbHEM cooTHoumeHMeM Cpax K Cave, MOTYT
[IPUCYTCTBOBATH LOOIOJIHNTEJIb HEIE B3KCLMUIIMEHTHL. [IpeonoYTUTEJIEHO
Takue aPeHTH xXapaKTepuszyloTcsa HebonbumMm 3QpeKTOM MM o CYWeCTBY
orcyTcTBUeM sdbekTa Ha YypOBEHb BEHCBOBOXIeHMsA. Takue SKCUNNMEHTH
MOT'YT BKJIOYWaAThL Te& M3 HUX, KOTOpHEe ofecrneunBanwT CTAaOUIIBHOCTD
areHTa WMJIM NOBHWAKT ee, Jubo B IpolLecce NPOouU3BOIACTBa, JMOO nNpHu
XpaHeHMu WM B xXoAe BHCBOOOXOeHMs. IllpuemseMble CTabMIM3aTOPH
BKJIOYAKT, HaNpuUMep, YIJIEBOIE, AaMMHOKUCIIOTH, XMPHBIE KUCJIOTH U
NOBEPXHOCTHO-aKTMBHEE BelleCTBa, M3BECTHHE cneuuanucTram B JaHHOM
obJyiacru. Kpome ToOTO, cTabunmM=3aTophl BKJIOYAIT AHTUOKCUIAHTEH,
TakMe Kaxk MeTUOHMH, BuTammH C, BuUTaMMH E M MajJeMHOBAas KMUCJIOTAa.
AHTHMOKCULOAHT MOXeT INPUCYTCTBOBaThL B KOMIO3MUMM KakK dacThk
CTabMIM3UPOBAHHOM BOOHOM KOMIMIO3MUMM MM MOXET BHOCUTLCA B
nonuMepHyw o¢asy. Kpome Toro, MoxeT OuTb mnoOaBJieH bydep ansa
nognepxanusa pH. Bybdeps mnpencraBisaioT coBOi pacTBOPH, coaepxamue
ciabyl KMCJIOTY UM PONCTBEHHYI COJib HNaHHOM KUCJIOTH W ciaboe
OCHOBAaHME M COJIb TaKOI'0 OCHOBaHuaA. Bybepn MoryT noagmepxmpBaThb
XeJlaTeJIbHEM ypOoBeHb PH 1A cTabuimsaumm KOMINO3UUMM B XoIe nobon
cramMyM NPOMU3BOLCTBA, XpaHeHus WM BeCBOOOXIeHMs. Hanpumep,
6ybep MoOXeT NpencTaByATbL COOOM ONHOOCHOBHYK ¢docdarTHylo COJIb MU
IBYOCHOBHYI OocdaTHy® COJIb WIM HUX COdYeTaHue, WM MOXeT OHTb
JeTyunMm OydepoM, TakuMM kak OuxapfoHaT HaTpusa. Jlpyrue 6ybeph
BKJIIOYAIOT, tes OTpaHUYEHus, auerar, uuTpar, CyKUMHAaT 7
aMMHOKMCJIOTE, TaKMe KaK TJIMUMH, apIMHMH M IUCTUIUH. Bydep MoxeT
NpMCYTCTBOBATb B KOMMNO3uuUMM OT npmMmepHo 0% po npumepHo 10% ot
obuero Beca M MNPENNOYTUTEJIbHO B KOJIMYECTBE MeHee, 4YeM MPMMEPHO
10, 15, 20, 25 wmmm 30 MM. B cBeTe HEOXMUIAHHBIX HOBHIX (UBNUECKUX
CBOMCTB MMUKPOYACTML, COIJIaCHO HacTosAleMy MW300peTeHMI0 " HOBBHIX
criocoBoB MX IMPOUBBOINCTBA, COIJIACHO HACTOAWEMY OMMCaHMIO, MOXHO
noJjiararhb, YTo HacTosmee nzobpeTeHUue OTHOCHUTCSH K HOBBIM
MMKpodacTuuaM u crnocotaMm, JHaxe B TexX clydasax, Kkorma OyayT
IpUCyTCTBOBATH DKCLMUIUEHTH], KOTOpHE BJIMSIIOT Ha CKOpPOCThb

BrIcBROOOXIOeHNA. HoBHE CBOMCTBA MMUKpoOYacTUl, MOTYT YCTPaHATbE WIINU
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CHUXaThb HexeJjlaTeJibHoe 30PeKTH BLHCBOOOXKIEHMA HYXHOI'O 3KCUMIMEHTAa
(raxkoro KakK cTabunmusupymplas COJIb) . B OpyToM BapmaHTe
SKCUUIMMEHTH MNPUCYTCTBYIOT B KOJIMUYECTBaX, KOTOpHE CymMeCTBEHHO
BJMSIOT Ha CKOPOCTb  BHCBOOOXIEHUA, IOOMNOJIHUTEJIbLHO  YyCUJIMBAas
XKeJlaTeJIbHEM Npoduisib BEHICBOOOXIEHMS.

BeegeHue

KoMnosuumy COIJIaCHO HAaCTosleMy M300peTeHUIo MOI'YyT BBOIUTLCSH
C UCIOJIb30OBaHMEM  CNOCODOB, MBBECTHHIX B  JOaHHOM  obJjiacTu.
KoMnosuumsa COIJIaCHO HacTosAmeMy M300peTeHMI0 MOXEeT BBOIUTLCA
rnauMeHTy (HanpuMep, 4YeJIOBEKYy, Npu HeoOXoOuMMOCTV BBeNEeHMA TaKoIo
areHTa) WMJAM OPYyTOMYy XMBOTHOMYy INyTeM MHBEKUMM, MUMILJIaHTaLUUMU
(Hanpumep, NOOKOXHO, BHYTPUMBIIEYHO, BHYTPUOPIOMHHO,
MHTPaKpaHMAJbHO U BHYTPMKOXHO), TIyTeM BBE€IOEeHNs B CJIM3UCTHE
0BOJIOUKM (HanpumMmep, MHTpaHasalbHoO, MHTpaBaTMHAaJbLHO,
BHYTPUJIEIOUHO MJIM C I[IOMOWBI0 CYNNO3UTOPUEB), [E€POpaJIbHO, NOyTeEM
GEesHIOoJBLHOTO BOPHCKMBaHuA (cM, HampmMmep, narenTs CIIA 5312335 u
5630796, KOTOpEHE BKJIOYEHH B HacTodllee ONnucaHme B KaudecTse
CCBUIKM) WJIM NyTeM OOCTaBKM In situ (Hanpumep, C IIOMOWBK KJIM3Mb
UM a®pPO30JILHOTO CIriped) .

KoMnosuumsa C sBaMeJIeHHbBM BHCBOOOXIEHMEM MOXET BBOOUTBCA C
MCIIOJb30BaHMEM JHoBOTO peXuMma OO3SMPOBAHMA, KOTOPHM [O3BOJSET
IOCTUYL XeJlaTeJIbHEX TepaneBTUYEeCKMX YPOBHEN B TeUeHMe HYXHOTIO
nepuona BpeMmeHM. HanpuMmep, BBOLAT KOMIIOBMUMIO C 3aMelJIEHHBM
BEICBODOXOEHMEM, TI[POBOLAS MOHUTOPMHI  HOCTUIaAEeMBIX Yy NauueHTa
ypOBHeﬁ BBOOVIMOI'O JIEKApCTBEHHOTO cpencrea o MOMEHTAa
BO3BpaleHusa kK O6aszoBoi JuHMM. Jlocsme BO3BpalleHMA aHalM3UpyeMbIX
YPOBHEMN no 6aso0BOM JIMHUU KOMIIO3ULMUA o 3aMe JIeHHEIM
BEHICBEOBOXIOEHMEM MOXET BBOOMTHLCS CHOBa. ANbTE€PHATMBHO, KOMIO3ULMA
C BaMenJIeHHEM BHCBOOOXIOEHMEM MOXeT BHOBb BBOIMUTLCS paHblle, dYeM
fyneT IOOCTUTHYT OasOBEHM ypPOBEHb y MNauMeHTa.

HanpuMep, KoOTI'Ia KOMIO3MLUMSA C 3aMeIJIeHHHM BLHICBODOXIEHMEM
COOEPXMT  BKJIOYWEHHE B  Hee  I'OPMOH, B  YaCTHOCTH, nenTun
aHTUOMABEeTNUYECKOTO WJM TJIOKOPETYJIATOPHOTO HOEeNCTBUSA, HaNpuMmep,
GLP-1, GLP-2, 5KCeHIMH-3, BSKCeHIMH-4 WM MX AaTOHMUCTH, aHaJloTu
MM MPOM3BOLHHE, KOMIO3MLUMIO BBOIAT B TepaneBTUYecku SPPexTUBHOM

KoJiMuecTBe HJIA JIeueHMsA IauuMeHTa C CaxapHbM omabeToM, HapymeHHof/'I
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TOJIEPAHTHOCTBI0 k Tunoko3e (IGT), OXMpeHMEM, CepheydHO-COCYyINCThM
paccrpoiicTBoM (CC) wim JmoBsM JIOPYTMM pacCTPOMCTBOM, KOTOpOE
nonnaeTcsa JIeUeHMI0 JIOOBM M3 YKAa3aHHEIX BHIIE MNOJUIENTUIOOB WM MX
NPOM3BOIOHEIMM, aHaJioraMy WJIM aroHMCTaMu.

IpyTre COCTOSAHMS, KOTOpHE MOTYT MNOABEpPraThbCs JIEYEeHMIO NyTeM
BBeIeHUS KOMIOBUMLUMM C SBaMelJIeHHEM BHECBOOOXIEeHMEeM COTJIACHO
HacTofmeMy wu3o00perTeHM0, Bkjnodalor guaber Turna I u Tuna II,
KOTOPHIM MOXeT JIEUUTELCH KOMIIO3MLMeEN c 3aMe OJIEHHBIM
BEICBOBOXIOEHMEM, conepxalen BKJIIOUEHHBIN B Hee WHCYJIMH .
IOMOJIHUTEJIbHO, B TOM CJlydyae, KOIIla BKJIOUEHHBM [OJMIENTUI
rnpencrasisaeT coborm OCI' wamM ero  aHaJoIu, KOMIO3ULUSA c
3aMelJIEHHEIM BHICBOBOXIEHMEM MOXET MWCIOJIb30BaATHLCA IOJig JIedeHus
MHOepTMIBHOCTM. B OpyTux CjydasaxX KOMIO3uUMsA C 3aMellJIeHHBEM
BHICBOBOXISHMEM MOXET MCIOJB30BaTLCA IJSA JIedeHUsA PAacCessHHOTO
CkJlepo3a, ecCJiM BKJIOYEHHBIA [OJMIIENTUI IpelcTaBaseT cobom OeTa-
uHrepbepoH MM ero MyTeuH. Kak 9DTO OuUeBMOHO, KOMIO3MUMs C
3aMelJIeHHBIM BHICBOBOXIEHMEM MOXEeT MCIOJIE30BaThbCA IJNA JIEUEeHUs
3aboJsieBaHu, KOTOpPHE OTBEYAlT Ha BBEJIeHMe NaHHOI'O nojunentuina.

B eume OIHOM BapMaHTe OCYWEeCTBJIEHMS HacCTOAWEro u3o0peTeHus
ONUCHBaeMas B HEM KOMIIOBULUA C BaMenJIeHHEM BHICBODOXOEHMEM MOXET
BBOAUTLCA C KOpTMKocTepoumoM. COBMeCTHOE BBEIEHME KOMMosuumm C
3aMeJIe HHEIM BHICBOBOXIOEHUEM o KOPTUKOCTEPOUIOM MOXeT
IOOMOJIHUTEJIbHO T[OBHIATE OUOJIOTUYECKYI HOOCTYIMNHOCTL OMOJOIMYECKH
aKTUBHOTO noJuIenTnIa B KOMI1O3ULIMN c 3aMe LJIEHHEIM
BHICBOGOXIeHMeM. COBMECTHOE BBeIeHME KOPTHUMKOCTepoula B COYeTaHUHU
C KOMMOB3MLMel C BaMelJIeHHHM BHCBOOOXIOEHMEM ONMUCAHO MoIpobHO B
3asBKe Ha [NaTeHT CllA 60/419430, oBarJiaBJIEHHOM «Cnocob
MomubdmxaLuuy nNpodmsia BLHCBOOOXIOEHMS KOMIO3MLMM C 3aMenJieHHBM
BEHICBOBOXIeHueM», Dasch et al., nmojsHOe cCcoOepXaHuMe KOTOpPON
BKJIOUEHO B HacCTofllee ONMCaHMe B KadyecTBe CCHUJIKM.

KopTnkocTepou sl B KOHTEKCTe HacToAmero n3obpeTeHus
OTHOCATCSA K CTEPOUIOHEM NPOTMBOBOCIHAJUTENbHEIM CpPEenCcTBaM, KOTOpHE
TakXe HasHBaKTCHA IVIOKOKOPTUKOMIAMMU.

logxomsauMe KOPTUKOCTEPOMAL BKJoualoT, ©6e3 orpaHudenHusa, 21-
alle TOKCUIIPETHEHOJIOH, aJIKJIOMEeTa30H, ajlbTeCTOH, aMUMHOHNI,

HekJoMeTas30H, 6eTamMeTas0H, 6y ne30HUN, XJIOPNPEeIHU30H,
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knoberasos, KJI06eTa30H, KJIOKOPTOJIOH, KJIONPEeIHOJI, KOPTUKOCTEPOH,
KOPTU30H, KOpTMBaszoJ, JAedpjazakopT, HOe30HMA, HEe30KCHMMETa3OH,
IekcaMeTasoH, oucoiopasoH, OndIyKOpPTOJIOH, ouaynpenHar,
DHOKCOJIOH, OnyasakopT, OGaykjgopoHun, ¢ayMmeTasoH, bnyHusomuz,
GIyUMHOJIOHA alueToHnm, dbyouMHOHUN, bayoKoOpTUHOYTUII,
dykopTOJIOH, GuyopomMeToJIOH, (QuynepoJsioHa auerar, bnynpenHuaeHa
auerar, OGIynpenHU30JI0H, OaypaHIpeHonMD, OGJayTMKasoHa IpPONMOHAT,
bopMokopTas, XaJUVHOHMI, TIajioberasosia NPOMMOHAT, TaAJIOMETas0H,
rajionpegoHa aleTaT, IMAPOKOpTaMaT, I'MAPOKOPTMU3OH, JIOTelNpenHoJsa
sTaboHaT, Mas3UNPENOH, MeIPM30H, MENpPelOHN30H, MEeTWJINPEeIOHN3O0JIOH,
MoMeTasoHa obypoar, napameTasoH, npenHukapbar, npeoHU30JI0H,
npegHus30JIoHa 25-IMsTuiaMmMHoOalueTaT, IpelnHM30JI0Ha HaTpun-docoar,
NpenHU30H, NpefHMBaJ, [pPeOHWIUIEH, PUMEKCOJIOH, TUKCOKOPTOJI,
TPUMAMUMHOJIOH (BCe (QOpMHI), Hamnpumep, TpUaMUMHOJIOHA AaUeTOHUI,
CJIOXHBIA METUJIOBHIM SdMP aleTOHUIa TPMUAMLUMHOJOH-21-0€BON KMCIIOTH,
TPMaMUMHOJIOHA ©OeHeTOHUN, TPMaMLVHOJIOHA TexKcalueTOHNI,
TpMaAMLUMHOJIOHA IOMauerTaT M BCe UuX OapMaleBTUYECKM NpUEMIEMEIE
cMecM, UX COu u Jobble IpyTMe MX NPOM3BOIOHEIE M aHaJloru.

B OOHOM BapuaHTe KOPTUKOCTepouI MOXeT ObTb BKJIOYEH B
KOMIOBULMIO C =BaMelJIeHHHM BHICBODOXIEeHMeM, cojepxallylo BBEeIEeHHEIE B
Hee 61O COBMECTUMEIM [IOJIVIMED n BUONIOTUUECKU aKTUBHHMN
[IOJIUIIENTUOHEI areHT.

B IOpyroM BapMaHTe KOPTMKOCTEpOMI MOXeT OHTb OTHEJIBHO
BBeIeH BO BTOPOJ OMOCOBMECTMMEN! IoJimMep. Bropon 61O COBME CTVMBIN
rnoJuMep MOXeT OHTb TeM Xe CaMmbiM WJIM MOXeT OTJMYaATbCSA OT NEepBOI0
6MOCOBMECTUMOTO [OJMMEepa, KOTOPHM CONEPXUT BKJIOUEHHBM B HeTOo
BUMOJIOTUUECKU aKTUBHBIMA TOJIMIIENTUIOHEN aTEHT.

B eme OIOHOM BapMaHTe KOPTUKOCTEPOMI MOXET NPUCYTCTBOBATH B

HeMHKariCyJIMpOBaHHOM COCTOAHMNHN, HO MOXeT OLITb cMellaH C

KOMIIo3MLMENn c 3aMe OJIEHHBIM BLICBODOOXIOEHMEM. Hanpumep,
KOPTUKOCTEPOUI MOXET OBLITB COIOBUNNBUPOBAaH B HocuTese,
MCIIOJIb 3y €MOM OJis OOCTaBKM KOMI1O3ULUN c 3aMe IJIeHHBM
BLICBODOXIOEHNEM. AL TEPHaTUBHO, KOPTUKOCTEpOUNI MOXEeT

NnpucyTCcTBOBaAThL B BUIOE TBEpPOOIrCc BeuecTBa, CyClIeHOIUPOBaAHHOTO B
COOoTBETCTBYyKIEM HocCcuTeJie. Kpome TOIO, KOpTHUKOCTEpOMI MoxeT

NpucyTCTBOBATE B BUIE rnopouka, KOTOpHﬁ CMelVBalT C KOMIO3MLUEN
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C BaMeIJIeHHEM BEICBOOOXIEHMEM.

CnenyeT  I[OHMMATh, YTO  KOPTHMKOCTepoun IpPUCYTCTBYET B
KOJIMYeCTBe, IOOCTATOUYHOM HJIS [OBHIEHMS O6M0JIOTMYECKON IOCTYMNHOCTU
BUOJIOTUYECKM AaKTUMBHOTO IMOJUNENTUIa M3 KOMIO3MUMM C 3aMelJIeHHBM
BHICBOOGOXOeHueM. I[loBelleHHasa Ouonormdyeckas OOCTYMNHOCTb O3HadaeT
MOBHIIEHNE  OMOJIOTUUECKON INOCTYNHOCTM  OMOJIOTMUECKM  AKTUBHOI'O
rnoJurnenTuaa M3 KOMIO3MULUUM C BaMelJIeHHbBM BHICBOOOXIEHMEM B Cjlydae
€e COBMECTHOTO BBeIeHUs C KOPTUKOCTepoulamM, B CpaBHeHMM C
cCUTyaluuen BBeJeHuUs B OTCYTCTBME KOPTUKOCTepouna, B TedeHue
nepuoma BpeMeHM OT MOByX IHeNM Iocjle BBeleHMd OO KOHUa UMKIa
BLICBOOOXIOEHUST KOHKPETHOM KOMIIOBULMMK.

B KOHTEKCTEe HAaCTOSflero ONMUCAaHUSA TEepMUH «IAaUMEeHT» OTHOCUTCHA
K 4YeJIOBEeKyY, HalNpuMep, K 4YeJIOBEKYy, uMeplleMy IOTpeOHOCTb B HAaHHOM
areHTe WIu Tepanmu, npoduiakTUYeCKOM UIAM  IOMATHOCTUYECKOM
BO3IOENCTBUN.

B KOHTEKCTe HaCTOAWEero ONMCaHus BaMeljIeHHOEe BHCBOOOXAEHMNE
6UOJIOTHMUYECKM aKTUBHOTO nojunentmuna oBos3HadaeT BeICBOOOXIEeHME
MOJUIEeNTUIa M3 KOMIO3MUUM C =3aMelJIeHHBM BHICBOOOXIOEHMEM COTIJIaCHO
HacTosameMy W300peTeHuo, oCylmecTBJsSEeMOe B TedeHue  Iepmona
BpeMeHu, OoJjiee OIMTEJIbHOT'O, UYeM I[epuon, B TedeHMe KOTOpOoTro
BMOJIOTMUYECKM 3HAuMMOEe KOJUYEeCTBO IojunenTtuna OydeT HOOCTYNHO B
ciiyuae nOpsMOTO BBeIeHMS pacTBopa nojunentuiaa. I[IpeanodyTuTesibHO,
4YTOOH 3aMelJjIeHHoe BEICBODOXIOEHNE npencTaBJyAso cobon
BHICBOBOXIOEeHMEe, KOTOpOe IIPpOMCXOIOUT B TedeHMe I[epuona BpPEeMEeHM,
PaBHOTO MO MeHbIlell Mepe NpPUMMepHO OJHOM Heneje, B YacTHOCTH, B
TeyeHMe I[pMMEPHO MOBYX HeneJsb, [10 MeHbllell Mepe IMpMMEpPHO Tpex
Helleqlb WJIM IO MeHblledl Mepe IPMMEPHO YeThHpex Henesb. 3aMelJieHHOe
BEHICBOBOXOEHME MOXET OHTh HENPEepPLHBHBM WM [PEeICTaBJIATh COOOM
[IPEPHBUCTOE BEICBODOXIEHME C  OTHOCUTEJIbHO IIOCTOSAHHOM  MJA
Bapbupyomen CKOPOCTBLIO BEHICBOOOXIOEHUA. HenpephIBHOCTB
BEICBODOXIOEHMSI U  YPOBE€Hb BLICBOOOXOEHUA 3aBUCAT oT TUna
UCIOJIb3YyEeMOM TIOJIMMEPHOM KOMIO3MUuu (Hanpmmep, OT COOTHOWEHMUS
MOHOMEPOB, MOJIEKYJIIPHOM MACCH, OJIOK-KOMMIO3MUMM ¥ BapbUpyoOUMX
coyeTaHMi! IOJUMEPOB), OT KOJMUECTBa NoJmnentmuna u/uam oT BuOOpa
SKCLUUIIMEHTOB MIJIS IOOCTWXEHMA XeJlaTeJIbHOTO sddekTa.

B KOHTEKCTEe HaCTOAWEeTO OMNMCAHMUSA TepaneBTUYECKM 3pPeKTMBHOE
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KOJIMYECTBO, npoduilakTUyYeCcKu sddbekTUBHOE KOJIMYECTBO 1283471
IMATHOCTUUYECKHN sppekTMBHOE KOJIMUECTBO npencrarsyifgeT cobon
KOJMYECTBO KOMIIO3UUMM C 3aMemjleHHEM BEHCBOOOXIEHMEM, HeoOxoImMmoe
OJs [IPOSBJIEHUA XeJaTeJIbHOT O BUOJIOTNUYECKOTO oTBETAa rnocJe
BBeIOEeHUs.

[lokaszarTenb Crmax B KOHTEKCTE HacTosaumero onucaHmusa
npencrapyaseT coboM MaKCUMaJbHYK KOHLUEHTpauuio JI€eKapCTBEHHOT'O
cpencTBa B CHBOPOTKE KpPOBM, KOTOpasa HOOCTUIaeTCcs B TedeHue
rnepmuolla BEHICBOOOXIEHMSA, [NOIJIeXallero MOHUTOPUHIY.

llokazaTelb Cave B KOHTEKCTe HacCTOAWero onmcaHus
npencraBaseT coboil cpelHee 3HaueHMEe KOHUEeHTpauuu MOOCTaBJIAEMOIO
JIEKApCTBEHHOTO CpencTBa B CHBOPOTKE KpPOBM, pasdesieHHOe Ha
3HaueHMe IUomans non KpuBoi (AUC) B npoduisie BHCBOOOXIOEHUS B
pacueTe Ha Nnepuon BHICBODOXIEHMA.

[[pennouYTUTEeNIbHO, YTOOH COOTHOmEHME Cpax K Cave COCTABJIAJO
npuMepHo 3 WM MeHee. YKa3aHHHM Npoduib B OCOOEHHOCTM XeJjlaTeJIeH
B cJydYae MNOJMMNENTUIOB aHTuAMabeTUUeCKOT'O0 MM INIOKOPEeIyJIATOPHOI'O
IOelcTBMSA, TakuMx KaK IMpMBeIeHHHe Bhllle nojaunenTuasl. COOTHOWeEHMe,
paBHOE NpPMMEPHO 3 WM MeHee, MOXeT ofecneumBaTb NnokasaTesb Cave
B TepaneBTUUYECKOM OKHE, IpM YyCTpaHeHMM HeOJaTrOoNpuATHEX MOOOYHEIX
20DeKTOB JIEKAPCTBEHHOT'O CpencTBa, KOTOPHE MOTYT BO3HMKATbL MNpPKU
BoJlee BHICOKMX COOTHOlWEeHuAx. Kpome Toro, ObBUIO MOKa3aHO, YTO 3a
cyeT KOHTPOJIA OUBMYECKMX CBOMCTB KOMIO3MUMM C 3aMeJIeHHBM
BLHICBOBOXOEHUEM, NpMBENEHHON B HacToAlleM onucaHuu, MOXHO
MoJIyynTh JOpPyTMe XeJjlaTeJlbHele [apaMeTphl, XapaKkTepusylmme HYKHBIN
npoduib BLHCBOOOXOEHMS, U KOHTPOJNMPOBATH ux. [aHHBN cCnocob wu
KOMIO3ULIUN rno HacTosAeMy nz3oBpeTeHuo [O3BOJISIT OOCTUYD
SHAUUTEJILHOT'O CHMXEeHUA BrIOpoca (70 eCcTb [IepBOHAYAJILHOT'O
BEHICBOOOXOEHMA; Hanpumep, 3HaueHUs Cpax B 0-1 pgHu). B onHoM
BapMaHTe OCYyUWEeCTBJIEHMA HacToAlero us3obpeTeHus rnepBOHayYaJsibHEM
BEHIBPOC COCTAaBJIAET MeHblle, 4YeM INpuMepHO 1% oT ofmero KoJM4ecTBa
areHTa. B J[OpyPoM BapMaHTe I[epBOHaudaJlbHEM BHOPOC COCTaBJIAET
MeHblle, uyeM npuMmepHo 0,75% or ofmero KoJmMYeCTBa areHTa, a TakKxe
oH MoxeT ObITH MeHblle, 4YeMm npumepHo 0,5%. B ToM, UTO KacaeTcsH
cooTHomEeHUA Cpax K Cave, OHO MMEET 3HadeHMe MeHblle, YeM I[IPVMMEPHO

3, ¥ MOXeT COCTaBJATL IpuMepHo 1-3, a Takkxe MOXeT OHTb PaBHO
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npuMmepHo 2-3. Kpome Toro, Cpax, B CJiydae ero IOCTMXEHUS, MOXET
GEITb CIOBMHYT IO BpPEeMeHM B [eprole 3aMellJIEHHOTO BHICBOOOXIOEHMA, U
IUIMTEJILHOCTL STOTO lepuona ByleT oTJMYaTbCA OT nepuopa BrOpoca,
1785871 nepuona nepBoOHaYaJJbHOTO BLHICBOOOXIOEHUSA, B CTOPOHY
«3aMenJieHHOM ¢asu» BHCBOBOXIOeHMsi. B omHoM BapuaHTe Cpax MOXET
IOCTMTaTLCA MO MeHblielt Mepe uepe3s 7, 14, 21, 28, 35 wm 42 pHA
rocjie BBEIEHMS U MOXET OCYIMEeCTBJATbLCA B JuoBoM OeHb MEeXIy HVMU.
B OpyroM BapuaHTe Cpax DOCTMTAeTCs B Iepuon OT npumepHo 21 mo 35
IOHS TIoCJie BBeIeHMs, & B elle OJOHOM BapMaHTe OH OOCTUTAaeTCA B
nepuon ot npumepHo 28 no 31 OHA M Takxe NPUMMEPHO Ha 28 mOeHb
rnocjle BBeIeHMs. B eme OOHOM BapMaHTe OCYULEeCTBJIEHMUS HacTosAamero
M306peTeHna MaKCyMalJilbHas KOHLUEHTpauusa JIEKapCTBEHHOTO CpelCcTBa
(TO eCTb KOHLEHTpauusa B I[Ula3Me) MMeeT MeCTO [0 MeHbliel Mepe
yepes 7, 14, 21, 28, 35 wum 42 nHA rocje BBeOeHMS M MOXET MMETb
MecTo B JIoBGOM OeHb Mexny HuMM. B eme OOHOM BapuaHTe
MakCuUMalbHas KOHLEHTpauMsa JIEKAapCTBEHHOI'O CpencTBa MMEeeT MeCTO B
nepuon oT npumepHo 21 mo 35 OHA Nocjie BBeAeHUsA, B OCOOEHHOCTM B
ciyyYae BBeJIEHUS TUIOKOPETYJISTOPHEIX areHTOB, TAaKMX KakK DKCEHIOMH-
4, GLP-1, GIP unnmy MxX aHaJIOT'OB.

YaydmeHHee npoduim 3aMenJIeHHOT'O BHICBOOOXOEHMA B Clydae
KOMIOBMLMI IO HacToAWeMy HW300peTeHMI0 I[O3BOJIAKNT OCYUEeCTBJATH

BBeIeHMEe aKTMBHOI'O areHTa WM areHTOB B OO3aX, KOTOPEIE HE

BEIBEIBAIOT HeXeJlaTeJILHOI'O (noBouHOTO) sbpdexkra, TaKoIo Kak
TOWHOTA, 3a cuer CHMXEHUA HexeJlaTeJIbHOTO BBICOKOT'O
nepBoOHavaJbHOT'O BrIOpPOCA. Kpowme TOTO, yJydlie HHEIE npodusan

3aMeIJIEHHOTO BHICBODOXIEHUS I[103BOJIAIT [PMMEHAThL CIroco® BBeIeHMS
OIHOTO WJM HEeCKOJIbKMX AaKTMBHBIX aI'@éHTOB B JO3e, KOTOpas HHUXe,
yeM TepaneBTUUYECKM DOPEKTMBHOE KOJIMUECTBO, HO INpM 3aMeIJIEHHOM
BLICBODOXIOEHUM  MHOTOKPATHHX  OO3 IOOCTUTAETCA  TepaneBTUYECKHU
sbdexTMBHAA KOHLUEHTpauus Yy I[aluMeHTa. YKas3aHHasda KOHLUEeHTpauus
najiee JIeT'KO NOIAIEPXMBAETCA 3a CuYeT 3aMeJIeHHOTO BLHICBOOGOXIEHMSA
nosul. OnHMM JOCTOMHCTBOM TaKOI'O TepalieBTUYEeCKOIr'0 rnoaxona,
KOTOPHIA CTAHOBMTCSH BOBMOXHEM OJlaromapsa HacTodAweMy u300peTeHMo,
aBJjisseTcd TOT GakT, UYTO HexeJjaTeJlbHee (robouHele) 3¢bekTH, Takue
KaKk TOWNHOTA, CHWXAKTCA MJIM YCTPAHAKWTCA 3a CYeT CHWXEeHuA

HeXxeJlaTeJIbHO BHBICOKUX BHGpOCOB JIeKapCTBEHHOI'O CpeJICTBa, a TakKxe
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Gaaromapsa TOMYy, 4YTO TakoM crnoco® MNO3BOJIAET NauMeHTy Jydile
aganTUpOBaTLCA K T[IOCTENEeHHO BO3pacTalMM KOHILEHTpauuAM OJHOT'O
UM HECKOJIbKMX areHToB. COOTBETCTBEHHO, B OIHOM BapuahHTe
obecneumBaeTCcsa 3aMelJIeHHOEe BHICBOOOXIOEHME MHOTOKpPAaTHHX H03, Tak
yTo Kaxnas I[ocienymomas nos3a IOBHIAEeT KOHLUEeHTpauuio OOHOTO WM
HEeCKOJIbKMX areHTOB Y IllalMeHTa, UYTO MNPUMBOOUT K HOOCTUXEHUIO
TepaneBTHUYECKM 5SOOPeKTMBHON KOHUEHTpauMy OOHOTO WM HEeCKOJNbKUX
areHTOB Yy TMaluMeHTa. B eme oJHOM BapMaHTe Kaxias nocJjenyomasn
Oosa nmnpernapara C 3BaMenjeHHBM BHCBOOOXIOEHVEM BBOIUTCA TakKuM
obpas3oM, UYTO ee SBaMelJieHHas das3a IepekpeBaeTcsa C 3aMeJIeHHOMN
dazoir npemeoymeit mnose. Kpome Toro, ImnokasaTesb Cpax OO3H WM
MakKcuUMaJbHas KOHLEHTpaUMs aTeHTa MOXEeT I1epeKphBAaTbCHA C Cpax WIN
MaKCMMaJIbHOM KOHLIEHTpaluMeil areHTa OT Nnpedbaylleil OO3H.

TepMuH «OnoJjiorMueckass IOOCTYNHOCTB» B KOHTEKCTE HAaCTOAWEIo
onucaHMUMsa OTHOCUTCA K  KOJIMYECTBY  TepaneBTUUYECKOTO  areHTa,
KOTOpOe TMOCTyrnaeT B CUCTEeMy KpoBoOOpalleHus. Buosoruueckas
OOCTYINHOCTE MOXeT OuTb oInpenejieHa KaK BHUYMCJIEHHas rJiomalb I10.1
kpuBoOi1 (AUC) B npoduise BHCBOOOXIOEHMSA KOHKPETHOT'O NoJjunenruna B
TeueHMe TIepuola BpPEMEHM, HauMHapIerocsd OT MOMEeHTa BBeAeHUA U
3aKaHUMBAaKIETOCA B 3ajaHHOM ToOuKe BpeMeHM. Kak WMBBECTHO B
OaHHoi obnacTtu, nNpodusb BHCBOOOXIEHMA MOXHO OUEHUThL MYyTeM
MOCTPOEHUS rpaduka 3aBUCUMOCTHU CHIBOPOTOUYHEIX YPOBHEN
BMOJIOTMUECKM AaKTMBHOTO areHra y cybwekra (ock Y) OT 3alaHHHX
BpeMeHHHX Touyek (ocb X). BMOJIOTMUECKYK HOOCTYNHOCTB  4YacTo
ornpenessioT B TepMMHax % BMOJIOTUYECKON  OOCTYIIHOCTH, 4yTo
rnpencraBaseT coboi OMOJOTMUECKY MOOCTYNHOCTh, MOOCTUTaeMyio s
KOHKPETHOT'O MOJIMNENTMUIa IOCJEe BBEASHMSA KOMINO3MUMM C 3aMeIJIeHHbBM
BLICBOBOOXIEHMEM TIpM OeJIeHuM STOTO IMoKasaTesid Ha OMOJIOTMYEeCKYIo
OOCTYMNHOCTL, HOOCTUTaeMylo OJid KOHKPEeTHOTO noJjunenTtuia I[ocjie
BHYTPMBEHHOT'O BBEeIEHMsA TOM Xe CcaMOM LO3Hl JIEKAPCTBEHHOT'O
cpencTBa, C MNOCJEnyUMM YMHOXEHMEM IOJIydE€HHOT'O 3Ha4YeHMA Ha 100.

Mommdukaumsa nOpoduisa BeICBOBOXIEeHMS MOXeT ObHTb I[OATBEPXAESHA
npM COOTBETCTByWUEM O(GapMaKOKMHETNYECKOM MOHUTOPMHI'€ CHBOPOTKM
nauMeHTa Ha Haluume OMOJOTMYECKM AaKTUBHOTO  IMOJUIIEIITUIOHOTO
areHTa. Hanpumep, TecTMpOBaHuMe C MCIOJb30BaHMEM cCrneunpmuyecKmnx

aHTuUTes (Hanpumep, B paMmkax MerTonoB ELISA u IRMA), M3BEeCTHOE B
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OaHHo¥M objacTu, MoOXeT OHTb MCIOJBL30BAHO OJIA  ONpeleJieHus
KOHLEHTpauuy oOnpelesjIeHHBX OMOJIOTMUYECKM AaKTUBHHX MOJMUMIENTUIHBIX
AreHTOB B CHBOPOTKE IauueHTa. I[IpMMepoM TakKor'o MeTona ABJAeTCH
npouelypa TEeCTUPOBaHMA DKCeHOMHa-4, MpuBeleHHas B HacToslleM
onMcaHuu.

dapMakOOMHAMUYECKMM MOHMUMTOPMUHI nNauMeHTa MJIa OTCJIEXMBaHUSA
TepaneBTUYECKUX 30PeKTOB KOHKPETHOI'O areHTa Yy lauueHTa MOoXeT
MCIOJNb30BATbLCH nJis NnNoOTBEepPXIeHNs Hanuums 61oJIoTUYEeCKOMN
aKTMBHOCTM y  BHCBOOOXIHaeMoI'o areHTa. CniocoBsl MOHUTOPMHIA
bapMmakoauHammuyeckux SdbexToB MOryT OHTbH BHOpaHEl Ha OCHOBE
OLeHKU BMOSTIOTUYECKOM aKTMBHOCTHU BBEJEHHOTI'O areHTa C
MCMNOJIb30BaHMEM OOJBILOTO uUMUCJa OOCTYNHBIX METOIMUK.

[lpon3BOOCTBO

VBBECTHO MHOXECTBO CINOCOBOB, C MNOMOLLI0 KOTOPHX MOTYT OHTH
[OJIydeHbH KOMMIO3MUMU C 3BaMenJieHHEM BHICBOOOXOeHMeM  (MaTpuLE
nonuMepa/O6MoNIoTndeCcKn aKTUBHOTO noJimnenTuna) COTJIACHO
HacTosAmeMy n300peTeHMI0, B YaCTHOCTM, KOMIIO3MLUMM, MMEUMe HMUBKYIO
MNOPUCTOCTE, onMcaHHBEIE B  HacTofAleM U300peTeHUM. [TonpoBHEIe
npouenypbl HEKOTOPHX MEeTOIOB IMOJydeHMA MUKPOUYAaCTUL, MpPMBEIEHH B
pabouux  npuMmepax. B IMpennouyTMUTENIbHOM BapMaHTe  HacToAlero
nsobpereHns crnocod® UBTOTOBJIEHMA  KOMIIO3MUMM C  3aMelJIeHHBM
BHICBOBOXIOEHMEM OMOJIOTMUECKM AaKTMBHOTO I[IOJIMIIENTHIE  BKJIOYAET
rnoJlydyeHue CMecH MyTeM ofbelMHeHMs BOOHOM (ase, BKJKOYAKOILENA BOLY,
aTreHT, TakKoM KaK BOIOPACTBOPMMEI [OJMUIEnTun, U caxap, C
MacJISHOM dbazon, BKJIIOYaKIENn 6110 COBMECTUMbIN rnosuMep n
pacTBOpMUTEsb OJ1A NoJuMepa; (QOpMMpOBaHME 3SMyJIbCMM BOLa-B-Macie;
nobaBJyieHMe areHTa OJa koalepBauuyu, HalpuMmep, CUJIMKOHOBOTO
Maclla, pacCTUTEJIbHOTO Macjia WIM MMHepajJbHOT'O Macja, K CcMecu C
obpas30oBaHMEM  BapoblIEBHX  MUKPOUYaCTUL; rIepeHoC  3apOoXHleBbIX
MUKPOYaCTHL] K racsaueMy pPacTBOPUTEJIO s OTBEPXIOEHUSA
MMKpoOUYacTnl; CcOOp OTBEPXOEHHBX MMKPOWACTUL U CYUWKY OTBEPXIOEHHBIX
MMKpouacTul,. JlaHHHM Mpouecc B LEJIOM Has3bHBaeTCss B HacToslleM
ONMCcaHMM Kak IpollecC B BoAe-Maciie-macige (B/M/M).

[IpeNNnoYTUTEJSIbHO [OJIMMEP MOXeT IPUCYTCTBOBATbL B MaCJAHOMN
base B KOHUEHTpaluuyM, Bapbupyomen oT npmMmepHo 3% Mmacc./macc. mo

npuMepHo 25% Macc./mMacc., NOpPelnnodYTMTEJ]bHO OT NPUMEPHO 4%
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Macc./Mmacc. nOo npuMmepHo 15% Macc./macc., Hanpumep, OT I[IPMMEPHO
5% Macc./mMmacc. mo npumepHo 10% mMacc./macc. llpexkpacHue
pe3yJibTaThH MOTYT OHITH OOCTUITHYTH npu MCI10JIb30BaHUM 6%
Macc./Macc. KoHUeHTpauum PLG B MacnsHOM dase.

[loaMMep B OCHOBHOM OOBEAMHAIOT C [IOJMMEPHBIM PacTBOPUTEJIEM.
B ToM ciyuae, KkoIza IoJuMep nperncrasyseT cobom PLG, Takue Kak
PLG, [IpeanouTmuTeNIbHEe onsa HacToAwero onucaHuA, noJInMep
noBapisT K pacTBopuresno nns PLG. Takue pacTBOPUTENM M3BECTHH B
OaHHOM obnacTu. [IpennoyYTUTE b HEIM pacTBOpUTEJIEM ABJISEeTCSA
MEeTUJIEHXJIOPUI .

AreHT M caxap nofaBJjsioT B BOJHOM Gase, NpPennodYTUTEJIbHO B
OIHOM BOIHOM base. KoHLeHTpauus areHTa cocTaBlsieT
npennoururensHo 10-100 mr/r, npeanoururesrHo oT 50 mo 100 Mr/T.
KoHlleHTpauMsa caxapa cocTaBiyseT npepnodrurensHo 10-50 mr/r n 30-
50 mr/r.

SaTemM o6e dasH CMeuMBaT c ofpa3oBaHMEM  SMYJBCHUN.
MpennouyTuTesibHO, dYTOOH BSMyJnbCUs Obyla oOpas3oBaHa TakKuM obpaszoM,
yTOBH pasMep KaleJjylb BO BHYTPEHHEN OSMyJbCuu ObBJ1 MeHblle, YeM
npumMepHo 1 MMKPOH, MNPENNnoOUTMTEJIbHO MEHblle, YeM IpPUMEePHO 0,7
MUKPOH, OoJilee MNPenNnodYTUTEJIbHO MeHble, ueM npuMepHo 0,5 MMUKPOH,
UM cocTaBJAs, Hanpumep, okxogo 0,4 MukpoH. Kpome TOTO, pasMmep
Kanesjb BO BHYTPEHHelM BMyJIbCMM MOXET COCTaBJIATb npumepHo or 0,1
mo 1,2 MMKpoHa M JHaxe MOXeT COCTaBisaTb npmmepuo ot 0,1 mo 1,0
MMKpOHAa, a TaKXe MOXeT COCTaBjsaTb npumepHo ot 0,2 mo 0,4
MMKpPOHa. HuXHMI [penes ONpenesiseTcs B  3HAUMTEJIbHOM  Mepe
XeJlaHMeM  MMHUMUBUPOBATDL pasJioxeHue noJjiMMepa, Taxkoe Kak
BO3HMKAWUlEe, HalpuMmep, B Ipolecce CcABMUra, WM pasJjIOXeHue
areHTa, HamnpuMmep, B pes3yabTaTe BbOeJieHMs Tella B 2 Ipouecce
[OJIyYeHNs OMYJIbCUN . CoOTBETCTBEHHO, B OOHOM BapuaHTe
OCylIECTBJIEHMA  HacCToAmero wus3o6peTeHUMsa  CHOCOOH  GOpPMMPOBaAHUSA
SMyJIbCUM, Halrpumep, IIyTeM I'OMOTeHu3aumm, I[IyTeM BHICOKOI'O COBMUIA
unu nyrem o6paboTkM YJIbTPas3BYKOM, I[PMMEHAKTCS [IpU YepenoBaHUu
n/MaM B TedeHue OTHOCUTEJIbHO KOPOTKMX I[1€epMOJOB BpeMeHM, Tak
yTOGH, HamnpuMep, MOXHO OBUIO MMHMMM3BMPOBATbL U/MIM paccenBarThb
BHIOGJIEHME Temjia B BSMyJlbcum. Hanpumep, ToMoreHM3aumMsa MOXeT

NnpoBOIUTECA IOINCKPETHBEMU BO3IOEMCTBUAMM Ha MacCCy 5SMYyJILCUK. MoryT
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UCIOJIE30BATECH npuBoOPH s obpaboTku YJIb TPa3BYKOM u
TOMOTE€HMUB3ATOPH OJSA MOJIyYEeHUS TaKoM BSMYyJlbCHUM.

ATeHT IJA KoallepBauuyM B KOHTEKCTe HacCToAWero OnMcCaHuA
OTHOCUTCSH K JI0BOMYy MAacJly, B KOTOPOM I[OJIMMEPHEN PacTBOP (MOJMMED
U pacTBOpUTEJIb) He IMoABepTraeTcsa JerKoM comoduiamMsaumm, TakK dYTOo
obpasyeTcsa oTmenbHas ¢asa C MNOJIMMEPHEM pacTBOpPOM. [lpuemieMsle
areHTH IJA KoalepBaluuMy, MCIOJb3yeMele B pPaMKax HacToslero
nsobperTeHns, BKJIOYapT, 6e3 OIpaHUueHus, CUJIIMKOHOBOE MacJo,
pacTuTesIbHOE MacJio, MuHepaJlbHOe Macjio. B KOHKpPETHOM BapuaHTe
OCylIECTBJIEHMA Un300peTeHusa areHT JIA KoalepBauuu I[IpencTaBsAeT
coBoll CUIMKOHOBOE MacJio u pobarjigseTcs B KOJMUECTBE, HOOCTaTOYHOM
OIS JOOCTUXEHMA COOTHOWEHMS CUJIMKOHOBOI'O Macjia K NOJVMMEDPHOMY
pacTBopuTes® B OmuanazoHe or npuMepHo 0,75:1 no npumepHo 2:1. B
KOHKPETHOM BapuaHTe COOTHOUIIeHue CUJIMKOHOBOT'O MacJsa K
MOJIMMEPHOMY PaCTBOPUTEJNIIO COCTaBJIAET OT MpuMepHo 1l:1 Oo npuMepHO
1,5:1. B mNpenrnouTUTeSIbHOM BapMaHTe COOTHOWEHME CHMIMKOHOBOTO
MacJa K [OoJamMmepy cocraByseT npuMepHo 1,5:1. KosdopmumeHTH
COOTHOIEHNa JOpyI'MX areHTOB nOJA KoaluepBaumy, Kak oxunaeTcH,
6yOoyT aHaJJOTUUHBEIMM MJIM MOTYT OHITb ONpenesieHu OoJjiee neTaljlbHO INpu
MCNOJIb30BaHUM YKAa3aHHEIX BHIIE COOTHOWEHMN B KadeCTBe MCXOIHHIX
TOUEK.

B onHoM BapMaHTe CTaius KoallepBaluM BKJIoYaeT NpuMepHo 1-5-
MUHY THBI nepuon nmobaBJyeHusa (mam riepeHoca) areHTa nis
KoallepBauuy K BSBMyJIbCMM WIM HaobopoT, BSMyJIbCMM K al'eHTy LA
KoallepBauuy, C nocJjenyoumein cramen nobaBJjieHUs WM NepeHoca,
KOTOpas MOXeT IJIUTbLCA NpuMMepHO 2-4 MMHYTH M MOXeT Takxe
CoCTaBJIATL MNPUMEPHO 3 MMHYTH. B eme OIHOM BapuaHTe IJIMTEJIbHOCTHb
crammM noBGaBJIEHMS MM [IepeHoca MeHblle WM paBHa IpuMmepHo 1,
rnpuMepHO 2, nNpuMepHo 3 WM npumepHo 3,5 MuMHyTaMm. B eme oOJHOM
BapMaHTe B TOM CJjlydae, KOTIa KOHTPOJMPYeTCH cTanus nobasBjeHusd
UM [epeHoca B COOTBETCTBMM C HACTOAWMM ONMCaHuWeM, areHT A
koallepBaumum MpeacTaByseT coboil CUJIMKOHOBOE MacJjio, ONMCAaHHOe B
HacTosmeM usobpeTeHMM. B eme OINHOM BapMaHTe COOTHOWeHue obbeMa
areHTa MOJA KoaluepBauum K OOBeMy [OJMMEPHOTO pacTBOpUTENA B
COOTBETCTBMM C HACTOAUWMM ONMCaHUEM, COCTAaBJIAET, B YACTHOCTH,

IPpMMEPHO 1,5 K 1 (HanpuMmep, CUJIMKOHOBOT'O Maca K
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MeTUJIEHXJIOpUAY) . B eme OINHOM BapMaHTE BHYTPEHHAS DMYyJIbCUS MOXeT
MMEeTh pasMep KareJjib MeHblle, YeM IpuMepHo 1 MMKPOH, a Takxe
MOXeT WMMeTb pasMep, YyKa3aHHHM B HacToAlleM ommcaHnmu. B onHOM
BapMaHTe areHT NpeAcTaByAeT cofoyi NenTun C INIOKOPeTyJATOPHBM
mecTeMeM, TakKoM KaKk SKceHIuH-4, GLP-1, GIP wmiam uxX aHaJoru,
KOTOpHE MOTYT ObITb BHECEHE B KOHLEHTpauusax, YKas3aHHHX B
HacToAlleM OoNMcaHum. B eme OOHOM BapuaHTe IMNOJMMEp NpencTaBJAeT
coBo PLGA, YKa3aHHEII B HAaCTOAWleM ONMCaHuM, [PeAnodYTUTEJIbHO B
coorTHomeHuy 50:50 JslakTUOHOM GOpMEI K IyMKoJgmuOHOM ¢opme. B omHOM
BapMaHTE IMOJMUMEPHHIM pPaCTBOP M/MiIM BOJLHBIM PacTBOP, KOTOPHIA
BKJIOYAEeT SMYyJbCUIO IO KoallepBauuy, MOXeT COIOepXaTb 3KCUMIMEHTH,
eCcJIM BTO XeJlaTeJIbHO.

Cragus Koaluepsauumn MOXeT Takxe BKJIOYAThH nepuon
BHIICPXMBAHMA, KOoI'Ia CMeChb areHTa oJsg KkoauepBauuMm U 3SMYyJbCUU
BHIIEPXMBAIOT B TedeHVe HeOoJsbIoro Iepuola BpeMeHM, Hanpumep, B
TeyeHMe IlepMolla BPEMEHU OT MNPMMEpPHO 1 MMHYTH HOO [PMMEPHO 3
MMHYT Iepel o6pafoTkoii Ha CcTaiuM OTBEepXIeHUs. JONOJIHUTEJIBHO,
rnepuon BHIOEPXMBAHMA MOXET COCTaBJATE NPMMEPHO OT 30 mo 90
CeKyHI, a Takxe MoxXeT OHTbL paBeH TIpuMepHO 1  MUHYTe.
IONOJHUTENILHO, B OPYTMX BapuMaHTax [epMOL BHIOESPXMBAHMA, KOTOPLIA
ABJIAeTCH HeoBs3aTeJIbHEM, MOXET COCTaBJIATb MeHee 1 MUHYTH U
MoOXxeT ObThL Takxe MeHbme 30 cekyHnO. B eme OIOHOM BapuaHTe CMeCh
OJIA KoauepBaumm obpabaTHBA0LT OJIA [NpeAOTBPAaleHMA MIM MUHMMM3ALUMN
pasIeneHMA KOMIIOHEHTOB CMecuM Boda-Macjo-maciyio. Takas obpaboTka
MOXeT OwTb MNpoOBeIeHa JIobeM crnocobomM, BKJIIOUAA, HanpuMmep,
rnepeMemMBaHue, TOMOT'€HM3aluIo, BCTpAXMBaHue, oBbpaboTKy
VIbBTPa3sByKoOM, CMewVBaHue, B30aJjTHBaHue U OaBjJeHue. YCJOBUA
oB6paboTKu BEIOMpPAIOT TaKVM oBpaszoM, yToOB ~ MMHMMU3UPOBATH
pasJioXeHue KOMITOHEHTOB KOMIIO3ULUY, BKJIOUAA OeCTpYyKUMIO
KOMIOSMLMM BapolbIEBOTO [oJMMepa/areHTa, KOTopas MOXeT OHTb
npencTaBlieHa MMKpOYacTMLaMM MM MMeTb IOpYyTyl Qopmy.

CramMs KoalepBalMM TaKxe BKJIOYAeT I[epPeHOC KoalepBaTHOMN
cMec” K PpacTBOpy MOJA TalleHuA WM OTBepxkaeHus. l'alleHye MOXeT
BKJIOYAThL [1OJIMMEPHLEIM ocamuTesb. [loJMMepHble OCamuTes M B OCHOBHOM
U3BECTHH B IaHHOM ofBjlacTu. OCOOEHHO MPEenrnoYTUTENbHEN I'aCUTesb

BKJIOUaeT CMEeCH OTBEpPXOaKmLeIro pacTBOpPUTEIIA u NPOMEIBHOT'O
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pacTBOpUTENIA, HanpuMmep, cucremy TenTaH/®TaHOJIbHOT'O
pacTBOpUTENS, TaKyl Kak CMeCh, ONMCAHHAA B MNAaTEHTE CIIA 6824822,
KOTOPHM BKJIOYEH B HaCTOAlEee ONucaHuMe B KauecCTBe CChUIKM. LaHHYIIO
CTamMio TepeHoCa OCYWEeCTBJIART KaK MOXHO OkcTpee, ¥ B paAle
BapMaHTOB €€ IJIMTEJbHOCTh COCTaBJIAeT MeHee, 4YeM NpUMEPHO 0,5,
1, 2, 3 unu 4 MMHYTH.

TBepmoe JIeKapCTBEHHOE CpelncTBO MOXeT OHITH Takxe
MHKaNCYyJMPOBAaHO C MCHOOJIb3OBaHMEM MOIMPMUMPOBAHHOI'O BapMaHTa
criocoba, OMMCaHHOI'O BHIIE. MoIMdMUMPOBaHHEM CMOCOO MOXHO ONMcaThb
Kak crocof, OCYyWeCTBJIAeMbli B TBepHoi/MacnaHon/MacnsHon o¢ase
(T/Mm/M) .

Hanpumep, TBEepOb DKCeHOnH-4 CyCIIeHINPYIT B
MeTuseHxJiopuae, conepxameM 6% PLG, u oOpabaTHBAKWT YyJbTPasByKOM
NPUMEpPHO B TeueHMe dYeTHpexX MUHYT Ha Jbhy. Illocrnenywouyio obpaboTky
rMpoBOIOAT NO Ccnocody, aHaJOTUYHOMY MeTony obpaborku B (Qaze
B/M/M.

B OIHOM BapMaHTE KOMIMNO3MUMA COOEPXUT aKTUBHBI  aD'€HT
SKCEeHOMH-4 npuMepHO B 5% KOHUEeHTpauuy, caxap - IPpMMEPHO B 2%
KOHLleHTpauum u Ouonojmmep. B  IOpyroM BapuaHTe  KOMNO3MLNA
CONEepPXUT AaKTMBHEM areHT OSKCEeHIOVH-4 NPMMEePHO B KOHLEHTpaluu 3%,
caxap - B KOHLEHTpaluy NpUMepHO 2% M OMOMNOJIMMEp. B IOpyroM TaKOM
BapMaHTEe KOMIO3MUMA coAepxuT nosuMep PLGA. B eme oOHOM BapMaHTe
KOMMO3MLUMA comepxuT PLG 4A mnoamMep, KOTOPHIM BKJOYaeT IIPUMEPHO
50% wMmosi. DL Jsaktuma u  50% Moj. IVIMKOJMAA C He3amMleHHOMN
CBOBOIHOM KOHLEBOM TPYINNOM KapOOHOBOW KUCJIOTH (0OO3HaueHue
«4B»). B eme ONHOM BapMaHTe KOMIIOBMUMIO [1OJIydaloT B BUAE
MMKpOYaCTUll C XapaKTepoM pachnpenesyieHus dacTuil, ro pasMmepy u
obuyM OBBLEMOM [OpP, COOTBETCTBYKOIVMU HAaCTOAWEMY OINMCAaHUIO. B eme
onHOM BapuaHTe oOOuui o6beM MNOp COCTaBJsAeT MeHblle, YeM MNPUMEpPHO
0,1 mn/r, cpedHur pasMep d4YacTuUl, MOXeT COCTAaBJATE IPUMEPHO 50
MMKPOH, C paclpefesieHsMeM MO HWXHel TpaHule, paBHoOM npumMmepHo 30
MMUKPOH M MO BEepxXHEl TpaHulle, PaBHOM NPMMEPHO 90 MuMKpoH. B eie
ONHOM BapuaHTe MuKpodacTuub GOPMUPYIOT, NOJYyHanT MM [NOABEPIAT
COOTBETCTRYyWEN obpaboTke IJisl rnocJjie nymomero MoJIy4YyeHUs B
COOTBETCTBUM C Ipoueccamy, NPUBEOEHHbBIMM B HaCTOAWEM ONMCaHUM. B

ONHOM TAaKOM BapMaHTe YKa3aHHEM CHOCOO MpencTrasiseT CoOou
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npouecc B obase Boma/macno/macno (B/M/M), rne pasMmep uYacTul
BHYTPEHHEN B5MyJIbCUM YyKasaH B HacTosAleM onucaHum. Kpome TOTO,
YKas3aHHBM croco® MOXeT BKJOWAThb KoauepBaT C CUIMKOHOBBM MAaclioM,
KOTOPHIM MOXEeT XapaKTepu30BaTbCA COOTHONEHMEM C  [OJIMMEPHBEM
pacTBopuTesieM, paBHeM npuMepHo 1,5 k 1. Kpome TOro, HOaHHHM
crioco® MOXeT BKJIOYATh KOHTPOJIb cTaoumn KoaluepBauum B
COOTBETCTBMU C IPUBEIEHHLHIM BHIIE ONMCaHMeM, U Jaxe B TOM cCjlydae,
KoTJa MMeeT MeCTO MEepeHOC KoallepBaTa K BHYTPEHHeM 3MyJibCuM, OHa
fyIeT UMEeTh MJIUTEJLHOCTB IPMMEpPHO 3 MMHYTH WJIM MeHee, cTalusd
BLIIEPXMBAHUA OyleT OJIUTbCHA NPUMMEPHO 1 MMHYTY WMJIM MEHee M CTaiunsd
BEICTPOTO MEepeHOCa K PacTBOPUTEJNO ANS TralleHusa/oTBepxieHusa OyneT
OCYIEeCTBJIATLCA B TeUYeHMe [epuolna BpeMeHM MeHee, 4YeM MNpuMepHO 3
MMHYTH. B eme OOHOM BapuMaHTe pacTBOPUTENb IpelCcTaBJfgeT CcoBon
IIBOMHOM pPacTBOPUTENL, NPEANOUYTUTEJIbHO CMeChb I'€nTaH/3TaHoJl.

B eme OOHOM BapMaHTe KOMIIO3MUMM COIJIACHO HacCToAWeMy
N306peTEeHUI0 MOTYT OHTh TaKXe IPUTOTOBJIEHE C [OJIydeHueM GOpMEL,
NpUITOOHOM  OJIA MHBEKUUM dYepes UIJly B OpraHuMs3M  XO3[AMHa.
MHBbeuupyeMas KOMIIOBMUMA MOXET BKJIOYATh KOMMOO3MUMIO MMKpPOYacTHUL
COTJIaCHO HacTosleMy ONMCAaHMI0O B BSI3KOM BOIHOM HOCHUTeJIe IOJA
UHBEKLMM, HanpuMMmep, Kak ommcaHo B nareHre CIIA 6495164, KOTOPHIA
BKJIIOUEH B HacCToOsllee ONMCaHue B KadeCTBE CCEUIKM. BOIHHEINM HOCUTEJb
IS MHBEeKUM MOXeT MMEeThb BSASKOCTL, pPaBHyKW IO MeHbmel Mepe 20
caHTunyas npu Temrnepatype 20°C, uM MOXeT Takke MMeTb BS3KOCTB
Bele, dYeMm 50 caHTunyas, u MeHee dyeMm 60 canTunyas, Inopu
remnepatype 20°C. MukpowacTuue MOTYT ObTb CYCHEHOMPOBAaHH B
HOCUTeJsle IO WHBEeKUMM B KOHLEHTpaumu Beme, 4yeMm npumepHo 30
MT /M, C ofpasoBaHMEM CycneHsmm, TIOe xuaxkas oGasa B HaHHOA
CyCHeHB3uM MuMeeT BA3KOCTb, pPaBHyK IO MeHbmen Mepe 20 caHTunyas
npu Temneparype 20°C. B OpyrMxX BapuaHTax XuIKas CYCMEeH3Us MMeeT
BA3KoCcT, npu 20°C, paBHyl0 N[O MeHbllell Mepe npumepHo 30
caHTuUIlyas, 40 caHTulyas, 50 caHTuUnyazs wu 60 caHTuUNnyas.
KOMIO3MIUMA MOXET TakXe BKJKOYaThL areHT, I[OBHWAKINMKA BA3KOCTH,
areHT, IMOBHUIALIMI [JIOTHOCTL, AaTleHT, YCUJIMBaoUMil TOHM3MpYUME
CBOMCTBa, W/WIM YBJAXHUTEJb. BA3KOCTb HOCUTEJNS HJIS MHDBEKUMA
[IO3BOJIAET MHBELUMPOBATL KOMIO3MLMIO Yepes HuIVly, IOMaMeTp KOTOpOoM

BapkupyeT oT 18 1nmo 23 pasmepa, elle OoJjiee MNpennodTUTENIbHO
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MHBEKLMIO MOXHO INPOBOAMTHL uepe3 umjay 25 pasMmepa. Kaxk WUBBECTHO
crieuyanucTaM B IOaHHOM objacTu, wurja C OOhHYHOM CcTeHkoi 18
pasmepa (RW) wMMeeT HOMMHAJbHHII BHYTPEeHHMN IuameTp (B.nI.) 0,033
moiMa M MUIJla C OOLYHOM CTEeHKOM 22 pasMepa MMeeT HOMMHAJIbHbIM
BHyTpeHHu1 gmamerp 0,016 nmorMa. HocuTenb mOyis MHBEKUMM MOXET
comepxaThb areHT, I[IOBHIALWMY BA3KOCTb. B OOHOM BapMaHTe areHT,
MOBHIIA0INNA BSABKOCTh, npencTaBJserT cobomn HaTpuu -
KapBOKCUME TUIILIEJITIONIOBY, XOTHA MOTYT TakXe MCIOJb30BaThCA IpyTue
npueMyieMble aTeHTH IJIA [OBHUWEHMS BA3KOCTM. HocuTenb IJ1A MHBEKLMA
MOXET IHONOJIHMTEJIbHO BKJIOUYATh AaT'eHT, [OBHUAKIMA [JIOTHOCTh,
KOTOPHI I[MOBLMAET I[JIOTHOCTh HOCUTEJIs HINA MHBbeKuuit. B eme OIHOM
BapMaHTe areHT, MOBHIIALILMIA  [JIOTHOCTL, npencraBaseT cobon
copbuT, XOTS MOTYT MCHOJbL30BaTbCA OpyI'Me IpMeMJIeMble Aar'€HTH,
IOoBHIIAKIME  BA3KOCTH. Hocurenb  0OJi8  MHBEKUUM  MOXET  Takxe
comepxaTk CpeACTBO, KOppPeKTupyollee TOHMBMPpYKLME CBOMCTBa IJiA
rnoomepXaHus HYXHHX TOHM3UPYIOWMX CBOMCTB ¥, COOTBETCTBEHHO,
yCTpaHeHus TOKCUUECKHNX sdbexTOB, a TaKxe oIS [NOBBIIEHU A
6MOJIOTMUYECKON COBMECTMMOCTM. I[IpednodTUTesIbHEM CpPeICcTBOM IJIA
KOPPEeKLUMM TOHMIUPYIOIMX CBOMCTB ABJIAETCA XJIOPUA HaTpuAa, XOTA
MOTYT TakXe WUCIOJNb30BaTbCA JpyTMe [pUEMIIEMEIE CpelncTBa HOnd
KOPPEKLUMM TOHUBUPYIWMX CBOMCTB. HOCMTesNb IJiA MHBEKLMIA MOXeT
Takxe BKJIOUYATH yBJIAXHUTEJIb, [NO3BOJIAIKIMKI  OOCTUYb [IOJIHOT'O
yBJAXHEHUS MMUKPOYACTML, B HOCUTENe IJIS MWHBEeKUMM. VYBJIAXHATEb
BkJOUaeT nosucopbar 20 (Tween 20), nosmmucopbar 40 (Tween 40) wu
nosucopbar 80 (Tween 80).

MukpoyacTMUE MOTYT OHTL CYCHEHIMPOBaHE B HOCUTEJe I
MHBEKLMI B KOHLEHTpauuM Bhume, uyeM npuMepHo 30 mr/mii. B oOHOM
BapMaHTE MMKPOUYACTHULB CYCHEeHIMPYKT B KOHLEHTpauuu OT MNPMMEPHO
150 mr/mn go npumepHo 300 mMr/Mi. B IpyroM BapuaHTe MMKPOYaCTMULEL
CYyCIIeHOMPYOT B KOHLUEHTpauuu oT npumepHo 100 Mr/mn Ao npuMepHO
400 mr/mia. OmHako, clelnyeT IOHMMATh, UYTO HacToAlee HU300peTeHue
HEe OTpaHMYMBAETCH KOHKPETHOM KOHLEeHTpauuein.

B OXHOM BapMaHTe HOCWUTEJb IJs WHBEKLUMI, [NPUEMJIEMBIA M1
IPOXOXIEHUSA yepes UTIIY 23 pasmMmepa, BKJIOUaET HaTpwuh-
KapBOKCUMETUIILEJUIOIIO3Y B KOHLUeHTpauuu 3, 0% Bec./06., xJjopun

HaTpua B KoHUeHTpauuu 0,9% Bec./o6. u nommcopbar 20, HO (Tween
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20) npu 0,1% o06. wmum HeobsazarensHo npu 0,5% B BoOIe. PacTBOD
HeoOa3aTeNbHO MoOxeT OwTbh 3abydpepeH. B eme oOHOM BapuaHTe
SKCeHaTuacoImepxammMe MMKPOYACTHLE, ONMCAaHHBE BHIllE, CYCHNEeHONPYKT
B HocuTesne s MHBEKLMI, BKJIOYanIEM HaTpum-
KapOOKCUMETUIILEJIIIIONO3Y B KOHUeHTpauuu 3,0% Bec./o6., xJjopun
HaTpusa B koHUeHTpauuum 0,9% Bec./o06. u nosmmcopBar 20, H® (Tween
20) mpm 0,1% o6. wmmm HeofGsasaresbHo npu 0,5% B BOme. B mpyrom
BapmaHTe KOHLEeHTpauusa CYCHEeHOMPOBaHHEIX BKCEeHaTUIACOIEePXalUMX
MMKpoOdYacTul, Bhle, 4yeM npuMmepHo 30 Mr/mn. B TUOMUHOM clydae
cycneHmpyioT npyMmepHo 100-200 wMr cyxuMx MMKpoOYacTMl, Ha M
HOoCuUTe .

B IOpyrux BapumaHTax OCYWECTBJIEHUMSA HACTOAWEro us3obpeTeHus
VICKJIIOUEHEl HEKOTOPHhIE MUKPOUYACTULH, ornucaHHele B nySamMkauum
W02004036186 or 29 anpesna 2004 roma. Bojlee KOHKPETHO MCKJIOUEHE
T€ MMKPOYaCTMLE, KOTOPHIE HEe CcohepXaT TO KOJIMYECTBO cCyJbdara
aMMOHUSA, KOTOpOEe [0 CYUWEeCTBY BO3OeMCTBYEeT Ha BHCBOBOXIEeHUE.
Takue cneunpmuueckue MMKPOYACTULE BKJIIOYAIOT MMKPOYAaCTULHL,
obosHaueHHele kak IF-1, IF-2, IF-3, IF-4, M1-M4, M7-M14, M1s8,
M19.

Hlanee HacTosmee wnsobpeTeHMe ONUCHBaeTCsa OoJjiee MNOOPOBHO C
TIOMOIIBIO INPUBEIOEHHEIX TMPUMEPOB.

NPMMEPH

CIIOCOB I MNOJIYYEHMA MUKPOUACTHI]

KoMniosuuumn c 3aMe OJIEHHBM BEICBOBOXIOEHUEM COTJIaCHO
HacrosmeMy ONUCAaHU roJiyJaioT c MUCIIOJIb30BaHMEM npouecca
paspesieHna ¢az. B OCHOBHOM JHaHHBIM [IpOLIECC ONMUCaH HuUxXe IJIA
MMKpOYacCTHUL, CoOlepXalrMx SKCeHIOuMH-4 U caxaposy, Ha IpuMmepe
naprTum pasmepoMm 1 kr.

A. TlonyyeHue BHYTPEeHHEN 5SMyJbCUMM BOOA-B-MacJe

SMyJIb CHIO Tura BoIa-B-MacJye TOTOBAT o [TOMOIIBIO
TroMOTreHM3aTopa. [loaxXonAmmin TOMOTEHM3aTOp BKJIOUAET BCTPOEHHHM B
[IOTOYHYK JIMHMIO TOMOTIeHusaTop Megatron MT-V 3-65 F/FF/FF,
Kinematica AG, llseliuapusa. BooHyo oGasy >SMynbCuM MOJYYaKT IyTeM
PacTBOPEHMA OSKCEHAMHa-4 1 3KCUUMMNIMEHTOB, TaKMX Kak caxaposa, B
BoJIe. KoHueHTpaumusa  JIEKApCTBEHHOTO CpPeICTBa B  IOJYYEHHOM

pacTBOpe MOXET COCTaBJIATL OT mNpmMmepHo 50 Mr/r mo npuMmepHo 100
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mr/r. Hanpumep, B TOM cCJydae, Korja JIeKapCTBeHHOE CpelCTBO
npencraeyisger coboii SKCEeHIMH-4, KOHLEHTpauus JIeKapCTBEHHOTO
cpeIcTBa B pacTBOpe MOXeT BapbupoBaTb OT npumepHo 30 I 1o
npuMepHo 60 1 Ha 600 r© BOXH. B KOHKpPETHOM BapuaHTe
ocymecTBJieHMsa usobperenmsa 50 1 okceHmuHa-4 u 20 T caxaposs
pacTBopsT B 600 T BOIM IJNg nocienyiouwero cMmaumBaHua (WFI).
YkasaHHLHE BHIIE KOJMUECTBAa OTpPaxXalnT HOMUHAJIbHBIE BEeJMUMHBE M He
BKJIOUAIOT KOPPEKTMPOBKM, [POBOAUMEIE JJIs KOMIIEHCaUMM COOepXaHnA
nenTMnoB 1o sbPeKTMBHOCTM, CreumdrMyHOM IS MCIOJb3YyeMON Cepum
KCeHIOMH-4. MacuasaHyw ¢aszy SMyJdbCUM [IOJIYYalT I[IpM pacTBOPEHUN
nosmmMepa PLGA (Hanpumep, 930 1 OUMIIEHHOTIO 50:50 DL4A PLGA
(Alkermes, Inc.)) B MeTuJIeHXJopuae (14,6 KD bZR20%1 6%
Macc./macc.) .

Janee BoAHyl dpasy InoBaBjAT Kk MacysHoM dase c obpas3oBaHueM
KPYTHO3EepPHUCTON BMYJIbCHH, npu UCIIOJIb30BaHUN onsa 3TOT0
MOIBECHOT'O CMecCUTesIA B TeueHMe I[pMMEPHO Tpex MuHyT. [Janee
YKa3aHHYI0 KPYNHO3EPHUCTYIO SMyJIbCUIO TOMOT'EHM3VPYIOT I[PUMEPHO CO
ckopocThlo 21300 o6/MMH [pM TeMIepaType OKpyxaower Ccpensl B
TedeHue Tpex ceaHcoB. IloslydeHHasa BHYTPEHHASA B3MYyJIbCUA COOEPXUT
KanamM ¢ pasMepoM MeHee uyeM 1 MukpoH. ClienyeT MNOHMMATh, UYTO
BHYTPEHHAA BSMyJIbCUS MOXET OLTb [OJIydeHa C I[1OMOWbBI JIOOHX OPYyTMX
rIpUeMIIEMBIX CriocoBoB. Takue riprieMJieMble criocobel  [OJYy4YEeHUA
BMYJIb CUU BKJIOYAT, Btes orpaHu4deHus, OMNMCAaHHYIO0 BHILIE
ToOMOTeHM3aluo U 00paboTKy yJbTPAa3BYKOM.

B. OOpas3oBaHMe KoalepBaTa

Hanee NPOBOIAT cTammio  KoalepBauuu nyrem nobaBiieHUd
CUIMKOHOBOTO MacJsa (21,8 kr mmMermkoHa, H®, 350 canTunyas) B

TedeH e MIPpVYMEPHO naTm MUHYT K BHYTpeHHeﬁ SMYyJILCUN . Takasa

npouenypa SKBUBAJIEHTHA OOCTMXEHUIO COOTHOWEHUA 1,5:1,
IPUMEHUTEJIbHO K COOTHOILIEHNL CUJIMKOHOBOTO MmaciJia K
METUJIEHXJIOPpUIY . MeTujieHxXJaopnung us [IOJIMMEPHOTO pacTBopa

pacrnpenesiseTcssi BHYTPM CWIMKOHOBOTO Macjia M HaudMHaeT OCaxnaTb
rnojMMep BOKPYyT BOJIHOM Gas3bl, coOepxamel 3KCeHOMH-4, UYTO BedeT K
MMKpPOMHKAICyJMpoBaumio. O6pa30oBaHHbHE TakuM oOOpasoM 3apol.ileBbe
MUKpoOChepH eue MATKMKE u TpebyoT OTBEPXIESHUA. 3adacTylo

3apoeileBeIC MMKpOC@epH OCTAaBJIAKT IOJA BHIOESPXMBAHMA B TeEedUEeHUe
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HeOOoJIbWOTO Mepuosa BPEMEHM, HANpPUMEp, B TeueHue nepuona BpeMeHU
OT NpMMEPHO 1 MMHYTH OO mnpuMepHO 5 MUHYT, mnepen o6pabGoTKOM Ha
cTamuy OTBEPXIeHUA MuKpochep.

C. OrBepxneHue MUKPOCHEpP U MNPOMHIBKA

Hanee, s3aponpmweBble MMKpoOCdeps OHCTPO NEPEHOCAT B CMeCh
PacTBOpPUTEJNIEN TenTaH/®TaHoJsi. HyxHulM mOnsa SToro obbeM cMecu
TernTaH/3TaHOJ ONpenesifgioT C ydYeToM pasMepa napTum Mmukpocoep, B
TUIMYHOM CJlydae MCHOJb3YIT COOTHOWeHue 16:1, nNpuMMEeHUTeNIbHO K
COOTHOWEHMIO MEeTWIEHXJIOpUIa W pacTBOPUTENS TrenraHd/s3TaHotJ. B
JAaHHOM TIpuMepe WCHOJb3YIT TInpuMepHo 210 kI renTaHa M 23 Ko
STaHONa MNpu oxJgaxmeHuu no 3°C npM nepeMeuMBaHUM B peakTope.
YxazsaHHas CMeCb pacTBOPMUTeEJEN OTBEepXIaeT MUKpocheps 3a cuer
3KCTpaKLUU IOOMOJIHUTEJILHOTO KOJIMYEeCTEBa MeTuJIeHXJIopuaa us
Mukpocoep. MaHHaa cTamgus OTBEPXIEHUS MOXET OLTh TaKxe Has3BaHa
raweHveMm. Ilocne npoBeleHMA TralleHMA B TeUeHMe ONHOTO wYaca Ipu
Temneparype 3°C cMeCh pacTBOpUTEsEl OEKAHTUPYIOT U no0BaBJIAKT
cBexunm TrentaH (13 kr) npu Temneparype 3°C u BHIOEPXUBAIT B
Te4deHMne  OOHOTO dYaca [OJA  OTMBIBAHMS  OCTATOYHBIX  KOJIMUECTRB
CMJIMKOHOBOTO MacJjla, DTaHoJla U MEeTUJIEHXJIopuIa C I[OBEPXHOCTU
MMKpOChep MM HENOCPEACTBEHHO NPOABMUIANT Ha cTammpo coopa.

D. Cymka m cBop Mmukpochep

Muxkpocdeptl B KOHLEe cTranun rameHns 182071
NEeKaHTUPOBAHUA/MPOMEIBKM [EPEHOCAT IJIS I[OCJIeOyoWero cbopa Ha
¢duneTpyomee ycTpoMcTBO-CymMaky 127 Sweco Pharmasep, MomeJsb
PH12Y6. Mcrnonbzayemoe oumibTpynlee YCTpPOMCTBO/Cyunka CONEPXUT
MHOT'OCJIOfHOe CUTO pasMmepoM 20 MMKPOH, COEOMHEHHOE C MOTOPOM,
KOTOPHM 3acTaBjfeT CUTO BUOPMPOBaATL B XOle COOPKM M CyWKM.
[IpOBONAT OKOHYATEJIbHYI NPOMBIBKY TenTaHoM (6 kr npu 3°C) mis
HauboJiee [OJIHOTO [epeHOCa MaTepuaja IO [OTOYHOM JIMHUUM U
yhanieHMsa wu30eTKa CUAMKOHOBOTO Macna. I[locsie 3Toro MMKpocdeps
cymar B BakyyMe npu MPOITyCKaHuu [NOCTOSHHOTO IIoToka
rasoobpasHOr0 a30Ta C KOHTPOJMPYEMON CKOPOCTBIO B CJenyloWleM
pexuMe: 6 wuacoB Ipu Temneparype 3°C, [oobeM TeMnepaTyph B
TedeHre 6 yacoB no 41°C u 84 waca npum TemnepaType 41°C.

[locne saBepweHMsa npouecca CyWwKM MMKpocdepsl 3arpyxaioT B

COOpPOYHHI KOHTENHep, NpoceMBas uYepes CUTO pasMepoM 150 MM, u
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XpaHAT Npy TemnepaType npuMepHo -20°C mo dacoBku.

I BCexX KOMIO3MUMM C MMKpodacTuLamyu, IoJydaeMelx B
COOTBETCTBMM C HACTOSIMM OINUCAaHMEM, KOJIMYECTBO NoJgunenTmnna,
HarnpuMmep, ®KCeHIMHa-4, n 3KCLMIMEHTOB, MMeKRImyXCs B
NPUTOTOBJIEHHHX KOMIO3ULMAX, BHpaxawT B BuAe 3% Macc./macc. OT
Beca T'OTOBOM KOMIIO3MLUMUM C SaMelJIeHHbM BEICBOOOXAEHMEM. YKa3aHHBIA
nokasaresb B % Macc./Macc. MOpPenCTaBjseT Co6OM HOMMHAJbHHMA
NPOLEHT, 3a MCKJKUYEeHMEM TeX CJlydaes, Tle 3TO ocobo oTMedaeTcH.

CIIOCOB II IMOJYUYEHMA MUKPOYACTHL

A. TlojslyyeHMe BHYTPEHHEN SMyJILCUMM TUIla Bona-B-Macije

OMyJbCMIO TMUIIa BOHAa-B-Macje WM3TOTaBJIMBAKRT Ipu oOpaboTke
yJbTPpa3ByKoM. [loOxonsiume yJbTPa3ByKOBbE OE3MHTEIPaTOPH BKJIOYAIOT
Vibracell VCX 750 c u3aMepuTesbHOM I'OJOBKOM Momenm CV33, Sonics
and Materials Inc., Newtown, CT. BopmHylo ¢asy SMyJAbCUM [1OJIydaoT
rnyTeM pPacTBOPEHMsT DKCEeHIOMHa-4 ©  SKCUUINEHTOB, TaKMX  Kak
caxaposa, B Bome. KoHueHTpauusa JI€KapCTBEHHOTO CpeICTBa B
[OJIly4eHHOM pacTBOpe MOXET COCTaBJATH OT mnpuMepHo 50 Mr/mi no
npumepHo 100 mr/mi. Hanpumep, B TOM cCjydYae, KorZa JIeKapCTBEHHOE
CpencTBO IIpeOcTaBsaeT cobon BKCeHIOuH-4, KOHLEeHTpaumus
JIeKapCTBEHHOT'O CpencTBa B pacTBOpe MOXET BapbuMpoBaTh  OT
npuMmepHo 3,28 r nmo npumepHo 6,55 r Ha 65,5 r BOome. B KOHKPETHOM
BapuaHTe 5,46 T skcenmuHa-4 u 2,18 I caxaposh pPacTBOPANT B 65,5
T BOIE C nocjlegyoummMm cMmMaumBaHyeM WFI. Ykas3aHHOE BhlIE KOHKPETHOE
KOJIMUECTBO IMNpencranyseT cobonm 4% HambaBKy OTHOCUTEJIBHO LEJIEBOIO
KoJM4YecTBa, C TeM 4YTOOH KOMIEHCUPOBATH IIOTEPM KOMIIOHEHTOB IpH
cTepuimsaumuu duinbrTpoBaHueM. MacisHylo ¢asy SMynbCHMM TOTOBAT IpU
pacTBopenmm nosmMepa PLGA (Hanpumep, 97,7 TI' OUMIIEHHOTO 50:50
DL4A PLGA (Alkermes, Inc.)) B MeTunenxjopunme (1539 r© uam 6%,
Bec/06.) .

Ilajjee BOIOHYK OGas3y mnoGaBaSOT K MaciasHOM OGaze B TeudeHue
pMMEpHO Tpex MMHYT TIpu ofOpaboTke yJIbTPasByKOM CO 100%
aMIUIMTY IO Ipu TeMrnepaType OKpyXawmel cpelsl. BornHylo odasy
NpOoNycKaT C [OoMOWbl Hacoca depes TPYOKYy M3 HEpXaBeollen CTaym
pasMepoM 1/, c mpybkom 1”7 Ha kKoHUe B cucreme BIXX
(B.1.=20/1000") npM MaHOMETpHYEeCKOM JnaBjieHun 5 ¢QyHTOB Ha

KB.OOM, BBeIleHHYO HMke ofpabaTHBaeMol YJIbTPa3BYKOM IpoGH B
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30HEe obpaboTku YJIbTPa3BYKOM. 3aTem conepxuMmoe peakTopa
nepememmBapT coO CKopocTbio 1400-1600 o6./MmH, C HOOMOJIHUTEJIbHBEM
nepuonoM obpaBoTkyu yiabTpasBykoM co 100% aMmimMTynom B TedeHue 2
MUHYT, JQaJjee BHIepxuBaloT B TeueHume 30 cCcekyHn, TMocCJe Yero
oBpabaTHBAKT YJLTPAa3BYKOM elle B TedeHue 1 MMHYTH. YKasaHHasd
npouenypa MNPUMBOOUT K INOJIYYEHMI0O BHYTPEHHEeN OSMyJbCuM C pasMepoM
kanejsb MeHee uem 0,5 MmkpoH. CrendyeT IIOHMMAaTh, YTO BHYTDPEHHAA
SMYJIbCUSA MOXeT OHTb MOJIydeHa C MCMNOJIb30BaHMeM JIOObX OpyTIMx
npuemseMelx criocoborB. Ilomxopamyme CrHocOOH  CO3OaHusa  SMYJIbCUM
BKJIOUAKT, 6e3 orpaHuueHus, oO0paboTky yJbTPasBYyKOM, ONMCAHHYIO
BHIE, ¥ I'OMOTE€HM3aLMI0.

B. ObpaszoBaHue koallepBaTa

Hanee poBOOAT rnpouecc Ha cTaiuMmM  Koaueppauum  Ipu
noBaBJIeHUY K BHYTPEHHE! 3SMyJIbCMM CUJIMKOHOBOTO Macna (2294 T
muMeTHkoHa, H®, 350 caHTunyas) B TeueHMe TIPUMEPHO TPexX-NATU
MMUHYT. YKasaHHaA MOpolenypa 3SKBMBAJIEHTHa MHOOCTMXEHMIO COOTHOWEHUA
1,5:1, npMMEeHMTEJIbHO K COOTHOWEHMI0 CUJIMKOHOBOTO Macja U
MeTuJIeHXJIopuia. MeTuneHxsopun ns IOJIMMEPHOT'O pacrTBopa
pacnpenenseTcs [0 CUIMKOHOBOMY Macjay M HauMHaeT OCaxnaTh
NnoJuMep BOKPYI BOZIHOM ®ase, conepxamei 3KCeHIOMH-4, YTO BeOeT K
MMKPOMHKAICYJUpoBaHuio. OBpas3oBaHHEE TakyM oOOpasoM 3apOolbllieBLe
MUKpOChepH eume MATKKE 11 TpebyoT OTBEPXIOECHUSA . 3adacTyio
3apolbieBHie  MMKpocdepsl  OCTaBJAKOT  BLHCTamMBaTbCA B TEUEHUE
HeBoNMbWOT'O Mepuoga BpeMeHM, HanpuMmep, B TeUeHMe rnepuona BpeMeHM
oT nmpuMepHO 1 MMHYTH OO NPUMEPHO 5 MMHYT no obpaBoTku MMKpochep
Ha CTaluy OTBEPXIESHMA.

C. OTBepxOeHMVEe U NPOMBEIBKA MMKpocdep

Ianee =aponuiueBbHle MMKpocdeps Ccpasy [EPEeHOCAT K CMecu
pacTeopuTeselt renTaH/®TaHos. HyxHeli O5sa  3Toro oOwmeM CMecHu
TenTaH/sTaHoJl MoxeT OHTbL oOIpenesyieH C Y4YeTOM pasMmMepa napTum
MuKkpochep. B IOaHHOM MpMMepe MUCHOJIb3YHOT IapTuio, Ccoaepxauyio
npuMepHo 22 KI' renraHa u 2448 1 »TaHoJa INpu TeMmIepaTrype 3°C,
npy ee nepeMeumBaHuy B KoOHTelHepe (350-450 06/MMH) . YKasaHHasa
CMeChb PacTBOPUTEJIEM OTBEPXIAaeT MMKPOCOEeph 3a CYeT IKCTPpakumm us3
HMX IOOMNOJIHUTEJIbHOTO KOJMYeCTBa MeTuJeHxXJjopuna. JlaHHas cramnAa

MOXeT OBITbL HaszsBaHa KaK cTanus TrameHusda. Ilocyie npoBelieHMs I'alleHUuA
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B meuenme 1 wuaca npu Temneparype 3°C cMechb pacTBOpUTENEN
IEeKaHTUPYT M OoBaBJfgT CBexmit TrentadH (13 kr) npu TeMmneparype
3°C ¥ BHOepXuMBaKOT B TeueHue 1 yaca nOasg OTMEIBKM OCTaTOYHOTO
KOJIMUECTBa CMJIMKOHOBOTO MacJja, 9TaHoJla M MeTWleHXJjopuaa C
[IOBEPXHOCTM MUKpoOChep.

D. Cymka u c6op MUKpochep

B KOHUE CTamMy MPOMHBKM MMKpPOCHEepH MEepeHOCAT M COoOMpawnT Ha
MHOT'OCJIOMHOM BKpaHe oviaMe TpOM 6", pasMepoM 20 MMKPOH,
PacroJIOKEHHOM BHYTDPU KOHyCOOBpas3HOM CyWMJIbHOW KaMepel, KOTOPHIN
paboraeT Kak OKOHeuUHHN ¢uiIbTp. [Hanee MUKpocheps cymwaT npu
NOCTOAHHOM TMpPONyBaHuM TIaso00pa3HOro asora C KOHTPOJIMPYEeMON
CKOPOCTBI0 B CJjelyolleM pexyme: 18 wacoB mpu TeMmneparype 3°c, 24
yaca npu Temneparype 25°C; 6 Yacos npu Temneparype 35°C u 42
yaca npu Temneparype 38°C.

llocjie BaBeplieHMd [polecca CYWKM MMUKPOCOEepH BHI'PYXALT B
KOHTENHeP ns3 TedsioHa /HepxaBewolen craau nJist cbopa
CTEPUJIN30BaHHOTO Marepuana, NoNCOEINHEHHOTO K CYWMJIE HOMY
KOHYyCy. KoHTeliHep Cc coOpaHHBM MaTepuajioM 3anedaThBalnT, BBBONAT
M3 CyLMJBHOTO KOHyCa M XpaHAT INpu TeMmneparype -20°Ct5°C &mo
bacoBku. OcraBmmiics B KOHyCce MaTepuas OTOMpanT B XoAe HNCTKM
yCcTpoiicTBa IJis aHaaMsa CoOepXaHMs  JIEKapCTBEHHOTO  CpencTBa.
Beixon cocraBjyiseT npumepHo 100 rpamMMm MMKpocoep.

Ins BcexX Komnosuuuii  Mukpocdep, KOTOpEE  IOJIydyalnT B

COOTBETCTBUMN C ONMMCaHHBIM crnocobom, KOJIN4YeCTBO noJgurienTmnina,

HanpuMmep, sxceHOnMHa-4, u 3KCLUUNUEHTOR, NpUCyY TCTBYIOWLMX B
USTOTOBJIEHHEIX KOMIIO3MLMAX, BHpaxaowT B Buie 3 Mmacc./Macc.
OTHOCUTEJIEHO Beca TOTOBOM KOMITOSMLUA c 3amMe nJIe HHbIM

o

BHICBOBOXIeHVeM. YKa3aHHHM rokasaTellb % Macc./Macc. IpencTaBJifgeT
coBoli HOMMHAJILHENT IMPOLEHT, 3a MCKIoUYeHMeM TexX CcJydaen, TIhe
ocoH0 yKasaHO MHoe.

NOJIMMEP

Huxe [IepeyYnCJIeHH NpyMe Pkl KOHKPETHHIX PLG NoNMMepoB,

NPUTONHEX IJIS MCIOJb30BaHMA. Bce noJmMmeps, MCIOJb3yeMble B
NpMBeIEHHEX HWKe INpuMepax, [epeuncsieHs B NepedHe, M BCE
yKasaHHEE [OJIMMEPH [OJIydalT OT  KOMIAaHUM Alkermes, Inc.,

Cincinnati, OH u MOTYT OHITL OxXapaKTepM3OBaHH CllefyiumuM o6pasoM:
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MNonumep 2A: CornojamMMmep JakTuiaa u TIAMKOJAMIa; COOTHOWEeHue
50:50 JjakTUO:IVIMKONMUI; MOJIeKyJnspHas Mmacca 12,3 xlla; IV = 0,15
(nn/rT) .

Moavmep 4A: ConoJsmMmep JakTUIa ¥ IUIMKOIMZA; COOTHOWEHMUE
50:50 JaxkTuUO:IJIMKOJMI; MOJIeKyJAapHas Macca 45-64 kla; IV = 0,45-
0,47 (mn/r).

OUMCTKA PLG: B Hacrmosumel oblacTyM M3BECTHO (cM., Hanpumep,
Peptide Acylation by Poly(a-Hydroxy Esters) by Lucke et al.,
Pharmaceutical Research, Vol. 19, No. 2, p. 175-181. February

2002), uTo Benxku U IMNeNnTUIOL, KOTOpPHE BKJWOYalTCA B MaTpuub PLG,
MOT'YT rnogBeprarbCcs HexeJlaTeJlb HBM MU3MEHEHMAM (To ecThb,
pasjaraTbCcs WU noaBepraTbCH XUMUUECKMM  MOINOMUKALMAM) B

pes3yJibTaTe B3aMMOIEMCTBUA C MpOLyKTaMmu Herpajaumumn PLG wiu cC
NpUMecsAaMM, OCTAalUMMMUCH [OCJe MNOoJydeHus nojmMepa. B sToit CBA3M,
PLG noJsauMepsl, MWCIOJIb3YyEeMBIE IIPU [IOJIyUeHUM BONBUIMHCTRBA KOMIIO3ULNMA
MUKPOYACTHL, IPpMBEIEHHBIX B HACTOAWEM OoNucaHuy, OouunilanT rnepen
roJiyyeHueM KOMITO 3ULINYN C 3aMe nJIeHHEM BEICBOBOOXIOEHNEM c
MCIIOJIb30BAHMEM M3BECTHHEX CIIOCOOOB OUMCTKM.

CNOCOBB XAPAKTEPHUCTHUKN MATEPHAJIOB:

BelJIO MOKas3aHO, UYTO ONMCAHHBEE HMXEe CINocoOh XapaKTepuCTUKM
MaTeprasioB I[PUI'OINHE IJS MAeHTHUMKaAUMM MMKpodacTul, KOTOpbIE
MOTyT obecneumBaThb XeJlaTeJIbHbM NOpoduiib BHICBOOOXIEHMS AaKTUBHOTO
areHTa.

SEM

SEM ucnoJab3yloT JMJIS OLEeHKM pasMepa dYacTtul, ux GopMe u
NOBEPXHOCTHEIX CBOMCTB. Busyammsaumio IO MeTOony SEM npoBOoIAT B
cucTeme Personal SEM® (ASPEX™ LLC). Bce ofpaz3usl HaHOCAT C
noMoOWb0 WraTesis Ha CTaHOapTHble cTepxHu Oaa  SEM, [OKpPBITHE
yIJIepOOHOM OBYCTOPOHHEN JieHToM. OOpas3us [OKPHEBalT AU B TeUeHMe
90 cekyHO NnpM Toke sMuccum 18 MA C MCHOJNb30BaHMEM YCTPOMCTBA
IJis HaHeCeHUs TMOKpHTHA, Modesnbs SC 7620 «Mini» Sputter Coater
(Energy Beam Sciences) . Bce SEM aHaIn3kl MPOBOIAT o]
MCIIOJIb3OBaHMEM D3JIeKTpOHHOTO Jyda 20 KeV B OuanasoHe YyBeJMYEeHMA
npuMepHo 250-2500X.

KPUMOT'EHHAA SEM

HonepequIf/'I pazpes MUMKpoOUaCTUl M3YydalT C NOMOULI KpMOPeHHOﬁ
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SEM. O6pasel MMKPOYAaCTMl CMelMBAaKT C pacTBopoM HISTO PREP®
(Fischer) ¥ BHIepXMBaKRT B KpMOCTaTe Npu TeMmneparype -20°C B
TeyeHue Houu. OTBEepXOEeHHEHE MMUKPOYACTMULEI IOMEewalT Ha I[OKPOBHOE
CTEKJIO M OeJJanT Ccpes3k C [IOMOmbI MeTajMyeckoro Hoxa. Cpessl
YacTUL T[IOMEemaloT Ha AaJIOMMHMEBHE CTEpXHM, [OKPHBAlOT MJIaTUHON M
DajjamoMeM M HaOJoOaloT 104 3JIEKTPOHHLBM CKAaHMPYKUMM MUKPOCKONOM
(Phillips 525M). BusyalbHHM OCMOTP CPe3OB I[103BOJIAET ONPEenesMTh
CTerneHb MNOPUCTOCTM MUKPOUACTHL.

M3MEPEHUE TIOPUCTOCTHU IO MHTPY3UU PTYTHU

PacrnpenejsieHne MHKpodacTul MO OO0BeMy nop ONpenessaioT C
MCIOJIb30BaHMEM I[IOpOMETpa MO MHTPY3MM PTYTH, Monesb SutoPor IV
9500 Moden Mercury Intrusion Porosimeter (Micromeritics,
Norcross, GA). B obumx uepTax, MeTon COCTOMT B TOM, UYTO PTYThH
NpoTaJIKUBAOT B riopoMeTpe yepes U3BECTHOE KOJIMYECTBO
MMKpoOuYacTull, npuiaras  OaBJjieHuMe  CTyINeHYaTo OO0  OOCTMXEHMUs
MaKCMMaJIbHOTO MaHoMeTpuueckoro naeienua 60000 ¢yHTOB HaA KB.
moiM. WsMepsaoT o6bBeM PTYyTM, I[IPOHMKWEN B IOPH, NPV PasJIMIHBIX
naBJieHMAax. JaHHEM MeTon TNO3BOJAET KOJMUYEeCTBEeHHO OUEeHMBAaTh
pacnpenejieHsMe IOp B MuKpouacTuuax. Pasmep 1op, B KOTOpPHE
MPOM3OWIIO IIPOHMKHOBEHME, OOpaTHO NPONOPLUMOHAJEH NPUJIOKSHHOMY
fNaBJIeHMIO. PaBHOBeCHe BHYTPEHHMX WM BHEUWHMX CuUJ Ha CUCTEMY
XUOKOCTb - TBEpAOe TeJylo - nap MoxeT OHTb ONMCaHO YpPaBHEHUEM
Washburn. B3ayMO3aBUCYMOCTE MeXOy TNPUJIOXKEHHBM  IaBJIeHUEeM U
pasMepoM  Nop, B KOTOpHE C CWJIOM MNpoTajJIKuBaeTcsa PTYTh,

omMCHBaeTCa cijenyoueinn GopMmyJion:

D = -4y cos6/P,
e
D = nmameTp IOp
Y = NOBEPXHOCTHOE HAaTsIXeHUue (nocTosHHOE)

§ = yTroJ KOHTakTa (IOCTOSHHEI)

P

naBJieHue

Mcxons M3 BTOTO, pasMep Nop, B KOTOpHE IIPOHMKaeT PTYTh,
oBpaTHO NPONOPUMOHAJNEH NPMJIOXEHHOMY HaBjeHuio. Ilojaras, 4YTo BCe
Mopel  ABJIATCS KECTKMMM UMIIMHApaMM, MOXHO BBUMCIINTE CpelHee
sHaueHue OouaMmerpa nop (D = 4V/A) npm IesieHun obwveMa IMoOp (Vv =

x#D2h/4) Ha ngyomans nop (A = zDh).
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OCTATOYHHE PACTBOPUTEIIHU

BBl MCHOJIb30OBAH EIOMHCTBEHHBM MeTon MIJIA KOJIMYECTBEHHOTIO
ompeneyieHua TenTaHa, STaHOJa U MeTuleHxjopuaa. OCGopynoBaHyue
COCTOMT M3 Taz30BOTO xpoMaTorpada cepum 2 HP 5890 c xosoHkOM Rtx
1301, 30 cm x 0,53 MM. PacrBopsioT npumepHo 130 MI' MMKpodacTHul B
10 mn N,N-auMeTundopmammpa. IllponmuianeTaT MCHOJIB3YIOT B KadeCTBe
BHyTpPEHHero cTaHmapTa. IllpenapaT ofpasua KOPPeKTUPYIT TaKuM
obpas3oM, YTOOH MOXHO OBUIO KOJMUECTBEHHO ONpenesiMTb KOHLEHTpaluo
MeTuJIeHxXJiopuaga, B koiuuecTBe no 0,03%.

[NIOJIYYEHME MUKPOUACTHUI

llapTuy MMKpOUYAcCTMl,, yKasaHHHe B Tabmuue 1, n[OJgydawT IO
ONMcCaHHOM BHIIE npouenype, no uwxajge 100 1, nOpM MCHOJIbL30BAHMA
noJsimMepa 4A u C COOTHOIEHUEM CUJIMKOHOBOT'O macia K
MeTuUIeHxJopuny, paBueM 1,5:1 wmmm 1:1, rOe CUIMKOHOBOE MacCJo
VMeeT BABKOCTHb 350 canTuUnyas. KonMuecTBO MCIOJb3YEMHX B
KOMIO3MUMM BKCeHIMHa-4 U“  BDKCUUIMEHTOB  [OKa3aHo  TakXe B

Tabauie 1.

Tabmuua 1
Cepusa N KoMmnosnuusa Bribpoc IlpuMeuyaHns
in vitro
(%)
02-019-147 (#1) 0% cCcaxapo3sH, 0% 0,40 1,5:1
AS CUJINKOHOBOE
MacJo:MeCl,
02-019-167(#2) 2% caxaposu (F16) 0,40 1,5:1
CUJIMKOHOBOE
Macyo:MeCl,
02-019-160(#2-1) | 2% caxaposu (F16) 0,44 1,5:1
CUJIMKOHOBOE
macyo:MeCl,
02-019-164 (#2-2) | 2% caxaposu (F16) 0,45 1,5:1
CUJIMKOHOBOE
MacJo:MeCl,
02-030-08 (#2-3) 2% caxapose (F16) 0,80 1:1
CUJIMKOHOBOE
Macno:MeCl,
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02-030-01(#2-4) 2% caxapozu (F16) 1,0 1:1
CUJIIMKOHOBOE
Macyo:MeCl,
02-030-04 (#2-5) 2% caxaposu (F16) 1,1 1:1
CUJIMKOHOBOE
macio:MeCl,
02-019-136 (#3-1) | 2% caxaposu, 0,5% 1,3 50:50 racsmas
AS (Fl4) nobaBka
02-019-115(#3-2) | 2% caxaposH, 0,5% 2,2 1,5:1
AS (Fl4) CUIIMKOHOBOE
macJyo:MeCl,
02-019-170 (#4) 0% caxaposH, 0,5% 3,8 1,5:1
AS CUJIMKOHOBOE
Maco:MeCl,
02-019-133A(#3-3) | 2% caxaposu, 0,5% 12,7 Tacamas pobaska,
AS (F14) 100% renTahn
02-019-185(#5) 2% caxaposu (F17) 0,5 5% comepxaHue
(5% conmepxaHue JIEKapCTBEHHOTO
JIEKAapCTBEHHOTO cpencrea, 1,5:1
cpelncTra) CUJIMKOHOBOE
Macyo:MeCl,
02-019-64 (#3-4) 2% caxaposH, 0,5% 0,5 1,5:1
AS (Fl4) CUJIMKOHOBOE
macio:MeCl,
02-019-10 (#3-5) 2% caxapose, 0,5% 1,30 1:1
AS (F14) CUJIMKOHOBOE
Macio:MeCl,
02-001-196 (#3-6) | 2% caxaposH, 0,5% 2,70 1:1
AS (F14) CUIIMKOHOBOE
macJio:MeCl,
02-019-24 (#3-7) 2% caxaposu, 0,5% 6,70 1:1
AS (F14) CMJIMKOHOBOE

MacJyo:MeCl,

*BCce KOMIOBMLUMM CONEepPXaT 3% KOJMUeCTBO JIeKAaPCTBEHHOTO CpeACTBa, 3a
uckmodeHrueM #5 POROSITY

Obummt obbeM MHTPYS3UH, [IOJIYYEeHHOM IpM OLEeHKe MeToIOM

rnopoMeTpum IO MHTPY3MM asora, " BEIUMCJIEHHBEIE CpelHMe IamaMeTpPhl

nop npmMeeleHsl B Tabamue 2. 3aBUCUMOCTL MeXIOy CpelHMM OVaMeTpOoM
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nop u BHCBOOOXOEeHMeM in vitro nokasaHa Ha ¢ur.l.

Tabaunua 2
Cepusa N O6umit o6veM I10Op Bribpoc CpenHuil IvamMeTp
(Mn1/1) in vitro nop (MKM)
(%)
02-019-147 (#1) 0,033 0,40 0,0068
02-019-167 (#2) 0,035 0,40 0,0069
02-019-160(#2-1) 0,037 0,44 0,0070
02-019-164 (#2-2) 0,035 0,45 0,0070
02-030-08 (#2-3) 0,036 0,80 0,0070
02-030-01(#2-4) 0,038 1,0 0,0073
02-030-04 (#2-5) 0,039 1,1 0,0074
02-019-136 (#3-1) 0,041 1,3 0,0073
02-019-115(#3-2) 0,039 2,2 0,0078
02-019-170(#4) 0,067 3,8 0,0125
02-019-133A(#3-3) 0,513 12,7 0,0277
02-019-64 (#3-4) 0,030 0,5 0,0060
02-019-10(#3-5) 0,060 1,30 0,0090
02-001-196 (#3-6) 0,060 2,70 0,0100
02-019-24 (#3-7) 0,180 6,70 0,0170
Ha our.1l [IpUBE NEHH 3pdbeKTH cynbbara aMMOHM A Ha

nepBoHauasibHeEM BHOpOC 1in vitro. IllpyBeleHHbIE IaHHEE [1OKA3LIBAOT,
YTO nepBoOHAUaJIbHBEM BHOpoOC in Vvitro koppesmpyeT C AOMaMeTpoM IMop
B MMKpOYacTMLax. KoMnosuumm, MUBTOTOBJIEHHHE C MCIOJb30BaHMEM
cynbdaTa aMMOHMA, HOEMOHCTPUPYIOT pasJIMYHEE YPOBHM BBICBOOOXIEHNUSA
in vitro u pasHy© NOPUCTOCTb, B OTIMYME OT Komnosuumi OGes
cynbbaTa aMMOHMA, KOTOPHE HOEeMOHCTPUPYIOT CTaOwiIbHBE 3HaueHuUAd
MOPUCTOCTM M YPOBHS BHCBOOOXHeHMs. B npolecce MNpOM3BOACTBA
MMKPOYACTUL HajMuue CcyinbdaTa aMMOHMA B BOINHOM Cpelle MOXeT
NPUMBOOUTE K BHCAJMBAHMIO JIEKAPCTBEHHOTO CpeACTBa NpU NOJydeHun
BHYTPEHHEN BMyJbCuM. Pazanmuns B MUKPOOKPYXEHMM NPeUMnuTaToB
MOIYT ONpenesyiaiTb pasfuuma B [OPMUCTOCTM M, B BSTOM CBA3N,
BapMauMyM B NepBOHadaJbHOM BHCBOOGOXAeHMM. JaHHEWM 3QpeKT He
HabJogaeTcs B KOMIO3MUMAX, W3TOTOBJEHHHX ©Oe3 cyJsbdaTa amMMmMoOHMA.
KoMnosmumy C Ccaxapo30ii UM BKCEeHAMHOM-4 IeMOHCTpupylT OCosee

XeJslaTeJIbHEM ¥ MOCTOSHHBIN YPOBEHE I1€PBOHAYAJIBHOI'O BEICBODOXIOEHUA,
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B CpPaBHEHMM C KOMIIOBMUMAMM, BKJIOYUAOWMMKU BKCEeHIMH-4, caxaposy u
cynbdpaT aMMOHMUSA.

Ha ¢ur.2 Takxe nokasz3aH %b0eKT NOPUCTOCTM Ha BLHICBOOOXIEHME
in vitro u BJIusHME YCJIOBUM o060paboTkM, & MMEHHO: COOTHOWEeHNs
CUJIMKOHOBOT'O MAacJjla K MEeTMJIEHXJIOpMIOY, Ha [NOPUCTOCTb OOpa30OBAaHHBIX
MMKPOYaCTHULL. B LLeJioM, KOMIIO3ULUM c MMKpOYaCTULIAMU,
NPUTOTOBJIEHHEIE C MCIOJIL30BaHMEM COOTHOWEHMA CUJIMKOHOBOTO Macija
M MeTuJleHxJiopuma, paBHoro 1l:1 (xomnosuuum 2-4 m 2-5 B Tabauue
1) xapakTepusynrcsa 6oJjiee BLHICOKMM I[IepBOHAa4YaJIbHEIM BHCBOOOXIEHMEM,
yeM Takue Ke KOMIO3MLUMM, [PUTOTOBJIEHHHIE C  MUCMOJIb30OBaHMEM
CUIMKOHOBOTO Macja M MeTujeHxJjopuma B cooTHomeHmm 1,5:1
(koMnosuuuym 2, 2-1 un 2-2 B Tabmuue 1). V3 maHHEX dur.2 cruenyer,
4TOo Bosiee BEICOKOE COOTHOWEHKE CUJIMKOHOBOT'O maciJa K
METUJIEHXJIOPUIOY MNPMBOIMUT K CHMXEHMIO [IOPUCTOCTM, UTO CKasHBaeTCcs
Ha CHMXEeHMM [epPBOHAYaJILHOI'O BHICBOOOXIEHUA.

KPUMOT'EHHAA SEM

AHaM=3 B cuUCTeMe KpuoreHHoM SEM NpoBOAAT IO ONMCAHHON Bhlle
MeToOMKe, MNPUMEHMTEJIbHO K KoMnos3uuuaMm Tuna 2, 3 u 5 m3 Tabiauus
1. Ha ¢ur.3A-3B rnokasaHe CKaHOTpaMMmel MMKpopoTorpadmit BHOPAHHEIX
KoMrosuuMii Tuna 2 (xomnosuumm 2-2, our.3A) wm Tuna 5 (5%
BDKCEHIONH-4, 2% caxaposHl, ¢our.3B) . Ha o¢ur.4A-D [okKasaHH
ckaHoOTpaMMel MuKpodoToTpadmit mia komnosuumy 3-4, 3-5, 3-6 u 3-7,
COOTBETCTBEHHO, M3 Tabyuunl 1. U BHOBb, B KpuoreHHoi SEM Ha
[IonepevyHex cpesax, nNokKas3aHHEX Ha ¢ur.4A-4D, MOXHO BUJIETH
BapualuuM B T[OPUCTOCTM, HabJyomaeMble NpPM MCIOJb30BaHUM CyJsbdara
aMMOHM A, CKasbBapoumecs Ha BapnabeJIbHOCTH [epBOHAaYaJIbHOTO
BHICBODOXIESHUA.

OCTATOUHHE YPOBHM PACTBOPUTEIJIA

YpOBEHb OCTATOYHHIX pPacTBOPUTEJI€M B OAHHOW KOMIO3MUMM MOXeT
oxkasbBaTh BO3IeMCTBMEe Ha nokasaress Tg IOJad  KOMIO3ULMM.
OcTaTOuYHHE YPOBHM PACTBOPUTEJSI  ONPEneIslnT IJIA  KOMIO3MUMMA
MMKpouacTuy, THna 2 u 5 wu3  rabmmuw 1. BeUl  MCIIOJIE30BaH
eIVHCTBEHHEM MeTOon MOJS KOJMYECTBEHHOIT'O oOlpelneJsieHMsa TenTaHa,
sTaHoJla M MeTuieHxJopuna. Mcnojmpsyemoe oOopydoBaHME COCTOUT U3
rasoBoTo xpoMaTorpada HP 5890 cepum 2 ¢ kojoHkor Rtx 1301, 30 M

x 0,53 MM. PacrsopsaoT npumepHo 130 Mr mmukpouacTmy B 10 Min N,N-
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omMeTundopmamMmia . [lponunaueTar MCIIOJIb 3YIOT B KauecTBe
BHYTpPeHHero craHzapTa. IllpernapaT ofpasua KOPPEeKTUPYIT TaKuMm
oBpaszoM, UYTOOB MOXHO OBUIO KOJMUYECTBEHHO ONpeneJIMTb KOHLUEHTpaluio
MeTuJeHxJopuna, BrioTe no 0,03%.

a

Ha our.5 [IoKkas3saH rpaduxr 3aBUCHUMOCTU % comepxaHusa

OCTATOYHOTO 3TaHOJa UM MeTUIJIEeHXJIopuIa B KOMIIO3MUMAX THUIIA 2 nb

3 Tabmuel 1 (3 wiam 5% okceHmauHa-4, 2% caxapos3w). Ha ¢ur.5
rnokasaHo, d4ro Tg CcHuxaeTcsa [0 Mepe [IOBHIUIEHMA KoJMdecTBa

OCTAaTOYHOT'O PaCTBOPUTEJIA.

MIOJIYYEHUE MMKPOYACTMI], COIEPXAUMX 3% OKCEHINHA-4 WU 2%
CAXAPO3H

B c¢BaABsM ¢ BapuauuMaMM B IIOPUCTOCTM U3-3a TIPUCYTCTBUA
cynbdaTa aMMOHUSA B KOMIOBMUIMAX MUKPOYWACTUL, UM B pe3ynbTare
UOeHTUPMUKALUMM T[IOPUCTOCTM KaK IokasaTeJsid, KOTOPHM CyLEeCTBEHHO
BJIMSET Ha [epBOHayYaJbHEN BLHIOPOC, B OajibHEMIMX MCCJIEOOBaHMAX HEe
OTCJIeXMBaeTCs BJIMAHME CyJbdaTa aMMOHUSA.

BOBOEMCTBUE PABMEPA KAMNEJbL BO BHYTPEHHEJ 3MYJILCUM

OnMcaHHOe HMXe MKCcJeloBaHMe ObUIO INPOBENEHO C LeNbo OLEHKU
BO3OECTBMA IapaMeTpoOB rpouecca Ha obpasoBaHMe BHYTPEHHEN
SMyJIbCUM, a TakKXe Ha CTabUJIbHOCTB [IOJYyYEHHON BSMyJbCUMM M Ha
nocruraemoe in vitro BHcCBoOBOXIeHMe B TedeHue 24  UacoB
MOJIydeHHHIX MuUKpocdep € MCNoJsib30BaHMEM pPAas3JIMUHBIX [apaMeTpoB
npouecca. BHyTpeHHMe ©SMyJabCuM B BomHoil daze u B dase
pacTBOPUTENA NOOJydalT IyTeM oOpa®oTKM yJabTpa3BYKOM, Kak OblIO
onmMcaHo Beme, no 100-rpaMMOBOM WKaJe MM TOMOTeHu3aumem C
UcrnoJsib30BaHMeM  roMoreHuszatropa MT5000 c reHepaTopoM 36/4
(Kinematica AG, llseluapusa), Cc HuU3KoOM ckopocTeio (10800 06./MUH)
UM C BBICOKOI ckopocTbid (21300 o06./Mun). ITlocne o6pa3oBaHusa
BHYTPEHHEel  BMyJIbCUU C  MCIOJIb30OBAaHMEM  pazJIMYHEIX  MEeTOIOUK,
TOJIyUYEHHEE BMYJIbCUN BLIOEPXMBAIOT B peakTope npm cnabomMm
nepeMemMBaHMM MNOINBECHBM CcMecureseM B TeueHue 5, 15 mim 60 MuHYyT
nepen OTBOPOM AaJMMKBOT. Ilo MCTeUeHMM YCTAHOBJIEHHEIX IepUOOOB
BEIIIEPXMBAaHUSA BHY TPEHHIO BMYJIE CHIO nogpepramnT malnbHenmen
obpaborke, kak OBJIO ONMCAHO BhHIIE, C MNOJYyUYeHMEM MMKpOYacTull,
nocJjie Yero OLEeHMBAlT BHCBOBOXIeHMe in vitro B TeueHue 24 4Yacos

IJIS KaxIol napTuym, Kak OyIeT ONMCaHO HUXE.
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JvuamMeTp kanejb BO BHYTpeHHeIZ SMYJILCUM MOXET OBITb onpenesieH

C wucnoJsib30OBaHMEM aHaJms3arTopa Horiba nnsa  onpendeseHus pasmepa

JacTul,

AIMKBOTY BHYTpPEHHel oSMyJbcuu oTOupalT U3 peakTopa C
[NOMOIBI CTEKJIAHHOM nurneTku. C UCNOJbL30BaHMEM IMIETKM C MEeTKOM
noBaBnaoT npyMepHo 30 kamnejib BHYTPEHHeM 3MyJlbCuM NpuMepHo K 10
Ma 6% Medisorb® 50:50 4A PLG pacTBopa nosmMepa BO ¢sakoHe Ha 20
cM® € BakpyuMBaoOWMMUCH KpHIIKaMy, colepxalme CUMHTUIUIALMOHHYO
XUOKOCTb, M BCe MepeMelMBanT. 6% Medisorb® 50:50 4A PLG pacTBOp
rnoJyMMepa TakxXe CJYyXKMT B KadeCTBe CTAaHOAPTHOTO pacTBopa ciiernon
npoBel. 3aTeM I[I€PEHOCAT NpuMepHO 9 M ykKasaHHOro obpasua
pazbGaBJIeHHOM ®MyJIbCUM B UMCTENT OepxarTesab Horiba nns oGpasuos mno
10 M. 3BakpeBalT JOepxaTeau C obpas3uaMy OJisg  NpenoTBpameHns
BEICTPOTO MCHNapeHUa MNOJIMMEPHOTO pacTBOPUTEJNA. [IPUTOTOBJIEHHEM
obpazell yKJAOHBAeTCsA B [pMEMJIEMBl HAManasoH % NponyCckKaHud,
paBueit  0,65%-0,90% Ha cuHeM CBerTe (namna). OTHOCHUTEJIbHLINA
rnokasaTeJb I[peJIOMJIEHMSs, YCTaHOBJIEHHE Ha YpPOBHE 0,94-0,001,
nomupanT C TOMOWbI NpPOTpPaMMHOTO obecrneueHusa. 3areM obpasel
uccienyioT B aHammusatope Horiba, Takom kak Mmomens LA 910, nns=
omnperneJieHUss pasMepa  KaMnejb. Ha ©¢ur.9 npuBeneHH  HOaHHLE,
ykashHBaplle Ha HaJjMuMe KoppeauuM Mexay apaMeTpamy npouecca u
IOoCTMTaeMbM pasMepoM KaMeslb BO BHYTPEHHEN B3MyJibCuM NpPpM BpPEeMeHM
BolgepxuBanua 5, 15 m 60 muHyT, é Takxe ypPOBHEM BLICBOOOXOEHMA 1in
vitro B TeueHue 24 uyacoB (B ckobkax) .

XAPAKTEPUCTUKA MUKPOCOEP

MMKpOChepE C BKCEHAMHOM-4 aHaIM3UPYKOT M3BECTHEM CNOCOOOM C
TOUKM 3pEeHMs COIOepXaHus JIEKApCTBEHHOTO CpelcCTBa, pasMmepa
YacTul, OCTATOYHHIX KOJIMUECTB pacTBOpUTEJEN, [epBOHaYaJIbHOTO
BHICBOBOXOEHMSa 1in vitro u OK nokaszsareneil y KpeC. JleKapCTBEHHOEe
CPEeNCTBO SKCTParMpyloT C TMNOJyUYeHUMEM MNpenBapUTeJIbHEX HaHHBIX [0
UMCTOTE BKCeHOMHa-4 MNocje MHKAINCYJIMpPOBaHMS, B pPa3HBX BHOpPAHHBIX
IOJS aHamM3a napTHusax.

[MIEPBOHAYAJILHOE BHCBOBOXIEHME in vitro

[lepBoHauajibHOE BHICBOOOXIEHME BSKCeHAuHa-4 OonpenesaAlT Npu
V3MEepeHur KOHLEHTpauuy 9KCeHIuHa-4 uyepes 1 dac B bybepe maA

BHICBOBOXOeuua (10 MM HEPES, 100 MM NaCl, pH 7,4). 1505 wmr
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Mukpochep nomemanT B 5,0 mn Oypepa, comepxamero 10 MM HEPES,
100 MM NaCl, pH 7,4, npu KOMHaTHOM TeMlepaType ¥ [EepeMeurBanT B
BUXPEBOM  CMecuTele B TeueHue MNPpUMEPHO 30 cexkyHO  Onsa
CYyCIeHOMPOBaHUsA pacTBoOpa ¥ 3aTeM TIoMelaT B BO3OYWHYK KaMepy
npu 37°C Ha 1 yac. Uepez 1 uac ob6pasubl OTOMpPaAKRT M3 KaMeps u
HEeCKOJIbKO pa3 INepeBOopaudMBapT MuX IJIA IlepeMelMBaHusA, I10CJe 4eTro
ueHTpubyrupyior npu 3500 o06./mMun B TeuenHue 10 MMHYT. 3aTeM
oT6bupalT CcylepHaTaHT M Ccpasy Xe MNPOBOAAT aHamM3 no Mmerony BIXX
B ClenyoIMx YCJHOBUAX: KkoJioHka TSK-GEL®, 7,8 MM x 30 cMm, 5 M
(TSOH BIOSEP PART #08540); TemnepaTypa TepMmMocTaTa OJ8 KOJIOHKU:
TeMrepaTypa oOKpyXaomel cpensl, TeMrnepaTypa ayToceMiulepa: 6°C;
cKopoCcTb TedeHusa: 0,8 Mi/MMHYTy; BHSBJEHME: IPM OJMHE BOJIHH 280
HM; VIHBELMPY EMEI obbeM: 10 Ja; MOOUIIEHaA dbaza: 35%
aueToHuTpui/65% Boma c conepxahmem 0,1% TOY/mrp (06./06.);
BpeMa aHanuza: npuMmepHo 20 MuMHYyT. JleKapCTBEHHOE  BelleCTBO
sKkceHIuMH-4 B obwewme, 0,2 w™r/mn, npuroroBjeHHoe B 30 MM
aueTaTHoM Oybepe, pH 4,5, ucrnonesywoT B KayeCcTBe CTaHIOapTa.

MCCHEINOBAHMA HA XMBOTHHX

Bce odapmakokmHeTudeckue (O®K) wuccrnenoeanHus, NOpUBEOEHHBE B
HaCTOAWEM ONUCaAHMMU, IIPOBOOAT Ha B3POCJEIX CaMllax KpeIC Sprague-
Dawley c BecoMm npumepHo 50050 r.

Ons bapMaKOKMHE TUYECKOM XapaKTepUCTUKU KOMIO3ULMN
MUKPOYACTHUL KaXIOMy XMBOTHOMY [POBOIAT IOAKOXHYI  MHBEKUMIO
MMKpOYacTuUll, CYCIIeHANPOBAaHHBIX B pasbaBurene (3%
KapBokCcrMe TUJIILEeJIJIIOJIO3H, 0,9% NacCl, 0,1% Tween 20) B
MEXJIONaTOUHY0 O6JIacThb. B OCHOBHOM mo3a CoCTaBjseT npuMepHo 1,0
MI' ®KCeHIMHa-4 Ha KpeCy B MuHBeuupyemMoM obwveme 0,75 M. OOCpasusl
KPOBM OTOMpAT uepes JlaTepallbHyl XBOCTOBYK BeHy B Toukax 0,95,
2, 4, 6, 10, 24 vwaca un 2, 4, 7, 10, 14, 17, 21, 24 n 28 pHew
rnocjle BBeleHuAa HOo3H. OO6pas3le KPOBM Cpas3y I[OMEWAalnT B MNPOOHPKMU
MICROTAINER®, conepxamme IIOTA, u LEeHTPpUOyrupyioT NPUMEPHO IpHU
14000 x g B TedyeHMe MNPMMEPHO IOBYX MMHYT. 3aTeM IUlasMy MNepeHOCAT
B npotupky MICROTAINER® 6Oe3 pnofaBOK M XpaHSAT [OpuU TeMmneparype
-70°C no npoBemeHus aHamusa. McrnoabsyiorT MeTon IRMA nmisA

onpeneJyieHnsa KOHLEHTpalMM 2KCeHIAMHa B IJla3sMe.
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ONPEIEJIEHME BHCBOBOXIEHMA in vivo O METOOY IRMA

IJIS KOJIMUEeCTBEHHOTO ONpeneJieHns DKCeHOAMHa-4 B IJlasMe KpPOBM
MCIOJB3YIOT MMMYHOJIOTMYECKMM aHaamM3 [0 MeTony  C3HIBMYa C
BapMaHTOM aHajMsa N0 3axBaTy MOHOKJIOHaJbHOT'O AaHTHUTEJa EXE4:2-
8.4 B TBepmon odase, BHIABJIAA €TI0 KOJMYEeCTBO [10 YPOBHIO
panovoakTMBHOM MEeTKM B  MOHOKJIOHaJIbHOM  aHTUTEJIE GLP-1:3-3,
MEUYeHHOM paIMOaKTUBHEM MoIOOoM. I[lokazaTesib CcueTa aHaJusMpywoT C
MCMOJIb30BaHMEM CTaHIOapTHOM KaJMBPOBOYHOM KPMBOM. [aHHBN TEecCT
ABJIsIeTCHA cneuMduuHeIM  OJIS  BKCceHAMHa-4 OJIHOM  OJIMHBL  WUJIM
MHTAKTHOTO SKCeHIMHa-4 U He TMO03BOJIAeT BHABUTH OSKCeHIMH-4 (3-
39) . TuOMYHHI IOManas3’0H CTaHIOApPTHOM kpueoi cocrasnsger 30 nr/min -
2000 nr/mMn B BaBMCHMMOCTM OT CpOKa XpaHEHMUS MEUYEeHOI'O aHTUTeJa.

BHCBOBOXIEHME in vitro ¥ in vivo

Komnozsuuum 2, 2-1 m 2-2 (3% oskceHmmHa-4 u 2% caxaposdl)
OLEHMBAT IO MX [epBOHadalJibHOMy BhGpocy in vitro, kak ObBUIO
onucaHo Bome. BrcBoboxmeHue in vitro cocraensger 0,4%, 0,4% wun
0,5%, cooTBeTCTBEHHO. Bce Tpu MnapTuM TaAKKE XapPaKTepuUsylTcs
OTHOCUTEJIbHO HMSKMM I[epBOHayvallbHEM BHOPOCOM in vivo B IuarasoHe
or 1154 no 1555 nr/mn kak Cpax B 0-1 pmeHb. Ha o¢ur.6 npueeneHa
pernpeseHTaTMBHaa (QapMaKOKMHETMUEeCKas KpuBasa nOJA KOMIIO3MLUNA,
comepxammx 3% okceHmmMHa-4 m 2% caxaposw (2-1), a Takke I
KOMIIOBMLMM C 3% TONbKO 9KcCeHmuMHa-4 (1) wu xomnozuumm C 3%
skceHnvHa-4 u 0,5% cynbdpara ammonusa (4). JcnoabpsyloT COOTHOWEHKE
CUJIMKOHOBOTO Macjla K MeTuJeHxJiopuny, paBHoe 1,5:1, M BSA3BKOCTBb
CUIMKOHOBOTO MacJia cocraBaseT 350 caHTuUnyas.

M3 I@aHHBEIX, [pMBEIEeHHEIXx Ha OuUIr.6, MOXHO BMIAETb, YTO
KOMIIOBMUMM, He colepxaumue CcyJabdaTa aMMOHMs,  IOEeMOHCTPUPYIOT
CHUXEeHHOe rnepBoHadaJlbHOe BHICBODOXOEHME . Xorsa KOMIIO3MLUMSA,
conepxaumas TOJIbKO DKCEeHIVH-4, IOEMOHCTpUpPYyeT rnpuemsieMoe
rnepBoHauaJbHOE BHCBOOOXIEHME, UMCTOTa JIEKapCTBEHHOTO CpencTBa
nocsie MHKANCYJMPOBAaHMA CHMXAETCA, B CpaBHEHMM C KOMINosuuuewn,
comepxameit SKCeHIMH-4 B codeTaHumm C caxaposoit. JoGapjeHue
caxapa B KOMIIOBMLMIO CHMXaeT pas3JjioXeHue areHTa.

Mpoduae BEHICBOBOXOEHUSA In VIVo ONA Tpex Kommosuumi 2, 2-1 un
2-2, ONVICaAHHBEIX  BhIIE, nokasaH Ha our.7. Bce Tpu naptTun

NEeMOHCTPUPYIOT OTHOCUTEJIEHO HU3KOE repepoHavalJIbHOE BEICBODOXIOEHUE
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c nocJie QyouyMm «IIPOPLIBOMY (HM3KMKE YPOBHM CBEIBOPOTKHU
nongepXUBaKTCA B nepuon npumepHo oT 4 no 17 gHA), rnocje 4Yero
uneT =aMmenjieHHOe BHCBOOOXIeHMe B nepuon oT 21 mo 28 1nHA. Huzskoe
repBoOHadajbHOE BLHICBODOXZEHVEe U oOopMma npodmiias BHCBOOOXIEHMUSA
OTMEUYeHH IJIS BCeX TpexX KOMIO3MLUM.

KOMIIOBULINM C MCHOJIb3OBAHMEM COOTHOWEHMA 1:1 CUMJIIMKOHOBOT'O
MACJIA K METUJIEHXJIOPUIY

Komnosuumm 2-3, 2-4 u 2-5 mzs Tadbmmum 1 (3% skceHauHa-4 u
2% caxapo3Hl) TOTOBSAT C UCIIOJIL30BaHMEM COOTHOWEHUH 1:1
CUJIMKOHOBOTO Macrna K METHUJIEHXJIOPULY . [lepBOoHadaJsibHOE
BHICBOBOXIEHME B STUX KOMIO3MUMAX BhlE, UYeM y komnosuumm 2, 2-1
M 2-2 m3 rabauusl 1 (3% skceHOuHa-4 U 2% caxaposs C COOTHOIEHUEM
1,5:1 CUJIMKOHOBOTO MacJsa K METUJIEHXJIOPULY) . A VIMEHHO,
COOTHOUIeHue 1,5:1 B KOMIIOBMUUAX obecrieunBaeT cpenHee
nepBoHayajbHOE BHICBOOOXIEHMe, paBHoe npumepHo 0,4%, Torma Kak
cooTHomweHue 1:1 B KOMIIOBMUMAX JaeT CpejHee MNepBoHadaslbHOe
BHICBODOXIeHne, paBHoe npumepHo 1,0%. Takaga Xe  TeHOEHUMA
HabmonaeTcs in vivo co 3HadeHueM Cpax B 0-1 IeHb y KpBIC, PaBHBM
2288+520 nr/ma B ciaydae cooTHomeHMa 1:1, morma kKak Cpax B 0-1
IeHb Yy KpHC cocraBager 13001221 nr/mn B ciydae COOTHOWEHMUSA
1,5:1.

[IOBHIIEHVE KOJMYECTBA JIEKAPCTBEHHOI'O CPEOCTBA, BBOIMMOI'O B
KOMITO3ULINIO

MoBLIEHME KOJIMUECTBa DKCEHIMHa-4 B koMmnosuummu mo 4% mnpu
coxXpaHeHMM COOEepXaHMUs Ccaxapo3e Ha YpoBHe 2% [PUMBOIUT K
nepBOHAuaJIbHOMYy BHCBOOOXOeHM© In vitro um in vivo B TOM Xe
OuanasoHe, 4TO M IIpU BBeIeHuM 3% KOJIMUECTBA.

ToToBAT TpM  KOMIIOSUMUUM  TuUMNA 5 wu3 Tabmmus 1 (5%
JIEKAPCTRBEHHOTO cpencrTea, 2% caxaposHl, COOTHOILIeHMKE 1,5:1
CUIMKOHOBOTO Macjla K MeTuJeHxJjopuny). Bce Tpu naprtum 5-1, 5-2 u
5-3 IEeMOHCTPUPYIOT HM3KOe NepBOoHadasbHOe BHCBOOOXIeHMe in vitro,
Bapbupywomeecsa or 0,2 mo 0,5%. AHaNOI'MUYHO, sHaYeHMe Cmax 1D Vivo
6LIJI0 HEM3MEeHHO HUSKMM M BapbupoBajsiock oT 467 nr/mn no 1267
nr/Mn  IJjis BCexX TpexX MCClemoBaHHHX napTui. Ha o¢ur.8 mnokasaH
rpadmk GapMaKOKMHETMUYECKOM OLEHKM IJIA Tpex MOCHenyouyx NapTum.

B CpaBHEHUM c KOMIIOBULMEN, BRJOYAKLIEN 3% BSKCeHIMHa-4,
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KOMIIO3MLUMM, aHaJoOTMYHHE 5%-M KOMMNO3MUMAM, Cco3maBamm OoJee
BEICOKME YPOBHM JIEKapCTBEHHOT'O CpeACTBa B CHBOPOTKE KpPOBUM B
nepuon npuMepHo oT 1 mo 2 nHa. OcCTaBwascs 4YacTe npoduna nis 5%
KOMMO3MUMI aHaJIOTMYHa TAaKOBEM IOJs 3% KOMIIOZMLMA, MMEKULMX [NPOPHB
rocjle BLICBOBOXIEHMA JIEKAapCTBEHHOTO CpelcTBa B OCHOBHOM B Nepuon
or 21 mo 28 pgHen.

HecMoTpsa Ha TO, 4YTO [HOaHHOe un300peTeHue OblJIO KOHKPETHO
[IOKAB3aHO M OIMCAaHO CO CCHJIKOM Ha IMNpelnodTuUTesbHble BapuaHTH €TI0
OCymeCTBJIeHMUsa, ClHeluManucTaM B JOaHHOM o6jacTyu IMOHATHO, UYTO
BOBMOXHE pas3JiMuHble M3MeHeHus B bopMme u gmeransax 0Ges OTKJIOHEHUM
OT oBJacTM HACTOAWEIo M306peTeHusa, ONpeneJIeHHOW B MNpuilaraeMon

bopmysie m30O6pPETEHUA.
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$OPMYJIA UBOBPETEHUA

1. Komnozsuumsa i =aMeaJIeHHOT'O BEICBOBOXIEeHUs OMOJIOTUYECKU
aKTMBHOTO IOJIMIENTUIA, COCTOAmAas 10 CYWEeCTBY U3 OMOCOBMECTHMMOTO
nojgmuMepa, OMoJIoOTMYecKM AaKTMBHOTO [oJunenTuira U caxapa, rhoe
cooTHomeHne Cpax K Cave COCTABJAET [IPUMEPHO 3 UM MEHee.

2. Komnosuumsa ¢ 3aMenseHHbHM BHCBoOoOXIeHMeM o n.l, poe
YKa3aHHB [OJMINENnTUL BHOMpAaT U3 IVIOKaroHa, INIOKaT'OHNOLOOHBIX
IenTUIoB, BKCEHINHOB, ATOHUCTOBR  IVIOKATOHIIOAOOHBIX INENTUIOB,
Ba30aKTUBHOT'O MHTECTUHAJIbHOTO nenruna, MMMYHOTJIOBYJIMHOB,
aHTUTeN, LHMTOKUHOB, MHTEepPJIENKNHOB, bakTOpPOB aKTMBaALNK
Makpodaros, MHTepbepoHOB, BSPUTPONO3TUHA, baxkTOpa HeKpos3a
ONYXOJIM, KOJIOHMECTUMYJIMPYIOLNX (akTOpoOB, MHCYJIMHA, OGEepPMEHTOB,
CYyIIpEeCCOPOB  OIYyXOJH, BenkoB KpPOBM,  OGOJINMKYJIOCTUMYJIMPYOIETO
T'OpPMOHA, TOpMOHa  pocTa, aIpEeHOKOPTUKOTPOIMHOT'O ToOpMOHaA U
pUIMBMHT -bakToOpa JOTeuMHM3upymero ropmoHa, NGF, EGF, racTpuHa,
GRH, nedeHz3MHa, 2SHKehalIMHOB M MyTEMHOB, WMX aHaJIor'OB, BapMaHTOB
o nejeuuy M s3aMelleHMio M QapMaleBTHMUYECKU NPMEMIIEMBIX COJIEM.

3. KoMnozsuumsa ¢ 3aMenjieHHEM BHCBOBOXIeHMEeM No 1.2, B
KOTOPOM yKaz3aHHHM OMOJIOTMUECKM aKTMBHEIM [OJUIENTUO MNPencTaBJysdeT
cobo¥ menTun C IVIOKOPEeIyJIATOPHBEM HOEeNCTBUEM.

4. Kommosuuusa C 3aMeIJIeHHEM BHCBOOOXIeHMeM 1o 0.3, B
KOTOPON MNenTuI C IVIOKOPEIYJIATOPHEM OelcTBueM BuOupaioT m3 GLP-1,
GLP-2, BKCeHIMHa-3, 9KCeHIMHa-4 win MX codeTaHus.

5. Komnoszsmuumsa ¢ 3aMmelJeHHEM BecBoOoxaeHuMem no n.4, B
KOTOPOM MNOJUNENTUL MNPUCYTCTBYeT B KoJudecTBe oT npumepHo 0,1%
Mmacc./macc. gmo npumepHo 10% Macc./macc. oT ofmero Beca
KOMIIOSULMM C 3aMemJIEHHEM BHICBOOOXIEHMEM.

6. Komnoszmuumsa ¢ 3aMenjieHHHM BHICBOBOXIAeHMEeM no 1.5, B
KOTOPOM MOJMIIENTUI NPUCYTCTBYeT B KoJMuecTBe OT npumepHo 0,5%
Macc. /macc. no npuMmepHo 5% wMacc./macc. oTr ofmero Beca
KOMIO3ULIMM C BaMeJIEHHEM BHEICBOOOXIEHUEM.

7. Komnozuumsa Cc BaMenOjieHHEM BHICBOOOXIeHMeM 1o 0.6, B
KOTOpOM ofumit ofbeM M[NOP B KOMIO3MUMM CcocTaBiser npumepHo 0,1
MJI/T uaIM MeHee, IO pe3yJbTaTaM OlNpeleJieHus [OpPOMeTpMen Ha
OCHOBE MHTPY3UU PTYTHU.

8. KoMnosuumsa C SaMeljieHHBM BHICBOOOXOeHMeM TIMo 1.7, B
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KOTOpPOM caxap I[pUCYTCTByeT B KoJudecTBe oT npumepHo 0,01%
Macc./macc. gmo npuMepHo 10% wmacc./macc. oT ofmero Beca
KOMMOSBULIMM C BaMeOJIeHHbEM BHICBOOOXIEHNEM.

9. Komnosuuusa ¢ 3BaMelJIeHHHIM BHCBoOOXIZeHMeM IO 0.8, B
KOTOpOM caxap MNpUCYTCTByeT B KoJjmudecTBe oT npumepHo 0,1%
Mmacc./Macc. no npuMmepHo 5% Macc./macc. or ofmero Beca
KOMIIOZULUUM C BaMelJieHHBM BHICBOOOXIEHVEM.

10. Komnosuumsa C 3BaMelJieHHbHM BHCBOOOXIeHMeM no mn.9, B
KOTOpPOM yKa3aHHBM caxap BeOMpawT M3 MOHOCaxapuia, Iucaxapuna,
caxapHOTO CIMpTa WMJIM UX COYeTaHusd.

11. Komnosuumsa C 3aMelJieHHbHM BeICBOOOXIOeHueM no 1n.10, B
KOTOPOM caxap BHOMpPaKT M3 Caxapos3b, MaHHUTa M UX COYEeTaHUA.

12. Komnos3uumMs C =BaMelJieHHEM BhHICBODOXIeHMeM 1o .9, B
KOTOPOM BUMOCOBMECTUMEI! IOJVMMEP BHEHOMpPAOT M3 IPYINME, COCTOAWEN U3
MOJIMIAKTUIOOB, IMOJUTJIMKOJMIOB, COINOJMMEPOB JIakKTHUIa ¥ TJMKOoIMOa,
[OJIMMOJIOYHEIX KUCJIOT, [OMNTJIMKOJIE BEIX KUCJIOT, COIOJIMMEPOR
MOJIOUHOM U TJIMKOJIEBOM XKMCJIOT, IOJIMKANpOoJIakToHa, I10JMKapOOHaTOR,
nonmnsrpamMmnlion, NOJIMaHTUIPUIOB, TOJIMaMMHOKMCIIOT,
noanopToodupos, NOoJMLMAaHOaKpPUJIaTOB, [IOJIN-~-TI- IMOKCaHOoHa,
noJiMaJIKMJeHOKCaJlaTOB, OuopasJjiaraeMelx MNOJIMYyPETaHOB, MX CMeceln U
X CONOJIMMEPOB.

13. KoMmnosuuus C BaMelJieHHEM BHICBOOOXIeHMeM no n.l2, B
KOTOPOM  YKasaHHHM [OJIMMED  BKJIOYaeT  CONOJMMEp JlakTuima U
TAMKOINIA .

14. Komnosuumsa C BaMeIJIeHHbM BHCBOOOXOeHueM no .13, B
KOTOPOM YyKaszaHHH NoJmuMmep npexncrasjser cobonm 50:50 cononmmep
JakKTuia M TJIMKOJMIOA.

15. KoMmnosuuus C 3aMenjieHHBEM BeICBOOOXIOeHmMeM no n.l4d, B
KOTOPOM YyKas3aHHBIM I[OJMMEp MuMeeT [PUCYlyl eMy BSI3KOCTb OT
npumepso 0,3 mo 0,5 mn/r.

16. KoMmosuliMs C =aMeIJIeHHbBM BEICBOOOXIeHMEM OUOJIOTIMUYECKU
aKTUBHOTO nonunenTuaa BKJIOYaKIasa 61O COBME C TVIMEIM [HOJIMMER,
comepxaummit  OMCHEepTMPOBAaHHBIM B  HEeM SKCeHIMH-4 [pYMEepHO B
koquyecTBe 3% Macc./macc. wm 0Oojilee UM caxaposy I[IpMMEPHO B
KoJquuecTBe 2% Macc./macc. uam OoJjiee OT Beca KOMIIOSHLUN.

17. Komnosmums ¢ 3aMelJIeHHHEM BHCBOOOXIEeHUEM OnoJoTUYEeCKHU
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aKTUBHOTO I[OJMIIENTUIA, COCTOAmWAs [0 CylecTBY M3 OMOCOBMECTUMOTO
rnoJiMMepa, 9SKCeHIMHa-4 IPMMEPHO B KOJMuecTBe 3% Macc./Macc. umm
Gojlee M caxapos3bl MPMMEPHO B KoJMdYecTBe 2% Macc./macc. unm Ooljee
OT Beca KOMIIO3ULUN.

18. KoMmnosmuuumsa C BaMelJIeHHHM BbBICBOOOXIOeHueM OMONIOTMNUECKN
aKTUMBHOTO MNoOJUNenTuma, cocrosmas u3 OMOCOBMECTMMOI'O [OJIMMEpa,
skceHIMHa-4 npuMepHo B KoJjmMuecTBe 3% Macc./macc. wuam Gojee 1
caxaposh NPMMEPHO B KoJimyecTBe 2% Macc./macc. uiau Gosiee OT Beca
KOMIIOZMLUHN .

19. KoMnosuumus C BaMelJIeHHbM BHCBoOOOXIOeHMeM no n.l8, B
KOTOPOM GMOCOBMECTMUMBIA IMOJMMEP BHOMPAKWT M3 TPYINE, COCTOAWEN M3
[IOJIUJIAaKTUIOOB, MNOJUINIMKOJIMIOB, CONOJMMEpa JlakTula u IJIMKoIMia,
MOJIMMOJIOYHEIX KUCJIOT, [NOJNTJIMKOJIE BEIX KMUCHOT, COINOJIMMEPOB
MOJIOUHBIX M TUIMKOJIEBBIX KUCJOT M MX CMECeM U COIOJIMMEPOB.

20. Komnozmuumsa no mn.19, B korTopo cooTHomweHue Cpax K Cave
paBHO 3 MM MeHee.

21. Komnoszuuma rno .20, B KkoTopoy obumr oOBEM IOP B
KOMMO3uLUMM cocTaBjaseT npumepHo 0,1 wia/r wam  MeHee  IIpu
onpenesieHny MeTOIOM [OPOMETPMM [0 MHTPY3UM PTYTH.

22. Cnocof JeuenHus nauMeHTa c auateToM 2 Tuna, BKIOYAKLMA

BBeIeHue TepalleBTUYECKHA 3¢PeKTUMBHOTO KOJMYECTBaA KOMNoO3muum C

3aMe JJIEHHBIM BEICROBOXIEHMEM, cocToAmen no CyHuecTBY us
B61MOCOBMECTUMOTO rnoauMepa, BMOoJIOTYECKU aKTUBHOTO areHra,
BEIOPAHHOTO us TPYIIH, cocTodmen us BKCEeHIMHA, aHaJjiora

SKCEeHIMHa, MNPOM3BOOHOTO WIM aroHMCTa SKCeHIMHa, M caxapa, ThAe
cooTHomweHne Cpax K Cave PABHO 3 MJIM MeEHee.

23. Crioco® no .22, B KOTOPOM yKaz3aHHHM areHT NpelcTaBjyAeT
coboMt BKCEeHOUH-4.

24. Cnoco6 mno .23, B KOTOPOM YyKa3aHHBIM O6MOCOBMECTUMLIN
rnoJyMep BHOUPAT M3 MNOJUIAKTUIOB, MNOJUIJIMKOIMUIOB, COIOJIMMEDPOB
JakTuga U INIMKoJIuia, IOJIMMOJIOYHEIX  KUCJIOT, MOJINTJIMKOJIE BEIX
KUCJIOT, COIOJMMEPOB MOJIOYHOM M INIMKOJIEBOM KMCJIOT U UX CMecen u
COIOJIMMEPOB. .

25. Crioco6 no n.24, B KOTOPOM YKAa3aHHEIM caxap INpuUCyTCTBYeT
B KOMMOSMLMM C =3aMelJjieHHEM BEHICBOOOXIEHMEM B KOHLUEeHTpauun OoOT

npumepso 0,01% wMacc./mMacc. no mpuMepHo 10% Macc./macc. oOr
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oBmero Beca KOMMO3ULMUM C BaMeIJIEHHBIM BLHICBOOOXIOEHMUEM.

26. Cnocob6 no n.24, B koTopoM oBumii O6BEM IOP B KOMIIO3ULMU
cocraBjasgeT npmMmepHo 0,1 Ma/r wuiM MeHee, IO HaHHLEM ONpeneJIeHuA
METOIOM MOPOMETPUM [0 MHTPY3UM DPTYTU.

27. Cnocof6 mno mn.26, B KOTOPOM DJKCeHOMH-4 MOpPUCYTCTBYEeT B
KOMIIO3MLMM C 3aMeIJIEeHHEM BHCBOOOXIEeHMEM B KOHLUEHTpauum OT
rnpumepHo 0,1% no npumMmepHo 10% oT obBmero Beca KOMIIO3ULMM.

28. Cnoco6 JjleyeHMs nauMeHTa C nuadeToM 2 Tuna, BKIOYALUNA
BBeIEeHME TepaneBTuUecky 5SPOeKTMBHOTO KOJMYECTBa KOMIO3ULMU C
3aMenJIeHHEM  BBICBOOOXIEHMEM, cocTosumen ns 61OCOBMECTUMOTO
nojauMepa, colepxamero IUCMNEePIMPOBaHHBINT B HeM DJSKCeHIuH-4 B

KOHLIEHTpalUuMM npuMepHo 3% Macc./macc. win 0OoJjiee, U Caxaposs

npuUMepHo B KoJiMyecTBe 2% Macc./macc. wam 6OoJjlee OT Beca
KOMIIO3ULIMA .
29. CniocoBb MOJIYUYEHUSA KOMITOBULMN c 3aMeJIeHHEM

BHICBOOOXOEHMEM IOJMIIENTUNAE, BKJIOYAOUMNA CTaIUN:

a) obopMuMpoBaHMA CMecCu IyTeM oObenMHeHUs BOIHOM Odaswl,
BKJIOYAIE) BONOPACTBOPMMEIA MNOJMUIENTUI M caxap, C MacCJAaHOM
bas0i1, BkIOUawpmell OMOCOBMECTHUME I[IOJMMEP W pPacTBOpUTENb LN
rnoJmMepa;

b) dopmmpoBaHusa BSMyJILCUM TUIla Boma-B-Macjle U3 CMecH,
MoJIY4eHHOM Ha cTamumM a);

c) mobaBJieHMSa areHTa OJd KoalepBauuy K CMecu C [OoJydeHUeM
3apoAHIIEBLHX MMKpOYacTul, THAe YyKas3aHHHEM areHT oA KoallepBauuu
npencrapisgeT cofoi CUIMKOHOBOE MAacjo, nobaBjigseMOe B KOJNMYECTBE,
OOCTaTOUYHOM IS HOOCTUXEHUST COOTHOWEHUS CUJIMKOHOBOTO Maclna K
pacTBOpUTeNi0O O NoauMmepa oT npuMepHo 1l:1 mo npumepHo 1,5:1;

d) nmnepeHoca SBapoOIHIIEBHX MUKPOYACTUL, K PaACTBOPUTEJNIO IOJ1g
TameHns C LEeJbo OTBepXIeHUS MUKPOYaCTHULL;

e) cbopa OTBEPXIEHHHX MMKPOUACTUIL; U

f) cyuwkm OTBEepXISHHEIX MUKpOYaCTUL.

30. Crioco® mno .29, B KOTOPOM COOTHOUEHMWE CUIAUKOHOBOTO
Macja K pacTBopuTesno nojgmmepa cocrasiasger 1,5:1.

31. Cniocob 1o n.29, B KOTOPOM yKa3aHHHIM noJiMMep
NIpUCYTCTBYeT B MacCisSHOM Gase B KOHUeHTpauum npuMmepHo 10%

(Bec./06.) uaum MeHee.
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32. Cnoco6 no mn.29, B KOTOPOM YyKas3aHHBEM I[1O0JIMMEpP BHOUpPAWT
ns TPYIIILL, cocrosumen us MONMJIaKTULOOB, MOJIMTVIMKOJUIOB,
COIOJIMMEPOB JlaKkTuna " TIIMKOJIMIA, IIOJIMMOJIOYHEIX KUCJIOT,
MMONIMTJIMKOJIEBEIX KUCJIOT, COMNOJIMMEPORB MOJIOYHOM M TJIMKOJIEBOM KUCJIIOT
M UX CMeCel U COIOJIMMEPOB.

33. Cnoco6 mno n.29, B KOTOPOM YyKasaHHBM NOJUIENTUL
BEHIOMpAIOT M3 TIPYIIE, COCTOALlEN "3 IJIOKaroHa, IJIIOKaIOHNOIOOHBIX
NenTunoB, SDKCEHOMHOB, AaTl'OHMCTOB  IVIOKATOHNOIOOHBIX NENTUIOB,
Bas0aKTUBHOTO MHTECTUHAJIbHOTO nenruna, VIMMYHOT'JIOBYJIMHOB,
aHTuUTEeN, LUMTOKMHOB, MHTEPJIEMKMHOB, bakTOpOB akTUBaLMU
Makpodaros, nHTepdEepOHOE, SPUTPONO3TUHA, bakTopa Hekpo3a
ONYyXOJM, KOJIOHMECTUMYJIMPYIIMX (QaKTOPOB, WHCYJMHA, GEepMeHTOB,
CYIIpeCCOpPOB  ONyXOJiH, 6enkoB KpPOBM, OGOJINIMKYJIOCTHMYJIMPYOLETO
TOPMOHA, TOpPMOHa  pocrTa, aIpPEeHOKOPTUKOTPONHOTO TOpMOHa M
pPUIMBKUHT -bakTopa JIOTEeMHM3IUpywoumero ropmoHa, NGF, EGF, racTpuHa,
GRH, pedeHsmMHa, 3%SHkeda/lIMHOB U MyTEMHOB, HUX aHaJIoT'OB, BapUaHTOB
o meyieuuy ¥ 3aMelleHMo M QapMaueBTHUYECKM [IPUEMJIEMEIX COJIeN.

34. KoMmosmuuus C 3aMelJIeHHHM BEICBOOOXIEeHMEM OMOJIOTUYECKU
aKTMBHOTO areHTa, Bkimouamomasa 50:50 DL PLG 4A noJsimMep, OPMMEPHO
3-5% Macc./Mmacc. skceHmmuHa-4 ¥ npuMepHo 2%  Macc./Mmacc.
caxaposbl, Npu DTOM COOTHOmeHME Cpax K Cave PaBHO 3 WM MEHEe U
oBumit o6beM MOP B KOMIO3UUMM cocTaBaser npumepHo 0,1 Mu/r wmm
MeHee.

35. Crnocof JedeHMsA nauueHTa c aguaberoM TuUna 2, BKIOYAKRWLNMNA
BBeIEeHMe TepalleBTHUUeCK D20PeKTHMBHOI'O KOJMYECTBa KOMIIO3MUMKU C
3aMeIJICHHEM  BRICBODOXIEHMEM, BKJIOUAKIEN 50:50 DL PLG 4A
nojmMepa, npumMepHo 3-5% Macc./Macc. BKCeHIMHa-4 U npuMepHO 2%
Macc./Macc. caxaposb, B KOTOpoi cooTHomeHUe Cpax K Cave PaBHO 3
UM MeHee ¥ obumit ob6beM NOp B KOMIO3ULUM COCTaBJIAET IIPUMMEPHO
0,1 Mn/r unu MeHee.

36. Crnoco® JneueHMsa nauueHTa ¢ IOuateToM Tuna 2, BKJOYAOUMNA
obecneueHue TepaneBTUYECKM DOOEeKTMBHON KOHLEHTpaUuM BSKCeHIMHa-4
B IJlasMe [IallMeHTa NyTeM BBeIOeHMS MHOXECTBEeHHEX HO3 5KCeHIOnHa-4
B COCTaBe KOMIO3ULUMM C BaMeIJIeHHBIM BEHICBOOOXIEHMEM, BKJIOHamlen
50:50 DL PLG 4A noJsmMmepa, npuMepHo 3-5% Macc./Macc. BKCeHIOuHa-4

M [OPUMEpPHO 2% Macc./Macc. caxaposb, rae cooTHomeHMe Cpax K Cave
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paBHO 3 wmaM MeHee ¥ ofumin oB6BEeM IOp B KOMIO3MLUMM COCTaBJAET
npuMepHo 0,1 mia/r maM MeHee.

37. Crioco6 [IOJIy4YeHU S KOMIOBULIUN c 3aMe OJIeHHEM
BLICBOOOXIOEHMEM BDKCEeHIMHa-4, BKJIOYAWMM CcTaioumn:

a) ofpas3oBaHMsa cMecu nyrem obObenouHeHuUs BongHoM  dasH,
BKJIOYAKIEN BOMNOPACTBOPMMEI I[IOJNMUIENTMI SDKCEeHOMH-4 U caxaposy, C
MacisaHon dasor, Bkinouapmey OumocoeMecTuMbr 50:50 PLGA 4A noJsmMep
B MeTuJIeHXJIopue;

b) obpazoBaHuUA OSMyJBCHMM THUIIA BoIa-B-Maclle M3 CMecwu,
roJiydeHHOM Ha cTaIMu a), TIhOe pasMep Karejgb BO BHYTPEHHeH
SMyJIbCUM cocTaBJseT npumepHo ot 0,2 mo 0,4 MMKPOH;

c) nobaBJyieHMS areHTa IJiA KoalepBauuM K CMecH C I[oJlydeHuem
3apPOOBIIEBHX MMKPOYACTML, IJHOe YyKasaHHHNM areHT IOJs KoallepBauum
npencrapaseT coboM CUMJIMKOHOBOE Macjyo, InobaBjiseMOe B KOJMUECTBE,
OOCTATOYHOM IJIA HOOCTVXKEHMS COOTHOIWEHMS CUJIMKOHOBOTO Macja K
pacTBOpPUTENIO IJiS NoJuMmepa oT npuMmepHo 1:1 go npumepHo 1,5:1, u
TIe CUIMKOHOBOE Macjyo JnOoBaBaswT K 5SMyJIbCMM BoIa-B-Maclse B
TeueHue IIPMUMMEPHO 3 MMHYT WJIM MeHee, a CMeChb IUIA KoallepBauuu
BHIIEPXMBAIOT B TeueHue INPUMEpPHO 1 MUHYTH MJIM MeHee;

g) InepeHoca 3BaponbIeBEHX MMKPOYaCTML, K PpacTBOPUTEJIO HOJIA
rameHusa C  UeJibio OTBepXIeHMa  MuMKpodacTull, Toe  yKasaHHBM
pacTBOpUTesb IJIA TalleHUs MpencTaBiseT coBoii cMechb renTaH/®TaHoJI
M BpPEMs IepeHoCa COCTAaBJISIET NPMMEPHO 3 MMHYTH WMJIM MEHEeE;

h) cGopa oTBepxIOEeHHEIX MUKPOYACTUL,; U

1) CywKM OTBEpXIEeHHBIX MMKpPOYaCTUL.

38. MWHBeuupyeMas KOMINO3MUUS, [PUTOIJHAsA IJS [POXOXIESHUA
yepes3 wurygy 25 pasmMepa, BRIOHaplas KOMIO3MUMIO C 3aMelJIeHHBM
BEICBEOOOXIOeHMeM, conepxaumylo 50:50 DL PLG 4A nonauMmepa, I[PUMEPHO
3-5% Macc./macc. sKceHmmHa-4 u npuMmepHo 2% Macc./macc.
caxaposel, rae CcooTHomeHMe Cpax K Cave PABHO 3 UMM MeHee M obumi
o6beM IOp B KOMIIO3MUMM COCTaBjaseT npmMmepHo 0,1 mu/r munm MeHee,
CyCIIeHOMpPOBAaHHAsA B HOCMUTeJle IJIsT MHBEKLUM, BKJIIOYaoWEM HaTpuUm-
KapBOKCUMMETUIILEJIUTIONO3Y B KOHUeHTpauuum 3,0% Bec./o06., xJjopun
HaTpusa B KOHUeHTpauuu 0,9% Bec./06. m nommcopbar 20, HP® (Tween
20) B kosmuecTBe 0,1% 06./06. B BOXe.

39. MWHBeuupyeMas KOMIIO3MLMS, NpurogHas OJSA [POXOXIEHMUS
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yepes wurnay 25 pasMmepa, BKOYawlas KOMIO3ULUUIO C BaMelJIeHHBEM
BEICBOBOOXneumeM, conepxamyio 50:50 DL PLG 4A nojauMepa, IIPUMEPHO
3-5% Macc./Macc. skceHIOMHa-4, MVMelero aMMHOKMCIIOTHOE 3aMelleHue
JeyuMHa Ha MeTUOHMH B IoJioxeHmM 14, u npuMepHo 2% Macc./macc.
caxapos3r, rTHe cooTHomeHue Cpax K Cave PaAaBHO 3 WM MeHee u rhe
obumit ofbeM IOP B KOMIO3MLUMM COCTaejdeT npumepHo 0,1 Mun/r wumm
MeHee, CyCHeHIMpOBaHHass B HOCMUTEJIe nOJIS WHBEKUUM, BKJIOYALLEM
HaTpuli- KapOOKCUMETUIILEJUTIONO3Y B KOHuUeHTpauum 3,0% Bec./06.,
XJopun HaTpmua B KoHuUeHTpauum 0,9% Bec./06. u noaucopbar 20, HO
(Tween 20) B xoauuectBe 0,1% 06./06. B BOIe.

40. HabGop mjiAa MNOJYUYEHMS MHBEUUPYEMOM KOMIIO3MUMU, NPUIOOHON
IoJIS T[IPOXOXIeHus uyepes3 My 25 pasmepa, Bkiodaoumin (QJaakoH,
comepxauwuyi TepaneBTUYECKM D0PEeKTUMBHYIO INO3Y CYXOM KOMIO3ULUM C
3aMelJIeHHBM BHICBOOOXIEeHMeM, koTopasa corepxuT 50:50 DL PLGA 4A
nojuMepa, npmMmepHo 3-5% wmMacc./macc. 3kceHAMHa-4 ¥ MNpuUMEpPHO 2%
Macc./Macc. caxapos3b, DAe CcooTHomeHMEe Cprax K Cave pPaBHO 3 WM
MeHee M rrme obumy obbeM INOp B KOMIOSBMUMM COCTAaBJIAET NPUMEPHO
0,1 ma/r wmiau MeHee, U QJAKOH, BKJIOUAKUMUNA HOCUTEJNL IJIS MHBEKUUM,
KOTOPBLI COOEPXUT HaTpUM-KapOOKCUMETMUIILEJJIONO3Y B KOHLEHTpaUuu
3,0% Bec./06., xJjgopunl HaTpua B KoHUeHTpauuum O0,9% Bec./06. u
noymmcopBar 20, H® (Tween 20) B kosmuectBe 0,1% 06./06. B BOIe,
rge ¥MMeeTcs JOCTATOYHOE KOJUUECTBO HOCUTEJNIS OJIS MHBEKUMM, C TeM
yTOoGH CYCNeHIOMPOBAaTbh KOMIIOBMUMIO C BaMeInJIEHHBM BHEHCBOOOXIEHMEM B
KOHLEeHTpauum [0 MeHbllel  Mepe 30 wMmr/wmi, U [puiaraemyio
MHCTPYKLUMIO.

[Io noBepeHHOCTHU
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