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PAPMALEBTUYECKAA KOMMNMO3MUUNA

OBJIACTb TEXHUKU

Hacrosee n3obpeteHne 0THOCUTCSA K AOCTaBKE NMEKAPCTBEHHbIX CPEACTB C KOHTPONMPYEMbIM
BbICBOBOXKAEHNEM MNK K PapMaLEBTUHECKMM KOMMO3MLUSAM, B YaCTHOCTU K (hapmaLeBTUHECKAM
KOMMNO3UUMSM, MOAXOAAWMM Ans obpasoBaHus geno in-sifu. B yacTHocTu, HacToswee
n3obpeTeHne OTHOCUTCA K hapMaLeBTUMECKON KOMMNO3UUuM, coaepxawlen Guopasnaraembii
MHOrOKpPaTHO  pPasBETBMEHHbIN  COMONUMEP, COAepXawmh NO MEHbLIEn Mepe Tpu
CNOXHOMONM3MUPHBIX NNeYa, NPUKPENMEHHbIX K LEHTPanNbHOMY S4pY, COAepKaliemMy npocTomn
nonuacpump, NpyM 3TOM YyKasaHHbIA MHOFOKPaTHO pPas3BETBMEHHbIA COMOMMMEP MO CyLeCcTBY
HepacTBOpMM B BOAHOM pacTBOpe, rAe yKasaHHas KOMMO3uuWs AOMOMHUTENbHO COAEPXUT MO

MeHbLUEN Mepe OAVH hapMaLeBTUYECKUN aKTUBHbIA UHTPEANEHT.

YPOBEHb TEXHVKU

B W02012/090070A onncaHa TexHonorus nonydeHus obpasytowmxcs in situ geno (ISFD) nytem
3aMeHbl pacTBOPUTENS, BKMOYAOLAs PACTBOPEHNE CMECU NMHEWMHbIX CNOXHbIX NONM3UPoB
(m)M3F B 6GMOCOBMECTMMOM OpraHudeckom pacteoputene. Mpyu MHBLEKUUM pacTBOpPUTENDb
ANPDYHANPYET, a NONMMEpPDI, HEPACTBOPMMbIE B BOAE, OCaXAAOTCSA 1 06pasyioT 4eno, KOTopoe
MOXET 3axBaTbiBaTb aKTUBHbIN hapmaueBTudeckuin uHrpeaneHt (APW). JlekapcTBeHHoe

BewecTBoO BbicBOOOXAaeTCA U3 AAHHOIO AENO B TEYEHME ANUTENBHOMO BPEMEHMN.

Mo-npexHemy coxpaHsieTcst NOTPeBHOCTL B pa3paboTke yCOBEPLLUEHCTBOBAHHOM TEXHONOMMM ANS
obecneyeHmst 3amenneHHOro  BbicBOOOXAeHUS. [pUMEHEHME  pasBETBMNEHHbIX  Gnok-
COMONIMMEPOB Ha OCHOBE CNoOXHoro nonuacmpa T[S O6biN0 NPefnoXeHO B KadvecTse
noTeHymanbHoro cnocoba ynydlweHUs WCNOMb3yeMbIX B HacCTOdALWEEe BPEMs TEXHOMOruM,
KOTOPbIM MPUCYLLM TakMe HEAOCTaTKM KaK BbICOKAs BA3KOCTb, BbICOKME 3HAYEHUSA nokasaTens

VIH'bGKLlVIOHHOI;I CMOCoBHOCTU U MeANEHHAsA KUHETUKA Pa3noXXeHns.

3Be34000pasHble COMONMMMEpPBI HA OCHOBE CnoXHoro nonuadupa M3l npeacraensoT cobon
pa3BEeTBMEHHbIE CTPYKTYPbl, COCTOSILLME M3 HECKONbKMX (Tpex unv 6onee) NUHENHbIX Lenewn,
COEAVHEHHBIX C LEHTPanbHbIM sapoM. 3Be34000pasHbie CononMMepbl MOXHO pa3enuTb Ha 4Be
kaTeropun:  3Be3goobpasHble  romononumepbl  uUnNu  3Be3goobpasHble  COMOSNUMEPDI.

3Be34000pa3Hble  rOMONONMMEpPBI COCTOAT W3 CUMMETPUMHOW CTPYKTYPbl, COAEpXallen
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ny4eobpasHo pacxoAsnecs nrnedn C OAMHAKOBbIM XUMWYECKUM COCTaBOM W OAWHAKOBOW
MOJIEKYNSPHOM Maccon. 3Be3foobpasHble CONONMMMEPDLI COCTOST U3 CUMMETPUYHON CTPYKTYPbI,
cojepxawen nyyeobpasHo pacxoaslmMecs nredn C OAMHAKOBOW MONEKYNSIPHOW MaccoWn, HO

o6pa3oBaHHbIE NO MEHbLUEN Mepe ABYMS pasHbIM MOHOMEPaMMU.

3se3goobpasHble cononuMmepbl (Takke W3BECTHbIE Kak C HECKONMbKAMK nnedamu  unm
MHOroKpaTHO pasBeTBrneHHble) onucaHbl B Cameron et al, Chemical Society Reviews, 40, 1761,
2011 v B Burke et al, Biomacromolecules, 18, 728, 2017).

Hiemstra et al, Biomacromolecules, 7, 2790, 2006; Buwalda et al, Biomacromolecules, 11, 224,
2010; Calucci et al, Langmuir, 26, 12890, 2010; Mayadunne et al, US2016/0058698A1, 2016,

ONUCBIBAIOT BOAHbIE CUCTEMbI, 0GpasytoLne renb Npu M3MEHEHUN TEMNEPATYpbI.

B 3asiBke EP1404294B1 onucaHo npumeHeHne pasBeTBreHHbIX (CO)NONMMEPOB ANA NOMyYeHUs

obpasytowuxcs in situ aeno (ISFD) nyTem 3ameHbl pacTBOpUTENS.

COOTBETCTBEHHO, CyL|ECTBYET MOTPeOGHOCTb B CO3AaHUM HOBbIX cocTaBoB ISFD Ha ocHoBe
3Be340006pasHbIX COMONIMMEPOB, MONYYEHHbIX MyTEM 3aMeHbl pacTBopuTens, obnajawoomx
6onee HM3KOWN BA3KOCTbIO, YNYULLEHHON CNOCOBGHOCTLIO MPOXOAUTE YEPE3 UMMy Npu BBEAEHUN,
YNYYLWEHHbIMWU UKW OTAMMHBIMU XapakTepucTukamyn BbicBoboxgeHms AOU mnnm knHeTukon

pasnoxeHunsa aeno.

KPATKOE OMNMMNCAHWME N3OBPETEHUA

CornacHo Hacrtosiemy usobpeTeHMO npeanoxeHa dapmayeBTMyeckas Komnosuyus,
coaepxaiias:

6ropasnaraemMblil MHOTOKPaTHO Pa3BETBIEHHbIA COMOMNMMEP, COAEMKALLNA NO MEHbLUEN Mepe
TPU CNOXHOMNONM3MUPHBIX Nreva, NPUKPENNEHHbIX K LieHTpanbHOMY SiApy, cogepkaliemy
NpocTorn nonuadup, M NPU 3TOM MHOTOKPATHO Pa3BETBMEHHbIA COMONUMEP MO CyLLEeCTBY
HepacTBOPMM B BOAHOM PacTBOpE, rAe yKasaHHash KOMMO3ULUUS AOMONHUTENBHO COAEPXKUT NO

MEHbLUEN Mepe OAUH papMaLeBTUYECKN aKTUBHBIA UHTPEANEHT.
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Kak npaBuno, monekynsapHas macca npoctoro nonuacdupa cocrasnseTt 10 kda unn meHee,
npeanouTutTenbHo 5 ka nnu mexnee, 4 kda unun menee, 3 ka unn meHee, nnn 2 kda nnn mexHee,

nnn 1 kda vnn meHee, nnn 0,5 kda nnu mexee.

CornacHo HacTodweMy M3oBpeTeHnio Takke npeanoxeHa apmayeBTMyeckas KOMMO3uLus,
coaepxawas:

Guopasnaraemblil MHOrOKpPaTHO Pa3BETBIEHHbIM COMONMMEP HAa OCHOBE CMOXHOro nonuadupa,
cojepXawWun no MeHbend Mepe TPWU CROXHONONMIPUPHBIX Mneva, NPUCOEAUHEHHbIX K
LUeHTpanbHOMY S4pYy, coAepXaliemy npocTon nonmadpup, U nNpu 3TOM MONEKynspHas macca
yKasaHHoro npoctoro nonuadgpupa cocrasndeT 10 ka unu meHee, npeanoytTutenoHo 5 kda nnu
meHee, 4 k[a nnun mexHee, 3 ka unn menee, unu 2 ka nnn menee, unn 1 ka nnn meHee, nnu
0,5 kda nnn meHee, rae ykasaHHas KOMMNO3MLMA AOMOMHUTENbHO COAEPXUT MO MEHbLUEN Mepe

OAVH hapmaLeBTUYECKN aKTUBHbIN UHIPEANEHT.

BblweykazaHHble KOMMNO3NLUN NOAXOANAT Ans obpasoBaHus in-situ aeno.

ABTOpPbl HAaCTOALLEro M300peTEHUs HEOXUAAHHO OGHapPYXWMW, UYTO COCTaBbl Ha OCHOBE
MHOIOKPaTHO Pa3BETBMEHHbIX MNU 3Be34000pasHbiX COMONMMEPOB MMEKT 6onee HU3Kyto
BSI3KOCTb W YNYyULIEHHYIO CMOCOBHOCTb MPOXOAWUTL Yepes Urny Npu BBELEHUM, B TO € BPEMS
obecrneunBas ynyylWeHHbIE UMN OTMMYHbIE NPOMUNM BbICBOBOXAEHUS aKTUBHOMO UHIPEeANEHTa
Mo CPaBHEHUIO C COCTaBamu, COAEPKALLUMM TONbKO aHanorM NMHerHbIX cononumepos. Kpome
TOro, AEno, MNOMyYaeMble W3 COCTABOB Ha OCHOBE MHOFOKPATHO Pa3BETBMEHHbIX WK
3B€34006pasHbIX KOMNOHEHTOB, pa3naralTcs GbICTpee Yem Aeno, nonyyaemMble U3 aHanoroBbix

TNIMHEMHBIX CONONMMEPOB.

Kak npaBumno, MHOrokpaTHO pa3BETBIEHHbIN CONOMMMEP MO CYLLECTBY HEPACTBOPUM B BOAHOM

pacTtsope.

CornacHo npeanoyTUTENBHOMY BapuaHTy peanusauun  MHOTOKPAaTHO  PasBETBIIEHHbIN
COMONMUMEpP XapaKkTepusyeTCa pacTBOPUMOCTbIO B BOAHOM pacTtBope MeHee 15 mr/mn,
Heobsa3aTenbHO MeHee 10 mr/mn, meHee 5 mr/mn, meHee 2 mr/mn unu meHee 1 mr/mn. Kak

npasunio, pacTBOPUMOCTb U3MepaloT npu 37 °C.
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Kak npaBuno, MHOroKpaTHO pas3BETBIEHHLIA cononumep npeactaeneH popmynon A(B)., rae A
npeacraenset cobon UeHTpanbHOe s4p0, a B npeacrtaBnsieT cobor CnOXHOMNONM3IPUPHbIE
nreym, n n npeacraenseT cobon LUenoe 4nucno, paBHoe Mo MeHblen mepe 3. CornacHo
BapuaHTam peanu3auuy HacTOSLEro M3obpeTeHns N paBHO MO MeHbLIEn mepe 4, unm no
MEeHbLUEN Mepe 6, NN No MeHbLLEN Mepe 8. N MOXET paBHATLCA 3, 4, 6 unun 8. MpeanouTUTENBHO

N paBHo 4.

CornacHo OJHOMY BapuaHTy peanu3auuM LUeHTpanbHOe SApPO COAEPXMT MHOroKpaTHo
pasBeTBNEHHbIA NPOCTON nonmadump Ha ocHoBe nonu(atuneHrnukons) (M3 n nonuona. Kak
NpaBuno, Nomnmosn COAEPXUT MO MEHbLUEN Mepe TPU FMAPOKCWIMbHbIE rpynnbl. [lonvon, kak
npaswno, npeacraesnseT cobon yrneeofopos, PyHKLUMOHANM3NPOBAHHbLIN NO MEHbLUEN Mepe
TpeMs rmAPOKCUITbHBIMY rpynnamun, HeobasaTtenobHo 3, 4, 5, 6 Unn 8 rMAPOKCUBbHBIMKU FPyNNaMu.
CornacHo HeKkoTOpbIM BapuaHTam peanusauyun HacToswero un3obpeTeHMs nonvon
AOMNOMHUTENBHO COAEPXUT OAHY Unn 6onee NpPocToadpmpHbIX rpynn. [peanoYTUTENBHO NOnMon
npeacraenset co6on neHtasputput (M3), auneHtasputput (AMN3), TpumeTunonnponan (TMIT),
FMALEPUH, FreKcarnuuepuH, SputpuT, Keunut, au(tpumeTtunonnponad) (auTMI1), copbuTt nnn

MHO3WT.

CornacHo npeAnoYTUTENbHLIM BapuaHTam peanu3auyuy MHOTOKPaTHO pPa3BETBIEHHbIN NMPOCTOWA

nonuadup xapakrtepusyetcs copmynon 1 unu copmynon 2,unu oopmynon 3 unu oopmynon 4:

vf\/]z Xi\/\
T

rae mnpeacraenseT cobon yenoe umeno ot 2 go 150.
R npeacrasnseTt cobon H, unu ankun, nnn MNMar. NpeanoytutensHo R npeactaenseT cobon M3r.

Popmyna 1



ks

SISV

rae m npeacraenseT cobon yenoe uncno ot 2 o 150, u p paBHo 6.

Py s
N /\*W\/\[AJF
“%/\X "” )L\VLH

rae mnpeacraesnseT cobon yenoe uncno ot 2 go 150.

dopmyna 3
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(o] o} 0 (o]
H H
o (o]
< o
H H
m
rae mnpeacrasnseT cobon yenoe uncno ot 2 go 150.
Popmyna 4

Kak npaBuno, crnoxHbeli nonuadup npeacrasnset cobon nnm obpasoBaH NO MeHbLUEN Mepe
OAHUM MOMMMEPOM USN COMONMMEPOM, BbIBPaHHbIM M3 rPynMbl, BKMOYAOWENW NONN(MOMOYHYIO
kucnoty) (MMK), nonu(rnukonesyto kucnoty) (MNMK), nonu(ancunon-kanponaktoH) (MKI),
nonu(atunenagunar) (M3A), cononMmMep MONOYHON KMCNOTbI 1 rnnkoneson kucnotol (MMKIK) n
nonu(rmgpokcnankanoat) (MFA) unu nx cmecu. CnoxHONONM3aMUPHbLIE MfeYn, Kak npasuno,
obpasoBaHbl NyTEM B3aUMOAENCTBMSA NpPeSLECTBEHHUKA MM MOHOMEpPA CrOXHOro nonuadupa
¢ nonuadunpHbIM sapom. Hanpumep, npu o6pasosaHnm nney Ha ocHoe NMMK nonuadup BBOAAT

B peakyuio ¢ D,L-naktngom.

CornacHo npeanoYTUTENbHBIM  BapuvaHTam peanus3auyum  Kaxzas BeTBb MHOMOKpPaTHO
Pa3BETBNEHHOrO Nonmadurpa CoAEePXKUT KOHLEBYIO PEaAKLMOHHOCNOCOBHYIO rpynny, CnocobHyio
BCTYNaTb B PEAKLUUIO CO CMOXHbIM NONM3MPOM UM M0 MOHOMEPOM WM MPEALLECTBEHHUKOM.
Kak npaBuno, KOHLUEBas peakyMOHHOCMOCOGHasa rpynna npeacTaBnseT coboi rMapoKCUnbHYO

rpynny Ui amMHOrpynmny, HO NPEANOYTUTENBHO MMAPOKCUMbHYIO Tpynny.

CornacHo OJHOMY BapwaHTy peanusauuMm CroXHbl nonuadup npeacraenseTr cobon

roMononMmep.
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CornacHo ogHOMY BapuvaHTy peanusayum CroxHblin nonnacup nonyydeH n3 6onee 4em ogHOro
MOHOMepa. Koraa CnoxHbli NONuacup nonyyeH n3 6onee yem OAHOMO MOHOMEPA, CINOXHbIN

nonnadup MOXeT NPeACTaBNATb CO60N CTaTUCTUYECKA CONONMMEP U 6I0K-CONoNMMep.

CornacHo npeanoYTUTENbHOMY BapuaHTy peanusayun CrnoXHbld nonuadup npeacTaBnseT

cobon nnmn cogepxut NMMK.

CornacHo npeanoyTUTENbHOMY BapuaHTy peanusayMm MHOTOKPaTHO  pas3BETBIEHHbIN
cononvMmep nonydeH nyTeMm B3aWMMOAEWCTBUS MHOFOKPaTHO pPa3BETBMEHHOMO MNPOCTOro
nonuadupa, onpeaeneHHoro ebiwe, ¢ D,L-naktnagom. MHOrokpaTHO pa3BeTBMEHHbIN CONONMMep
MoxeT ObiTb nonyveH nonumepwusayuen D,L-naktmpa ¢ pasmbiKaHMEM LMKNA, MHALUMPYEMON

yKa3aHHbl MHOrOKPaTHO pa3BeTBIIEHHbIM NMPOCTbIM NOMM3PUPOM.

CornacHo NPeanoyTUTENbHOMY BapUaHTy peanusayuM  MHOTOKPaTHO  pa3BETBIIEHHbIN

cononumep xapakrepusyetcsa dopmynon 5, unu dopmynon 6, popmynon 7 unu dopmynon 8:

H,C

CH,
H H
0
(o]
0 [o}
\/7( v
0 o N\ o
v m °
\ /\)g ’ ’ z(/\ /
o]
o] o m o]
H
H ,n
CH, v H;C
u

rae u npegcrasnsiet cobon yenoe umcno ot 4 10 200, 1 m npeactasnsieT cobon Lenoe Ynmcno ot
2 no 150.
Popmyna 5



H
CH,
o
o
u
N
0
o [e]
2. /\4/0 x ©
H o ° H
m m
CH, b CH, u
u

rae u npeacrtaenset cobon yenoe uucno ot 4 go 200, m npeacraenaeT cobon Lenoe 4Ynucno ot
2 no0 150, n p paBHo 6.
5 ®opmyna 6

H
CH, CH; H
o
0 ° o
Q \ﬁ m\ o
u m o o u
o
o 0
o
¢} o ] H
m
CH
o 3 u
H m o o
CH
3 u
m
a [:]
o o
m
o [+]
u
CH, CH,
H H

rae u npeacraenset cobon yenoe uncno ot 4 1o 200, n m npeactaBnseT cobon Lenoe Ynucno ot
2 no 150.
10 ®opmyna?



10

15

f iy A

/\x%\?i«
\)\x iﬁ é%fﬁ %y/

rae u npegcrasnsieT coboli yenoe ymcno ot 4 50 200, 1 m npeacrasnseT cobon Lenoe 4nmcno ot
2 no 150.
dopmyna 8

CornacHo npeAnoyYTUTENbHBIM BapuaHTam peanu3auuy  BblEYKa3aHHOMO0 MHOFOKPaTHO
pasBeTBNEHHOro cononmmepa opmynbl 5 nonnagunpHoe a4po (T. e. coeanHeHne popmynbl 5
6e3 nned [NMK) umeeT MonekynsipHylo maccy 2 k[la, npyM 3TOM MONSIPHOE OTHOLLEHME

NOBTOPAIOLLErOCA CNOXHO3PUPHOrO 3BEHA K 3TUNEHOKCUAY cocTaBnseT 2, 3 unu 6.

CornacHo OAHOMY BapuaHTy peanu3auMn KONMMYECTBO MOBTOPSIOLMUXCA CIOXHOIMUPHbBIX

3BEHbEB B KaXA0M Nreyvye He3aBUCUMO HaxoauTcs B ananasoHe ot 4 o 200.

CornacHo npeanoyTUTENIBHOMY BapuaHTy peanusauMmM MONEKYNsipHass macca MpocToro
nonuacdupa cocrtasnset ot 0,5kda ao 10«kda, HeoBsasatenbHo oT 1«kda apo 10«k[da,
npeanoutTutenoHo oT 2 kda ao 10«k[da, HamGonee npegnoytuteneHo oT 2 kda ao 5k[a.
CornacHo AONONMHUTENBHOMY BapuaHTy peanusauyMmM MONEKynsipHasi Macca CIOXHOro

nonuadupa Haxoautcsa B gnanasone ot 0,5 kda ao 2 ka.
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CornacHo  npeanoyTWTENbHBIM  BapuvaHTam  peanu3ayuM  MOMSIPHOE  OTHOLUEHME
MOBTOPSIOLLENOCS CMNOXHO3(MUPHOrO 3BEHA K ITUNEHOKCUAY AN MHOTOKPATHO pPa3BETBIIEHHOIO

cononumepa B komnosnyun coctasndet ot 1 g4o 10, npegnoyTuTenbHO OT 2 40 6.

CornacHo AONOMHWMTENbHOMY BapuaHTy peanus3ayuyM KOMMOo3WUMsSt COrnacHo HacTosiwemy
n306peTeHn0 MOXET cogepxatb OAMH unn Gonee AONOMHUTENbHbIX 6Guopasnaraembix
MHOFOKPaTHO PasBETBIEHHbLIX COMONMMMEPOB, Kak OMNPeAEneHo BbillE. Komnosunyms,
cojepxawas aBa unu 6onee MHOrOKpaTHO pPa3BETBIIEHHbIX COMONMMEPOB, obecneuynBaeT
JAOMONHUTENbHOE CPEACTBO MOAYNALMN BbICBOGOXAEHNA hapMaLeBTUYECKN aKTUBHOMO areHTa.
Tawke npeanoXeHbl pasHble KOMOWHALMM MHOrOKPaTHO pa3BETBMEHHbLIX COMOMMMEPOB, U
OTHOCUTESbHbIE KONUYECTBA ABYX MK 60nee MHOroKpaTHO pasBETBMEHHbIX COMONIMMEPOB MOTYT
ObiTb  M3MEHEHbl. 3TO  MO3BONSET  KOHTPONMpoBaTb  npodunb  BbICBOGOXAEHUS

thapmaleBTNYECKN aKTUBHOTO areHTa.

CornacHo OAHOMY BapuaHTy peanu3auyun KOMMO3WLWUS COAEPXWT nepebin Guopasnaraemblii
MHOrOKPaTHO pPAa3BETBIIEHHLIN COMONMMMEP, OMPEAENEHHbIN Bbile, W BTOPON OTMUYHLIN
6uopasnaraemblil MHOTOKPaTHO Pa3BETBMNEHHbIM COMONMMEP, ONPEeAErNEHHbIN Bbile, NPU 3TOM
Heoba3aTenbHO CoaepaHWe nepBoro Ouopasnaraemoro MHOFOKPaTHO pPa3BETBEHHOTO
cononmMmepa coctaenseT oT 15 po 25 % wmacc./macc., HeobGsizaTtenbHo oT 18 g0 20 %
macc./macc., U cojepxaHue BTOpoOro 6uopasnaraemMoro MHOFOKPaTHO pPas3BETBMEHHOrO
cononmMepa coctaBnseT oT 15 a0 25 % macc./macc., HeobsizaTenbHo oT 18 o 20 % macc./macc.

oT obLen macchbl KOMMNO3ULUN.

CornacHo OAHOMY BapuaHTy peanusauun Kaxabli M3 MepBOro U BTOpoOro Guopasnaraembix

MHOrOKpPaTHO pasBeTBIEHHbIX CONOMMMEPOB MMEET CTPYKTYPY hopmynbi 5:
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CH; H,C
H H
0
(o]
0 [s]
\/]l v
(o] o o C
u m °
Y /\%0 ° f/\ |
0
a o m (o]
H
H " M
CH, HyC

u

rae u npeacrasnsaet cobon yenoe umcno ot 4 4o 200, » m npeactasnseT cobon Lyenoe Ymcno ot
2 no 150;

U Npu 3TOM nepsbld GMopasnaraemblil MHOTOKPATHO Pa3BETBMEHHbLIA COMOMMMEP COAEPXKUT
npocrononuacpupHoe S4p0 C MONEKynspHonm wmaccorm 2 kfla, M MONSPHOE OTHOLIEHMWE
NOBTOPSIOLLEroCs CMOXHOIPUPHOro 3BEHA K ITUNEHOKCUAY COCTaBNAET 2;

N Npu STOM BTOPON Onopasnaraemblii MHOFOKPAaTHO pPa3BETBMIEHHbIA COMONUMEP COAEPXUT
npocTononnachupHoe SAPO C MOMeKynspHon maccon 2 k[da, M MONSPHOE OTHOLUEHUE

MOBTOPSIOLLErOCS CNOXHOIUPHOIO 3BEHA K STUNEHOKCUAY COCTaBNsAeT 6; unu

nepebln  Buopasnaraembll  MHOFOKPaTHO  Pa3BETBIEHHbIA  COMONMUMEP  COAEPXUT
npocTononuachupHoe SAPO C MOMEKynspHon maccon 5k[da, M MONsSpHOe OTHOLIEHUE
NMOBTOPSIOLLEroCs CrOXHO3(MPHOro 3BEHA K STUNEHOKCUAY COCTaBNseT 2;

U nNpu 3TOM BTOPON BuopasnaraemMbll MHOTOKPAaTHO PAa3BETBIEHHbI COMOMMMEP COAEPXKUT
NpoCcTONONMachupHOe SAPO C MOMEKyNnspHOM maccorm 2 k[la, M MONSpHOE OTHOLWIEHUE

MOBTOPSIOLLErOCS CNOXHOIMUPHOIO 3BEHA K STUNEHOKCUAY COCTaBNseT 6.

CornacHo anbTepHaTUBHOMY BapuaHTy peanu3ayum HacTOAWEro usobpeTeHUs KOMMo3uuus
LOMONHUTENBHO  COAepXMT OuopasnaraemMblil  TPUOMOK-CONONUMEP, XapaKTEPUSYIOLMIACS
dhopmynon

Av-Bw-Ax,

rae A npeactaBnseT coboM  CnoxHbln nonuacdup, B npeacraenset cobon
NOMU3TUMNEHIMNKONb, V U X NPEACTaBNAT co60M YACNO NOBTOPSAIOUXCA 3BEHBER B JMana3oHe
oT 1 ao 3000, n w npeacTaBnseT co6on YMCNO NOBTOPSIOLLUNXCSA 3BEHLEB B AManasoHe oT 3 40

300, npnaToM VvV =X UNN v # X.
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KoM6UHaLMsi MHOTOKpaTHO pa3BETBIEHHOIO COMONMMEPA C NIMHENHBIM TPMGOK-CONONMMMEPOM
NMPUBOAMT K LOMOMHUTENbHOMY BapUaHTy MOAYNMPOBAHMUS BbICBOGOXAEHUS hapmaLeBTUYECKM

AKTUBHOIO MHrpegneHTa.

Kak npaBmno, macca MONM3TUMNEHINNKONEBON Uenn B TPUOIOK-COMONMMMEPE HaxoauTCa B
ananasoHe ot 180 Ha ao 12 kda, vnn ot 194 la ao 12 kda, nnu ot 200 da ao 12 ka, vnu ot
100 Ja po 4 k[a, npeanoututenbHo ot 1 ka Ao 2 k[a.

Kak npaBuno, MOMsipHOE OTHOLEHWE MOBTOPSAIOLWETOCA CIOXHO3(UPHOro 3BEHa K
NOBTOPSAIOLLEMYCS STUIEHOKCMAHOMY 3BEHY B Tpubnok-cononumepe coctaenseT ot 0,5 g0 22,3,

HeobsasaTenbHo oT 0,5 go 10, npegnoytutensHo ot 0,5 fo 3,5.

CornacHo npeanoyTUTENbHOMY BapuaHTy peanu3ayuu TpUOBMOK-COMONMMEpP  COAepPXUT
MONMSTUNEHINUKONEBYID  Lenb, WMetowylo maccy 1k[da, WM MOnsipHOe  OTHOLUEHMe
CINOXXHO3PUPHOrO MOBTOPSIIOLLLETOCH 3BEHA U STUIIEHOKCUMAHOrO MOBTOPSIOLLErOCH 3BEHA

COCTaBNSET 4, 1 MHOTOKPATHO Pa3BETBMEHHbIE CONONMMMEPHI UMEIOT CTPYKTYPY hopmyrnbl 5:

H,C

CH;
H H
o]
o]
o} s}
\/% v
o] o ™\ o
u m °
o]

| /\)g 0 z(/\ 0
8]
o] o m o]
H
H m
CH, v H;C

u

rae u npegcrasnsiet cobon yenoe uncno ot 4 10 200, n m npeacTtaBnsieT cobon Lenoe Ynmcno ot
2 no 150; coaepxalyyo npoctononnapHoOe S4P0, UMEIOLLEE MONEKYNAPHYIO maccy 2 k[la, npu
5TOM MOMNSIPHOE OTHOLUEHME MOBTOPSIIOLLErOCSH CMOXHO3MUPHOINO 3BEHa K 3TUMEHOKCUAY

cocTaBnseT 3; unm

npu 3TOM TPWUGMOK-COMONMUMEP COAEPXKUT MONUSTUINEHITIMKONEBYIO LEMb, MMEIOLWYIO Maccy

2 k[1la, N MONAPHOE OTHOLLUEHME CMOXHO3MUPHOro NOBTOPAIOLLEIOCH 3BEHA U STUNEHOKCUAHOIO
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MOBTOPSIOLLEroCs 3BEHA COCTABNAET 2, NMPY 3TOM MHOFOKPAaTHO Pa3BEeTBMEHHbIE CONOMMMEpbI
UMEIOT CTPYKTYPY dopmynbl 5, cogepxawylw npocTononnadupHoe H4po, umMmeoLllee
MONEKynspHyto maccy 2k[a, npym 3TOM MOMSPHOE OTHOLUEHWE  CIIOXKHO3(UPHOro

NOBTOPAIOLLErocd 3BeHa N 3STUNEHOKCUMAHOIO NOBTOPAIOLLEroCA 3BE€Ha COCTaBnNAeT 2; vnu

npyv 3TOM TPUBNOK-CONONUMEP COAEPXUT MOMUITUMEHITNKONEBYIO LEMb, MMEIOLWY Maccy
2 kda, N MONAPHOE OTHOLLEHNE CMOXHO3MUPHOro NOBTOPAIOLLErOCH 3BEHA U STUNEHOKCUAHOIO
NMOBTOPSIOLLErocs 3BEHA COCTaBNAET 2, NPW 3TOM MHOFOKPAaTHO pas3BeTBMEHHbIE CONOMMMepbI
UMEIT CTPYKTYpY dopmynbl 5, cogepxawylo npocTononnaupHoe S4po, UMeLlee
MONEKynspHyt0o maccy 2k[a, npym 3TOM MOMSPHOE OTHOLUEHWE  CITIOXKHO3(UPHOro

NOBTOPAIOLWErocAa 3BeHa N 3TUNEHOKCUMAHOIO NOBTOPAIOLLEroCA 3BeHa COCTaBnAeT 6;

npu 3ToM Heob6s3aTeNbHO COAEPKAHME MHOMOKPAaTHO Pa3BETBIIEHHOrO COMONMMeEpa COCTaBNseT
oT 15 ao 25 % macc./macc., HeobszaTenbHo oT 18 po 20 % macc./macc. ot obuwen macchbl
KOMMo3uyuu, U cogepxaHue Tpubnok-cononumepa coctaBnsieT oT 15 go 25 % macc./macc.,

Heobsa3aTenbHo oT 18 A0 20 % macc./macc. oT 06Len Maccbl KOMMNO3NLUN.

CornacHo AONOMHUTENBHOMY anbTePHATMBHOMY BapMaHTy peanu3ayum KOMno3nyns Takke
coAepXnUT Brnopasnaraemblii LUONOK-CONONMMEP, XapaKTepusyLwwmincsa dopmynon
CyA,
rae A npeacrtaBnseTr cobor cnoxHbld nonuacup, m C npeacraensietr coboun
NONU3TWUNEHITINKONb C KOHLEBOW K3NUPYIOLLEN TPYNNON, Uy U Z NPeACTaBnsalT cobon Yymucno
NOBTOPAIOLNXCHA 3BEHBEB, MPU 3TOM Yy HAaX0AUTCA B AnanasoHe oT 2 A0 250, n z HaxoauTcsa B

AnanasoHe ot 1 go 3000.

KomGrHaUMs MHOrOKpaTHO Pa3BETBIEHHOrO COMoONMMMepa C NUHENHbIM AUGMNOK-CONONMMEPOM
obecneunBaeT  AOMOMHUTENbHbLIA  BapuvaHT ANA  MOAYNUPOBaHWA  BbICBOGOXAEHUS

chapmaLeBTNYECKN aKTUBHOTO MHIPEAMNEHTA.

CornacHo ogHOMy BapuaHTy peanusayum MonekynspHas Mmacca nonnaTUNeHrNMKONeBON Lienm ¢
KOHLIEBOM K3NMpyltoLwen rpynnoin guénok-cononumepa cocrasnseT ot 100 Oa o 10 kda wnu ot

164 Ja po 2 k[a, npeanoyututenopHo ot 1 k[a ao 2 k[a.
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CornacHo OAHOMY BapuaHTy peanusayMu MOMNSIPHOE OTHOLUEHWE  CIOXHO3(UPHOro
MOBTOPSIOLLErOCSH 3BEHA U STUNEHOKCWAHOIO MOBTOPSIIOLWErOCS 3BEHA B AMGNOK-cononMmepe

coctaBsnsieT o1 0,8 g0 15, Heob6sa3aTenbHo oT 1 o 10.

Kak npaBuno, cnoxHoln nonnacpup A B Tpubnok- nnu anbnok-cononumepe BbibpaH 13 rpynnebl,
BKMovatowen nonumonounyto kucrnoty (MMK), nonvrnnkoneBylo KUCMOTY, MONMKANPOMAKTOH,
nonuMaTuneHaaunaTt, nonurnapokcrankaHoart, cononumep e-kanponaktoHa u nakruga (MNMKMK),
COMonMMep MOMOYHON KUCROTbl U rnmkoneBon kucnotbl (MMKIK) n nx cmecu, n npu atom
HeobsA3aTenbHO NOMU3ITUMEHITIMKONb C KOHLEBOW K3MUPYIOLEN rpynnon npeactaenseTr coboun
METOKCMNONUITUNEHINUKOMb. [peanouTuTenbHO CroXHbIM nonuadpup A npeacrasnsieT cobon

MONMMONOYHYIO KUCIOTY.

CornacHo OAHOMY BapuaHTy peanu3ayuMnm HacTosAWwero n306peTeHMs  KOMMOo3nyums
AOMNOMHUTENBHO  COAEPXMT  PapMaueBTUYECKM NPUEMNEMbIA  HOCUTEMb, MNpU  3TOM
Heobs3aTenbHO hapMaleBTUYECKN NPUEMIEMbIN HOCUTENb NPeACTaBnNsAeT Co60n OpraHuYeCKUin
pacTBopuUTENb, NPU 3TOM HeobA3aTENbHO OPraHUYEecKUn  pPacTBOpUTENb  SABMSETCH
GMOCOBMECTMMbIM OPraHMYECKUM PacTBOPUTENEM, NpU 3TOM Heobsas3aTenbHO KONUYECTBO
yKa3aHHOro HOCUTENs COCTaBnsieT No MeHblen mepe 25 % wunm no meHbwen mepe 35 % %
macc./macc. ot oben maccol kKomnosmyun. MNpeanouTutTenbHO dapmaLeBTUYECKA NPUEMEMbIN
HocuTenb BbIOpaH 13 rpynnbl: 6eH3nnoBbIn cnupT, 6eH3nnbeHsoaT, gumetTunusocopbug (AMWN),
anvetuncynedokena (AMCO), stunaudetar, 3TunbGeH3oar, 3TUMNAaKTaT, rnuyepondopmans,
METUNITUMNKETOH, MeTUnNu3obyTunkeToH, N-3Tun-2-nupponngoH, N-meTun-2-nUpponmManHOH
(NMP), nupponuaoH-2, TeTparnukonb, TPMaUueTUH, TPMOYTUPWH, TPUNPONMOHWUH, rrMKodypon un

NnX cMecn.

CornacHo ogHOMY BapuaHTy peanu3ayum apmaleBTUYECKN aKTUBHbBIN UHIPEAUEHT SBNAETCS
rmapodobHeim. Mog 3TM nogpasymeBaeTcs, YTo dapmMaueBTUHECKUA aKTUBHbIA UHIPEANEHT
XapaKkTepu3yeTcsa NonoXnTenbHbIMU 3Ha4YeHnsamu logP unm logD n pacTBOpMMOCTbIO B BOAE Npn

dumsmnonorudeckom pH (pH o1 7,0 ao 7,4) Huxke 1 mr/mn.

CornacHo MpeanoJTUTENBHOMY BapuaHTy peanu3auyum  (apMaueBTUYECKU  aKTUBHbIIA
WHTPeAUEHT npeacTaBnseT cobol menokcukam, OGynuMBakauH, TaMmCyno3WH, OKTPEOTUA,

Taganacun, amnarnudnosnH, TeHOOBUP, MMOTUPOHUH UMM UX KOMOMHaLMK.
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CornacHo 0gHOMy BapuaHTy peanu3auumn HacTosWero n3obpeTeHns cogepkaHne no MeHbLIen
Mepe OAHOro thapmayeBTUYECKN aKTMBHOrO WHrpeameHTta coctasnseT oT 0,05 % po 60 % %
macc./macc., HeobsasatenbHo oT 0,05% po 40 %, HeobsasatenbHo oT 0,05% po 30 %,
Heobsa3aTenbHo oT 0,05 % ao 10 %, Heobs3aTtenbHo oT 0,05 % a0 7 %, HeobsaA3aTenbHO OT

0,05 % 80 2 % oT 06LWwen Macchbl KOMMO3NL MK,

CornacHo npeanoYTUTENIbHOMY BapuaHTy peanusayuum KoMmnosuyusi npeacrasnseT coboi

XKMAKOCTb ANSA UHBEKLMNA.

CornacHo ogHOMY BapuaHTy peanu3ayumn HacTosLWero n3obpeTeHns CoaepKaHne MHOroOKpaTHO
pasBeTBNEHHOro cononumepa coctaenseT oT 2 % fo 80 %, HeobszaTenbHO OT 2 % 40 70 %,
Heoba3aTenbHo oT 2 % A0 60 %, HeobsA3aTenbHO oT 10 % a0 60 %, Heobsa3aTenbHO oT 10 % Ao
50 %, HeobA3aTenbHo oT 20 % A0 40 %, Heoba3aTenbHo oT 20 % A0 35 %, HeoOA3aTeENbHO OT

30 % a0 50 % % macc./macc. ot o6Len Mmaccbl KOMNO3ULUN.

CornacHo O4HOMYy BapuaHTy peanu3auun HacTosILEero M3oOpeTeHUst KOMMo3uuusl siBMsieTcs

Takon, kak onpeaenexHo B Tabnuye 1 unu tabnuue 4.

Kak npaBuno, BbiCBOGOXAEHWE MO MEHbLUEN MEpPE OAHOro hapmaueBTUHECKM AaKTUBHOIO

WHrpeAneHTa MOXET MOAYNUPOBATLCS KOMMO3MLUEN.

CornacHo ogHOMY BapuaHTy peann3alnmn HacTosLwero n3obpeTeHns KoMno3nyust NOAXOAUT ANS
[LOCTaBKM CyGLEKTY (hapmaLeBTUYECKN aKTUBHOIO UHIPEANEHTA B TEYEHNE MO MEHbLUEN Mmepe 1
[LHS, Heobs3aTenbHO B TEYEHME MO MeHbLIEW Mepe 3 AHeW, Heobs3aTernbHO B TEYEHME MO
MeHbLUEN Mepe 7 AHERN, Heoba3aTenbHO B TeYEHNE NO MeHbLuen mepe 30 AHeRn, HeoBA3aTenbHO

B TEYEHME Mo MeHbluen mepe 20 AHen, HeoBs3aTENbHO B TEYEHNE NO MeHbLUEN Mepe 1 roga.

B 40ONONHWTENBHOM acnekTe COrMacHO HacTOSILEMY M306PEeTEHUIO NPEANOXEHO NPUMEHEHUE
bapmaLeBTNYECKON  KOMMO3WULMWA, OMPEAENEHHON BbllWe, AN  MOAYMAUMU  KMHETUKK

BbICBOOOXXAEHMS MO MEHbLUEN MEPE O4HOM0 aKTUBHOIO MHIPEANEHTA.

B AOMNOMHWTENBHOM acnekTe COrmacHO HacTosieMy W306pPETEHMIO NPEANOXKEH Cnocob
nonyyeHust papmaleBTUYECKON KOMNO3NLMM, ONPEAENEHHON BbILLE, BKMIOYAKOLLMIA paCTBOPEHME

MHOFOKPaTHO pPa3BETBMEHHOrO COMONUMEpa, OMNPEAENEHHOTO Bbile, B apmaleBTUYECKN
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npMemMnemMomM HocuTene, TakoMm Kak pactesoputenb. CornmacHo ofHOMY BapuaHTy peanusayuu
HacTosiLero m3obpeteHns cnocol AOMONHWUTENBHO BKNOYaeT A00aBneHne B KOMMO3NLUIO

chapmaLeBTNYECKN aKTUBHOTO MHIPEAMNEHTA.

B ponomHWTenbHOM  acrnekTe  COrMacHO  HacTosiweMy  U300peTeHuio  npeanoxeHo
f6uopaccacbiBalolleecs Aeno, KOTOpOe MnonyvalT exX Vivo unum in situ nytem npuBeneHus
KOMNO3uUUMn, onpeaeneHHON Bbille, B KOHTAaKT C BOAHOW Cpeaon, BOAOW UK GMOMOrMYecKomn
xugkoctelo. [eno senseTca GuopaccacbiBaloWMMCA B TOM CMbicrie, 4to dparmeHt MK

pasnaraeTcs in vivo, n yto N3l accnmmnmnpyeTcs opraHn3Mom U BbIBOAUTCS.

B 3akniounTenbHOM acnekrte npeanoXeH cnocob6 KOHTPONMMPYEMOro BbICBOGOXAEHUS
hbapmaueBTUYECKM  aKTUBHOMO  WMHIPEeAMEHTa,  BKMIOYAKLWMA  BBEAEHUME  KOMMO3NLMW,
onpeAeneHHon Bbilwe, 1 obecnedyeHne BO3MOXHOCTN 0Bpa3oBaHus Aeno in vivo n in situ nyTem

3aMeHbl pacTBOPUTENS.

NnoaPOBHOE ONMNCAHME N3OBPETEHUA

Mcnonb3yembln B HacTosileM  M300peTeHUMM  TepMuH  «Buopasnaraembiiny  Unu
«BrnopaccacbiBaloWMACa» 03HaYaeT, YTo 6NOK-CONnonUMMeEpbl NoABEpPralTCcs rmaponuay in vivo ¢
obpasoBaHMeM nx coctasnswowmx (M)IN3I n onuromepos, UM MOHOMEPOB, UMK NOBTOPSIOLLUXCS
3BEHbEB, MOMYYEHHbLIX U3 CcnoxHononuacgpupHoro 6noka. Hanpumep, NMK noasepraetcs
rmaponm3y ¢ o6pasoBaHMEM MOMOYHOM KMCNOThl. PesynbTaTt npoyecca rugponnsa npuBoauT K

NporpeccupyloLen NOTEPE Macchbl AENO U, B KOHEYHOM MTOrE, K €r0 UCUE3HOBEHMUIO.

TepMUH «MHOFOKPaTHO pa3BeTBMIEHHbLIA COMOMMMEpPY» O3HaYaeT MONMMEpP C Mo MEHbLUEN Mepe
TPEMSA CMOXHOMONMMIMUPHLIMU MNEYaMu, MPUKPENMEHHBIMA K LEHTPanNbHOMY Si4pY, KOTOpoe
COAEPXKUT NPOCTON nomnmacpmp. CnoxXHONONM3MUPHBLIE NMeYn MOryT HasblBaTb «BETBAMUY,
«nrnedYamu» unu «yensmmy. TepMUH «MHOTOKPaTHO PasBETBIEHHbIA COMONUMEP» UMEET TO XKe
3Ha4YeHue, YTO N TEPMUHbI K3BE30BUAHBIN MONUMEPY», UMK «3BE34000pasHbIii NONUMEpP», UMK
«COMONMMMEP C  HECKONMbKMMMK  NNeYamm», MpuMYEM 3TU  TEPMUHbI  MCMOMb3YHTCA

B3aMMO3aMEHSIEMO Ha MO BCEN 3asiBKeE.

Kak npaBnno, monekynsapHas macca npoctoro nonuacdupa coctasnseTt 10 kda unn meHee,

npeanodTutenoHo 5 ka nnu mexnee, 4 ka unn menee, 3 ka unn meHee, nnn 2 kla nnn mexHee,



10

15

20

25

17

unn 1kda wvnn wmenee, nnn 0,5kda wnm meHee. [NpeanodTUTENbHO nonMadbup uMeeT
MOJIEKYNSPHYIO Maccy, COCTaBnsoWyo No meHbwen mepe 0,2 k[la MM no MeHbWEN mepe
0,5 k[a.

Kak npaBuno, MHOrokpaTHO pasBeTBNEHHbIA cononumep npeacrasneH dopmynon A(B),, rae A
npeacraenset cobon UeHTpanbHoe s4p0, a B npeacrtaBnsieTr cobor CnoXHONONM3PUPHbIE
nrneym, n n npeacraenseT cobon Uenoe 4ucno, paBHoe MNo MeHbwwen mepe 3. CornacHo
BapuaHTam peanu3ayuMy HacTOALEro n3obpeTeHMs n paBHO MO MeEHbLEN mepe 4, unm no
MeHbLuen mepe 6, unn no MmeHblen mepe 8. MNpegnouTuTeneHO n paBHoO 4. Hwxe npeacTaBneH

npuMep CTPYKTYPbl MHOFOKpPaTHO pasBeTBneHHoro 6nok-cononumepa MN3r-fIMK c n = 4.

H,C

CH,
H H
0
o
) o
\/]Z v
0 o ™\ o
v m °
\ /\)& ’ ’ z(/\ /
(o]
o] o m o]
H
H ,n
CH, v H;C
u

dopmyna 5

5yKBbI M 1 U COOTBETCTBYIOT KONMMYECTBY NOBTOPAOLWMNXCA STUNEHOKCUAHbIX 3BEHbEB N 3BEHbEB

MOJIOMHOWN KMCNOTbI, COCTABMSAOWMX KaXAbl 610K COOTBETCTBEHHO.

Monmon npeacTaBnseTr coboM OpraHUYEcKoe COeAUHEHME, CcoAepxallee MHOXECTBO
rMapoKcunbHbIX rpynn. Kak npaeuno, nonvon Coaep>KmT N0 MEeHbLUEW Mepe TPY MTMAPOKCUNbHbIE
rpynnbel. Kak npasuno, nonuon npeacTtaBnseT coboun yrneBogopos, PyHKLMOHANM3NPOBaHHbIN
No MeHbLWEN Mepe TPeMS TMAPOKCWUMbHbIMK rpynnamu, Hanpumep, 3, 4, 5, 6 wm 8
raPOKCUNBbHBbIMK rpynnamu. Nonvon MoXeT Takxke cogepxaTb 04HY unum 6onee NpocTo3UPHbIX
rpynn. Kak npaeuno, nonvon npeacrtaenseTt cobon neHtasputput (M3), aunenTtasputput (AMN3),
TPUMETMNONNpPonaH (TMI), rULEPUH, rekcarnmuepuH, 3pUTPUT, KCUMNT,

an(tpumeTtunonnponad) (auTMIT), copOUT Unm MHO3NT.
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Monuacomp npescTaBnseT cobOM OpraHMYEcKoe COEAUHEHWE, COAEpXKallee MHOXECTBO

NPOCTO3UPHBIX rpynn.

CornacHo npeanouTUTENBEHOMY BapUaHTy peanusaunm UeHTpanbHoe S4po npeacraenseT cobom
MHOrOKPaTHO Pa3BEeTBMEHHbIN MPOCTOM nonmadup Ha ocHoBe nonu(atuneHrnukons) (M3l w
nonuona. Hanpumep, MHOrOKpaTHO PasBeTBIIEHHbIN NPOCTON NONMacunp moxeT ObiTb 06pasoBaH
nyTeMm B3aVMOAEWNCTBUS 3TUMEHOKCUAa C nonvonom. MHOrokpaTHO pa3BeTBMNEHHbIA MPOCTON
nonnacup MOXeT HasbiBaTbCA 3Be3goobpasHbiM M. DTuneHoKcKMa BCTynaeT B peakyuio C
rMMAPOKCUNBHOM Tpynnon nonuona ¢ obpasoBaHnem nnedya Ha ocHose [13I. Hanpumep,
NEHTA3PUTPUT MOXET BCTyNaTb B peakymio C 3TUMEHOKCMAOM C 0bpa3oBaHUEM YETbIpeX- UMK

TPEXnneyero Unm YeTbipex- UMn TPEXBETOUHBIN NONN3cuUpa, NPUBEAEHHOTO HUXe B dbopmyrne 1.

7f\/7z XV\Y
T

rae mnpeacraenseT cobon yenoe umeno ot 2 go 150.
R npeactaenseT cobon H, nunn ankun, nnu Nor.

Popmyna 1

CornacHo anbTepHaTMBHOMY BapuaHTy peanusauuy MHOTOKPaTHO Pa3BETBNEHHBIA MPOCTOW
nonuadup npeacrasnset coboi BOCBMWUMMEYUMA UNU BOCbMMBETOYHbIA nonuacdup (p = 6),

NpUBEAEHHLIA HUXE B hopmyne 2.



19

ks

SISV

rae m npeacraenseT cobon yenoe uncno ot 2 o 150, u p paBHo 6.
Popmyna 2
CornacHo anbTepHaTMBHOMY BapuaHTy peanu3auuyM MHOrOKPaTHO pPa3BEeTBIIEHHbIA MPOCTOM

nonunacpmp npeacraBnseT cobon WECTUNNEYNA NN LLIECTUBETOYHbIN NONMacup, NpUBEAEHHOrO

Hwxe B opmyne 3 n opmyne 4.

10 rae mnpeacraenseT cobon yenoe umeno ot 2 go 150.

Popmyna 3
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rae mnpeacrasnseT cobon yenoe uncno ot 2 go 150.
Popmyna 4

Kak npaBuno, kaxaas BETBb MHOrOKpPaTHO pPa3BeTBMNEHHOrO Nonuadumpa COAEPXKUT KOHLEBYIO
rMAPOKCUNBHYIO TPYNMy, OAHAKO Takke MOryT OblTb NPeayCMOTPEHbl ApYyrne KOHLEBble
peakyMoHHOCNOCOBHbIE rpynmbl, CNOCOOHbIE BCTYNaTh B PEaAKLUIO CO CMOXHBbIMK Nonuadupamm
UM X MOHOMEpaMKU UNn npealuecTeeHHnkamn. Kak npasmuno, cnoxHoli nonuacup obpasosaH
13 Mo MeHbLLEN Mepe 04HOro NonMMepa Unu cononnmepa, BbIGpaHHOro 13 rpynnbl, BKIOYaoLWen
nonu(monoyHyto  kucnoty) (MMK), nomu(rnnkonesyto kucnoty) (MNMK), nonu(sncunoH-
kanponakToH) (MKJ), nonu(stuneHagunat) (M3A), cononUmMep MONOYHON KUCINOTbI U FNMKONEBO
kucnotbl (NMMKIK) n nonu(ruapokcnankanoat) (INMIFA) nnn ux cmecn. Kak npaBuno, KOHUeBas
rMAPOKCUNbHASA TPyMnna KaXKAoW BETBU MHOFOKPaTHO Pa3BETBEHHOrO nonuadpupa BCTynaeT B
peakynio ¢ MOHOMEPOM WNM MpPEALIECTBEHHUKOM CROXHOro nonuadupa ¢ obpasoBaHUEM
cnoxHononuagupHoro nneda. Hanpumep, D-L-naktng MOXeT BCTynaTb B peakyuio ¢

MHOrOKpaTHO pa3BeTBIEHHbIM NONNacnpom ¢ obpasoBaHmem nneya Ha ocHoee MNMMK.

CornacHo OJHOMY BapuaHTy peanusauum CroXHbl nonuadup npeacraBnseT cobon

romononMmep.

CornacHo og4HOMY BapuaHTy peanusayum CroXxHbll nonnacdup nonyyeH us 6onee 4yem ogHOro
MOHOMepa. Koraa CnoxHbli nonusdup nonyyeH nu3s 6onee 4yeMm OZHOrO MOHOMEPA, CIOXHbIN

nonuadup MOXeT NPeACTaBNATb CO60M CTaTUCTUYECKI CONONMMEP UM BTOK-CONONMMep.
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CornacHo npeanoYTUTENbHOMY BapuaHTy peanusayun CrnoXHbld nonuadup npeacTaBnseT

cobon nnun cogepxut NMMK.

CornacHo OJHOMY BapuaHTy peanusauMn KONMYECTBO MOBTOPSIOLMUXCA CMNOXKHOIMPUPHbBIX

3BEHbEB B KaX,0M Nnrieve He3aBMCUMO HaxoauTca B ananasoHe ot 4 go 200.

TepMyH «MHBEKUUS BeELecTBa 3aMeANeHHOro BCaCblBaHUSA» O3HAYaeT WMHBEKUMIO TeKy4en
hapmaLeBTUHECKON KOMMNO3ULMKW, KaK NPaBuno, NOAKOXHO, BHYTPUKOXHO UM BHYTPUMbILLEYHO,
npyv KOTOPOW NEeKapCTBEHHOE CPEACTBO OCAaXAAaeTCs B BMAE NOKANU3OBAaHHOW, Hanpumep,
TBEPAOMW, MacChbl, Ha3biBaemon «aenox». [leno, kak onpegeneHo B HacToswem nsobpeteHunu,
nonydvaroT in Situ npu uHbekyun. Takmm obpasom, coctaBbl MOryT ObiTb MOMyYeHbl B BUAE

pacTBOPOB UMW CYCNEH3UN 1 MOTYT BBOAUTCS B OPraHU3m NyTeM UHBbEKLUN.

«In-situ peno» npepcraBnseT coboM TBEPAYIO NOKANM30BaHHY Maccy, o0pasoBaHHyl0 B
pesynbTaTte ocaxaeHus GapMaueBTUYECKOW KOMMO3MLWUM NOCMNe WHBLEKUUM KOMMO3MLUM
cybbekty. dapmaueBTMdecKass KOMMO3MUUS  COAEPXKUT  MHOFOKPaTHO  pPasBETBIEHHbIN
COMONMMEP, KOTOPbLIA MO CYLLECTBY HEPACTBOPVUM B BOAHOM pacteope. Takum oGpasom, korga
hapmaLeBTNYECKYIO KOMMO3NULMIO NPUBOAST B KOHTAKT C BOAHOW CPEAON YENOBEYECKOro Wnin
XMBOTHOrO OpraHuamMa, NMPOUCXOAWUT WHBepcus a3, NPUBOASLLAS K WU3MEHEHWUID COCTOSIHMS
KOMMNO3WLMM U3 XKMUAKOCTU B TBEPAOE BELLECTBO, M. €. MPOUCXOAUT OCAXKAEHNE KOMMO3ULUM, YTO

npuBoAMT K 06pasoBaHuio «in-situ fenoy.

«In-situ Aeno» MOXHO YETKO OTNUYUTL OT TUAPOreneBbiX apMaLeBTUYECKMX COCTABOB,

OMUCaHHbIX B NPEALLECTBYIOLLEM YPOBHE TEXHUKN.

Mmpporenn moryT ObiTb 00pa3oBaHbl M3 3BE34000pasHbiX MOMMMEPOB, COAEPXKaLLMX
npocTononunachupHoe s54p0 1 BeTBU Ha ocHoBe MNMK. HekoTopble 3Be34000pasHble NONMMEpSDI,
cojepxawue npoctononnadupHoe aapo M BeTBM Ha ocHoBe MK, moryT of6pasoBbiBaTh
MuUennbl B BOAHOM pacteBope. [mnapodhobHble BHewHue 6Gnokm MNMMK accoummpyotea ©
coceaHUMU MULennamm ¢ o6pasoBaHMeM CETU CBA3AHHbBIX MULIENT UMW KPYMHbIX arperaTos, YTo
NprvBOAUT K 06Pa3oBaHMIO renemn B onpejeneHHbIX gManasoHax TeMnepaTypbl U KOHLEHTpayuu.
Mmaporenn MMET TPEXMepPHblEe CETW, KOTOpble CnOocoBHbI mornowaTte Gonblune KOnuMyecTsa

BoAbl. [onumepel, obpasylne rMaporenu, ABNATCA PacTBOPVMbIMU B BOAHOM PacTBOpPE.
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HanpoTuB, MHOroKpaTHO pasBETBIEHHbIE MNONMMMEPbLI, UCMOMb3yEMblE B  HACTOSILLEM
N306peTEHNN,  ABNAOTCA  NPaKTUMECKM  HEPACTBOPUMbIMA B BOAHOM  PacTBOpE.
dapmaleBTNYECKME KOMMO3MLMUN COrNMacHO HaCTOSILLEMY M306PETEHNIO HE COAEPXAT BOAbLI UM
Mo CyTM He cojepxar Bogbl. Hanpumep, dapmayeBTUYECKNE KOMMO3ULMU COMMACHO

HacTosiLemy n3obpeTteHunto cogepxat meHee 0,5 % macca/macca BOAbI.

Kak npaBuno, MHOrokpaTHO pa3BeTBIEHHbIA COMOMMMEpP MO CyLWeCcTBY HEPACTBOPUM B BOAHOM
pacteope. Kak npaBuno, 3TO 03Ha4yaeT, YTO MHOrOKPaTHO PAa3BETBIEHHbIN CONONUMEP
XapakTepusyeTcs pacTBOPUMOCTbIO B BOAHOM pacTBope MeHee 15 mr/mn, Heobs13aTenbHO MEHee
10 mr/mn, meHee 5 mr/mn, meHee 2 mr/mn, Heobs3atenbHo MeHee 1 mr/mn. Kak npaswuno,

pacTBopumMmocTb namepstot npu 37 °C.

CornacHo npeanoYTUTENbHOMY BapuaHTy peanusayuMum pacTBOPUMOCTb  MHOFOKPaTHO
pa3BeTBMNEHHOro COMONMMepa B BOAE ONPEAENsnu cneayowmm obpasom:

500 mr cononumepa nomewjann B nycTton ¢nakoH BmecTumocTtbio 20 mn. Hobaensnu 5 mn
CBEPXYUCTON BOAbI, hnakoH nomewanu npu 37 °C Ha HENPEpPbIBHYIO BUXPEBYIO MeLlanky Ha 2
yaca. 3atem cdnakoH ueHTpudyruposanu B TedeHme 10 muH npu 3000 o6/muH. CynepHaTaHT
nepeHocUnK B Apyromn nakoH N3BECTHOW MaCChl, KOTOPbIN NomeLanu npu -80 °C Ha HOUb Nepeg
nnocdunmsaymen B TedeHne 24 dacoB. Konuuectso conobGunmnsanpoBaHHOro cononumepa

onpeaensanu Kak pasHuly Maccbl NycToro nakoHa n nmounmsanpoBaHHOro rakoHa.

UyBCTBUTENbHbBIE K TEMNEPATYPE MAPOrenn UM TEPMOrenn, oONUCaHHbIe B NPeaLIEeCcTBYIOLEM
YPOBHE TEXHWKW, KaK NpaBWno, SIBNSIOTCA TBEPAbIMM B OMPEAENEHHOM Y3KOM AnanasoHe
TemnepaTyp, Hanpumep, 30-35 °C, npu 4em 3TO OTBEPXKAEHME siBNseTcs obpaTumbim. B
NPOTMBOMONOXHOCTb 3TOMY, in-Situ Aeno, o6pa3oBaHHOE COrMacHO HacTosWEMY M30BpeTEHNIO,
ABNSETCA TBEPAbIM NpW BBEAEHWM B ropasgo 6onee LUMPOKOM AManasoHe Temnepartyp,

Hanpumep o1 20 °C go 37 °C.

Kpome Toro, 6b1no nokasaHo, 4to rugporenu Ha ocHoe M3I n NMMK dyHKLMOHUPYIOT B KayecTee
COCTAaBOB C 3amejneHHbIM BbicBoBOXaeHMEM B TeyeHne okono 6 mecsayes. B
NMPOTUBOMOMNOXHOCTb 3TOMY, AENO0 W3 KOMMO3MUUW COrMacHO HacTosawemy u3obpeTeHuo

nossonsieT Boiceoboxaate AOK B TeueHne 6onee ANMTENBHOIO Nepuoaa.
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CornacHo AONOMHWMTENBHOMY BapuaHTy peanus3ayuyM KOMMO3WUMS COrMacHo HacTosiwemy
N306peTEHNIO MOXET cogepxaTtb OAMH unn OGonee AONOMHUTENbHBIX 6Guopasnaraembix
MHOrOKPaTHO pasBeTBMEHHbIX COMONMMMEPOB, Kak OMpeAeNneHo Bbiwe. [lpeaocTaBneHne
KOMMo3uyuu, coaepxawen gea wunu 6onee MHOMOKPaTHO pPasBETBMIEHHLIX COMONIMMEPOB,
obecneunBaeT AOMOMHUTENBHOE CPEACTBO MOAYNSUUN BbICBOOOXAEHUS chapmaueBTUYECKN
aKkTuBHOro areHTa. MoryT 6bITb NpeanoXKeHbl pa3Hble KOMOMHALMM MHOFOKPaTHO pa3BETBEHHbIX
COMNOMNMEPOB, U OTHOCUTENbHbIE KONMMYECTBA ABYX UMK GOnee MHOroKpaTHO PasBETBIEHHbIX

COMONMMEPOB MOTYT GbiTb U3MEHEHDI.

CornacHo oAHOMY BapuaHTy peanu3ayun KOMMO3MLWUS COAEPXWT nepBbin Buopasnaraembiii
MHOrOKPaTHO pPa3BETBJIEHHbLIN COMONMMEpP, OMPEeAENEeHHbIA Bbie, W BTOPON OTMUYHbIN
GuopasnaraemMblil MHOTOKPaTHO Pa3BETBIIEHHbIA COMOMUMEP, ONpeAeneHHbIn Bbiwe. [lepBbin
Guopasnaraemblii MHOTOKPaTHO pPa3BETBNIEHHbIA COMONMMMEP MOXET NPUCYTCTBOBaTb B
konndectee oT 15 po 25 % wmacc./macc., a BTopon 6uopasnaraemblii MHOFOKPaTHO
pa3BETBEHHbIN CONONMMEpP MOXET NPUCYTCTBOBaTb B KonuyecTee oT 15 fo 25 % macc./macc.

oT 00Len maccbl KOMNO3MLUN.

CornacHo OAHOMY BapuaHTy peanusauun Kaxabli M3 MepBoro M BTOpPOro Guopasnaraembix

MHOrOKpaTHO pasBeTBIEHHbIX CONOMMMEPOB MMEET CTPYKTYPY hopMyrbl 5:
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rae u npeacrtasnsiet cobon yenoe uncno ot 4 50 200, n m npeacTtaBnseT cobon Lenoe Ynucno ot
2 no 150;

N Npyu 3TOM nepBbid Guopasnaraembli MHOTOKPAaTHO Pa3BETBIEHHLIN COMONMUMEP COAEPXUT
NpoCTONONMachUPHOE SAPO C MOMEKynspHon maccon 2 k[la, M MONSPHOE OTHOLWIEHUE

MOBTOPSIOLLErOCS CNOXHOIMUPHOIO 3BEHA K STUNEHOKCUAY COCTaBNSAET 2;
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N nNpu 3TOM BTOPON OGuopasnaraeMbll MHOTOKPAaTHO PA3BETBIIEHHbIA COMOMMMEP COAEPXUT
nNpocTononnachupHoe SAPO C MOMEKynspHon maccon 2 kla, M MONSpHOE OTHOLWEHUE

MOBTOPSIOLLErOCS CNOXHOIMUPHOIO 3BEHA K STUNEHOKCUAY COCTaBNsAeT 6; unm

nepeBbin  Guopasnaraembll  MHOFOKPATHO  PA3BETBIIEHHbIA  COMONUMEP  COAEPXMWT
npocTononnadupHoe SApPO C MOmneKynspHon maccon 5k[da, M MOnspHOe OTHOLWEHUe
MOBTOPSIOLLErocs CroXHO3(PMPHOro 3BeHa K 3TUNEHOKCUAY COCTaBnseT 2;

N nNpu 3TOM BTOPON OGuopasnaraeMbll MHOTOKPAaTHO PAa3BETBIIEHHbI COMONMMEP COAEPXUT
npocTononuacupHoe SAPO C MOMeKynspHon maccon 2 kla, M MONsSpHOe OTHOLWIEHUE

MOBTOPSIIOLLErOCS CNOXHOIMUPHOIO 3BEHA K STUMNEHOKCUAY COCTaBNseT 6.

CornacHo anbTepHaTUBHOMY BapuaHTy peanu3auum HacTosILLEero n3obpeTeHns KOMMo3uuus
AOMONHUTENBHO coaepxuT 6Buopasnaraemblii  TPUBNOK-CONONMMEpP, XapaKTepU3sYHOLLUIACS
dhopmynon

Av-Bw-Ax,

rae A npeactaBnseT cobor  cnoxHeld nonuadup, B npeacrasnsetr cobou
NONUITUNEHIMNKOMb, V U X NPEACTABNAT COG0I YNCNO NOBTOPSAIOLMNXCA 3BEHLEB B AMana3oHe
oT 1 po 3000, a w npeacTaBnseT coboi YMCIO NOBTOPSIOLLMXCS 3BEHLEB B AManasoHe oT 3 40

300, npnatom Vv =xunmn v # x.

KoMGUHaLMs MHOTOKPaTHO Pa3BETBEHHOIO COMONMMEPA C NMHENHBIM TPUGOK-COMONMMEPOM
NMPUBOAMT K LOMOMHUTENbHOMY BapMaHTy MOAYNMPOBAHMS BbICBOGOXAEHUS hapMaLEBTUHECKM

AKTUBHOIO MHrpeaneHTa.

Kak npaeBmno, macca NONM3TUMNEHINNUKONEBON Uenn B TPUONOK-COMONMMMEPE HaxoAUTCA B
ananasoHe ot 180 [a po 12 kda, unn ot 194 la po 12 kda, nnu ot 200 a ao 12 ka, vnu ot
100 fa po 4 k[a, npeanoututenspHo ot 1 k[a a0 2 k[a.

Kak npaBuno, MOMNSpHOE OTHOLWEHNE MOBTOPSAIOLWEIOCA CMOXHO3(MUPHOr0O 3BEHA K
NOBTOPSIOLLEMYCS STUITEHOKCMAHOMY 3BEHY B TpUbnok-cononumepe coctaensieT ot 0,5 g0 22,3,

Heobs3aTenbHo 0T 0,5 go 10, npegnoututencHo ot 0,5 po 3,5.

CornacHo nNpeAnoOYTUTENBHOMY BapuaHTy peanusayun  TpUGIOK-COMONMUMEP  COAEPXMT

MONU3TUNEHINUKONEBYIO Lenb, wumMelowytlo wmaccy 1k[a, U MoOnsipHOEe  OTHOLUEHWE
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CINOXHOS3(VPHOTO MOBTOPSIIOLLErOCA 3BEHA W STUMNEHOKCUMAHOIO MOBTOPSIOWErOCS 3BEHA

COCTaBNSET 4, 1 MHOTOKPATHO Pa3BETBIIEHHbIE CONONMMMEPHI UMEIOT CTPYKTYPY dhopMyrbl 5:
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rae u npegcraensiet cobon Lenoe uucno ot 4 ao 200, 1 m npeacraensieT cobom Lenoe Ynucno ot
2 po 150; coaepralyyto npocTononmadupHoe S4p0, UMEOLLLEE MONEKYNAPHYIO maccy 2 k[a, npu
STOM MONSIPHOE OTHOLUEHWE MNOBTOPSIOLErOCA CMNOXHOS(UPHOTO 3BEHA K STUNEHOKCUMAY

cocTtaBnseT 3; unum

npyv STOM TPUBNOK-CONONIMMEP COAEPXKUT MONUSTUNEHITIUKONEBYIO Lenb, UMEIOLYIO Maccy
2 k[1a, N MONAPHOE OTHOLLEHMNE CMNOXHO3MUPHOro NOBTOPSAIOLLErOCS 3BEHA U STUNEHOKCUAHOIO
NMOBTOPSIOLLEroCs 3BEHa COCTaBNAET 2, NPU 3TOM MHOFOKPaTHO pas3BEeTBMEHHbIE CONOMMMEpDI
UMEIOT CTPYKTYpY opmynbl 5, cogepxawyl npocTononusdupHoe S4po, umMmelollee
MONEKYNsApHytl0 maccy 2 k[a, npym 3TOM MOMSPHOE OTHOLUEHWE  CITOXKHO3I(UPHOro

NOBTOpPAOLLEeroca 3seHa 1 3STUNEHOKCUMAHOINO NOBTOPAIOLLErNrOCA 3BE€HaA COCTaBNAET 2; unu

npyu 3TOM TPUBNOK-CONONUMEP COAEPXUT MNONMUSTUMEHITINKONEBYIO LEMb, MMEIOLWYI Maccy
2 k[da, n MONAPHOE OTHOLLEHMNE CMOXHO3MUPHOro NOBTOPAIOLLEIOCS 3BEHA U STUNEHOKCUAHOIO
NMOBTOPSIOLEroCs 3BEHA COCTaBNAET 2, NPY 3TOM MHOFOKPAaTHO Pas3BETBMEHHbIE CONOMMMEpDI
UMEIT CTPYKTYpY dopmynbl 5, cogepxawylo npocTononnsupHoe S4pOo, UMeLlee
MONEKYNsApHYO maccy 2k[a, npy 3TOM MOMSPHOE OTHOLUEHWE  CITOXKHO3UPHOro

NOBTOpPAOLLErocd 3seHa 1 STUNEHOKCUMAHOINO NOBTOPAIOLLErNOCA 3BEHaA COCTaBNAET 6;

npu 3TOM Heo6A3aTeNbHO COAEPKAHNE MHOTOKPaTHO Pa3BETBIEHHOrO COMONMMeEpa COCTaBNsAET
oT 15 40 25 % macc./macc. oT obLen Maccbl KOMNO3ULMK, U CoaepXKaHNe TPUOBNOK-CONonmMmep

ocTaensieT oT 15 8o 25 % macc./macc. oT o6Len maccbl KOMNO3ULUN.
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CornacHo AONOMHUTENBHOMY anbTEPHATMBHOMY BapMaHTy peanu3aynm KOMno3nuns Takke
coaepXnuT Grnopasnaraembli ZUOGNOK-CONONMMED, XapaKTepusyLwmincs dopmynon
Cy-A;,
rae A npeacrtaBnsetr cobor cnoxHbld nonmuadup, m C npeacraensiet cobou
NONUSTWUMNEHITNINKONb C KOHLUEBOMW K3NUPYIOLWEN TPYNMNoOn, Uy U Z NPeacTaBnsaloT cobon ymcno
NOBTOPSAIOLNXCH 3BEHbEB, NMPU 3TOM Y HAXOAUTCA B AManasoHe oT 2 A0 250, u z HaxoauTca B

ananasoHe ot 1 go 3000.

TepMUH «NONNITUNEHININKONb C KOHLEBOW K3NUPYIOLLEeN rpynnony oTHocuTes k YlM3rlT, y koToporo
B peakuuio BCTynaeT 0AHa KOHLeBas rapoKCcunbHas rpynna, u Bkntovaet B cebs N3l ¢ koHueBon
ankokcurpynnou, N3l ¢ ypetaHoBon KoHueBoun rpynnoun, M3l co CnoXHO3(UPHON KOHLEBOW
rpynnown n nogo6Hble coeanHeHmns. KoHueBas rpynna npeacraensieT cobor XMMMYecKkyto rpynny,
He coAepxallas XMMUYECKNX (PYHKLMOHAMNbHbIX rpynmn, YyBCTBUTENbHbIX K B3aUMOAENCTBUIO C
LUMKIUYECKMMMN CNOXKHBIMW 3dUpamMmn, TakKUMW Kak NakTug, rMUKONakTuh, KanponakToH U ToMy
noaobHoe, Nnn Apyrummn CnoXHelMn acpmpamu n nx cmecsamn. B pesynbTaTte peakyun nonvmepa
Ha ocHoBe M3 ¢ KOHUEBOW K3NUPYIOLWEN rpynnon ¢ nakTnaom obpasyeTtcs 4ubrnok-cononumep
Nar-riMmk.

KomGuHauMs MHOrOKpaTHO Pa3BETBMEHHOro0 COMoOnMMepa C NUHENHbIM AUGNOK-CONONMMEPOM
obecneunBaeT  AOMOMHUTENbHBLIA  BapuMaHT ANA  MOAYNUPOBaHWSA  BbICBOGOXAEHUS

¢hapmaLeBTNYECKN aKTUBHOTO MHIPEAMNEHTA.

CornacHo ogHOMY BapuaHTy peanvsayum MonekynsipHas Macca nonmnaTUNEHTNIMKONEBOW Lienn ¢
KOHLIEBOM K3nupytowen rpynnoin gubnok-cononumepa cocrasnseT ot 100 Oa ao 10 kda wnu ot

164 Ja po 2 k[a, npeagnoututenoHo ot 1 k[a ao 2 k[a.

CornacHo OAHOMY BapuaHTy peanusayMu MOMSPHOE OTHOLUEHWE  COXHO3(UPHOro
MOBTOPSIOLLErOCH 3BEHA U STUIEHOKCUAHOIO MOBTOPSIIOLWErOCS 3BeHa B AMGNOK-cononumepe

coctaBnseT o1 0,8 g0 15, Heob6sa3aTenbHo oT 1 o 10.

Kak npaBuno, cnoxHoln nonuacpup A B Tpubnok- nnmn anubnok-cononumepe BbiGpaH 13 rpynnel,
BKMOYatoLWen nonumonoynyto kucrnoty (MMK), nonvrnMkoneByld KUCMOTY, MONMKAMNPOMaKTOH,

nonuMaTuneHaaunaTt, NnonurnapokcrmankaHoar, cononumep e-kanponaktoHa u nakrnga (MNMKMK),
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COMONMMEpP MOJSIOMHON KUCROTbl U rnukoneeson kuenotel (MMKIK) 1 ux cmecn, n npyu 3TOM
HeobsA3aTeNnbHO NOMU3ITUMEHITINKOND C KOHLEBOW K3MUPYIOLLEN rpynnon npeacraenseTr coboun
METOKCMNONUITUNEHIMUKOMb. [peanoYTuTenbHO CroXHbIA nonuacpup A npeacrasnseT cobon

MONMMOOYHYIO KUCTOTY.

JlnHenHble Tpnbnok- n anbnok-cononumepbl, NOAXOAALUNE ANS NPUMEHEHUS B KOMMNO3ULMAX
COrmacHo  Hactoswemy un3obpeTeHuMo, onucaHbl B  3asBkax WO02012/090070A1,
WO2019016233A1, WO2019016234A1 n WO2019016236A1, BKMIOYEHHbIX B HAaCTOSALLYIO

3adABKy NoCpeaCTBOM CCbIJTKA.

CornacHo ©OAHOMY BapuaHTy peanu3ayMnm HacTosAWero Mn306peTeHMss  KOMMOo3nyms
AOMNOMHUTENBHO  COAEPXMT  bapMaueBTUYECKM NPUEMNEeMbIA  HOCUMTEMb, MNpU  3TOM
Heoba3aTenbHO hapmaleBTUYECKN NPUEMITEMBIN HOCUTENb NPeaCTaBnseT co60i opraHnYeCcKUin
pacTBopuTenb. PacTBopuTenb, Kak npaBuno, npeacraBnseT cobon 6GUOCOBMECTUMBbIN
pacteopuTenb. [lpeanouTuTenbHO apMaueBTUYECKU NPUEMNEMbIN HOCUTENb BbibpaH K13
rpynnbl: 6eH31NoBbLIN CNUPT, 6eH3nnbeHsoaT, gumeTunusocopdua (AMW), aumeTuncynbokeusg
(AMCO), sTtunauetat, sTunbeHsoaT, ITUNNaKTaT, rnvyepondopmanb, METUNITUMNKETOH,
MeTUNn306yTUNKeToH, N-3Tun-2-nupponuaoH, N-metun-2-nupponuanHod (NMP), nupponngoH-
2, TETPArnvKonb, TPUaUETWH, TPUGYTUPWH, TPUNPOMNUOHWH, rMNKOdypon n ux cmecu. Konnyecteo
YKa3aHHOro HOCUTENS, Kak NpaBurio, COCTABNSAET N0 MEHbLUEN Mepe 25 % nnn No MeHbLUen mepe

35 % % macc./macc. oT obLen maccbl KOMNO3ULUM.

KomMnosuymsi cogepxuT No MEHbLUEN Mepe OAMH hapMaLEBTUYECKN aKTUBHbIA UHIPEANEHT.

CornacHo ogHOMy BapuaHTy peanusayum apMayeBTUYECKN aKTUBHbIA UHTPEANEHT SBNAETCS

rmapoobHbIM.

CornacHo npeanoJTUTENBHOMY BapuaHTy peanu3auyuyM  apmMaueBTUYECKUM  aKTUBHBIN
WHIPeAUEHT npeacTaBnseT cobol Menokcukam, O6ynuBakavH, TaMCyno3uH, OKTPEOTUa,

Taganacun, amnarnudnosnH, TeHOOBUP, MMOTUPOHUH UM UX KOMOMHaLMK.

CornacHo 0gHOMY BapWaHTy peanusayun HacTosWero 3obpeTeHns No CoAEPXKAHNE MEHbLLEN
Mepe OAHOro hapmayeBTUYECKN aKTUBHOrO MHrpeameHTta coctasnset ot 0,05 % po 60 % %
macc./macc., HeobsasatenbHo oT 0,05% po 40 %, HeobsasatenbHo oT 0,05% a0 30 %,
Heobsa3aTenbHo oT 0,05 % po 10 %, HeobGs3aTtenbHo oT 0,05 % pgo 7 %, HeobA3aTenbHO OT

0,05 % 80 2 % oT 06LWwen Maccbl KOMMO3NL MK,
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CornacHo npeanoYTUTENIbHOMY BapuaHTy peanusayuum KoMmnosuyusi npeacrasnsieT coboi

XKMAKOCTb ANSA UHBEKLMNA.

CornacHo ogHOMY BapuaHTy peanu3ayumn HacTosLWero n3obpeTeHns CoaemKaHme MHOrOKpPaTHO
pasBeTBNEHHOrO cononumepa coctaenseT oT 2 % fo 80 %, HeobssaTenbHo oT 2 % 40 70 %,
Heobs3aTenbHO OT 2 % A0 60 %, HeoGsa3aTenbHO oT 10 % A0 60 %, HeoGs3aTenbHO oT 10 % Ao
50 %, HeobsizaTenbHO oT 20 % Ao 40 %, HeoGs3aTenbHO oT 20 % A0 35 %, HeobsA3aTenbHO OT
30 % po 50 % % macc./macc. oT obuwen maccbl KOMMO3NUUN. OTO MOXET COOTBETCTBOBATb
KOMNMMYeCcTBY OAHOrO MHOIOKpaTHO PasBETBMEHHOro COMONMUMEPA, €Crnn MPUCYTCTBYET TOMbKO
OAMH MHOrFOKpPaTHO pasBeTBMEHHbIA COMoOnMMep, unu obLWeMy KOMMYecTBY MHOrOKpaTHO
pasBeTBNEHHbIX COMOMMMEPOB, €CnM MNPUCYTCTBYIOT JABa unu Gonee  MHOrokpaTtHO
pa3BeTBMNEHHbIX cononuMepoB. Ecnn npucytctByeT ambnok- wunu  Tpubnok-cononumep,
KONMMYECTBO MHOFOKpPaTHO Pas3BETBMIEHHOro CONoOnMMeEpa MNPEeAnOYTUTESNbHO U3MEHSIOT TaKkuM

obpasom, yTobbl o6LLEE KONMMYECTBO COMONMMEpPA OCTAaBaNOCh MO CYTU MOCTOSHHbIM.

Kak npaBuno, MOMSAPHOE OTHOLUEHWE MOBTOPSIOWMXCSH CMOXHOIMUPHBIX 3BEHLEB W

3TUMNEHOKCKAA B KOMMNO3nYumn coctaensdeT oT 1 4o 10, npegnoyTuTenbHO oT 2 40 6.

Kak npaBuno, BbICBOGOXAEHWE MO MEHbLUEN MEpPE OAHOro (hapmaueBTUYECKM aKTUBHOIO

WHTPeANEHTa MOXET MOAYNMPOBATLCS KOMMO3MLUEN.

CornacHo ogHOMY BapuaHTy peanu3alnmn HacTosLwero n3obpeTeHns KoMno3nyust NOAXOAUT ANs
LOCTaBKM CyGLEKTY (hapmaLeBTUYECKM aKTUBHOIO UHIPEANEHTA B TEYEHUE MO MEHbLUEN Mepe 1
[LHS, Heobs3aTenbHO B TEYEHME MO MeHbLIEW Mepe 3 AHEW, Heobs3aTernbHO B TEYEHME MO
MeHbLUEeN Mepe 7 fHel, Heoba3aTenbHO B TeYEHME NO MeHbLIen mepe 30 aHen, Heobs3aTenbHO

B TEYEHME Mo MeHbLuen mepe 20 AHen, HeoBs3aTENbHO B TEYEHUE NO MeHbLUEN Mepe 1 roga.

B 40ONONHWTENBHOM acnekTe COrMacHO HacTOSILEMY M306PEeTEHUIO NPEANOXEHO NPUMEHEHUE
hapmaLeBTNYECKON  KOMMO3ULMW, OMPEAENEHHOW BbIWE, AN  MOAYNSAUMA  KUHETUKM

BbICBOGOXXAEHMS NO MEHbLUEN MEPE OAHOTO hapMaLEBTUYECKN aKTUBHOTO MHIPEANEHTA.

B AOMNOMHWTENBHOM acnekTe COrnacHoO HacTosieMy W306pPETEHMIO NPEANOXKEH Cnocob

nonyJyeHnss apmaueBTUYECKON KOMMO3MLUMK, OMpPeLeneHHON BbILE, BKNIOYaOLL I
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PacTBOpPEHME MHOFOKPaTHO Pa3BETBIIEHHOTO COMOMMMEpPA, OMPEAENIEHHOrO Bbile, B
chapmaLeBTNYECKM NPUEMIIEMOM HOCUTENE U nocrneaymowee gobaBneHne hapmayeBTUYECKN

AKTUBHOIO MHrpeaneHTa B KOMNOo3nyuto.

B AononmHWTENbHOM  achmekTe  COrfmacHO  HacToswemy  M306peTeHuMI0  MpPearnoXeHOo
fGuopaccacbiBalolleecss Aeno, KOTOPOe MNOonyvawT ex Vvivo unn in Situ nyTem npuBeLeHUs
KOMNO3uUyMn, onpeaeneHHON Bbille, B KOHTAaKT C BOAHOW Cpeaon, BOAOW UM GMOMNOrMYecKomn

XKNAKOCTbIO.

B s3akniounTenbHOM acnekte npeaAnoXeH crnocob KOHTPONMPYEMOro BbiCBOGOXAEHUS
chapmaLeBTNYECKM AKTUBHOMO WHIPEAMEHTa, BKIOYAOWNA BBEAEHME CYyGBEKTY KOMMO3nuuu,

onpegeneHHon Bbiwe, 1 obecneyeHne BO3IMOXHOCTU o6pasoBaHuna in-situ aeno in vivo.

dapmayeBTNYECKAA KOMNO3ULUA NPEANOUYTUTENBHO NOAXOAUT AN NAPEHTEPANbHOrO BBEAEHMS.
TepMUH «napeHTepanbHoOe BBEAEHNE» OXBATbIBAET BHYTPUMbILLEYHOE, UHTPANEPUTOHEanbHOE,
BHYTPMOPIOLIMHHOE, NOAKOXHOE, BHYTPMBEHHOE W BHyTpUapTepuanbHoe. TepMUH Takke
OXBaTbIBAET BHYTPUKOXXHOE, BHYTPUKABEPHO3HOE, WHTPaBuTpeanbHoe, WHTpauepebpanbHoe,

WHTpaTeKkanbHoe, 3aNuaypanbHOe, BHYTPUCYCTaBHOE U BHYTPMKOCTHOE BBEAEHMS.

Cy6GbekT MOXeT npeacTaBnAaTb COOOWM KMBOTHOE WMWU pacTeHue. TepMUH <«KUBOTHbIEY
OXBaTblBaET BCEX NpeacTaBuTenen yapcTea KuBoTHble. YKNUBOTHOE MOXET NPeACTaBnATb coboi

yenoseka unm XXKMBoTHoe, oTnn4HOE OT YenoBeka.

Mcnonb3yemblii B HacTosWEM W30OpPETEHMM TEPMUH «pacTEHUE» OXBaTblBAaET BCEX

npeacraeuTenen yapcrea PacteHus.

«dapmMaueBTUUYECKM aKTUBHbIA WHIPEAMEHT» 03HaJyaeT IeKapCTBEHHOE CPEACTBO UMK
NeKapcTBEHHbI NpenapaT ANs MeYeHVMs Wnu NPeaynpeXxaeHns pasnuyHbiX MeAULUMHCKUX
3aboneBaHui. [1ns Lenen HacTOSLWEN 3asBKN HA NAaTEHT TEPMUH «aKTMBHOE HaYyano» UMeeT TO
XKEe 3HayeHMe, UTO W «KaKTUBHbIA WHrPeaAneHT». TakuMm 00pasoM, TEepPMUHbl «aKTMBHbIN
WHTPESUNEHT», «aKTMBHOE Hayano», «NeKapCTBEHHOE CPEeACTBO» WNN  «J1eKapCTBEHHbIN
npenapaT» WCMOMb3YIOTCA B3aUMO3aMEHAEMO. TakkKe WCMONb3yeTCA TEPMUH KaKTMBHbIN
hapmaueBTUHECKMA UHIpeaneHT» unn «A®U». Mcnonb3yemble B HacTosiweMm n3obpeTeHun

TEPMUHbI NIEKAPCTBEHHOE CPEeACTBO» UNM «aKTUBHBIN UHIPEANEHT» BKIoYatoT 6e3 kakoro-nnbo
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OrpaHudeHns U3NONOTUYECKU UMK hapMaKkoNorMyeckn akTMBHbIE BELLECTBA, KOTOpble

IJJ,eI\/JICTBy}OT B OpraHn3me >XMBOTHOIO Unn pacteHna nokanbHO U CUCTEMHO.

Mcnonb3yembin B HacToswem un300peTeHMn TepMuH «3aboneBaHue» o3HadvaeT nwboe
PaccTPOWCTBO Yy YENOBEKA, XXUBOTHOrO MNU PacTeHWs, Bbl3BaHHOE WHMeKUnen, ANeTon unu

HenpaBuUSbHbIM NPOTEKAHWEM Kakoro-nubo npouecca.

TepMuH «0BGBEMHBIN COCTaB» OXBaTbiBaeT NOOON COCTaB, KOTOPbIA MOXET OblTb HAHECEH Ha
TENO XMBOTHOFO UMW OPraHM3m PacTeHUs Uy BBEAEH BHYTPb HUX U HEOBA3aTENbHO NOANEXMNT

BBEAEHUIO C MOMOLLbIO LUNpULa.

Mcnonb3yembii B HacTosILEM U30BPETEHNN TEPMUH «MOBTOPSIOLUMECS 3BEHbSA» OTHOCMTCS K

OCHOBOMOAraloLLMm NOBTOPSIOLMMCS 3BEHbSIM MNONMMeEpaA.

Mcnonb3yembli B HACTOALWEM W30OPETEHUN TEPMUH KMNOMUSTUMEHINIMKOMbY», COKPAaLLEHHO
obosHavaembin kak [13F no Bcen HacTosAwem U30OpeTeHMn, WHorga HasblBaloT
Nonu(3TUNEHOKCMAOM) UM NOMU(OKCUITUINEHOM), U COTMACHO HACTosLWeEMY U30BPEeTEHNIO 3TU

TeEPMUHbI NCNOMNb3YIOT B3aMMO3aMeHAEMO.

Ab6pesnartypa «NMMK» cooTBeTCTBYET NONU(MONOYHON KUCNOTE).

Ab6pesnatypa «IMKIK» cOOTBETCTBYET COMONMMMEPY MOJIOMHOW KUCMOTbl W TNUKOMEBOWN
KNCNOTbI.

Ab6pesnartypa «MKMK» cooTBETCTBYET CONONMUMEPY E-KanponakToHa 1 nakrTmuaa.

Ab6peBnartypa «M3» COOTBETCTBYET CNOXHOMY NONnacpupy.

Cononumepsbl Gbinn Ha3BaHbI CReayoWuMm o6pasom:

OnucaHHble B HacTosILLeM W30OPETEHUM NUHEWHbIE TPUONOK-CONonMMepbl 0603HaYannM Kak
PxRy, roe x npeacraensiet cobon MONeKynspHyto maccy uenu N3l BbipaxeHHyo B kda, uny
npeacraensetT coboN MOMSPHOE OTHOLEHWE CMOXHO3(UPHOIO MNOBTOPSAIOLLErOCH 3BEHA U
STUNEHOKCMAA, HAaNPUMEP, MOMSIPHOE OTHOLLEHWE MOMIOYHOWN KMCNOTbI U 3TuneHokenaa (MK/30),

YTO NO3BONSET paccuutaTb AnuHy yenu NMMK BHyTpu cononumepa.
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OnucaHHble B HacTosILEM W30OPETEHMM NUHENHblIE AWMONOK-cononumepbl oB03HavannM Kak
dPxRy, rae x npeacrasnset cob6on MonekynspHyto maccy uenu N30, BoipaxkeHHyto B k[a, ny
npeacraensieT cobon MONSPHOE OTHOLUEHME CMOXHO3(UPHOrO MOHOMEPA U 3TUMEHOKCUAA,

HanpuUMep, MONAPHOE OTHOLIEHNE MOMOYHOW KACNOTbI 1 aTuneHokenga (MK/30).

sz-PxRy o6o3HauaeT 3Be3goobpasHbii cononumep [OM-NMMK ¢ z nneyamn. x M y
NPeAoCTaBNAT Ty >€ WHpOpMauuo, YTO M B MUHEWHbIX COMONUMEPAX, a8 WMEHHO X
npeacraenget cobon MONEKYNAPHYIO Maccy NpoCTononuaupHOro siapa, o6pasoBaHHOroO B
pesynbtate peakuyum nonuona ¢ M3l (4acTo HasbiBaembiM «3Be3goobpasHbim [13M»), u vy

npeAcTaBnsieT co6o MOMSPHOE OTHOLIEHWE COXHOI(MPHOrO MOHOMEPA U 3TUIMEHOKCUAA.

B kauectBe npumepa, s4-P2R6 npeacrasnsieT cobon 4-nneumnin 3se30006pasHblil CONONMMEp C
6nokom 2 k[la Ha ocHoBe 3Be3goobpasHoro MOl ¢ cymmapHbIM MONSPHbIM COOTHOLUEHMEM

MK/30, coctaBnstowum 6.

Mcnonb3yemblil B HacTOSALWEM N30OPETEHNM TEPMUH KCMOCOBHOCTb NPOXOAUTL YEPES3 UrMy Npu
BBEAEHMNY ANA COCTaBa OMpeAensAeTcs CWUMoKn, Bblpaxkaemol B HbloToHax (H), koTopas
TpebyeTtca ans Toro, 4tobbl BBECTM COCTaB C MNPUMEHEHUEM 3apaHee onpegeneHHbIX
napaMmeTpoB. 3TW napameTpbl  BKMIOYAOT: CKOPOCTb  Brpbicka, O06beM  BRpPbICKA,
NPOAOMKATENBHOCTE BAPLICKA, TUM WAPULA UK TUN UMbl U TOMY nogobHoe. 3T napameTpbl
MOTyT W3MEHATbCA B 3aBUCUMOCTM OT MO MEHbLIEN MEpPEe OHOr0 MNPUMEHSEMOrO
dhapmaleBTUHECKM aKTUBHOMO WHrpeamneHTa unu tpebyemoro cnocoba BBEAEHWS, TaKOro Kak
MOAKOXHO, BHYTPWUrNasHO, BHYTPUCYCTaBHO M Tak Aanee. VIX MOXHO CKOpPpPEeKTMpoBaTb B
3aBMCMMOCTM OT MO MEHbLUEW Mepe OAHOro apMaueBTUYECKU AaKTMBHOIMO WHIPEeAUEHTAa,
NPUCYTCTBYIOLLEr0 B COCTaBax, YToObl MOXHO 6bino HabnoaaTe pasnuynS U OTKMOHEHWSA MEXAY
coctaBaMmy. CnocoBHOCTb NPOXOAUTb Yepe3 WUrMy Npu BBEAEHWMM AOMKHA OblTb HACTOMbKO
HW3KOW, YTOObI COCTaB MOT ObITb NErKO BBEAEH KBAaNNMULMPOBAHHBIM MELULWNHCKUM PabOTHUKOM
B MPUEMINEMOM MPOMEXYTKE BpeMeHu. [pnemnemoe 3HauyeHme cnocobHOCTM NPOXOAUTb Yepes
urny moxet coctaBnsaTtb 0T 0,1 H o 20 H npu cnoco6e nsamepeHnsi, ONMCaHHOM HUXKE, MPU 3TOM
Hanbonee NPeaAnOYTUTENBHOM MOXET BbITb CMOCOBHOCTb MPOXOAUTL YEPES UTMY, COCTABNAOLAS
oT 0,1H a0 10 H. CnocoGHOCTE NPOXOAWTb Yepes WUrfy npyu BBELEHWM B HEOMTUMANbHbIX
ycrnoBusix MoxeT coctaenaTb oT 6onee 20 H go 30 H. CoctaBbl BBOASATCS € 3aTPyAHEHUEM NPU
BenuyuHe oT 30 H 20 40 H u He BBOASAITCA Npn Bonee 40 H. CnocoGHOCTb NPOX0AUTE Yepes urny

NPy BBEAEHMN MOXHO M3MEPUTL C MOMOLLbIO TEKCTYPOMETPA, NPEANOYTUTENBHO TEKCTYPOMETPA
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Lloyd Instruments FT plus, ¢ ncnonb3oBaHnem cregyowmx ycnosum aHanusa: 500 mkn coctasa
BBOASAT Yepes Wnpuy BMECTUMOCTBIO 1 Mn 1 ¢ urnon 1”7 kanubpa 23G Terumo CO CKOPOCTbIO

noTtoka 1 Mr/mMuH, Kak onncaHo B npumepe 6.

«BsaskocTb» Mo onpeAeneHnio U B TOM CMbICre, B KOTOPOM WCMOMb3YETCH B HACTOSLLEM
n3obpeTeHnm, ABMNSETCA MEPON CONMPOTMBINEHMNS XUAKOCTN NOTOKY U CTyneH4YaTon gedopmaymu
nos AEWCTBMEM HanpsXXeHUs CABUra WNU MNPOYHOCTM Ha paspbiB. TepMUH OMNMCbIBaeT
BHYTPEHHEE TPEHME ABWKYLWEeNnca Xugkoctu. [Ona >KUMAKOCTEN TEPMWUH COOTBETCTBYET
HeodMLUManbHOMY MOHATUIO «rycToTay. o4 «AMHAMUYECKOM BSA3KOCTbIO» MNOApasymeBaeTcs
Mepa ConpoTUBIEHNS MOTOKY KUAKOCTM N0 AENCTBUEM NPUNOXEHHOro yeunusa. JuHamuyeckas
CKOPOCTb MOXET HaxoauTbCA B AmanasoHe oT 1 mlla-c go 3000 mMa-c, unn ot 5 mlla-c ago
2500 mMNa-c, unu ot 10 mlMa-c go 2000 mlla-c, unm ot 20 mlMa-c go 1000 mlMa-c. QuHammueckyto
BA3KOCTb ONPEeAensioT C NpuMeHeHneMm BuckodumeTpa Anton Paar, OCHalleHHOro cucTemomn
KOHYC—NnockoCcTb. Kak npaBumno, Ha W3MEPWUTENbHBLIA MNNOCKUA AUCK nomeLwjaroT 250 Mk
nccrneayeMmoro cocraea. TemnepaTtypy KOHTPOnMpYylOT Ha ypoBHe +25 °C. Mcnonbsyemas
n3MepuTenbHas cuctema npeacrasnseT cobon KOHYC C NIOCKUM AWCKOM AMAMETPOM 25 MM ©
yrrnom HaknoHa koHyca 1 rpagyc (CP25-1). PaGouuii guanasoH coctaensiet 10-1000 ¢ . Mocne
BCTPAXMBaHUS B TedeHme 10 cekyHA COCTaBbl NMOMELLAOT B LEHTP TEPMOPErynmpyemMmoro
N3MEPUTENBHOIO MMOCKOro AUCKa C NOMOLLbIO wWnaTens. MsmeputenbHylo cucTemMy OnyckatoT
BHM3, OCTaBMSAA MEXAY U3MEPUTENBHON CUCTEMON N N3MEPUTENbHBIM NIOCKAM SUCKOM NPOCBET
0,051 mm. OnpegensioT 21 TOUKy U3MEpPEHUs BA3KOCTW B AuanasoHe ckopocten casura 10—

1000 ¢'. MNpuBeaeHHblE 3HAYEHUSI COOTBETCTBYIOT NosyyeHHbIM npu 100 ¢,

MnniocTpaTuBHble nNEKApPCTBEHHblE CpPeACcTBA UM OGUOMOrMYECKM aKTUMBHbIE areHTbl AnNs
NMPUMEHEHNA COrMAacHO HacTosIWEeMy M306peTeHuto, BKMoYaT 6e3 orpaHuyYeHuss nenTuibl,
6enku, aHTuTena, pparMeHTbl aHTUTEN, 4eCEeHCMOUNM3aToPbl, aHTUrEHbI, BaKLWHbI, BaKLUHHbIE
aHTWUreHbl, NPOTUBOMHMEKLMOHHbIE CPEACTBa, AHTUAEMPECCAHTbI, CTUMYNSTOPbLI, OMMaThl,
HEMpPONENTVKW, aTUMWYHbIE HEMPONENTMKM, NEKAPCTBEHHbIE MpenapaTtbl OT rnaykombl,
aHKCVONWUTUKW, aHTUAPUTMUYECKNE CPEACTBA, aHTUGAKTEPUAnbHbIE CPEACTBA, aHTUKOATYNSHTDI,
MPOTUBOCY0POXHbIE CPeACTBa, aHTUAENPECCAHTDI, NPOTUBOPBOTHLIE CpeAcCTBa,
NMPOTUBOrpUBKOBLIE CPEACTBA, MPOTMBOOMNYXOMNEBbIE CPEACTBA, NPOTUBOBMPYCHbIE CPEACTBA,
aHTUGMOTUKN, MPOTUBOMUKPOGHbIE CPeACTBa, NpoTMBOANNEPrNYECKME CPEACTBa,
npoTuBognabeTUyeckne  CpeacTBa,  CTEPOUAHbIE  MPOTUBOBOCMANUTENbHBLIE  areHThl,

NPOTUBOOTEYHbIE CpeacTBa, MUOTUYECKME CpeacTBa, aHTUXONMUHEPrnyeckne cCpencTBea,
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cmMmnaToMmmeTnveckune CpeAacTBa, cejaTuBHbIe cpeacrTea, CHOTBOpPHbIE cpeacTtea,
TUMonenTuyeckne cpeacrtea, TPAHKBUNN3ATOPbI, FTOPMOHbI, aHAPOreHHble CTeponabl, 3CTPOreHhbl,
nporecrareHbl, rymopanbHbl€ areHTbl, npocTarnaHAuHbl, aHanbreéTukn, KOPTUKOCTEPOUAbI,
CNa3mMonNTUKN, I'IpOTVIBOME':U'IFIpI/II;IHbIG CpeacTea, AHTUTUCTaMUHHDbIE CpeACTBa,
KapAnoOTOHNYECKNe areHThbl, HeCTepounaHblie npoTuneoBoOCnannUTeNbHbIE areHThl,
AHTUNAPKNHCOHNYECKNE areHTbl, TMNOTEH3UBHbIE AreHThI, 6J'IOKaTOpr 6eTa-ap,peHepr|/|quK|/|x
peuenTopoB, NUTAaTENbHbIE areéHTbl, aroHUCTbl TOHAAO0TPONUH-PUNMU3UHT TOPMOHA, MHCEKTULNADbI,

NPOTUBOIMMUCTHBIE areHTbl NN NX KOM6VIHaU,VIVI.

dapmaLeBTUYECKM aKTUBHbIA WHTPEAMEHT MOXET MNpPeACTaBnATb cobou  Menokcukam,
fynvBakauH, TamCyro3nH, OKTpeoTua, Taganadun, smMnarnudnosunH, TEHOPOBUP, TIMOTUPOHUH

Unu nx KomGuHaymu.

KomBurHayun nekapcTBeHHbIX CPEACTB MOXHO NPUMEHATb B GrMopasnaraeMon Komnosuyum Ans
AOCTaBKM NEKApCTBEHHOro CpeAcTBa COrMacHo Hacroswemy msobpetenuno. Hanpumep, ecnu
HeobX0aMMO reJyeHne 3puTemaTosHon BonyaHku (Lupus erythematosus), TO COrnacHo
HacTosiwemy  M30OpPEeTEeHWI0  HecTepoMAHble  MNPOTUBOBOCMANUTENbHbIE  areHTbl U

KOPTUKOCTEpOunabl MOXXHO BBOAWUTb BMECTE.

BeTepuHapHble npenaparbl, Takue Kak npenaparbl AN NeYEHWS FMUCTHBIX MHBA3WIA UMW BaKLWHbI

ANA XUBOTHbIX, TaKXXe ABNAIOTCA YaCTbio HAaCTosALEero m306peTeHv1$|.

MpoTNBOBMPYCHbIE CpPeACTBa ANS pacTeHM MPOTUB BUPYCOB, TaKUX KaK BUPYCbl CEMENCTB
Potyviridae, Geminiviridae, Bupyc poaa Tospovirus cemenctsa Bunyaviridiae wn Bupyc
nonocatoctn 6aHaHa, Takke OXBayveHbl HAaCTOAWMM ulobpeTeHmeM. Takke cpeacTBa MPOTUB
BUpyca TabauyHoOW MO3auKM, BUpPYCa MOPLLMHUCTOCTM PEnbl, BUMPYyCa >XENTON KaPNMKOBOCTU
SAUMEHS1, KONMbLUEBOW MATHUCTOCTM apbys3a M BUpyca OFypeyHOM MO3auKku MOryT ObiTb
ucnonb3oBaHbel B 6uopasnaraeMor KOMno3uymm Ans AOCTaBKM IEKApPCTBEHHOro CpeacTBa

COrNacHo HaCTOALEMY U30GPETEHMIO.

CneunanucTbl B AaHHON oBnacT MOryT Mcnonb3oBaTh APYrMe NeKapCTBEHHbIE CPELCTBA UMK
G1ONOrMYECKN akTUBHbIE areHTbl, KOTOPblE MOTYT BbICBOOOXKAATLCS B BOAHOWN Cpeae B ONMCAHHOM
CcMCTEME AOCTaBKW. TakKe MOXHO UCMONb30BaTb PasfnuyHble hOPMbl NTEKAPCTBEHHbIX CPEACTB

1Ny GUONOrMYECKN aKTUBHBIX areHToB. OTK hopMbl BKMOUAOT 6e3 orpaHnyeHns opmbl, Takmne



10

156

20

25

30

34

KaKk He3apshkeHHblE MOIEKynbl, MOJIEKYNAPHbIE KOMMMEKChI, COMU, 3¢Mpbl, CMOXHbIE 3PUPDI,
aMmuabl U T. M., KOTOpble GMONOrMYECKN aKTUBMPYIOTCS NPV BBEAEHNM B OPraHn3M KMBOTHOMO UMK
pacTeHWs1 UM UCMONb3YIOTCS B BUAE OOBLEMHOrO COCTaBa TakK, YTO €ro MOXHO HaHOCWTb Ha
MOBEPXHOCTb TENA XKMBOTHOMO MMM OpraHuama pPacTeHWs MNU BBOAWUTb BHYTPb HUX B BuUAE

nMmnnaHTaTta CTepPXXHEeBOro Tna.

dapmaueBTUYECKM 3DPDEKTUBHOE KONMUYECTBO AKTUBHOIO MHIPEAUEHTA MOXET UBMEHSTHCA B
3aBNCMMOCTU OT aKTWBHOIO WHIPEAWNEHTA, CTEMEHU COCTOSIHUS 340POBbS KUBOTHOIMO WK
pacTeHusi 1 BPEMeHWU, HEOBXOAUMOro ANs AOCTaBKM aKTUBHOIO MHrpeaueHTa. He cyuiectsyeT
KPUTMYECKOrO BEPXHEro npejena ANs KONMMYECTBA aKTUBHOIO WHrPEAMEHTA, BKMIOYEHHOTO B
pacTBOp Nonumepa, NOCKOmNbKy PacTBOP MU CYCMEH3USI XapaKTEPU3YIOTCS BA3KOCTbIO, KOoTopas
ABNSETCS NPUEMIIEMOW ANS BBEAEHUS Yepe3 WUrny Lunpuua, a Takke MOoCKONbKy OHU MOryT
obecneuntb 3pdpeKkTMBHOE NeYeHne MEeANLUHCKOTO COCTOSIHWSI, HE MOABEpPras XMBOTHOE UMK
pacTeHue nepeao3vpoBke. HWXHUIA npeAen CoAepXaHUs aKTUBHOTO UHTPEANEHTA, BKIMIOYEHHOIO
B CUCTEMY JOCTaBKM, 3aBWCUT nUWb OT aKTUBHOCTM aKTMBHOrO WHIPeAMEeHTa MU

npoAOIIKUTENBbHOCTN Nepmnoia BpeMeHN, Heo6X0AMMOro ANS NeYeHus.

B 6wuopasnaraemoin KOMMo3auymm AnS  AOCTaBKM JIEKAPCTBEHHONO CPeACTBa  COrMacHo
HacTosilemy un3obpeTeHMo  dapmaueBTUdeckm  3PEDEKTUBHOE  KONMUMUECTBO  MOXET
BbICBOOOXAATLCA MOCTENEHHO B TEYEHME MNPOAOIMKUTENBHOrO nepmuoja BpemeHu. [aHHoe
3ameaneHHoe BbICBODOXAEHME MOXET ObiTb HEMPEPLIBHLIM UNN NPEPbLIBUCTBIM, NIMHENHBIM UK
HENMUHENHBbIM N MOXET U3MEHATBLCS B 3aBUCUMOCTM OT COCTaBa MHOFOKPAaTHO Pa3BETBIEHHOIO

cononumvepa.

AKTVBHbBIA MHIPEANEHT MOXET BbICBOOOXAaTbCA B TEUEHWE NEpuNoaa BpeMeHmn oT 1 aHsA fo 1 roga
Unu AoNblUe B 3aBMCUMOCTU OT TMMa HEOBXOLUMOrO NEYEHNS 1 UCMNONb3yeMOoln Bruopasnaraemon
KOMMO31UWUX AN LOCTaBKM NeKapCTBEHHOro cpeactea. CornacHo 04HOMY BapuaHTy peanu3ayum
6ropasnaraemas KOMMo3uyua Ans AOCTaBKM NEKApPCTBEHHOrO CpeacTBa MOXeT obecneynBaTtb
JOCTaBKY aKTUBHOrO WHIPeAMEHTa B TEYEHWE MO MEHbLIEN Mepe 1 AHSA, HeobsA3aTenbHO Mo
MeHblien Mepe 3 AHen, HeobsA3aTenbHO MO MeEHbLeNn mepe 7 gHeW. B apyrom BapuaHTte
OCYLUECTBNEHUs Buopasnaraemas KoMno3nymsa Ans 4OCTaBKN NEKAPCTBEHHOIO CPEACTBa MOXET
obecneunBaTb JOCTABKY aKTUBHbIA UHIPEANEHT B TEYEHME NO MeHbLueln mepe 30 aHen. CornacHo
O4HOMY BapuaHTy peanusauyum Guopasnaraemas KoMnos3uynus Ans AOCTaBKM NEKAPCTBEHHOIO

cpeacTBa MOXET obecneunBaTb AOCTaBKy akKTUBHOIo MHrpeaneHTa B Teé4eHne no MEHbLUEN mepe
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90 agHen. CornacHo ewe O4HOMY BapuaHTy peanu3ayum Guopasnaraemasi Komnosuyus Ans
JOCTaBKM NeKapCTBEHHOrO CPeacTBa MOXeT obecneunBaTb JOCTaBKY aKTMBHOTO UHIPEANEHTA B

TeyeHue 1 roga vnu gornblue.

Buopasnaraemas komno3vuymst Ans 4OCTaBKM NEKAPCTBEHHOrO CPeACTBA MOXET NPeACTaBnsATb
cob0oM XUAKOCTb ANA WHBLEKUWA, NPEeAnoOYTUTENbHO MPW KOMHATHOW TemnepaTtype, U MOXeT
BBOAMTbLCSA Yepes wnpuy 6e3 ocobbix yeunuin. 3t GuopasnaraemMble KOMMNO3NLMM AN AOCTABKN
neKkapCcTBEHHbIX CPEACTB Takke SBNSOTCS obpasyowmmm in-situ aeno n 6uopasnaraembivMuy, a

Takxxe npeobpa3oBbIBaAOTCS B TBEPAbIE AEMNO NPU BBEAEHUM XMBOTHOMY MUINW B PACTEHUIO.

KomMnosnymsi MoxeT AONOSHUTENBbHO CoAepXaTb papmaueBTUYECKM MPUEMNEMbIA HOCUTENb,

aablOBaAHT U HOCUTENb.

ALbIOBAHT MOXET BbITb COCTaBMNEH OAHOBPEMEHHO NPY CMELLMBAHMWN NEKAPCTBEHHOrO CPeACTBA.
KacaTenbHO 3TOro, agbloBaHTbl, KOTOPbIE MOXHO MCNOMb30BaTh, NPEACTaBNsAT CO60M KBaCLbI,
docoaT anomunHns, docdat kanbyud, MPL™, moTtuebl CpG, moanduULnMpoBaHHbIe TOKCUHbI,
CanoHWHbI, 3HAOTEHHbIE CTUMYNMUPYIOLWME aAblOBaHTbl, TaKWE KaK LUTOKWHbI, MONHblE W
HEMONHble aabloBaHTbl PpenHaga, aaboBaHTbl TMna ISCOM, mypamunnenTuabl U TOMY

nogobHoe.

Hocutenbe moxeT npeactaensaTe cobon nobon pasdaBnTenb, AONOMHUTENbBHLIN PACTBOPUTEND,
HanonHWTENb MNU CBSA3YIOLEE BELLECTBO, KOTOPblE NPy HEOBXOAMMOCTU MOryT MOBMUSATL Ha
JOCTaBKY aKkTMBHOTO WHrpeavMeHTa B 6Guopasnaraemont  KOMMo3vuum AN LOCTaBKK
nekapcTBeHHOro cpeacTea. MNprMepbl BKMOYAOT HEGOMbLUNE KONMYECTBA TPUIMULEPUAOB, TakKUX

KaK TpMaweTVH U TPUNPOMUOHUH.

CornacHo OAHOMY BapuaHTy peanu3auuy KOMNO3WLUMS MOXET COAEpXaTb OpraHU4ecKui
pacTBopuTenb. OpraHMJYeCcKUA pacTBOPUTENb MOXET OblTb BblIOpaH M3 crneayoLwen rpynnbl:
GeH3mnoBbld  cnmpT, OeH3aunbeHsoat, aumeTunusocopbua (AMW), aumetTuncynbdokcug
(OMCO), stunauetart, sTunbeH3oar, 3TUNnakTaTt, rnuyepon dopManb, METUNSTUNKETOH,
MeTUNN3OOYTUNKETOH,  N-3Tun-2-nupponuaoH,  N-metun-2-nupponuauHoH  (NMP),  2-
NUPPONMAOH, TETPArnuKonb, TPUaLeTuH, TPUBYTUPUH, TPUNPOMUOHMH U NX cmecu. CornacHo
OAHOMY BapuWaHTy peanusauun B Ka4eCcTBe pacTBopuTenen moryT ObiTb cnonb3oBaHbl AMCO,

NMP, TPUNPONUOHNH NN X CMECHU.
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MepeyeHb cokpaleHUN:

OBC Onénok-cononumep (MMN3M-NMK)

OMCO OumeTnncynbdokeng

20 3TuneHokens,

Mmx "enbnpoHuKaowas xpomartorpaduna

Y3IXKX YnbTpasddekTnsHas XnakoctHaa xpomatorpadus

KRT BydepHbin pacteop Kpebca-PuHrepa-Tpuc

MK MornouHas kucnoTta

mrsr MeToKCUNONM(3TUNEHINNKOMb)

mM3r-rIMK Brnok-cononumep METOKCUMONN(3TUNEHINMKONb)-NoNn(MonoYHas
KucnoTa)

PBS docdaTtHbIn BydepHbIn pacTBop

nn MHaekc nonmancnepcHocTun

nar Monu(saTnneHrnukonb)

MMK-M3r-riMK Bnok-cononumep nonu(mono4yHas KMCNOTAa)-NoNN(3TUNEHTNINKOMb)-

nonmM(MonoYyHas KucnoTa)
NMVK Monu(monoyHas knucnota)
TBC Tpubnok-cononumep (MMK-MN3I-NMK)

KPATKOE OMMNCAHWME TPA®UYHECKNX MATEPUAJIOB

Ha cdurype 1 npeacTtaBneHO KyMynsiTUBHOE BbICBOOOXAEHME MenoKcukama in vitro B
NPOUEHTax C TeYEHNEM BPEMEHU N3 ABYX Pa3NUYHbIX COCTaBOB: cocTtaB F396 (o), coaepxawui
40,00 % Tpmnbnok-cononumepa P2R6 ¢ 2,00 % aktneHoro nirpeaunenta (A®M) n 58,00 % AMCO,
n coctaB F397(A), copepxawmn 40,00 % 3BesgoobpasHoro cononumepa s4-P2R6 ¢ 2,00 %
aKTUBHOroO MHrpeamneHTa (A®M) n 58,00 % AMCO. VcnbiTaHns Ha BbiIcBOGOXAEHWE in Vitro Oblnn
npoBeAeHbl B COOTBETCTBUM CO cxemon 1 B Tabnuue 2, npumep 3. B Tabnuye 1 npmuBeaeHbl

KOHKPETHbIE COCTaBbl HA OCHOBE 6n0|<-cononmmepos.
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PesynbTaTbl yka3biBalOT Ha TO, YTO COCTaB Ha OCHOBE 3Be34000pasHoro cononvmepa
JeMOHCTpupyeT Bonee MeAneHHYI0 KMHETUKY BbICBOOOXAEHUS MO CPaBHEHUIO C COCTABOM Ha
OCHOBE ITMHENHOTO COMONMMepa ¢ CONOCTAaBUMON MOMNEKYNSAPHON MAacCon N MAEHTUYHBIM OO MM
cogepxaHmem cononumepa. dencresutenbHo, coctae F397 gemoHCcTpupyeT Gonee MeaneHHyo

KMHETWMKY BbICBOOOXaEHMSA, yem cocTaB F396.

Ha cdurype 2 npeactaBneHbl 3Ha4YeHMs NokasaTens cnocobHOCTM NPOXOAUTE Yepes Urny
npu BBeaeHUn ansa coctaBoB F396 u F397. [laHHble AEMOHCTPMPYIOT, YTO MPU OAUHAKOBOW
Harpyske cononvMMepa W COMOCTaBUMOW MONEKYNSAPHOMW Macce COCTaB Ha OCHOBE
3Be340006pasHOro cononvMmepa COAEPXUT XapaktepudyeTcsa Oonee HU3KMM  3HaAYeHWEM
nokasaTtens CnocobHOCTM MNPOXOAUTb Yepe3 urny npu BBELEHUW, YEM COCTaB Ha OCHOBE
nnHenHoro cononumepa. Takum o6pasom, 3Ha4YEeHUS nokasaTens CNoCOBGHOCTU NPOXOAMNTL Yepes
urny npu BeegeHumn ansa cocrtaea F397 Huxe 3HaveHun ans F396. B Tabnuue 3 npeacTaBneHbl

noapo6Hble AaHHblE NO CMOCOBGHOCTU NPOXOAUTL Yepes Urny Npy BBELEHUN.

Ha curype 3 npeacraBneHbl 3Ha4YeHUs BA3KOCTU Ans coctaBoB F396 n F397. daHHble
MoOKa3blBalOT, YTO MPU OAMHAKOBOW HArpyske COMonMMepa U COMOCTAaBUMOW MOMEKYNSPHON
Macce CcOCTaB Ha OCHOBe 3Be34000pasHOro comnonumepa xapaktepusyetca Gonee HU3Kon
BSI3KOCTbIO, YEM COCTaB Ha OCHOBE NIMHENHOro cononumepa. Takmm o6pa3omM, 3Ha4YEeHUS BA3KOCTU
ans F397 Hwke 3HadeHUn BsaskocTu ansa F396. B Tabnuvue 4 npeacraBneHbl NogpobHble AaHHbIe

NoO BA3KOCTU.

Ha cdurype 4 npeacTaBneHO KyMynsiTUBHOE BbICBOOOXAEHME MenoKcukama in vitro B
npoLeHTax ¢ Te4eHNeEM BPEMEHM U3 ABYX pasnmyHbix coctaBoB: coctas F511(0), coaepxaiymm
38,00 % pubnok-cononumepa dP2R6 ¢ 2,00 % aktnBHoOro nHrpeamnerta (A®M) n 60,00 % AMCO,
n coctae F397(A), copepxawmin 40,00 % 3BesgoobpasHoro cononumepa s4-P2R6 ¢ 2,00 %
akTuBHOro mHrpegneHta (A®M) n 58,00 % AMCO. VcnbiTaHns Ha BbiIcBOGOXAEHWE in Vitro Oblnn
npoBeAeHbl B COOTBETCTBUM CO cxemon 1 B Tabnuue 2, npumep 3. B Tabnuye 1 npmuBeaeHbl

KOHKPETHbIE COCTaBbl HA OCHOBE 6]'IOK-COI'IOJ'IVIMep0B.

PesynbTaTbl yKka3blBalOT Ha TO, YTO COCTaB Ha OCHOBE 3Be34006pasHoro cononumepa
NPUBOAUT k 6onee MeANEHHON KNHETUKE BbICBOBOXAEHMS MO CPABHEHMIO C COCTABOM HA OCHOBE

NIMHEMNHOTO COMOMMMEPa C COMOCTAaBUMOM MONEKYNSAPHOM Maccol M aHanorMyHblM o6LWKUM
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cojepxaHmem cononumepa. dencteutenbHo, coctaB F397 gemMoHcTpupyeT 6onee MegneHHyio

KMHETWKY BbICBOOOXaEHMSA, yem cocTae F511.

Ha cdurype 5 npeacraBneHbl 3Ha4YeHMs NokasaTens CnocobHOCTM NPOXOAUTDL Yepes Urny
npu BeBeaeHun ana coctaBa F397 m cocrtasa F511. [daHHble AEMOHCTPUPYIOT, 4TO npwu
aHanorM4HOM Harpyske Ccomnonumepa M COMOCTaBMMOW MONEKYNSAPHOW Macce oba cocrasa
XapaKTepu3yloTCA COMNOCTaBMMbIMW 3HAYEHUAMU MOKa3aTensd CnocobHOCTU NPOXOAUTb 4depes
urny npu eeeaeHun. Takum o6pa3om, npy aHanorM4yHon CnocoBHOCTM NPOXOAWUTL YepPes Urny npu
BBEJEHMN COCTaB HA OCHOBE 3B€34000pa3HOro cononmmepa AeMOHCTpUpyeT 6onee MeaneHHyto
KMHETKKY BbicBOOOXAEHMA. B Tabnuuye 3 npeacraBneHbl nogpobHble gaHHble MO CNOCOBHOCTU

MPOXOAUTL Yepes Urny Npv BBEAEHUN.

Ha durype 6 npeacraBneHbl 3HauyeHus BA3KoCcTU Ansa coctasoB F397 n F511. daHHble
MOKasblBaKOT, YTO MPW aHaNoOrMYyHOW Harpyske COMonvMMepa WU COMOCTaBMMOWN MOMEKYNSPHOM
Macce Kak COCTaB Ha OCHOBE 3Be30006pa3Horo Cononmmepa, Tak 1 CoCTaB Ha OCHOBE NIMHENHOTO
cononumepa XxapakTepu3yloTCA OAMHAKOBbIMW 3HAYEHUsIMU BA3KOCTW. Takum obpasom, Ans
aHanorMyHbIX 3Ha4YeHWd BSA3KOCTM COCTaB Ha OCHOBe 3Be3fo006pasHoro cononvmepa
AEMOHCTpUpyeT Gonee MeAneHHYIO KMHETUKY BbicBOGOXaeHWUs. B Tabnuue 4 npeacrasneHbl

noapo6HbIe AaHHbIE MO BA3KOCTH.

Ha curype 7 npeacTaBneHoO KyMynsiTUBHOE BbICBOGOXAEHWE MenoKcukama in vitro B
NPOLUEHTax C TEYEHMEM BPEMEHN N3 ABYX PasNUYHbIX cOCTaBoB: coctaB F510 (®), coaepawini
61,00 % aubnok-cononumepa dP2R1.5 ¢ 2,00 % aktuBHOro uHrpeameHta (APW) n 37,00 %
OMCO, un coctae F397(A), coaepxawwmin 40,00 % 3BesgoobpasHoro cononumepa s4-P2R6 ¢
2,00 % aktmBHOro nHrpeaunenta (A®M) n 58,00 % OAMCO. cnbiTaHns Ha BbICBOGOXAEHWE in Vitro
Oblnn NPOBEAEHbI B COOTBETCTBUM €O cxemMol 1 B Tabnuuye 2, npumep 3. B Tabnuue 1 npuBeeHbl

KOHKPETHbIE COCTaBbl HA OCHOBE 6]'IOK-COI'IOJ'IVIMep0B.

[aHHble NoKa3bIBaOT, YTO COCTAB Ha OCHOBE 3Be3,0006pas3HOro CononmMmepa npuBOAUT K
6onee MeANEHHOWN KUHETMKE BbICBOOOXAEHMS MO CPABHEHWUIO C COCTABOM Ha OCHOBE NMMHENHOTO
COnonMMepa ¢ COnoCTaBMMON ANMHON CROXHOMONM3MUPHON LUenn Ha BeTBb. JeNCTBUTENBHO,
coctae F397 aemoHcTpupyeT 6onee MeANEHHYIO KUHETUKY BbICBOOOXAEHMSI MO CPABHEHUIO C

coctasom F510.
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Ha cdurype 8 npeactaBneHbl 3Ha4YeHMs NoOKasaTens CnocobHOCTM NPOXOAUTL YEpes Urny
npu BeegeHun ansa coctasoB F397 n F510. [JaHHble AEMOHCTPUPYIOT, YTO NPU aHanorndYHOM
cnocobHOCTY NPOXOANUTb YEPES Ty NPU BBEAEHUN 1 aHANOTUYHOWN ANMHE CIOXHOMONU3UPHON
uenu Ha BETBb COCTAaB Ha OCHOBe 3Be3j006pasHOro cononvmepa AeMmoHcTpupyeT Gonee
MEANEHHYI0 KMHETUKY BbicBoBoxaeHus. B Tabnuuye 3 npeacrasneHbl nogpobHble AaHHbIE NO

CNOCOGHOCTM MPOXOAUTL YEPES UMY NPU BBEAEHNN.

Ha durype 9 npencrasneHbl 3Ha4eHns BA3KOCTU Ana coctasoB F397 n F510. JaHHble
AEMOHCTPUPYIOT, YTO NPWY aHanornyHON BA3KOCTU M aHaANOTMMYHOW ANVHE CrOXHOMNONU3UPHOM
Lienn Ha BETBb COCTaB Ha OCHOBE 3Be3000pa3Horo cononumepa npmeBoauT k 6onee meaneHHon

KMHeTUKe BbicBOGOXaeHNSA. B Tabnuue 4 npeactaBneHbl No4po6HbIe AaHHbIE MO BA3KOCTU.

Ha cdurype 10 npeacTaBneHo KymynsTUBHOE BbICBOBOXAEHME MernoKcukama in vitro B
npoueHTax ¢ TE4EHMEM BPEMEHN U3 ABYX pasnunuHbIxX coctasoB: coctas F391 (O), coagepxalyuii
40,00 % Tpubnok-cononumepa P2R3.5 ¢ 2,00 % aktuBHoro uHrpeaueHta (APU) n 58,00 %
IOMCO, u coctaB F451 (V), cogepxawmn 47,00 % 3BesgoobpasHoro cononumepa s4-P2R3 ¢
2,00 % aktmBHOro uxrpegunerta (ASN) n 51,00 % OMCO. UcnbiTaHus Ha BbICBOGOXXAEHME in Vitro
OblNM NPoBEAEHbI B COOTBETCTBUM CO cxemMol 1 B Tabnuue 2, npumep 3. B Tabnuue 1 npuBegeHbl

KOHKPEeTHble COCTaBbl HA OCHOBE 6n0|<-cononvlmep03.

PesynbTaTbl yKkasblBalOT Ha TO, YTO COCTaB Ha OCHOBE 3Be34006pasHoro cononvmepa
npuBoAUT Kk 6onee MeaNEHHON KMHETUKE BbICBOOOXAEHNS, YEM COCTaB Ha OCHOBE NMHENHOrO
cononMMepa C COMOCTaBMMOW MONEKYNSAPHOM Maccon. [encteutenbHo, coctaB F451

LEMOHCTpUpYeT Oonee MeaneHHYI KUHETUKY BbICBOOOXAEHWNS MO CPaBHEHMIO ¢ cocTaBoM F391.

Ha curype 11 npeacraBneHbl 3Ha4YEHNS NoKasaTens CNoCOBGHOCTU NPOXOAUTL YePE3 Urny
npu seegeHun ansa coctasoB F391 n F451. [JaHHble AEMOHCTPUPYIOT, YTO MPU aHanorM4yHoOu
CNoCOBHOCTW MPOXOAMTb Yepes Urny npyu BBEAEHWM W aHANOrM4HOW MOMEKYMNSpHOW Macce
COCTaB Ha OCHOBE 3B€34000pa3Horo cononvMmepa AeMOHCTpUpyeT 6onee MeaneHHYIo KMHETUKY
BbicBoGOXAEHUNA. B Tabnuuye 3 npeacraBneHbl NogpobHble AaHHbIE NO CNOCOBHOCTM NPOXOANTD

Yyepes Urny Npu BBEAEHWM.

Ha dowurype 12 npeactaBneHbl 3HadeHus BAskocTu ans F391 un F451. [aHHble

AEMOHCTPMPYIOT, YTO NMpPW aHaNorM4YHON BSA3KOCTU U aHANorMyHON MONEKYNSIPHOM Macce cocTaB
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Ha OCHOBe 3Be34000pasHOro cononvMepa AEMOHCTPUPYeT OGonee MeANEeHHYI0 KUHETUKY
BbICBOOOXAEHUS, YEM COCTAB HA OCHOBE NMHENHOro cononumepa. B Tabnuuye 4 npeacraBneHbl

noapo6Hble AaHHbIE NO BA3KOCTH.

Ha cdurype 13 npeactaBneHo CymmapHOe KyMynsTUBHOE BbiCBOOOXAEHME MENOKCUKama
in vitro B npoueHTax C TEYEHUEM BPEMEHU M3 ABYX pa3nuuyHbiX cocTaBoB: cocTtas F449 (O),
cogepxawun 45,00 % aubnok-cononumepa dP2R3 ¢ 2,00 % aktmBHOro uHrpeguneHta (APW) n
53,00 % OAMCO, u coctaB F451 (V), coaepxawmn 47,00 % 3Be3goobpasHoro cononumepa s4-
P2R3 ¢ 2,00 % aktusHoro wuHrpeameHta (A®PU) u 51,00 % [OMCO. WcenbiTaHua Ha
BbIcBOGOXKAEHME in Vitro Gbinn NpoBeAeHbl B COOTBETCTBUM CO cxemon 1 B Tabnuue 2, npumep 3.

B Tabnuye 1 npuBeaeHbl KOHKPETHbIE COCTaBbl HA OCHOBE GIOK-CONONUMEPOB.

PesynbTaTbl ykasblBalOT Ha TO, YTO COCTaB Ha OCHOBE 3BE340006pasHOro cononumepa
npuBoanUT Kk Gonee MeaneHHON KMHETMKE BbICBOBGOXAEHNS, YEM COCTaB Ha OCHOBE NMHEWHOTO
cononMmepa C COMOCTaBUMOW MOMEKYNsipHOW Maccoln. [enctButenbHo, coctaB F451

LEMOHCTpUpYeT 6onee MEANEHHYIO KUHETUKY BbICBOBOXAEHUS NO CpaBHEHUIO C F449.

Ha curype 14 npegcraBneHbl 3Ha4eHNsi nokasaTensi CoCoOHOCTU NPOXOAUTL Yepes urny
npu BeeaeHnn ans coctaBoB F449 n F451. [laHHble A€MOHCTPUPYIOT, YTO npu 6onee HU3KOM
nokasaTtene cnocoBbHOCTU NPOXOAUTb Yepe3 UMMy NPy BBEAEHUN M aHANOrMYHON MOMEKYNAPHON
Macce COCTaB Ha OCHOBE 3Be34006pasHOro comnonvMepa AeMOHCTpupyeT Gonee meaneHHyto
KMHETUKY BbICBOOOXAEHUS, YEM COCTaB Ha OCHOBE NMHENWHbIX conmonumepoB. B Tabnuye 3

npeacraeneHbl Nogpo6HbIe AaHHbIE NO CMOCOGHOCTU NPOXOAUTL YEPES UMY NMPU BBEAEHUM.

Ha durype 15 npeacraBneHbl 3Ha4eHUsA BA3KOCTM Ans coctaBoB F449 n F451. [JaHHble
LEMOHCTPUPYIOT, YTO Npu Gonee HU3KMX 3HAYEHUSX BA3KOCTA W aHamnorMyHOMW MONEKyNsApPHOM
Macce COCTaB Ha OCHOBe 3Be34000pasHOro cononvmepa NpuMBOAUT K Oonee MeAneHHON
KMHETMKE BbICBODOXAEHNSA, YEM COCTAaB Ha OCHOBE NMHEMHbIX cononumepoB. B Tabnuue 4

npeacTaBneHbl Nogpo6HbIE AaHHbIE MO BA3KOCTH.

Ha curype 16 npeactaBneHo KyMynsiTUBHOE BLICBOBOXAEHME MeENOKcMKama in vitro B
npoLeHTax ¢ TEYEHNEM BPEMEHUW U3 ABYX pasnnyHbix cocTaBos: coctas F509 (O), cogepxalymn
68,00 % aubnok-cononumepa dP2R0.8 ¢ 2,00 % aktuBHOro uHrpeamenta (A®W) n 30,00 %
OMCO, n coctae F451 (V), cogepxawmin 47,00 % 3Be3poobpasHoro cononumepa s4-P2R3 ¢
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2,00 % aktmBHOro narpeaunenta (A®M1) n 51,00 % AMCO. McnbiTaHus Ha BbICBOGOXAEHWE in vitro
Ol NPOBEAEHbI B COOTBETCTBUM CO cxemon 1 B Tabnmuye 2, npumep 3. B Tabnuye 1 npuBeaeHbl

KOHKPETHbIE COCTaBbl HA OCHOBE 6]'IOK-COI'IOJ'II/IMepOB.

[aHHble NokasbIBalOT, YTO COCTaB Ha OCHOBE 3BE34006pa3HOro cononumMepa NpuBoOAMT K
6onee meanNeHHON KMHETUNKE BbICBOBOXAEHNSA NO CPABHEHWNIO C COCTABOM Ha OCHOBE NMMHENHbIX
COMOSIMMEPOB C CONOCTABUMOWN ASIMHON CROXHOMNONN3MUPHON Lenu Ha BETBb. [eNCTBUTENBHO,
coctaB F451 pemoHcTpupyeT 6onee MeANEHHYI0 KMHETUKY BbICBOOOXAEHMSA MO CPABHEHMIO C
F509.

Ha curype 17 npeacraBneHbl 3Ha4eHNs nokasaTens CnoCoOBHOCTU NPOXOAUTL Yepes urny
npu eeegeHumn ana coctasoB F451 n F509. [laHHble AEMOHCTPUPYIOT, YTO NMPU CONOCTaBMMBbIX
3HaueHUAX nokasaTenst CnocoBHOCTM MPOXOAWTb Yepe3 Wrny Npu BBEAEHWN W aHANOTMYHOW
ANVHE CNOXHONONU3MMPHON Lenn Ha NneYyo cocTaB Ha OCHOBE 3Be34000pa3HOro cononumepa
AEMOHCTpUpyeT 6onee MeANEHHY KMHETUKY BbICBOBOXAEHUS NO CPABHEHUIO C COCTABOM Ha
OCHOBE nuHelHoro cononumepa. B Tabnuye 3 npeacTaBneHbl NoApobHble AaHHble NO

CNOCOGHOCTM NPOXOAUTL YEPEe3 UrMy NPu BBELEHNN.

Ha ®urype 18 npeacraBneHbl 3Ha4YeHUst BA3KOCTU ansa coctaBoB F451 n F509. [daHHble
AEMOHCTPUPYIOT, YTO NPX CONOCTABUMON BA3KOCTU U aHANOTMMYHON ANMHE CNOXHONONN3prpHON
Lenu Ha nrneyo coctaB Ha OCHOBE 3Be340006pasHOro comonvmepa AemMOHCTpupyeT Gonee
MEANEHHYIO KMHETUKY BbICBOOOXAEHWS MO CPaBHEHMIO C COCTABOM Ha OCHOBE FMHEWHOTrO

cononumepa. B Tabnuye 4 npeactaBneHbl Nogpo6HbIE AaHHbIE MO BA3KOCTM.

Ha cdurype 19 npeacrtaBneHo KyMmynsiTuBHOE BbICBOBOXAEHME MeENoKcMKkama in vitro B
npoLeHTax ¢ TEYEHNEM BPEMEHMN U3 ABYX pasnnyHbIXx cocTaBoB: coctas F388 (O), cogepxalymn
40,00 % Tpmnbnok-cononumepa P2R2 ¢ 2,00 % akTneBHoro nirpeanenta (A®M) n 58,00 % OMCO,
n coctas F389 (A), cogepxawmin 40,00 % 3sespgoobpasHoro cononumepa s4-P2R2 ¢ 2,00 %
aKTUBHOroO MHrpeamneHTa (A®M) n 58,00 % AMCO. VcnbiTaHns Ha BbiICBOGOXAEHWE in Vitro Oblnn
NnpoBeAeHbl B COOTBETCTBUM CO cxemoin 1 B Tabnuue 2, npumep 3. B Tabnuuye 1 npueeaeHbl

KOHKPETHbIE COCTaBbl HA OCHOBE 6n0|<-cononmmep0|3.

PesynbTaTbl yKa3blBalOT Ha TO, YTO COCTaB Ha OCHOBEe 3BE34006pasHoOro cononumepa

AEMOHCTPUPYET Gonee MEANEHHYIO KMHETUKY BbICBOBOXAEHUS MO CPABHEHMIO C COCTAaBOM Ha
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OCHOBE IMHENHOro cononmMmepa C COMOCTaBMMOM MoOnekynspHon maccon. Cocrtas F389

LEMOHCTpUpyeT 6onee MeANEHHYIO KUHETUKY BbICBOBOXAEHNS, YeM cocTae F388.

Ha ®urype 20 npeacTaBneHbl 3Ha4YEHMS NokasaTens CnoCoOHOCTU NPOXOAUTD YEPE3 Urny
npu seeaeHnMn ans cocrasoB F388 n F389. [JaHHble AEMOHCTPUPYIOT, UTO MpPU UAEHTUYHOM
CoAepXXaHMn cononumepa W COMOCTaBMMOW MOMEKYNSAPHOMW Macce COCTaB Ha OCHOBE
3ge3g006pa3Horo cononvMmepa AeMOHCTpUpyeT 6onee HMU3Kylo CrnocoBHOCTb NPOXOAUTb Yepes
urny npv BBegeHun n Gonee meaneHHyo KNHETUKY BbICBOBOXAEHNS NO CPABHEHMIO C COCTABOM
Ha OCHOBe nuMHenHoro cononumepa. B Tabnuuye 3 npeactaeneHbl NogpobHble AaHHble MO

CMOCOGHOCTM NPOXOAUTb YEPES UMY NPU BBEAEHUN.

Ha durype 21 npeacraBneHbl 3Ha4eHUsa BA3KoCcTM Anga coctasoB F388 n F389. [laHHble
AEMOHCTPUPYIOT, 4YTO nNpyM OAMHAKOBOM COAEPXKAHUM COMOMMMEPA M  COMOCTaBMMOWN
MONEKyNAPHOM Macce COCTaB Ha OCHOBE 3Be34,006pa3Horo cononvmMmepa AeMoHCTpupyeT 6onee
HU3KYIO BSI3KOCTb U Gonee MeAneHHYK KWHETUKY BbICBOOOXAEHWS, YEM COCTaB Ha OCHOBE

nuHenHoro cononumepa. B Tabnuue 4 npescraBneHbl NoaPo6HbIE AaHHbIE NO BA3KOCTU.

Ha cdurype 22 npeacraBneHo KyMmynsTUBHOE BbICBODOXAEHME MenoKcukama in vitro B
npoLeHTax C TEYEHMEM BPEMEHN M3 TPEX PasnMyHbIX cocTaBoB: coctaB F483 (O), coaepawuin
44,00 % Tpmbnok-cononumepa P2R3.5 ¢ 2,00 % aktuBHOro uHrpeaunenta (AdW) n 54,00 % NMP;
coctae F484, copepxawmn 47,00 % pgubnok-cononmmepa dP2R3 ¢ 2,00 % akTUBHOro
nHrpeaneHta (A®M) u 51,00% NMP, un cocrae F489 (V), coaepxawwmn 51,00 %
3BesgoobpasHoro cononumepa s4-P2R3 ¢ 2,00 % aktmBHoro mHrpegneHta (AON) n 47,00 %
NMP. UcnbiTaHnsa Ha BbicBOOOXAEHME in vitro Gbiny NPOBELEHBI B COOTBETCTBMM CO CXeMOn 1 B
Tabnuue 2, npumep 3. B Tabnuue 1 npuBenseHbl KOHKPETHbIE COCTaBbl HA OCHOBE OnOK-

COMONMMEPOB.

PesynbTaTbl yKkasbiBalOT Ha TO, YTO COCTAB Ha OCHOBE 3Be340006pa3sHbiX CONOMMMEpPOB
npuBoAUT K Bonee MeaneHHON KMHETUKE BbICBODOXAEHNS, YEM COCTaBbl HA OCHOBE NMHENHOIO
COMonMMepa C COMOCTaBUMON MONEKYNSAPHOM Maccon. [enctButenbHo, coctaB F489

LEMOHCTpUpYeT 6onee MEANEHHYIO KUHETUKY BbICBOBOXAEHNS NO CpaBHeHUIO ¢ F483 n F484.

Ha churype 23 npeacraBneHbl 3Ha4YEHNS NOKasaTens CNoCOBHOCTU NPOXOAUTL YePE3 Urny

npw BeegeHnn ang coctasoB F483, F484 n F489. [1aHHble 4€MOHCTPUPYIOT, YTO NPU UAEHTUHHOM
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rnokasaTerne cnocoGHOCTU MPOXOAUTbL YEPES Uy NPU BBEAEHUN 1 CONOCTABUMOWN MOEKYNSPHON
mMacce COCTaB Ha OCHOBe 3Be34006pasHoro cononMmepa AEMOHCTPUPYET Gornee MeANEHHYIO
KWHETVKY BbICBOOOXAEHNA MO CPABHEHMIO C COCTaBaMy Ha OCHOBE NIMHENHOro cononvmepa. B
Tabnuue 3 npeacraBneHbl NoAPoOHbIE AaHHbIE MO CMNOCOBHOCTM MPOXOAWUTL Yepe3 Urny npu

BBEAEHUN.

Ha durype 24 npeacrtaeneHbl 3Ha4veHus BaAskocTu Ana F483, F484 n F489. [daHHble
AEMOHCTPUPYIOT, YTO NPY aHaNoOrMYHON BA3KOCT U CONOCTABUMOWN MOMEKYNSPHOW Macce CocTaB
Ha OCHOBe 3Be3006pasHOro cononumepa AEMOHCTpupyeT 6ornee MeAneHHYl KUHETUKY
BbICBOOOXAEHMSA NO CPABHEHMIO C COCTaBaMu Ha OCHOBE NIMHENHOro cononumepa. B Tabnuuye 4

npeacTaBneHbl Nogpo6Hble AaHHbIe MO BA3KOCTU.

durypa 25 npeacrasnseT cobon rpaduk, Ha KOTOPOM NPEACTaBMNEHO KYMYMSTUBHOE
BbICBODOXAEHME MernoKcMKama in vitro B NPOLEHTax C TEYEHMEM BPEMEHU U3 TPEX Pa3NUYHbIX
coctasoB: coctaB F485 (O), cogepxawmn 22,00 % Tpubnok-cononumepa P2R3.5 ¢ 2,00 %
akTuBHoro uHrpegmnenta (A®U) n 76,00 % TpuayetuHa; coctaB F486, coaepxawmin 24,00 %
anénok-cononmumepa dP2R3 ¢ 2,00 % aktuBHOro nHrpeanenta (A®M) n 74,00 % TpuauetTuHa, n
coctae F488 (V), coaepxawmn 26,00 % 3sespoobpasHoro cononumepa s4-P2R3 ¢ 2,00 %
akTuBHoro mHrpegunenta (APN) n 72,00 % TprnaueTtrHa. MicnbiTaHnsa Ha BbiICBOGOXaEHME in vitro
OblNM NPOBEAEHbI B COOTBETCTBUM €O cxemol 1 B Tabnuuye 2, npumep 3. B Tabnuue 1 npuBeeHbl

KOHKpPEeTHble COCTaBbl HA OCHOBE 6n0|<-cononvlmep03.

PesynbTaTtbl ykasbiBalT Ha TO, YTO COCTaB Ha OCHOBE 3Be34006pasHoro cononumepa
npuBoAnT kK 6onee MeaneHHON KUHETUKE BbICBODOXAEHNS, YEM COCTaBbl HA OCHOBE NMHENHOIO
COononMMepa C COMOCTaBMMOWN MONeKynsipHoW maccon. Coctae F488 pemoHcTpupyeT Gonee

MeAJIEHHYIO KMHETUKY BbicBOGOXAEHUS, yeM F485 1 F486.

Ha cdhurype 26 npeacTaBneHO CyMMapHOe KyMynsSiTUBHOE BbICBODOXAEHME MENOKCUKaMa
in vitro B NpoLeHTax C TEYEHMEM BPEMEHM U3 TPEX PasnuyHbIX cocTaBoB: cocTtaB F389 (&),
cogepxawun 40,00 % 3Be3goobpasHoro cononumepa s4-P2R2 ¢ 2,00 % aktuBHOro
nHrpeaneHta (APM) wu 58,00 % [OMCO; coctrae F405 (A), cogepxawui 40,00 %
3BesgoobpasHoro cononumepa s4-P2R3 ¢ 2,00 % aktmBHoro mHrpegneHta (APU) n 58,00 %

OMCO, n coctae F397 (V), coaepxawmin 40,00 % 3Be3poobpasHoro cononumepa s4-P2R6 ¢
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2,00 % aktmBHOro nHrpeamnenTa (A®M) n 58,00 % AMCO. VcnbiTaHus Ha BbICBOGOXAEHWE in Vitro
Ol NPOBEAEHDbI B COOTBETCTBUM CO cxeMon 1 B Tabnuye 2, npumep 3. B tabnuuye 1 npuBeaeHbl

KOHKPETHbIE COCTaBbl HA OCHOBE 6]'IOK-COI'IOJ'II/IMepOB.

[aHHble nokasbiBaloT, YTO yBenuyeHne anmHel uenn NMK B npeagenax 3se3f006pasHoro
cononvmepa nNpMBOAUT K MOAYNALUMM KUHETMKN BbICBOOOXAEHUS B COCTaBax C OAUHAKOBbIM
cogepxaHmem cononumepa. CocrtaB F397 pemoHcTpupyeT Gonee MEANEHHYIO KMHETUKY
BbicBoOOXKAeHMsA, dYem F405 n F389. AnanormyHo coctaB F405 pemoHctpupyeT 6Gonee

MeASIEHHYIO KNHETUKY BbicBOBOXAEHNSA, yem F389.

Ha curype 27 npeacTtaBneHo KyMynaTUBHOE BbICBOBOXAEHME Mernokcukama in vitro B
npoLeHTax C TEYEHNEM BPEMEHM M3 ABYX PasnUYHbIX coCcTaBoB: cocTtas F389 (V), coaepxawun
40,00 % s3Be3goobpasHoro cononumepa s4-P2R2 ¢ 2,00 % akTtuBHoro mHrpeguerHta (AOU) n
58,00 % OMCO, un coctae F402 (A), cogepxawmin 40,00 % 3Be3goobpasHoro cononvmepa s4-
P5R2 ¢ 2,00 % aktmBHoro wuHrpeaneHta (APN) n 58,00 % [OMCO. WcnbitaHma Ha
BbicBOBOXAEHME in vitro Obinn NPpoBeAEHbl B COOTBETCTBUM CO cxemoin 1 B Tabnuuye 2, npumep 3.

B Tabnuuye 1 HwKe NprBeAEHbI KOHKPETHbIE COCTaBbl HA OCHOBE G0K-COMONMMEPOB.

[aHHble NokasbIBalOT, YTO YBENMYEHNe AnNuHbl Uenu M3l B npegenax 3se3f006pasHoro
cononumepa ¢ PUKCUPOBaHHbIM COOTHOoweHnem MK/SO npuBOAWT K YBENMUYEHUIO CKOPOCTU
BbICBOGOXAEHMA ANS COCTaBOB C OAMHAKOBbIM cogepxaHuem cononumepa. Coctae F389

LEMOHCTpUpYeT 6onee MEANEHHYIO KUHETUKY BbICBOBOXAEHNS NO cpaBHeHMO ¢ F402.

Ha curype 28 npeactaBneHo KyMynsiTUBHOE BbICBODOXAEHME MeNoKcMKkama in vitro B
NPOLUEHTax C TEYEHMEM BPEMEHN N3 ABYX Pa3NNYHbIX COCTaBoB: cocTaB F405 (A), coaepxalwyui
40,00 % 3BesgoobpasHoro cononumepa s4-P2R3 ¢ 2,00 % akTuBHOro mHrpegmneHta (APU) un
58,00 % OAMCO, u coctaB F451 (V), coaepxawmn 47,00 % 3se3goobpasHoro cononumepa s4-
P2R3 ¢ 2,00 % aktusHoro wuHrpeameHta (APUN) un 51,00 % [OMCO. WcnbitaHua Ha
BbIcBOGOXAEHME in Vitro Bbinn NpoBeAEHbI B COOTBETCTBUM CO cxemon 1 B Tabnuue 2, npumep 3.

B Tabnuye 1 HwKe NprBeAEHbI KOHKPETHbLIE COCTaBbl HA OCHOBE G10K-COMONMMEPOB.

[aHHble noKasbiBalOT, YTO YBENUYEHME COAEPXKAHUS 3Be34000pasHOro cononumepa
NPUBOAUT K CHWKEHWIO CKOPOCTU BbICBOOOXAEHUS. [encTBuTenbHO, coctaB F451

LEMOHCTpUpYyeT 6onee MEANEHHYIO KUHETUKY BbICBOBOXAEHNS MO cpaBHeHUIO ¢ F405.
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Ha durype 29 npencraBneHo KyMynsTMBHOE BbiCBOOOXAeHME OynuBakawmHa in vitro B
npoLeHTax ¢ TEYEHNEM BPEMEHMW U3 ABYX pasnnyHbix coctaBos: coctas F413 (O), cogepxalymn
40,00 % Tpubnok-cononumepa P2R6 ¢ 2,00 % aktneBHoro nirpeauenta (A®M) n 58,00 % AMCO,
n coctaB F414 (A), cogepxawmn 40,00 % 3sesgoobpasHoro cononumepa s4-P2R6 ¢ 2,00 %
akTuBHOro uHrpegnerta (A®M) n 58,00 % AMCO. VcnbiTaHns Ha BbiICBOGOXAEHME in Vitro Obinn
npoBeAeHbl B COOTBETCTBUMN CO cxemoin 1 B Tabnuye 2, npumep 3. B Tabnuye 1 HMXe npuBeaeHbl

KOHKPETHbIE COCTaBbl HA OCHOBE 6]'IOK-COI'IOJ'IVIMepOB.

Pe3ynbTaTbl ykasbiBalOT Ha TO, YTO COCTaB Ha OCHOBE 3Be34006pa3HOro cononumepa
AEMOHCTpUpyeT Gonee MeaneHHyo KUHETUKY BbICBOBOXAEHNS NO CPAaBHEHUIO C COCTaBaMu Ha
OCHOBE INWHENHOro COMONUMEepa, MWMELWMMM COMOCTAaBUMYKD MOINEKYNSAPHYIO  Maccy.
HenctBuTenbHO, coctaB F414 aeMoHCTpUpyeT 6onee MEANEHHYIO KMHETUKY BbICBOGOXAEHMS MO

CpaBHeHMIO ¢ cocTaBom F413.

Ha dwurype 30 npeacTaBneHO KyMyNSiTUBHOE BbICBODOXAEHME MENOKCUKaMa,
fynuBakauHa ¥ TaMmcynosuHa in vitro B NpoLeHTax C TEYEHUEM BPEMEHU M3 TPeX PasfUYHbIX
coctaBoB: coctaB F414 (A), cogepxawumin 40,00 % 3Be3goobpasHoro cononumepa s4-P2R6 ¢
2,00% ©OynueakanHa wu 58,00% JOMCO; coctae F397 (O), cogepxawmi 40,00 %
3BesgoobpasHoro cononumepa s4-P2R6 ¢ 2,00 % menokcukama n 58,00 % OAMCO, n cocras
F460 (V), cogmepxawmn 40,00 % 3Be3goobpasHoro cononumepa s4-P2R6 ¢ 2,00 %
TamcynosmHa n 58,00 % OMCO. McnbiTaHusa Ha BbICBOGOXAEHWE in Vitro Gbinv NPOBEAEHDbI B
COOTBETCTBUM CO cxemon 1 B Tabnuue 2, npumep 3. B Tabnuuye 1 HWKe NpMBELEHDI KOHKPETHbIE

CoCTaBbl Ha OCHOBe 6n0|<-cononvlmepos.

[aHHble noKasbiBaOT, YTO BO3MOXHO JAOCTMYb AOMTOCPOYHOrO  3aMeAsIeHHOro
BbicBOGOXAEHUSA pa3nuuHbiX APK ¢ ncnonb3oBaHMEM COCTaBOB Ha OCHOBE 3Be34000pasHOro

COMonMMepa, ONMCaHHbIX B HACTOSILLEM U30BPETEHMMN.

durypa 31 npeacraensietr cobon rpaduk, Ha KOTOPOM MPELACTABNEHO KYMYISITUBHOE
BbICBOOOXAEHME MEMNOKCUKaMa in vitro B NpoLeHTax C TedeHnem Bpemenn n3 F397. Cocrtas F397
(O) cogepxut 40,00 % 3BesgoobpasHoro cononumepa s4-P2R6 ¢ 2,00 % akTuMBHOro

nHrpeaneHta (A®W) n 58,00 % OAMCO. VcnbiTaHus Ha BeICBOGOXAEHWE in vitro Obinn NPOBEAEHbI
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B COOTBETCTBMM CO cxemon 1 B Tabnumue 2, npumep 3. B Tabnuue 1 HMXe npuBeAeHbl KOHKPETHbIE

CoCTaBbl Ha OCHOBe 6n0|<-cononmmepos.

PesynbTaTbl AEMOHCTPUPYIOT, YTO COCTaB Ha OCHOBe 3BE€34006pasHoro cononumepa
MPUBOAUT K 3aMeANEHHOMY BbICBOGOXAEHMIO NEKAPCTBEHHOTO CPEACTBA B TEUEHME He Gonee no

MeHbLUen Mepe 6 MecsiLeB.

Ha durype 32 npencraBneHo KymynsaTUBHOE BbICBOOOXAEHME TaMCyno3uHa in vitro B
NpoLUeHTax C TEYEHNEM BPEMEHN N3 ABYX PasnnYHbIX COCTaBoOB: cocTaB F463 (A), coaepxalwyui
40,00 % 3BesgoobpasHoro cononumepa s4-P2R6, 14,40 % aktuBHoro uHrpeguerHta (AGU) u
45,60 % OMCO, n coctaB F460 (V), coaepxawmn 40,00 % 3Be3goobpasHoro cononumepa s4-
P2R6 c¢ 2,00 % aktmBHOro wuHrpeameHta (APN) mn 58,00 % [OMCO. WcnbitaHma Ha
BbICBOBOXAEHME in vitro Obiny NpoBeAEHbI B COOTBETCTBUM CO cxemoin 1 B Tabnuye 2, npumep 3.

B Tabnuvue 1 Hwke NprBeseHbl KOHKPETHbIE COCTaBbl HA OCHOBE 6MOK-COMONMMEPOB.

PesynbTaTbl nokasbiBalT, YTO COCTaBbl Ha OCHOBE 3863A006p83HOF0 cononmmepa

obecneunBaloT 3ameaneHHoe BbICBOGOXAEHNE C ABYMS Pa3nMYHbIMK Harpyskamu A,

Ha durype 33 npeactaBneHa CKOPOCTb BbICBOBOXAEHUSA MENOKCMKaMa B MUKPOrpammax
B CYTKW C TEYEHNEM BPEMEHN M3 YeThIpEX pasnunyHbIx cocTaBoB: coctae F391 (O), coaepxawuin
40,00 % Tpubnok-cononmmepa P2R3.5 ¢ 2,00 % aktmBHOro uHrpegmeHta (APM) mn 58,00 %
OMCO; cocTtae F449 (o), coaepxawnin 45,00 % gnbnok-cononmmepa dP2R3 ¢ 2,00 % akTMBHOro
nHrpeaneHta (APM) wu 53,00 % OMCO; coctae F451 (A), cogepxawun 47,00 %
3BesgoobpasHoro cononumepa s4-P2R3 ¢ 2,00 % aktmBHoro mHrpeamnenta (AON) n 51,00 %
OMCO, u coctae F397 (V), cogepxawun 40,00 % 3Be3poobpasHoro cononumepa s4-P2R6 ¢
2,00 % akTmBHOro nHrpeaunenta (A®M) n 58,00 % AMCO. cnbiTaHus Ha BbICBOGOXAEHWE in Vitro
Ol NPOBEAEHDbI B COOTBETCTBUM €O cxeMol 1 B Tabnuue 2, npumep 3. B Tabnuue 1 npuBeieHbl

KOHKPETHbIE COCTaBbl HA OCHOBE 6]'IOK-COI'IOJ'IVIMep0B.

PesynbTaTthbl ykasblBalOT Ha TO, YTO COCTaBbl HA OCHOBE 3BE34,006pasHoro cononumepa
npuBOAAT K 6onee MeaNeHHON KUHETUKE BbICBOOOXAEHNS, YEM COCTaB HA OCHOBE ITMHENHOIO
COMoNMMepa ¢ CONOCTaBUMON MOMEKYNSPHON Maccon. [lencTBMTENBHO, cocTaBbl F451 n F397

LEMOHCTPUPYIOT 6onee MeANeHHYIO KWNHETUKY BbICBOBOXAEHNS NO CpaBHEHUIO ¢ F391 n F449.
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MoxHO BuaeTb, YTO cocTaB F397 Ha ocHOBe 3Be34006pasHOro cononumepa npuUBOAUT K

CaMOl HM3KOW CKOPOCTU BbICBOBOXAEHNS.

durypa 34 npeacraBnseTr cobowm rpaduk, Ha KOTOPOM MpeAcCTaBreHa CyMMapHas
KOHLEHTpauus akTMBHOro dhparmMeHTa MenokcukamMa B nra3me, BbipaXeHHas B HaHOrpaMmMax Ha
MUANUNUTP, C TEYEHUEM BPEMEHM U3 4YETbIPEX Pa3NUYHbIX COCTaBOB, MPEACTABMNEHHbIX HA
durype 33. McnbiTaHus Ha BbicBOGOXKAEHME in vivo Obiny NPpOBeAEHbI B COOTBETCTBUM CO CXEMOM

1 B Tabnuue 5, npumep 7.

PesynbTaTtbl yka3biBalOT Ha TO, YTO COrMacHo HabnoaeHusaMm in vitro cCoCTaBbl Ha OCHOBE
3Be340006pasHOro cononumepa AEMOHCTPUPYIOT Bonee MeLNEeHHYI0 KUHETVKY BbICBOBOXAEHMS
in Vivo NO CPaBHEHMIO C COCTaBOM Ha OCHOBE IMHEWHOro COnonuMepa C COonoCTaBMMOM
MONeKyNsSpHoONn maccon. [encTtButenbHo, cocTaBbl F451 u F397 apemoHcTpupytoT Gonee

MEeANEHHYIO KNHETWKY BbICBOOOXAEHWNS NO cpaBHeHMo ¢ F391 n F449.

AHanorn4yHo pesynbTtaTtam in vitro Habnoaanu, 4to coctaB F397 Ha ocHoBe 3Be34006pasHOro

cononumepa NpUBOAUT K CAMOW HU3KON CKOPOCTU BbICBOOOXAEHNS.

Ha curype 35 npegcraBneHbl 3Ha4eHNs nokasaTens CnocoGHOCTM NPOXOAUTb YePES Urny
npu BeeaeHnn ans coctasoB F391, F449, F451 n F397. [JaHHble AEMOHCTPUPYIOT, YTO Npw
aHanoru4Hon cnocoBGHOCTM MPOXOoAUTb Yepes urny npu eeeaeHumn (oxos0 20 H) cocTtasbl Ha
OCHOBe 3Be3j006pas3HoOro cononMMepa AEMOHCTPUPYIOT 6onee MEANEHHYID  KUHETMKY
BbICBOGOXAEHMSA NO CPABHEHMIO C COCTaBaMM HA OCHOBE NMHENHOro cononumepa. B Tabnuue 3

npeacTaeneHbl No4pobHbIe AaHHbIE NO CMOCOGHOCTU NPOXOAUTL YEPES UMY NPV BBEAEHWN.

Ha curype 36 npeacTtaBneHO KyMYNSITUBHOE BbICBOOOXAEHWE MONOYHOM KUCMOThI in
vitro B npoLeHTax C TeYEHNEM BPEMEHU U3 ABYX Pa3NMYHbIX COCTABOB B KA4ECTBE MEPbl CTEMEHU

pasnoxeHus cononumepa [MOr-NMK. Coctas F496 (O) coaepxut 40,00 % Tpubnok-

cononumepa P2R2 ¢ 2,00 % Ttamcyno3suHa n 58,00 % OMCO, u cocras F497 (o) copepxut
40,00 % s3BespoobpasHoro cononumepa s4-P2R2 ¢ 2,00 % TamcynosuHa mn 58,00 % OMCO.
KonnyectBeHHOE onpejeneHne MOSMOYHOM KUCMOTbl OblNO MPOBEAEHO B COOTBETCTBUMU C
npumepom 4. B Tabnuye 1 HmKe npuBEeAEHbl KOHKPETHblE COCTaBbl Ha OCHOBE Onok-

COMONMMEPOB.
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[aHHble nokasbiBaloT, YTO cocTaB F496 Ha OCHOBE NMMHEMHOrO COMONMMepa NPUBOAUT K
NMOCTOSHHOMY BbICBOGOXAEHNIO MOFMOYHOW KUCNOTbl B TEYEHUE OMNpPeaeneHHOro nepuoaa
BpemeHn. CocCcTaB Ha OCHOBe 3Be3goobpasHoro cononvmepa F497 npueoaut k 6Gonee
MeAJfIEHHON KMHETUKE BbICBOOOXAEHNS MOMOYHOW KUCMOThI, YemM F496 B TeueHune nepsbix 50

AHEl, a 3aTeM BbICBOGOXAEHNE YCKOPSETCS A0 KOHLA UCCNesyeMOoro nepuoaa.

Takum 06pasom, HEOXWAAHHO, COCTaB Ha OCHOBe 3Be34006pasHoro comnonumMepa
MPUBOAUT K YCKOPEHHOMY PasfoXeHMWIo AeM0 MO CPABHEHUIO C COCTABOM Ha OCHOBE NMHEHOTO

cononumepa.

durypa 37 npeactaendet cobon rpaduk, Ha KOTOPOM MPEACTABNEHO KYMYMNSATUBHOE
BbICBOOOXAEHME MOSOYHOW KUCMOTbI in Vitro B MNPOLEHTax C TEeYeHWeM BPEMEHU U3 ABYX
pasnuyHblx coctaBos: coctae F498 (O), cogepxawumi 40,00 % aubnok-cononumepa dP2R3 ¢
2,00 % TamcynosuHa un 58,00% [OMCO, u coctaB F499 (o), coaepxawun 40,00 %
3BesgoobpasHoro cononmmepa s4-P2R3 ¢ 2,00% TamcynosmHa u 58,00 % [OMCO.
KonnuectBeHHOe onpejeneHne MOMOYHOW KUCNOTbl OblNO NpoOBEAEHO B COOTBETCTBUMM C
npumepom 4. B Tabnuuye 1 Hwke npUBELEHbl KOHKPETHblE COCTaBbl Ha OCHOBE 6nok-

COMONMMEPOB.

[aHHble nokasbiBalOT, UTO coctaB F498 Ha OCHOBE NMHEMHOrO cononMMepa MPUBOAUT K
MeAIEHHOMY KBAa3UNOCTOSIHHOMY BbICBOOOXAEHMIO MOJIOYHON KMCNOTbI B TedeHne nepebix 90
[LHel, a 3aTem BbICBOBOXAEHNE YCKOPSIETCA 4,0 KOHUA uccnegyemoro nepuoga. Cocras F499 Ha
OCHOBe 3Be3goobpasHoro cononuMmepa npuBoaUT K 6Gonee MeANEHHOW  KUMHETMKE
BbICBOOOXAEHMSA MOMOYHON KMCNoTbl, yeM F498 B TeueHue nepeBbix 50 aHen, a 3aTem
BbICBOOOXAEHME YCKOPSIETCA A0 KOHUAa Mccnegyemoro nepuoga. Takum obpasom, geno us
COCTaBOB Ha OCHOBE 3Be34,000pa3HOro CoOnonMmepa NoABEPrarTcsl YCKOPEHHOMY PasnoXeHUIo

no cpaBHEHMIO C Aeno, NoNy4YeHHbIMU N3 COCTaBOB Ha OCHOBE NNHENHbIX cononmmepos.

Ha curype 38 npeactaBneHo KyMynsiTUBHOE BLICBOBOXAEHME MeNoOKcMKama in vitro B
NPOLUEHTax C TEYEHMEM BPEMEHUN U3 TPEX Pa3NNYHbIX COCTaBoB: cocTas F389 (®), coaepxalwyni
40,00 % 3BesgoobpasHoro cononumepa s4-P2R2 ¢ 2,00 % aktuBHOro mHrpegmneHta (APUN) un
58,00 % OMCO, coctaB F401 (4), coaepxawmn 20,00 % 3BesgoobpasHoro cononumepa s4-
P2R6 n 20,00 % 3Be3goobpasHoro cononumepa s4-P2R2 ¢ 2,00 % akTUMBHOIO WHrpesueHTa
(A®N) n 58,00% OMCO, mn cocrtaB F397 (<), coaepxawmn 40,00 % 3Be3g006pasHoro
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cononumepa s4-P2R6 ¢ 2,00 % aktmBHOro nHrpeauenta (A®M) n 58,00 % OMCO. VcnbitaHnua
Ha BbICBOGOXAEHME in vitro Obinn NPOBEAEHbI B COOTBETCTBUN CO cxemon 1 B Tabnvuye 2, npumep

3. B Tabnnuye 1 HWXKe npuBeLeHbl KOHKPETHbIE COCTaBbl HA OCHOBE GIOK-COMONMMEpPOB.

PesynbTaTbl 4EMOHCTPUPYIOT, YTO CMeECb ABYX 3B€34006pasHbiX COMOMMMEPOB B
KOMMNO3WUUyMM cocTaBa MPUBOAUT K MOAYNMUPOBAHHOMY WNU  YIyYWEHHOMY npodunio

BbICBOOOXAEHUS.

Ha curype 39 npeacrtaBneHo KyMmynsaTMBHOE BbICBOOOXAEHME MenokcuMkama in vitro B
npoLeHTax C TEHEHMEM BPEMEHN M3 TPEX pasnunYHbIX cocTaBoB: coctas F397 (O), coaepxawun
40,00 % 3BesgoobpasHoro cononumepa s4-P2R6 ¢ 2,00 % aktuBHOro mHrpegueHta (APUN) n
58,00 % OMCO, coctas F402 (V), cogepxawumn 40,00 % 3Be3goobpasHoro cononumepa s4-
P5R2 ¢ 2,00 % aktuBHOro uHrpeameHta (A®M) n 58,00 % OMCO, n cocras F404 (o),
coaepxawmin 20,00 % 3BesgoobpasHoro cononumepa s4-P2R6 n 20,00 % 3BesgoobpasHoro
cononmmepa s4-P5R2 ¢ 2,00 % aktuBHoro nHrpeamenta (A®WN) n 58,00 % OAMCO. UcnbiTaHus
Ha BbicBOBOXAEHME jn vitro ObInn NPoBeAEHbI B COOTBETCTBUN CO cxemon 1 B Tabnvuye 2, npumep

3. B Tabnuvue 1 npuBeaeHbl KOHKPETHbIE COCTaBbl HA OCHOBE GTOK-COMNONIMMEpPOB.

Pe3ynbTaTbl AEMOHCTPUPYIOT, YTO CMECH ABYX 3B€34006pa3sHbiX COMOMMMEPOB B KOMMO3MLUM

cocTaBa NPMBOAUT K MOAYNUPOBAHHOMY NPOUI0 BbICBOGOXAEHNS.

Ha cdurype 40 npeacrtaBneHo KyMynsiTUBHOE BbICBOBOXAEHME MeNoKcukama in vitro B
NPOLUEHTAxX C TEYEHMEM BPEMEHU U3 TPEX pPasnuyHbIX COCTaBoB: coctas F388 (<), coaepxalimi
40,00 % nuHenHoro cononumepa P2R2 ¢ 2,00 % aktueHOro mHrpeanenta (A®M) mn 58,00 %
OMCO, coctaB F389 (O), coaepxawmin 40,00 % 3Be3goobpasHoro cononumepa s4-P2R2 ¢
2,00 % aktuBHOro mHrpeanenta (A®M) u 58,00 % OMCO, n coctas F390 (o), coaepxawmi
20,00 % 3BesgoobpasHoro cononumepa s4-P2R2 n 20,00 % nuHenHoro cononumepa P2R2 ¢
2,00 % aktnBHOro nHrpeaunenta (A®M) n 58,00 % OAMCO. McnbiTaHus Ha BbICBOGOXAEHWE in Vitro
OblnM NPOBELEHDbI B COOTBETCTBMM CO cxemon 1 B Tabnuue 2, npumep 3. B Tabnuye 1 Huxe

npmnBeaeHbl KOHKPETHbIE COCTaBbl HA OCHOBE 6]'IOK-COF]0.I'II/IMBPOB.

[aHHblE NOKa3sbIBAOT, UYTO CMECb JMHEWHbIX W 3BE34000pasHbIX COMONVMMEPOB B
KOMMNO3WUMM COCTaBa MOXET MPUBOAUTb K MOAYNMPOBAHHOMY NPOMUN0 BbICBOBOXAEHUS.

HeoXxunpaaHHO, CMEeLIaHHbI COCTaB Ha OCHOBE 3BE34000pPa3HOro U NIMHEMHOrO COMONMMEPOB
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MPUBOAMT K ONTMMU3MPOBAHHOMY NPOMUI0 BbICBOGOXAEHMS MO CPaBHEHMIO C COCTaBOM Ha

OCHOBE 3B€34000pa3HOro Nnm NMMHEMHOTO Cononumepa.

Ha durype 41 npeacraBneHo KyMynsaTUMBHOE BbiCBOOOXAeHME OynuBakawmHa in vitro B
NPOLUEHTax C TEYEHNEM BPEMEHMN U3 TPEX PasnnNYHbIX COCTaBoB: cocta F407 (A), cogepxawmn
40,00 % nuHenHoro cononumepa P2R2 ¢ 2,00 % aktmBHOro mHrpegmneHta (A®M) n 58,00 %
OMCO, coctae F408 (V), cogepxawmn 40,00 % 3BesgoobpasHoro cononumepa s4-P2R2 ¢
2,00 % aktuHoro mHrpegmenta (APU) n 58,00 % OMCO, n coctae F409 (®), copepxawmin
20,00 % 3BespoobpasHoro cononumepa s4-P2R2, 20,00 % nuHenHoro cononumepa P2R2 ¢
2,00 % akTtmBHoOro nirpeauenta (A®) n 58,00 % AMCO. cnbiTaHns Ha BbICBOGOXaEeHWE in vitro
Oblnn NpoBeAeHbl B COOTBETCTBMM cO cxemon 1 B Tabnuye 2, npumep 3. B Tabnmye 1 Huxe

npmnBeaeHbl KOHKPETHbIE COCTaBbl HA OCHOBE 6J'IOK-COI'IOJ'IVIMGPOB.

[aHHble noKasblBalOT, YTO CMECb JIMHEMHbIX M 3Be34000pasHbiX COMONMMMEPOB B
KOMMNO3MLUMM COCTaBa MOXET NPUBOAUTL K MOAYIMPOBAHHOMY NPodunto BbICBOGOXAEHNS. Takum
06pasom, HEOXWAAHHO, CMELUAHHbIA COCTaB Ha OCHOBE 3Be3000pasHOro M JfMHENHOro
COMNOMNMMEPOB NPUBOAUT K ONTUMMU3UPOBAHHOMY NPOcunio BbICBOGOXAEHUS MO CPaBHEHUIO C

coCTtaBOM Ha oCHOBE 3B63A006p83HOF0 UNKN NTIMHENHOTO cononumepa.

Ha curype 42 npeacraBneHo KyMmynsTUBHOE BbLICBODOXAEHME MeENoKcukama in vitro B
NPOLEHTax C TEYEHNEM BPEMEHM U3 TPEX Pa3NYHbIX COCTaBoB: cocTas F388 (<), cogepxalymm
40,00 % nuHenHoro cononumepa P2R2 ¢ 2,00 % akTtmeHOro mHrpegmneHta (A®U) n 58,00 %
OMCO, coctas F397 (O), coaepxawmin 40,00 % 3Be3goobpasHoro cononumepa s4-P2R6 ¢
2,00 % aktuBHOro mHrpeanenta (A®M) u 58,00 % OMCO, n coctas F399 (o), cogepxalyum
20,00 % 3BespoobpasHoro cononumepa s4-P2R6, 20,00 % nuHenHoro cononumepa P2R2 ¢
2,00 % aktmBHOro nHrpeamnenta (A®M) n 58,00 % OAMCO. cnbiTaHus Ha BbICBOGOXAEHWE in Vitro
Ol NPOBEAEHDbI B COOTBETCTBUM CO cxemon 1 B Tabnuuye 2, npumep 3. B Tabnvue 1 npuBeseHbI

KOHKPETHbIE COCTaBbl HA OCHOBE 6]'IOK-COI'IOJ'IVIMep0B.

[aHHble nokasbIBaKOT, UTO CMEChb NUHENHBIX Y 3B€3A006pa3HbIX cononnmmMmepos B Komno3nmyun

cocTaBa MOXET NPVUBOAUTb K MO YIMPOBaHHOMY NPOoduIio BbICBOBOXAEHNS.

Ha durype 43 npeactaBneHo KyMynsiTUBHOE BbICBOOOXAEHNE aMnarnudnosnHa in vitro

B NMPOLIEHTaX C TEYEHNEM BPEMEHN N3 TPEX Pa3NMYHbLIX COCTaBOB: cocTaB F135 (A), coaepxawini
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20,00 % 3BesgoobpasHoro cononmmepa s4-P2R3 ¢ 20,00 % aktueHOro nHrpeanenta (AGN) u

60,00 % OMCO, coctae F136 (=), cogepxawmm 20,00 % 3BesgoobpasHoro cononumepa s4-
P2R6 ¢ 20,00 % aktmBHOoro wuHrpeameHta (A®U) mn 60,00 % OMCO, n cocras F137 (V),

cogepxawun 30,00 % 3BesgoobpasHoro cononummepa s4-P2R6 ¢ 20,00 % aktuBHOro
nHrpeaunenta (AP) n 50,00 % OMCO. VcnbiTaHus Ha BbIcBOGOXAEHWE in vitro Gbinn NpoBeAeHbI
B COOTBETCTBMM CO cxemon 2 B Tabnuue 2, npumep 3. B Tabnuuye 1 HMXe npuBeAeHbl KOHKPETHbIE

CoCTaBbl Ha OCHOBE 6]'IOK-COI'IOJ'II/IM6POB.

PesynbTaTbl MOKasblBalOT, YTO COCTaBbl Ha OCHOBE 3Be34000pasHOro cononumepa
LEMOHCTPUPYIOT KMHETUKY 3aMefJIEHHOro BbICBOOOXAEHMS 3MNarnudnosnHa ¢ TeYEHMEM
BpeMeHW. [JaHHble AEMOHCTPUPYIOT, YTO U3MEHEHMNE COOTHOLUEHUS R BbI3bIBAET MOAYMALUIO
nonydeHHbIX npodunen eoiceoboxgeHus. encremtenpHo, coctas F136 agemoHcTpupyeT Gonee
MEANEHHYIO KMHETUKY BbiCBOOOXAEHMS, yeM coctaB F135. [laHHble nokasbiBalOT, uTO
yBenumyeHme oOLWero CcoaepxaHus Cononumepa MpUMBOAUT K MOAyNnsuuMu  npoduns
BbicBOOOXKAEHUS. F137 pemoHcTpupyeT Gonee MeANEHHYI0 KUHETUKY BbICBOBOXAEHMS, YEM

cocTtaB F136.

durypa 44 npeacrasnsiet cobol rpaduk, Ha KOTOPOM MNPEACTABNEHO KyMYNSATUBHOE
BbicBOGOXAEHME Taganaduna in vitro B NpoLUEHTax ¢ TeYeHNneEM BpemeHn ns F47 n F48. Cocras
F47 (A) copepxmt 25,00 % 3BesgoobpasHoro cononumepa s4-P2R6 ¢ 20,00 % akTMBHOro
nHrpeanenta (A®W) n 55,00 % OMCO. Coctas F48 (V) coaepxuT 25,00 % 3Be35006pasHoro
cononumepa s4-P2R3 ¢ 20,00 % aktnBHoro uHrpeguenta (A®M) n 55,00 % OAMCO. UcnbiTaHus
Ha BbICBOOOXAEHWE in vitro Obinn NPoBeAEHbI B COOTBETCTBUN CO cxemon 3 B Tabnvuye 2, npumep

3. B Tabnunuye 1 HWXKe npuBeLeHbI KOHKPETHbIE COCTaBbl HA OCHOBE GIOK-COMONMMEPOB.

JaHHble noKasblBalOT, 4YTO COCTaBbl Ha OCHOBE 3Be34006pasHoOro cononumepa
obecneunBaloT 3amejnrnieHHoe BbicBOBOXaeHMe Tajanaduna ¢ TedeHUMeM BpeMeHu. [daHHble
AEMOHCTPUPYIOT, YTO M3MEHEHME COOTHOWEHNUS R BbI3bIBAET MOAYNSALUMIO MOMYYEHHbIX
npocunen ebicBobOXAeHUS. [1encTBUTENBHO, cocTaB F47 aemoHCTpupyeT Gonee mMeaneHHyo

KMHETWKY BbICBOOOXI EHMS, yem cocTaB F48.

durypa 45 npepcraensietr cobolr rpaduk, Ha KOTOPOM NPEACTABNEHO KyMYMNSTUBHOE
BbICBOOOXAEHME CTpenTaBuUamKHa in vitro B NpoueHTax ¢ TeyeHnem BpemeHun u3 F149. Coctas

F149 (A) copgepxut 28,00 % 3BespoobpasHoro cononumepa s4-P2R3 ¢ 1,50 % akTuBHOro
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nHrpeanenta (A®N) n 70,50 % TpunponnoHuHa. icnbiTaHns Ha BbicBOGOXAEHWE in vitro Gbinn
NnpoBeAeHbl B COOTBETCTBUN CO cxemoi 4 B Tabnuye 2, npumep 3. B Tabnuue 1 HMXe npuBeaeHbI

KOHKPETHbIE COCTaBbl HA OCHOBE 6n0|<-cononmmepos.

[laHHble nokasbiBalOT, YTO COCTaBbl Ha OCHOBE 3B€3ﬂ,006pa3HOF0 cononunmMmepa

obecneunBaloT 3ameaneHHoe BbicBOBOXAEHNE crpenTaBngmnHa ¢ T€HEHNEM BPEMEHMN.

durypa 46 npeacrtaBnseT cobow rpaduk, Ha KOTOPOM MpPeAcCTaBrieHa CymMapHas
KOHLEHTpauus akTMBHOro parmeHTa taganaduna B nnasme, BblpaXX€HHas B HAHOrpammax Ha
MUNNUANTP, C TedeHnemMm BpemeHn ana coctasa F48, npu satom F48 (V) copgepxut 25,00 %
3BesgoobpasHoro cononmmepa s4-P2R3 ¢ 20,00 % aktmeHoro mHrpeamenta (A®M) n 55,00 %
OMCO. VcnbitaHmsa Ha BbicBoBOXAEHME in Vivo Oblnin NpoBeAEHbI B COOTBETCTBUN CO CXEMON 2

B Tabnuue 5, npumep 7.

PesynbTaTbl yKasblBalOT Ha, YTO B COOTBETCTBMM C HabnogeHusmu in vitro coctaB

obecneunBaeT 3ameaneHHoOe BbICBOOOXAEHNE Taganaduna ¢ Te4EHUEM BPEMEHM in Vivo.

durypa 47 npepcrtaBnseT cobon rpacduk, Ha KOTOPOM MpeAcCTaBreHa CymMapHas
KOHLEHTPaLMs akTUBHOro oparMeHTa Menokcukama B nnasme, BblpaXXeHHasi B HaHOrpaMmmax Ha
MUANUNUTP, C TedeHnem BpemeHmn ans coctaea F2. F2 (O) coaepxut 20,00 % 3Be3go006pasHoro
cononmmepa s4-P2R3, 20,00 % Tpubnok-cononumepa P2R2 ¢ 2,00 % akTUBHOrO UHrpesueHTa
(A®) n 58,00 % OMCO. UcnbitaHns Ha BbICBOGOXAEHME in vivo ObinM NPOBEAEHbl B

COOTBETCTBUM CO cxemon 1 B Tabnuue 5, npumep 7.

PesynbTaTbl yKasblBalOT Ha TO, 4YTO KOMOWHaUus 3Be34000pas3HOro U JIMHENHOro
cononMMepoB B coctaBe F2 npuBoauT K npocdhunio 3amMenneHHOro BbICBOOOXAEHUS

MeNoKCMKama ¢ TeYEHUEM BPEMEHN in Vivo.

Ha curype 48 npencraBneHo KyMynsiTUBHOE BbICBOOOXAeHME TeHodoBupa in vitro B
NpoUeHTax C TEYEHNEM BPEMEHN U3 ABYX Pa3fMYHbIX COCTaBOB: cocTas F19 (A), copepxawymi
40,00 % 3BesgoobpasHoro cononumepa s4-P2R3 ¢ 19,00 % aktmeHoOro mHrpegmneHta (APU) un
41,00 % OMCO, un coctaB F20 ('=S), coaepxawmin 40,00 % 3Be3goobpasHoro cononvmepa s4-
P2R6 ¢ 19,00 % aktusHoro wuHrpeaueHta (APUN) un 41,00% OMCO. WcnbitaHua Ha

BbICBOGOXAEHME in Vitro Gbinn NpoBeAEHbI B COOTBETCTBUM CO CXeMOM 5 B Tabnuue 2, npumep 3.
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PesynbTaTbl AEMOHCTPMPYIOT, 4YTO COCTaBbl Ha OCHOBE 3Be34006pasHoro
cononumepa obecneymBaloT 3aMeNIEHHOE BbICBOOOXAEHNE TEHO(OBMUPA C TEYEHNEM BPEMEHN.
JaHHble JeMOHCTPUPYIOT, YTO N3MEHEHNE COOTHOLLEHMS R BbI3bIBAET MOAYNALMIO NONYYEHHbIX
npocdunen ebiceoboXaeHNA. [JenctBnTenbHO, cocTtaB F20 aeMoHCTprpyeT Gonee mMeaneHHYIo

KMHETWKY BbICBOOOXaEHMSA, yem cocTas F19.

durypa 49 npeacraBnseT cobow rpaduk, Ha KOTOPOM MpPeACTaBrieHa CymMapHas
KOHLUEHTpauns akTUBHOro cpparMeHTa OKTpeoTMAa B Nna3me, BblpaXeHHas B HaHOrpammMax Ha
MUNUNUTP, C TedeHMem BpemeHun ansa coctasa F145. F145 (O) coaepxut 28,00 %
3spesgoobpasHoro cononumepa s4-P2R3, 18,00 % Ttpubnok-cononumepa P1R4 ¢ 0,70 %
akTuHoro nHrpegnenta (APM) n 53,30 % OMCO. UcnbiTaHns Ha BbICBOGOXAEHWE in Vivo Bbinu

NpPoBeAEHbI B COOTBETCTBMM CO cxemon 3 B Tabnmue 5, npumep 7.

PesynbTaTbl yKkasblBalOT Ha TO, 4YTO KOMOMHauus 3Be34006pasHOrO0 U NUHENHOTO
cononumepoB B coctaBe F145 npuBoaut K npodunio 3amenneHHOro BbICBOGOXAEHMS

OKTPeoTuaa C TEYEHNEM BPEMEHN in Vivo.

Ha curype 50 npeactaBneHo KymynsTUBHOE BbiCBOOOXAeHME TeHodoBupa in vitro B
NPOLUEHTax C TEYEHNEM BPEMEHWN U3 4BYX PasnMYHbIX COCTaBoB: coctas F29 (V), cogepxalyuin
40,00 % 3BesgoobpasHoro cononumepa s4-P2R3 ¢ 0,10 % akTuBHOro mHrpeguneHta (APU) un
59,90 % OMCO, n coctaB F30 (O), cogepxawumin 40,00 % 3Be3goobpasHoro cononumepa s4-
P2R6 ¢ 0,10 % aktuBHoro wuHrpeameHta (APUN) un 59,90 % OMCO. WcnbitaHua Ha

BbicBOGOXAEHME in Vitro BbInn NpoBeAEHbI B COOTBETCTBUM CO CxeMon 6 B Tabnuue 2, npumep 3.

PesynbTaTbl AEMOHCTPMPYIOT, 4YTO COCTaBbl Ha OCHOBe 3Be3j0006pasHoro
cononumepa obecneymBaloT 3ameAsieHHOe BbICBOOOXAEHNE INMOTUPOHMHA C TEeYeHUeM
BpeMeHW. [aHHble AEMOHCTPUPYIOT, YTO M3MEHEHWE COOTHOLWEHUS R Bbi3biBAET MOAYNSALMIO
nonyJeHHbIX npodunen eoicBoboXaeHNs. JencTteuteneHo, coctaes F29 gemoHcTpupyeT 6onee

MeAIEHHYIO KMHETUKY BbICBOOOXaEHMS, yeM cocTas F30.

Ha curype 51 npeacTtaBneHo KyMynsiTUBHOE BbICBOGOXAEHME MenoKcMKkama in vitro B
NPOoLUEHTax C TEYEHNEM BPEMEHM M3 ABYX PasNUYHbIX COCTaBoB: cocTtae F521 (V), coaepxawuin

55,00 % 3BesgoobpasHoro cononmmepa s3-P0.45R3 ¢ 2,00 % akTnBHOro uHrpegneHta (AGW) un
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43,00 % OMCO, un coctae F522 (o), coaepxawmmn 55,00 % 3Be3poobpasHoro cononumepa s3-
P1R3 c¢ 2,00 % aktusHoro wuHrpeameHta (APU) un 43,00 % [OMCO. WcnbitaHua Ha

BbicBOGOXKAEHME in Vitro GbINn NpoBeAEHbl B COOTBETCTBUM CO cxemon 1 B Tabnuue 2, npumep 3.

PesynbTaTbl 4EMOHCTPUPYIOT, YTO yBENUUeHne aAnuHbl uenun N3l B npeaenax
3Be3goobpasHoro cononvMMmepa C (UKCUPOBAHHbIM COOTHoweHneM MK/OO npusoanTt K
MOAYMMPOBAHHOW CKOPOCTW BbICBOBOXAEHMA ANA COCTaBOB C OAWHAKOBbLIM COAEpPXaHWem
cononummepa. [encrteutenbHo, coctaB F521 pemoHcTpupyeTr 6Gornee MeAneHHYI KMHETUKY

BbICBOOOXaEHUNS, YUem cocTaB F522.

NPUMEPDI

Mpumep 1. MaTepuansl

3Be3g006pasHble 610K-cononNuMepbI

Hwxe npeacrtaBneHa obuias cxema peakuyuin Ans noryyvyeHUss MHOTOKPaTHO pasBETBIEHHOTO
M3r-nMK, npumeHsiemoro B apmaleBTUYECKON KOMMO3MLUMM COrMacHoO HacToswemy
n3obpeteHunto. ByKBbl M 1 U ONUCBIBAIOT KONIMYECTBO NMOBTOPSIOWMXCS 3BEHbEB B KaX40M Oroke
Mar wmn TIMK cooTBeTCTBEHHO. YuuTblBad MyTb CWUHTE3a W YCNOBUSA 3KCMNEPUMEHTA,
npeanonaraeTcs, YTO MOSIMMEPbI C HECKONbKUMW MrevYaMy SIBASIOTCA CUMMMETPUMHBbIMK, W
Kakgoe Nnevyo xapakTepusyeTcs OAMHAKOBOW CTPYKTYPOM M cocTaBoMm. CrneayeT NOHUMAaTb, YTO
HECMOTPS Ha TO, YTO Ha cxeme 1 Huke ncnonb3yeTca 4-nneyvee nponssoaHoe MN3IT; aHanornyHas
cxeMa peakyum mMoxeT OblTb UCMOMb3OBaHa C MHOFOKPAaTHO pasBeTBneHHbIM M3, umetowum

OTNNYHOE KONWYECTBO NreYy Ha ocHoBe [13T.
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Cxema 1

MHorokpaTtHo  pasBeTBNEHHble  ONOK-CONoONMMeEpbl  CUHTE3MPOBanNM  MOnMMepusaynen
D,L-naktmaga ¢ pasmblKaHMEM LMKNA, WHULUAPOBAHHOW MHOFOKPATHO pa3BETBNEHHbIMU
NpoCTbiMK  nonuadupamy, HasblBaAEMbIMM MHOFOKPaTHO pasBeTBneHHbiMu T3 wunun
3BesgoobpasHbimm M3I (S.J. Buwalda et al., Influence of amide versus ester linkages on the
properties of eight-armed PEG-PLA star block copolymer hydrogels, Biomacromolecules 11
(2010) 224-232). 3Be3goobpasHble M3 ABNAIOTCA KOMMEPYECKA AOCTYMHbLIMU, HAaNpumep, B
pesynbtate paboT no paspabotke M3I, Hanpumep, 4-nneunn MNOM-OH, npeacTaBneHHbIN Ha
cxeme 1. B anbTepHaTMBHOM BapuWaHTE MHOFOKpPaTHO pasBeTBneHHbIn M3 moxeT ObiTb

06pasoBaH nyTem B3aUMOAENCTBUSA STUNEHOKCUAA C MOMMONOM.

3atem gobaensnu katanusaTop (Hanpumep, B COOTHOLLEHM MOHOMEpP/KaTannsaTop Mosb/MOnb,
coctaensitowem 10000) k sBesgoobpasHomy M3 npm 80 °C B peakUMOHHOM COCYAE 1 OCTaBNSANM
nepeMeLwmnBaTbCa C MakpOMHULMATOPOM nepes fob6aBrneHneM COOTBETCTBYIOLLENO KOMMYECTBA

D,L-naktnaa (konn4ecTBO MOHOMEpPA OMNPEAENAIOT B 3aBUCUMOCTU OT L|ENEBOr0 COOTHOLUEHNS
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R). Ona yaaneHus nwobon Bogbl B CUCTEME CMECHb JOMONHUTENbHO BbICYLUMBANM C MOMOLLbIO
HECKOMbKMX MOCMNeA0BaTeNbHbIX LIMKINOB C BO3AENCTBMEM BaKyyma 1 a3oTa. PeakyMOoHHYIO CMech
3aTeM HarpeBanu 1M OCTaBNSANM ANS NPOTEKAHWUA peakuun B TEYEHME HECKONbKMX 4acoB (A0
MOMHOro NpeepaLleHns MoHomepa). B koHUe peakyun nonumepusayum NonmMMep U3BMeKaT us
peakUNOHHOro cCocyaa 1 OCTaBNSAIOT OCTbIBaTb. 3aTeM NONMMEpP AONOMHUTENBHO OYULLAIOT ANS
yaaneHus Jyero-nnbo ns HenpopearmposasLUEro MOHOMEpA, KaTtanu3aTopa 1 onuromepos. [Ang
3TOro NONMMEPHYIO CMEChb PacTBOPSAIOT B COOTBETCTBYIOLLEM PacCTBOPUTENE, 8 UMEHHO aLeToHe,
1 OCTaBNSAIOT PaCTBOPSATLCH B TEUEHNE Houn. PacTsop nonvmMepa 3aTem ocaxaaioT B ocagurene
6nok-cononumepa (T. €. 3TaHone). [aHHyio CTaguio MNOBTOPSIOT HECKONbKO pas, 4ToObl
obecneuntb W3BMEYEHNE WCKMNIOUNTENbHO LeneBoro nonumepa. CobpaHHbid nonumep
OCTaBMAT BbICYLUMBATLCH NOA BaKyymMOM AO TeX Mop, noka mu3 obpasya He ByayT u3BnedeHbl

BCE pacTBOpUTENN.

MoBoagunun aHanu3 3Be34000pasHbiX GrOK-CONONMMEPOB W yCTaHaBMMBANU XapaKTepUCTUKU
nocne CMHTEe3a U OYNCTKM, YTOObI YOeaNUTbCA, YTO MOMyYEHHbIE MONMUMEPbI XapaKTepPU3yoTCs
LieneBsbIMU CTPYKTYPOI 1 cocTasom. [ns aToro nposoaunu aHanus metogom 'H AMP 8 CDCl; 1

meTogom [TTX B xnopodopme.

Ananu3 metogom 'H AMP Gbin npoBeaeH CTOPOHHEN KOMMaHWel B COOTBETCTBUMM C UX
CTaHAapTHOW npoueaypon Ha cnekTpomeTpe Brucker advance ¢ yactoton 300 MIy. Ons Bcex
cnektporpamm 'H SAMP wucnonbsoeanu nporpammHoe obGecneyeHne MestReNova ans
WHTEerpaymy nMKOB M UX aHanusa. XvMuyeckme caBurn Obinv NpeAcTaBneHbl OTHOCUTENBbHO

3HayeHmnda & = 7,26 ppm ana pacteoputens CDCls.

M3amepeHns ¢ mcnonb3oBaHWEM renbnpoHuKatowen xpomartorpacdpum ([TIX) nposogunu Ha
npubope ANs renbnpoHUKaloLWen xpomartorpadmn ¢ TPEXMOAYIbHbIM 4ETEKTOPOM Ha 4UOAHON
matpuge  (IMIX-TDA), noctasnsemom  Malvern. Okono  150-200 mr  nonumepoB
contobunusmposanm B 10 mn xnopodopma (keanudmkaymm «ans BOXKX») B TeueHue Houm
nepea nomeLieHnem Bo pnakoH BMECTUMOCTbIO 1,5 M ANs aHanu3a € 3aKpbITbIM KOMMNa4KoM.
Mocne onpeaeneHusa sHadyeHns dn/dc Ansa kaxgoro nonumepa B cuctemy 'MIX B 3 NOBTOPHOCTAX
Beogunm 100 mkn pacteopa nonumepa. 3aTem Kaxkaylo NOBTOPHOCTb OTAENbHO aHann3nposanu
N nHTerpuposanu. 3HadeHusa M, v unHaekca nonuaucnepcHoctn (UIM), npuBeaeHHble Bbile,

COOTBETCTBYIOT CPEAHEMY 3HAYEHMIO, ONPEAENEHHOMY C YYETOM BCEX BBEAEHUN.
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JInHenHbIe GNOK-cononMMepsbl
JInHenHble TpMGNOK-CONONMMEPDI MO CPABHEHUIO CO 3BE€34006pasHbIMK BNOK-cononMmMmepamMmm
06bIMHO XapakTepusyoTca OpMynon
Av-Bw-Ax,

rae A npegcraBnsaeT cobom cnoxHbeli nonuadup, B npeacrasnsaet cobon
NOMNM3TUMNEHINNKONb, V U X NPEACTaBNAT CO60N YMCNO NOBTOPSAIOWMXCH 3BEHbER B ANANA30HE
oT 1 go 3000, a w npeacrasnseT cob0M YNCNO NOBTOPSIOLMXCA 3BEHLEB B AMana3oHe OT 3 A0
300, npM aTOM V=X UNnU v # X.
JInHenHble aNBNoK-cononMMepbl MO CPaBHEHUIO CO 3B€34000pasHbiMm 6rok-cononumepamm
06bIMHO XapakTepusyoTca GopMynon

Cy-Az,

rae A npeacrtaBnsaeTt cobomn cnoxHeld nonuagup, n C npeacrasnset cobon
NONU3TUMNEHTTINKONb C KOHLLEBOWN K3MMPYIOLLEN rPYNNon, Uy 1 Z NPeACTaBnsitoT co6on Yyncno
NOBTOPSAIOLMXCA 3BEHLEB, NPU 3TOM Y HAXOAUTCA B Anana3oHe oT 2 40 250, n z Haxo4nTCA B

AvanasoHe ot 1 go 3000.

Kak npaBuno, nuHenHble TpMBNoK-CONONMMEpPBI MO CPABHEHUIO CO 3Be340006pasHbIMy Gnok-
CononMMepamMm xapakTepusyroTcs dopmynon
LAv-EOw-LAX,
rae v u X NpeacTaBnsioT cobon YMCMOo NOBTOPSIOWNXCSA 3BEHbEB B gManasoHe oT 1 go
3000, n w npegcraensieT cobom YMCno NOBTOPSIOLMNXCSA 3BEHBEB B AnanasoHe oT 3 ao 300, npu

3TOM V=X UNN V # X.

Kak npaBuno, nuHenHble ANOMNOK-CONONMMEPbLI MO CPaBHEHWIO CO 3Be34006pasHbIMKM BOK-
cononumepamm xapakTepusyoTcs hopmMynon
m(EO)y-LAz,
rae y u z npeacTaBnsaoT cobon YMCno NOBTOPSIOWMNXCS 3BEHBEB, MPU 3TOM Y HAXOAUTCS

B AnanasoHe oT 2 A0 250, n z Haxoautcsa B gnanasone ot 1 o 3000.

Brnok-cononumepbl CUHTE3MPOBANM B COOTBETCTBMM CO CNOCOOOM, onmncaHHbiM B nateHte CLUA
Ne 6350812, BKNIOYEHHOM B HACTOSALLYIO 3asiBKYy MOCPEACTBOM CCbINIKM C HE3Ha4YUTENbHbIMU
n3ameHeHnsmun. Kak npaeuno, Heo6xogmnmoe konudectso M3l (B Tpubnok-cononumepe) wunm
meToken-Nar (B anbnok-cononumepe) Harpeeanu npu 80 °C u BbICyLIMBANKW NMOA BaKyyMOM B

TeyeHune 30 MUHYT B peakumMoHHOM cocyae. [lo6asnsnu D,L-naktug (B COOTBETCTBUM C LLENEBLIM
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MONAPHbIM cooTHoweHnem MK/D0) u katanmsatop (1/1000 oT konudecTtBa naktmnga). Utobbl
n3bexaTte Kakorm-nmbo nOoOOYHOM peakumm u3-3a NPUCYTCTBUS BOAbI, PEAKUMOHHYIO CMEChb
nogBeprany ABYM KOPOTKMM LMKNaMm BO3AeWCTBUSA Bakyyma/N2. PeakuMOHHYI0 CMecCb 3aTeMm
Harpesanu npu 130 °C B noctosiHHOM noToke asoTa (0,2 6ap). Nocne npekpaweHns peakymm
6Gnok-cononMMep BbIFPYXanu M3 cocyja WM OCTaBnsAnM ocTbiBaThb. [lonydeHHbIn obpasey
nonumepa 3atem conobunusmpoBann B aueTOHe nepes ocaxaeHmem B Gonbwom obbeme
ocaguTens (COOTHOLWEHWe ocaauTenb/pactBopuTtenb = 6-10) ansa yganeHus 4vero-nmbo u3
HenpopearvpoBaBLLEro MOHOMEpa, Karanu3aTtopa WM ONWroMepoB, MPUCYTCTBYIOWMX B
obpasuye. [aHHbIN MpPOLECC OYMCTKM MOBTOPSnM ABaAbl. CoOpaHHbIA nonumep 3aTem
OCTaBMANN BbICYLUMBATLCSA MOA BaKyyMOM AMNSA yAaneHus Kakux-nnbo cnejoB pacTBOpUTENS U

N3Bne4vyeHnda ToNnbKo Lenesoro nonmmepa.

YcTaHaBnvBanu xapakTePUCTUKX MOMYyYEHHOro npoaykra nocpeactsom 'H AMP B oTHOWEHUN

OCTaTO4YHOro cogepxaHua nakrmaa B HeM U Ana onpegeneHna COOTHOLWWEHNA R.

Cnexktpockormio 'H AMP nposogunu ¢ mMcnonb3oBaHWeM cnektpomeTtpa Brucker advance c
yactoton 300 MMy. [Ons Bcex cnektporpamm 'H SAMP  wucnonb3oBanu nporpammHoe
obecneveHne MestReNova ans nHTerpauum nUKOB U X aHanusa. XMMUYECKUe caBurm Goinm

npeacraeneHbl OTHOCUTENBHO 3HaueHus & = 7,26 ppm ans pactesoputens CDCls.

Ons onpepeneHus cooTHoWweHUA R, KOTOpoe OnuCbIBAaeT COOTHOLUEHME 3BEHbEB Ha OCHOBE
MOJIOMHOWN KNCNOTbI U 3BEHBEB HA OCHOBE 3TUNeHokcuaa (MK/30), uHTerpnpoBaHmne BCex NMKOB
NPOBOAWUMNA NO OTAENbHOCTU. MHTEHCMBHOCTb curHamna (pesynbTaT WHTErpupoBaHus) MNPSAMO
nponopymMoHanbHa KONMWYECTBY AaToOMOB BOAOPOAA, KoTOopble obycnaBnuBaloT curHan.
CnepoBaTenbHO, nMpu 3TOM 4TOOblI OMpeaennTb COOTHoweHne R (cooTHoweHue MK/30),
pe3ynbTaTbl MHTErPUPOBAHUSA AOMKHbI BbITb OAHOPOAHBIMU U COOTBETCTBOBATb OAUHAKOBOMY
KONMYECTBY NMPOTOHOB (Hanpumep, BCe 3HaJYeHua curHana onpeaensoT gna 1H). 3atem ana
onpegeneHust cooTHoweHns MK/30O uncnonb3yloT xapaktepuctudeckuin nuk MMK n oanH nuk
M3r. daHHas MeToAMKa NpUMEHUMMa AN pacyeTa MonekynsipHonm maccobl 13 cBbiwe
1000 r/monb, Koraa CWrHanom, MOMyYeHHbIM ANA KOHUEBbIX TPynn B MOMUMEPE, MOXHO

npeHebpeyb.

MNpumep 2. AHanu3 pacTBOpUMON hpakyMmu 3Be340006pa3HbLIX CONONUMMEPOB B BoAe
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MPOBOAUNM UCNbITAHUS HA PAaCTBOPUMOCTb B BOAE ANS ONPEAENEHUS PaCTBOPMMON bpakymm

38€34006pa3sHOro CononMmepa B Boae.

AHanu3 pacTBOPUMOCTM B BOZE COCTOSIN U3 CNEAYIOLUX CTAANN:

B3sgewwuBann nyctble dnakoHel BmecTumocTtblo 20 mn (1). Otbupanm Haeecky 500 mr
cononmMmepa 1 4o6aBnanu B COOTBETCTBYIOLWMI hnakoH. B kaxabin dhnakoH gobaensanu 5 mn
cBepxuncton BoAbl. PnakoHbl BblaepxmBanu B TedeHume 24 npu 37 °C C BMXPEBbIM
nepemewyeaHvem. [posognnu BusyanbHble HabnogeHns 1 nonyyanun m3obpaxeHus. 3aTem
dnakoHbl (1) uyeHTpudyrmposanm B TedeHue 10 mmHyT npu 3000 o6/mMmuH. B3sewwwmBanu
CTEKNSAHHbBIN bnakoH (2) BmecTumocTbto 10 mn. HagocaaouHnyto xuakoctb u3 (1) nepeHocunm B
(2) n pernctpupoanu maccel. BnaxHbin cononumep B (1) Basewwnsanu. (1) u (2) nomewanu npu
-80 °C Ha Houb. (1) M (2) nomewann B nuodunusatTop Ha 22 yaca. PnakoHel (1) u (2)
B3BewwmBanu. PacTsopymocTb B BOAE ONPeAEnsnu nocrne BbICYLUMBAHUA U B3BELUMBAHUA
OCTaBLUErocA  BbICyLWEHHOro cononuMepa. KonnyecTBo pacTBOPEHHOro  cononvMmepa
onpeaensann Kak pasHuly Maccbl NycToro pnakoHa n nModunnanpoBaHHoro gpnakoHa. AHanus

pPacTBOPUMOCTU B BOAE NPOBOAWMMN B BUAE aHaNM3a C OAHON MOBTOPHOCTLIO.

PesynbTaTbl AE€MOHCTPUPYIOT 3HAaYEHUSA pacTBOpUMOCTU B Boge 2,7 mr/mn, 1,7 mr/mnn 1,7 mr/mn
ansa s4-P2R2, s4-P2R6 n s4-P5R4 cooTBETCTBEHHO.

Mpumep 3. MicnbiTaHUA Ha BbiCBOBOXAEHME in Vitro

MoppobHoe onucaHue NpoBeaeHMe Npouesypbl No cxeme 1

50 Mr copepxalero menokcmMkam cocrtaesa npubaensnu k 20 mn 6ycdepHoro pacTteopa B konbe
OpneHmenrepa. Mcnonbayembln 6ydhepHbln pacTBop npeacTaenseT cobon dhocdhaTHO-ConeBomn
6ycdepHbin pacteop (PBS) ¢ pH 7,4, koTopbin cogepxan 137 mM xnopuga Hatpus, 2,7 MM
xnopuga kanus, 10 MM anHatpus docdara, 1,8 MM moHokanua docdara n 0,1 % asmga
HaTpus. Mpu MHbEKUUM pacTBopuTenb ANPDYHAUPYET M3 COCTaBa, a OCTABLUMIACS MONMMEP

obpa3syeT aeno in situ B BO4HON cpeae.

3akpbITble KONObI DpNeHMenepa Bbl4epPXKNBANM NPU NOCTOSSHHOM BCTpsiXxnBaHum npu 180 06/MuH
(npubop Unimax 1010, Heidolph) npu 37 °C. Yepes npeaBapuTENbHO ONpPeAENEHHbIe

NPOMEXYTKM BpeMeHW oTbupann 2 mMn cpeabl M aHanusmpoBanu nocpeactsom CBOIXKX;
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ocTanbHylo cpeay otbpaceiBanu n gobasnsanu 20 mn ceexero 6ydepHoro pactesopa B Konby
OpneHmeriepa. YcnoBusi A0CTaTovHOro pasbaBneHus nojaaepxuBaniM B TEYEHME BCEro
nccnegoBaHus. Konnyectso menokcrkama, BbIcBOOOXAaEMOro U3 coctaea, paccyuTbiBanm no
KannbpoBOYHOW KPUBOW, A€ KOHLEHTpaUus Menokcukama HaxoguTcs B guanasoHe ot 0 mkr/mn

Ao 160 mkr/mn.

Menokcukam, BKMIOYEHHbIV B PaCTBOP NONMMEpPA, MHKaNCyMpoBarncs B NOMMEPHYIO MaTpuLy

no Mepe OTBEPXKAEHUS Nonumepa.

AHanus BbicBoboxaeHus in vitro (IVR) npoBogunu nocne BbINOMHEHUS NocregoBaTerbHbIX

CT8/J,VII7I, ONMNCAaHHbIX HNXE:

[NpuroToBnEHME coCTaBa:

B nycToi u TapupoBaHHbIN CTEKNSAHHbIN PnakoH BMECTMMOCTbIO 3 M oTOmpanu Heo6xoaumyto
HaBecky cononumepa. CTekNsHHbIA hnakoH cHoBa TapupoBanu. C nomoubto nuneTkn MNacrepa
pobaensanuM TouHyto maccy OMCO. 3aTtem cpegbl-HocuTenu (cononumep + pacTBOPUTEND)
MOMeLLann Ha BankoBblA CMecuTenb MNpu KomHaTHon TemnepaTtype (KT) Ha 6-7 yacoB jo
MOSIHOro pacTBOpPeHUs cononvMmepa. 3aTem CTEKNsiHHble hnakoHbl TapupoBanu u otéupanu
Heobxoanmyio HaBecky ADO. 3aTem cocTaBbl NOMELLAnNM Ha HOYb NPU KOMHATHOW TeMmnepaType

Ha BanKOBbI/ CMECUTEND.

Havano oueHku IVR:

OTOupanu 13 COOTBETCTBYIOLLErO CTeknsHHOro ¢nakoHa 50 MKkn cocTaBa, NpeaBapuUTENbHO
nepemMeLlaHHoro Ha BUXpeBoW Mewarnke, B wnpuy Codan Bmectumoctbio 0,5 mn. Lnpuy
oumwianu, TapupoBanu W COCTaB HEMOCPEACTBEHHO BBOAUNM w3 wnpuya 6e3 wurnbl B
NnpeABapuTENbHO 3anMONHEHHbIN CTEKNSHHbIA (nakoH BMecTUMOCTbO 50 MR, coaepkalyum
20 mn GydepHoro pactesopa Ans oueHku BbicBoboxaeHus (PBS 1X). lNMocne ocaxaeHus u
obpasoBaHMA Aeno Bbipesanu Aeno M3 wnpuya ¢ NoMoLbio HOXHUL. LLnpuy B3Bewwnsanu ans

onpeaeneHns TO4YHON Macchl Aeno.

Mocne obpasoBaHus BCex AEMNO CTEKMSIHHbIE PrIaKOHbI NOMeLLany Ha meLanky npu 37 °C.

OT60p 06pasuyos ans oueHku IVR v npurotosneHune obpasuos ang oueHkn VR ans

KONMMYecTBeHHoro onpeaeneHns AU
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B kaxaon HeoOX0AMMOW BPEMEHHOW TOUKE U3 CTEKMSHHOroO dhriakoHa BMECTUMOCTbio 50 mn
otbupanu pocratouHoe konmyectBo OydepHOro pactesopa AnS aHanusa nepej MomnHbIM
obHoBneHnem OydepHoro pacrtesopa. 1 mn  kaxgoro obpasya dunbTpoBann Jepes
rmapouneHbin  punetp ¢ pasmepom nop 0,2 MKM B CTeKnsiHHbIA ¢nakoH ans B3IXKX
BmectTumocTbio 1 mn. CopepxaHne AP B OydepHOM pacTBope nocre BbICBOOOXAEHMS

onpeaenanu ¢ ncnonb3osaHnem CBIXKX.

HekoTopble napameTpbl, Hanpumep, macca coctasa, Tun BydepHoro pactsopa unu ob6bem
GycepHoro pactesopa, MOryT ObiTb aganTMpoBaHbl B 3aBMCMMOCTU OT uccneayemoro AOU, ero
pacTBOPMMOCTM B pa3nuyHbIX 6ydepHbIX pacTBopax 1 ero Lenesomn 403bl U NPOAOIMKUTENBHOCTH

BbICBOGOXAEHMS. Cxema C pasnuyHbIMU NapameTpamu NpeacTaBneHa B Tabnvuye 2 Huxe.

Bce nccneayemble cocTaebl NpeAcTaBneHbl B Tabnuuye 1 Huke.
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TABJIMLUA 1
CocraB APU Cononnmep Pactsopurtenb
Macca
uenmu %
Home HasBaHue % Ko CrpykTypa Ha CoorHowetmne % HassaHue | (macca/mac
P (macca/macca) A PYKTYP OCHOB (MK/20) (macca/macca)
ca)
e nar
(kAa)
s4-P2R3 | PasseTtBneHHana | 2000 3 20,00
2 Menokcukam 2,00 AMCO 58,00
P2R2 NnHenHasn 2000 2 20,00
19 TeHodoBMp 19,00 s4-P2R3 | PasgeTtBneHHaa | 2000 3 40,00 AMCO 41,00
20 TeHodoBMp 19,00 s4-P2R6 | PasseTtBneHHaa | 2000 6 40,00 AMCO 41,00
29 JINOTUPOHMH 0,10 s4-P2R3 | PasseTtBneHHaa | 2000 3 40,00 AMCO 59,90
30 JINOTUPOHMH 0,10 s4-P2R6 | PasseTtBneHHaa | 2000 6 40,00 AMCO 59,90
47 Tapanadun 20,00 s4-P2R6 | PasseTtBneHHaa | 2000 6 25,00 AMCO 55,00
48 Tapanadun 20,00 s4-P2R3 | PasgeTtBneHHaa | 2000 3 25,00 AMCO 55,00
135 ImnarnudnosuH 20,00 s4-P2R3 | PasBeTtBneHHana | 2000 3 20,00 AMCO 60,00
136 ImnarnmdnosuH 20,00 s4-P2R6 | PasseTtBneHHana | 2000 6 20,00 AMCO 60,00
137 ImnarnudpnosuH 20,00 s4-P2R6 | PasBeTBneHHaa | 2000 6 30,00 AMCO 50,00
s4-P2R3 | PasBeTBneHHaa | 2000 3 28,00
145 OKTpeoTung, 0,70 _ AMCO 53,30
P1R4 JInHenHan 1000 4 18,00
143 CrpentaBngunH 1,50 s4-P2R3 | PasseTBneHHasa | 2000 3 28 Tpg:aﬁnm 70,50
388 MenoKcukam 2,00 P2R2 JlnHenHan 2000 2 40,00 AMCO 58,00
389 Menokcukam 2,00 s4-P2R2 | PasseTtBneHHana | 2000 2 40,00 AMCO 58,00
P2R2 NluHenHasn 2000 2 20,00
390 Menokcukam 2,00 AMCO 58,00
s4-P2R2 | PasseTtBneHHana | 2000 2 20,00
391 MenoKkcukam 2,00 P2R3.5 NluHenHasn 2000 3,5 40,00 AMCO 58,00
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396 MenoKkcukam 2,00 P2R6 NnHeliHanA 2000 6 40,00 AMCO 58,00
397 Menokcukam 2,00 s4-P2R6 | PasseTtBneHHasa | 2000 6 40,00 AMCO 58,00
399 MeoKeHKaM 2.00 P2R2 NnHelHan 2000 2 20,00 AMCO 58,00
s4-P2R6 | PasseTBneHHas | 2000 6 20,00 AMCO 58,00
401 MeSoKCHKAM 2.00 s4-P2R2 | PasgeTtBneHHasa | 2000 2 20,00 IMCO 58,00
s4-P2R6 | PasseTtBneHHana | 2000 6 20,00
402 MenoKkcukam 2,00 s4-P5R2 | PasgeTtBneHHasa | 5000 2 40,00 AMCO 58,00
404 MenOKCUKaM 2,00 s4-P5R2 | PasgeTtBneHHasa | 5000 2 20,00 IMCO 58,00
s4-P2R6 | PasseTtBneHHasa | 2000 6 20,00
405 MenoKkcukam 2,00 s4-P2R3 | PasseTtBneHHaa | 2000 3 40,00 AMCO 58,00
407 bynunsakaunH 2,00 P2R2 JNTnHelHaA 2000 2 40,00 AMCO 58,00
408 bynunsakaunH 2,00 s4-P2R2 | PasseTtBneHHaa | 2000 2 40,00 AMCO 58,00
409 BynusakanH 2,00 s4-P2R2 | PasseTtBneHHaa | 2000 2 20,00 IMCO 58,00
P2R2 NnHelHan 2000 2 20,00
413 bynunsakauH 2,00 P2R6 NnHelHan 2000 6 40,00 AMCO 58,00
414 bynuBakanH 2,00 s4-P2R6 | PasseTtBneHHana | 2000 6 40,00 AMCO 58,00
449 Menokcukam 2,00 dP2R3 JlnHenHan 2000 3 45,00 AMCO 53,00
451 Menokcukam 2,00 s4-P2R3 | PasBeTtBneHHaa | 2000 3 47,00 AMCO 51,00
460 TamcynosuH 2,00 s4-P2R6 | Pa3getBneHHaa | 2000 6 40,00 AMCO 58,00
463 TamcynosuH 14,40 s4-P2R6 | PasseTtBneHHana | 2000 6 40,00 AMCO 45,60
483 Menokcukam 2,00 P2R3.5 NnHeliHaA 2000 3,5 44,00 NMP 54,00
484 Menokcukam 2,00 dP2R3 JNnHeliHaA 2000 3 47,00 NMP 51,00
485 Menokcukam 2,00 P2R3.5 JNInHeliHaA 2000 3,5 22,00 TpuayetuH 76,00
486 Menokcukam 2,00 dP2R3 JNInHeliHaAn 2000 3 24,00 TpuayeTuH 74,00
488 Menokcukam 2,00 s4-P2R3 | PasseTtBneHHana | 2000 26,00 TpuayeTuH 72,00
489 Menokcukam 2,00 s4-P2R3 | PasseTtBneHHana | 2000 51,00 NMP 47,00
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496 TamcynosuH 2,00 P2R2 JlnHelHaA 2000 2 40,00 AMCO 58,00
497 TamcynosuH 2,00 s4-P2R2 | PasseTtBneHHana | 2000 2 40,00 AMCO 58,00
498 TamcynosuH 2,00 dP2R3 JlnHeliHaA 2000 3 40,00 AMCO 58,00
499 TamcynosuH 2,00 s4-P2R3 | PasseTtBneHHana | 2000 3 40,00 AMCO 58,00
509 | Menokcukam 2,00 dP%RO- NuHeiinas 2000 0,8 68,00 AIMCO 30,00
510 | Menokcukam 2,00 dPZSRl- Nuneiinas 2000 1,5 61,00 AIMCO 37,00
511 MenoKcukam 2,00 dP2R6 NuHeliHan 2000 6 38,00 AMCO 60,00




65

Tabaunua 2
Cxema IVR O6pasoBaHue geno BydepHbIi pacTBOp
Homep Mpoueaypa Macca BBegeHHOro Mcnonb3oBaHne Mcnonb3oBaHue Tun O6bem (mn)
BellecTsa (mr) wnpuua UrAbl
Bsogunu cpeay- Wnpwuw Codan
1 HOCUTENb U3 60 BMECTUMOCTbIO Het PBS-1X 20
wnpuua 6e3 urabl 0,5 mn
Bsoauu cpeay- BmeclTl;\int\:cz:CTbro
2 HOCUTEeNb U3 250 19G * 1,1 x 50 mm PBS-1X 100
LWINPULLA € N0V HaKOHEYHUKOM
Nospa softlect
BmectumocTtbio
Bsogunn cpepny- _
3 HOCUTENb 13 150 1 mn c 21G*0,8x 16 mm | Top X% 2% 150
LWINPULLA € N0V HaKOHEYHMKOM BMH
Nospa softlect
Bsoaunu cpeay- Wnpwuy, Codan
4 HOCUTENDb K3 100 BMECTUMOCTbIO Het SEC-1X 20
wnpuua 6es urnbi 0,5 mn
BmectumocTbio
Bsoaunn cpeay- -
5 HOCUTENb U3 250 1 mn 21G* 1,1x 50 mm | KRT-IX+ 2% 33
LWINPULA € MFNOi HaKOHEYHMKOM BMH
Moapa softlect
BmectumocTtbto
Beoaum cpeay- 1mnc PBS-1X + 1 %
6 HOCUTEeNb U3 1000 HAKOHEUH M KOM 21 G 1,1 X50 mm TouToH X100 20

WnpuLa c Urnomn

oapa softlect
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Mpumep 4. OueHKa pa3noxeHus Aeno

OueHKy pasnoXeHuss Aeno MNPOBOAMMM MYyTEM KONUYECTBEHHOTO OMpPeAeneHus CoAepxaHus
MOJIOMHOWN KMCNOTbl B BydhepHOM pacTBope, UCMONb3yeMOM AN UCMbITaHWA No oueHke IVR B
KaXkaon BpeMeHHOM Touke oTOopa obpa3yoB. KonnyecTso MOMOYHON KUCMOThLI B Cpeae CBA3aHO

C pasnoxeHuem uenen Ha ocHose MNMK.

CHauana obpasybl nogsepranu rugponunsy. 500 mkn cpeabl nocne BbICBOO0XAEHNSA NEPEHOCHNN
B NpoBupky Tuna dnnexngopd emectumoctbio 1,5 mn. [lo6asnsanmn 250 mkn 5 M NaOH. Npo6bupky
TMna 3nneHgopd nomewanu Ha 1 yac npu 40 °C. Peakymio octaHaenueanu gobaBrneHuem
250 mkn 5 M HCI.

Mcnonb3yembln maTtepuan npeactaBnsan cobo KOMMeEpYeCKuin Habop noa HasBaHMEM
«Megazyme L-lactic acid kit®», kommepuecku goctynHbein oT Libios, MNMoHwapa-Ciop-TiopauH,
®paHumsa. KonvuecTBeHHOe onpeaeneHne MOMOYHON KMCNOTbl MPOBOAUMM C UCNONb30BAHUEM

CTaHAapTHOro npoTokona 6e3 kaknx-nubo moandukalyuii.

MNpumep 5. Cnoco6HOCTL NPOXOAUTL Yepes3 Uy Npu BBegeHUMU

Llenbio faHHOro 3KcnepuMeHTa 6bina OUEHKa MNOTEHUMANbHOrO BIUSHUS MNPUMEHEHUS
3B€34006pasHbIX CONOMMMEPOB Ha CMOCOBHOCTL COCTABOB MPOXOAUTL YepPE3 Urny Npu BBEAEHWUN
MyTEM CpPaBHEHWS 3HAYEHUA ANS yKa3aHHbIX COCTABOB CO 3HAYEHVSIMW COCTABOB Ha OCHOBE

aHaNOrMYHbIX NUHENHbIX cononnmmepos.

AHanu3bl CMoCOGHOCTM NPOXOAWTb YEPE3 WUIMy NpPU BBELEHUM MPOBOAMIM C MOMOLLbIO

TekcTtypomeTpa Lloyd Instruments FT plus B cOOTBETCTBMN C NPOLELYPON, ONMCAHHON HUXKE:

Cocraebl (cononumep, pPacTBOPEHHLIN B OPraHUYECKOM pacTBOPUTENE) nepemMelunBani Ha
BUXPEBON Mewlanke B TedeHne 15 cekyHa. 500 mkn coctaBa oTbupanu ¢ NMOMOLLbIO LUnpula
Codan BmectumocTtbio 1 mn 6e3 urnbl. Yaananu BO3AyLUHbIE Ny3bIPbKn BO M3GEXaAHUE KaKMXx-
nnbo nomex BO BPEMSA U3MEPEHUSA CMOCOBHOCTU NPOXOAUTb YepPes Urniy npu BBeAeHUN. 3aTem
Ha wnpuy yctaHaenueanu urny Terumo 1”7 kanubpa 23G ansa cpea-HOCUTENEN MMM COCTABOB
cooTBeTcTBEHHO. Lnpuy nomewann Ha TekctypomeTp. CKOpOCTb NoTOKa OMKCMpOBanuM Ha

ypoBHe 1 mn/muH. CKopocThk 6bina 3adhukcmpoBaHa Ha ypoBHe 56,3 mm/MuH. BBeaeHue coctaea
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HayMHanM ¢ OUKCUPOBAHHOW CKOPOCTbIO. MHBLEKUMOHHOE YCTPOWCTBO (m.e. wnpuy + urna)

MEHSNWN ANSA KaX40M NMOBTOPHOCTH.

CpeaHee 3HauyeHne cunbl B HbloTOHax (H), Heobxognmon ansa BBEAEHUS KaXKA0W NOBTOPHOCTH,
paccuMtbiBanM C  WUCMONb3OBaHWEM MNpOrpamMmHoro obecnevyeHusi, npunaraemoro K
TekcTypomeTpy. C  UCNONb3OBaHMEM CXEMbl, OMWCAHHOW BbilWe, aBTOPbl HAaCTOSLLEro
n3obpeteHns onpegenunu 20 H B KayecTBe MakCMManbHOrO 3HaJYeHUst ANs COCTaBa, KOTOpPbIA

MOXET ObITb NIErko BBEAEH BPYUHYIO.
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TABJIMLUA 3
CocraB AdPU Cononnmep Pactsoputenb Cnoco6Hoctb npoxoAuTs
yepes Uray npyu BBeAEHUN
% % % Konnuects ; CraHpgap
Homep HasgaHue (macca/ Kopa, Crpyktypa | (macca/m | HassaHue | (macca/ I'IOBTc;pHO (MHn)a OTT:nc;eHe
macca) acca) macca) .
cTei Hue
388 MenoKcukam 2,00 P2R2 NnHeliHan 40,00 AMCO 58,00 6 6,3 1,1
389 Menokcunkam 2,00 s4-P2R2 | Pa3BetBne 40,00 AMCO 58,00 6 4,2 0,6
HHan
391 Menokcunkam 2,00 P2R3.5 JNluHelHan 40,00 AMCO 58,00 6 15,7 1,0
396 Menokcunkam 2,00 P2R6 JluHelHan 40,00 AMCO 58,00 6 57,1 3,9
397 Menokcunkam 2,00 s4-P2R6 | PasBerBne 40,00 AMCO 58,00 6 21,6 1,6
HHaA
449 Menokcunkam 2,00 dP2R3 JluHelHan 45,00 AMCO 53,00 6 20,4 0,5
451 MenoKkcunkam 2,00 s4-P2R3 | PasBetBne 47,00 AMCO 51,00 6 15,9 1,4
HHaA
483 Menokcukam 2,00 P2R3.5 JIHelHaA 44,00 NMP 54,00 6 19,2 0,9
484 Menokcukam 2,00 dP2R3 JIHelHaA 47,00 NMP 51,00 6 19,2 1,1
489 Menokcukam 2,00 s4-P2R3 | Pa3BetBne 51,00 NMP 47,00 6 17,2 1,3
HHaA
509 MenoKcukam 2,00 dP2R0.8 | J/luHenHasn 68,00 AMCO 30,00 6 19,0 1,1
510 Menokcukam 2,00 dP2R1.5 | luHeliHasn 61,00 AMCO 37,00 6 21,3 2,7
511 Menokcukam 2,00 dP2R6 JluHelHas 38,00 AMCO 60,00 6 20,6 0,5
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Mpumep 6. AHanu3 AMHaAMUYECKOWN BA3KOCTU

AHanus AMHaMWUYECKMA BASKOCTU MPOBOAWUNKM C MCMONb3OBaHMEM BUCKO3uMeTpa Anton Paar,

OCHAaLLEHHOIO CUCTEMOW KOHYC—MNJIOCKOCTb, CO CMEAYIOLMMI YCIOBUSIMU aHanusa:

e TewmnepaTypa, KOHTpoNupyemas Ha yposHe 25 °C.

¢ Konuuyectso cpeabl-HocuTena: 0,25 mn

e /smepuTenbHas cuctema: KOHyC C NMOCKAM AUCKOM AUAaMETPOM 25 MM U yrnoM HaknoHa
KoHyca 1 rpaayc (CP25-1).

e Pabouun guanasoH: ot 10 mlMa-c go 1000 mMa-c.

CocTaB nepeg aHannsom nepemeLLMBani Ha BUXPEeBOW MmeLuanke B TedeHue 10 cekyHa. 250 mkn
cocTasa nomewanM B LEHTP TepMOPerynmpyemMoro W3MepUTENbHOrO MMOCKOro Aucka ¢
ucnonb3oBaHnem Lwwnatensa. MameputenbHylo CUCTEMY OMycKanu BHW3, OCTaBMAA MexXay
N3MEPUTENBHON CUCTEMOWN N N3MEPUTENbHBIM NNOCKUM uckom npoceeT 0,051 mm. Onpeaensnu
ABajLaTb 04HY TOUKY M3MEPEHUS BA3KOCTU Npum ckopocTu caeura ot 10 ¢’ go 1000 ¢ (10 Touek
Ha 4ecsiTb NOBTOPHOCTEN). [laHHble MO BA3KOCTU COOTBETCTBYIOT AaHHbIM, PacCYMTaHHbIM Npu
ckopocTu casura 100 ¢!, YTo COOTBETCTBYET CPEAHEMY 3HAUYEHMIO HA MNAaTo KPUBOW. AHanu3

AVNHaMUNYeCKOl BA3KOCTM CocTaBa npoBOAUIIN B TPEX MOBTOPHOCTAX.
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TABJINLUA 4
CocraB AdPU Conoaumep Pactsopurenb Baskoctb
% % Konuuecrso Avnamu
Homep HasBsaHue macc./ma Kop, CrpykTtypa macc. %) HassaHue | (macca/ | nosTopHocT Heckan | CTanpaprroe
cc. macca) oii BA3KOCTb | OTK/AOHEHMue
(mNa-c)
388 Menokcukam 2,00 P2R2 NnHeliHasn 40,00 AMCO 58,00 6 341,2 5,9
389 Menokcunkam 2,00 s4-P2R2 | Pa3BerBneHHas 40,00 AMCO 58,00 6 213,5 1,8
391 Menokcukam 2,00 P2R3.5 NnHeliHasn 40,00 AMCO 58,00 6 1001,7 3,3
396 Menokcukam 2,00 P2R6 NnHelHasn 40,00 AMCO 58,00 6 4602,9 123,1
397 Menokcukam 2,00 s4-P2R6 | PasBerBneHHas 40,00 AMCO 58,00 6 1790,7 26,1
449 Menokcukam 2,00 dP2R3 JNluHelHaAn 45,00 AMCO 53,00 6 1427,0 28,2
451 MenoKkcukam 2,00 s4-P2R3 | Pa3BerBneHHas 47,00 AMCO 51,00 6 1083,7 5,7
483 Menokcukam 2,00 P2R3.5 NnHennHan 44,00 NMP 54,00 6 1286,4 20,7
484 Menokcukam 2,00 dP2R3 NnHennHan 47,00 NMP 51,00 6 1376,3 6,6
489 MenoKcukam 2,00 s4-P2R3 PasseTBaeHHan 51,00 NMP 47,00 6 1182,0 7,1
509 Menokcukam 2,00 dP2R0.8 JInHeMHan 68,00 AMCO 30,00 6 1232,3 17,2
510 Menokcukam 2,00 dP2R1.5 JInHelHan 61,00 AMCO 37,00 6 1579,9 15,1
511 Menokcukam 2,00 dP2R6 JInHenHan 38,00 AMCO 60,00 6 1465,3 23,4
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Mpumep 7. PapmMakoOKUHETUUYECKOE uccrnegoBaHue

Mogpo6Hoe onucaHue cxemel 1 in vivo

lMpoBOAMNM  UCMBITAHWS  HECKONMbKMX  COCTABOB  Ha  OCHOBE  MErOKCMKama B
hapmMaKkoKMHETUYECKOM MCCNEeAOBaHNN HA B3POCHbIX camuax Kpbic ¢ maccon tena ot 300 r go
350 r. JlekapcTBeHHbIe npenapaTbl, cogepxawme 3,6 Mr MenokcMkama, BBOAUMN MOAKOXHO B
MEXIONaToUHY0 06nacTb KpbIC C MCNOMb30BaHMEM LWNpULEB BMeCTUMOCTbIO 1 mn Soft Ject® u
urn kanubpa 23G (17 0,6 x 25 mm) Terumo®. O6beMbl BBEAEHHOTO cocTaBa (PMKCMpPOBANN Ha
ypoBHe 160 mkn. O6pa3sybl kpoeu cobupanm B npobupkn ¢ SOTA B pasHbiX BPEMEHHbIX TOYUKAX:
T0,54, T1y4, T34, T8 YU, T24 4 (aeHb 1), T48 4 (aeHb 2), T96 U (aeHb 4), T168 u (aeHb 7), T240 y
(aeHb 10), T336 u (aeHb 14). OGpasupl KPOBU LEeHTpudyrnposanm M OCTaBnsann nnasmy u3
Kaxxgon BpemMeHHon Touku. NMpoeogunu aHanms obpasyos nnasmbl metogom XX/MC/MC ans

Konn4yecTBeHHOro onpeaeneHna mernokCcnukama.

HekoTopble napameTpbl, HAaNpUMep, Macca CocTaBa, XXMBOTHAs MOAENb UM pasMep Urmbl, MOTyT
ObiTb afanTUpoOBaHbl B 3aBUCMMOCTM OT uccnegyemoro A®PU, ero npegnonaraemoro
MeAULUNHCKOro NPUMEHEHNSI U €ro LieneBon L03bl U NPOAOIHKUTENBHOCTU BbICBOGOXAEHUS. B

Tabnuue 5 HUXe NpeacTaBneHbl CXeMbl C Pa3nMYHbIMI NapaMeTpamu.
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Tabnuua 5
Cxema in
vivo Mpoueaypa HKusoTtHoe
Ob6bem BBeaeHUs MecTo
Homep LWnpwuw, Urna (MKn) Mogaenb MHBEKLAN MNyTb BBeaeHus
BmectumocTtbio
lmnc Mesk
1 HaKOHe‘-IHMI-:COM 23G (1”7 0,6 x 25 mm) Terumo® 160 Kpbica nonan'o\:( MoaKoKHO
Jltoapa soft
ject®
BmectumocTtbio
1,5mnc 21G (1”7 0,80 x 25 mm) Kapnukosas | MoambliweyHas
2 HaKOHEYHNKOM Terumo® 1700 CBUHbSA BMaguHa MoakosxHo
Jltospa Terumo
BmectumocTtbio
lmnc Me
3 HaKOHe‘-IHMI-;OM 23G (1”7 0,6 x 30 mm) Terumo® 180 Kpbica nonan'o\{( MoAaKoM»HO
Jltoapa soft

ject®
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BapuaHTbl peanusaymmn HacTosLWeEro N3o6peTeHNS N3NOXKEHbBI HUXKE CO CChINKOW Ha crneayoume

MPOHYMEPOBAHHbIE MYHKTbI:

1. dapmauyeBTUYECKas KOMMO3UUMUSA, noaxoaswas ans obpasoBaHus in-situ  peno,
coaepxawas:

GuopasnaraemMblil MHOFOKPaTHO Pa3BETBIEHHbBIA COMONMMMEP, COAEMKALLNN NO MEHbLUEN Mepe
TPU CrOXHOMONUIMUPHBLIX MreYa, MPUKPENnIEeHHbIX K LEHTpanbHOMYy S4py, Coaepxaliemy
NpoCTON NonmM3dup, N NpU 3TOM YKa3aHHbIA MHOFOKPaTHO PAa3BETBIIEHHbIM COMONMMEpP MO

CYLLECTBY HEPACTBOPMM B BOLHOM pacTBoOpe.

2. Komnosnyma no n. 1, oTnuyalowancs Tem, 4YTO MOSEKYNspHaa macca yKasaHHOro
npoctoro nonuadgpupa cocraenset 10 kda nnu meHee, npegnodtutenbHo 5 ka nnu mexee,

4 kJa nnn meHee, 3 kda nnn mexHee unu 2 kda nnn meHee.

3. dapmayeBTUHECKAn KOMMO3MUMSA, noaxoaswass Aans obpasoBaHus in-situ  peno,
coaepxawias:

Gmopasnaraemblii MHOrOKpPaTHO Pa3BETBIEHHbIN CONONIMMEP HA OCHOBE CIOXHOro nonuadupa,
coAepXalWuin no MeHblenn Mepe TPWU CROXHONONMIPUPHBIX Nneya, NPUCOEANHEHHbIX K
LeHTpanbHOMY s4py, npeacraensowemy cobor nonnadup, 1 npyu 3SToM MOMEKynspHas macca
yKasaHHOro npoctoro nonuadgpupa cocrasnseT 10 kla nnm meHee, npeanoytutenoHo 5 kla nnun

meHee, 4 kla nnn meHee, 3 kla unn meHee, unn 2 kla unn mexee

4. Komnosuyms no n. 3, oTnnyaoLasca Tem, YTo yKasaHHbI MHOTOKPaTHO Pa3BETBIEHHbIN

COMONUMEp MO CyLLEeCTBY HEPAaCTBOPUM B BOLHOM PacTBOpPE.

5. Komnosuyus no nio6omy n3 nn. 1-4, oTnuyaroLascs TeM, YTO yKasaHHbIA MHOTMOKPaTHO
pasBeTBNEHHbIA COMONMMMEP XapakTepU3yeTCs PacTBOPUMOCTbIO B BOAHOM pPacTBOpE MeHee
15 mr/mn, HeobA3aTenbHO MmeHee 10 Mr/mMn, meHee 5 mr/Mmn, meHee 5 r/Mn, meHee 2 Mr/mn Unu

meHee 1 mr/mn.

6. Komnosuymsa no n. 5, otnuyarowasaca Tem, 4To pacTBOPUMOCTb namepeHa npu 37 °C.

7. Komnosuyus no nio6omy ns nn. 1-6, oTnuyaroascs TeM, YTO yKasaHHbIA MHOTOKPaTHO

pasBeTBNEHHbIA cononumep npeacTtasneH dopmynon A(B),, rae A npeacrtaenset cobomn
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LeHTpanbHoe s4p0, a B npeacTaBnseT co6oi CroXXHONONUIUPHBIE NIeYN, U N NPeACTaBNAeT

coboM1 Lenoe Yncno, paBHoOE NO MEHbLUEN Mepe 3.

8. KomMnosuyus no n. 7, oTnMyaowWwascs TeM, YTO N paBHO MO MEHbLUEN Mepe 4, unu no

MEHbLUEN Mepe 6, Unn No MeHbLUEN mepe 8.

9. Komnosuymsa no nwobomy m3 nn. 1-8, oTnuyalowasascs Tem, UYTO LEHTpanbHoe s4po
npeacraenget coboN MHOrOKpaTHO pPa3BETBIIEHHbIA MNPOCTOM MONMM3aPUP Ha OCHOBE

nonu(atunenrnukons) (M3l n nonuona.

10. KomMmno3auyms no n. 9, oTnnyarowasacs TeM, YTO YKa3aHHbIA NONMOM COAEPXKMT NO MEHbLLEN

Mepe TPU r’MAPOKCUbHbBIE TPYNMbI.

11. Komnosmyms no n. 10, otnuyalowascs Tem, 4YTO Monuon npeacrasnseT cobon
YrNeBOAOPOS, 3aMELUEHHbIA MO MeHbLUEN Mepe Tpems TMAPOKCUMbHBIMKA  rpynnamu,

Heobs3aTenbHo 3, 4, 5, 6 UNK 8 rMAPOKCUNBbHBIMK FPYNNaMK.

12. Komnosuyusa no nwoGomy m3 nn. 9—11, oTnuyawwasacs TeM, YTO YKasaHHbIA MONMon

AOMNONHUTENbHO COAEPXKNT OAHY UnK Gonee NPoCTO3UPHbIX rpyn.

13. Komnosuymss no nwobomy u3 nn. 9—12, oTnuyamowascs TeM, YTO YKasaHHbIA MOMMon
npeacrtaensaeT cobon neHtasputput (M3), aunenTtasputput (AMN3), TpumeTunonnponad (TMIT),
FMUUEPUH, rekcarnuuepuH, SpuTput, keunut, au(tTpumetunonnponad) (auTMIT), copbut mnun

NHO3WT.

14. Komnosuyust no no6omy 13 nn. 9—13, oTnuyaroLascs TemM, YTO Kaxias BETBb YKa3aHHOro
MHOFOKPaTHO Pa3BETBIEHHOrO NONM3UpPa COAEPKUT KOHLEBYIO PEaKLUOHHOCMNOCOBHYIO rpynny,
cnocobHyl0 BCTynaTb B pPeakyuio CO CMOXHbIM MNOnM3UPOM WMM €ro MOHOMEPOM MNu

npeawecCTBEHHNKOM.

15. Komnosmyma no n. 14, oTnnyawwascs Tem, 4YTO  YyKasaHHas  KoHueBas

peakyMoHHocnocobHas rpynna npeacTaBnseT cobon rmapoKCUNbHYIO Tpynny.
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16. Komnosuyus no nobomy 13 nn. 9-15, oTnMyaoLwasncs TeM, YTO yKa3aHHbIA MHOFOKPaTHO

pasBeTBNEHHbIN NPOCTON Nonuadhup xapakrepusyeTtcs opmynon 1a unm opmynon 2a:

H OHACHLC O
—E CHt

—EDHQCHECj/ \(C H;CH 50
—FCHZCH-“D%—

rae m npeacraenseT cobon yenoe ymcno ot 5 go 150;

LCH;CHQO a—H
m

8]

H—FDHQC HEC%—D O CHZCH-O H
m 8 m

rae mnpeacraenseT cobon yenoe ymucno ot 5 go 150;

dopmyna 1a

dopmyna 2a

17. Komnosuyms no nobomy 13 nn. 1-16, oTnmyaroWascs TeM, YTO YKa3aHHbIA CMOXHbIN
nonuacdup npeacrasnset cobon nnu obpasoBaH MO MEHbLUEW Mepe OAHUM MOMMMEPOM UMK
COMONMMEpPOM, BbIOPaHHbIM K3 Trpynnbl, BKMoYawwen nonu(monoynyto kucnoty) (MMK),
nonu(rIMKoneByld KUCMOTY), MONM(3MNCUNOH-KaNPONakToH), nonu(aTuneHaaunar), COnonmmep

MOJIOMHOM KNCNOThl U rnukoneson kucnoTbl (MMKIK) n nonu(rngpokcnankaHoaT) Unm nx CMecu.

18. Komnosuyms no nobomy 13 nn. 1-17, oTnmMyarowascs TeM, YTO YKa3aHHbIA CMOXHbIN

nonuadup npeacrasnseT cobon romononmmMep.

19. Komnosuyms no nwobomy 13 nn. 1-17, oTnMyaoLWascs TeM, YTO YKa3aHHbIA CMOXHbIN

nonuacup nonyyeH us Gonee yem 04HOro MOHoOMeEpa.

20. Komnosuymss no n. 19, OTnMYalOLWascs TeM, YTO YKa3aHHbIA CRNOXHbIA nonuadup

npeacraenseT cobon CTaTUCTUYECKMIA CONONUMEP Unn BOK-CONoNnmMep.
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21. Komnosuymsa no nwobomy m3 nn. 1-20, oTnMYaoWanca TeM, YTO YKa3aHHbIN CMOXHbIN

nonuacup npeacrtasnaet cobon NMMK unm cogepxunt ee.

22. Komnosuyus no n. 21, oTnnyaloLWascs TEM, YTO yYKa3aHHbIA MHOFOKPaTHO pasBeTBIEHHbIN
cononvMmep nonydeH nyTeMm B3aWMMOAEWCTBUS MHOFOKPaTHO pPa3BETBMEHHOMO MNPOCTOro

nonuadupa, onpeaenexHHoro B nobéom ns nn. 9-13, ¢ D,L-naktngom.

23. KomMnosuyms no n. 22, oTnnyaloLWascs TeM, YTO yKa3aHHbIA MHOFOKPaTHO pa3BeTBIEHHbIN
cononvmep nonydeH nonumepusauyven D,L-naktmpa c pasmbikaHveM UMKNa, WHULMMPYEMOWN

yKa3aHHbIM MHOFOKPaTHO pasBeTBIIEHHbIM NMPOCTLIM NONM3PUPOM.

24, Komnosuyms no n. 23, oTnMyaoLascsa TeM, YTO yKasaHHbI MHOFOKPAaTHO pa3BeTBEHHbIN

cononumep xapakrepusyetcs dopmynon 5:
CH,
H H
o]
(o]
o] o]
\/% ©
(o] fo) A o]
n m °
\ /\)go OZ(/\ /
o]
o 0 m o
H m H
cH, ~°© HsC
n

rae n npeacrasnset cobon yenoe uncno ot 10 go 200, 1 m npeactaensieT cobom Lenoe Ynucno
ot 5 ao 150.
Popmyna 5

25. Komnosuymss no mwobomy u3 nn. 1-24, oTnuvyalowasics TemM, YTO KONUYECTBO
NMOBTOPSIOWMXCH CNOXHONONNIPUPHBIX 3BEHBEB B KaXAOM MNeye HEe3aBUCUMO HaxoguTCH B

AnanasoHe ot 10 go 200.

26. Komnosuymss no nwobomy 13 nn. 1-25, oTnnyawLwascs TeM, 4to macca nonuadupa

HaxoauTcsa B AuManasoHe oT 500 r/monb Ao 40 kr/monb, HeoGs3atenbHo oT 500 r/monb A0
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20 kr/monb, HeobsizatenbHo oT 10 kr/monb 40 40 Kr/MOMb, NPEANOYTUTENBHO OT 2 KI/MONb A0

10 kr/mn.

27. Komnosuyusa no nio6omy n3 nn. 1-26, oTnnyarowascsa TeM, YTO yka3aHHasi KOMMNO3nLuMs
JOMONHUTENBHO  COAEPXUT  papMaueBTUYECKM MPUEMMEMbIN  HOCMTENb, NPU  3TOM
HeobsA3aTeNnbHO yKasaHHbI hapMmalyeBTUIECKM NPUEMMIEMbIN HOCUTENb NpPeAcTaBnseT cobon

OpraHn4MeCKNI pacTBOPUTEND.

28. Komnosuyma no n. 27, OTAMYalOLWAasiCad TeM, YTO YKasaHHbIn apmaueBTUYECKN
npuemnemMblin HoCUTENb BbIGpaH 13 rpynnbl, BkNovawoLwen 6eHsnnosbin cnupT, 6eH3unbeHsoar,
anvetunusocopbua (AMW), ammetnncynbdokeng (OMCO), stunayetar, sTunbeHsoar,
aTunnakrar, rnuvgepondopmanb,  METUN3ITUMKETOH,  MeTunu3obyTtunketoH,  N-3Tun-2-
nupponugoH, N-metun-2-nupponuanHoH (NMP), nupponuaoH-2, TeTparnvkonb, TPUaLETUH,

TPUBYTUPUH, TPUMPOMMOHWH, FIMKOYPON 1 UX CMECH.

29. Komnosuyms no nio6omy u3 nn. 1-28, oTnuyapoLascsa TeM, YTO ykasaHHas KOMMNO3MLus

AOMOMHUTENbHO COAEPXKMT NO MEHbLUEN MEPE OAVH PapMaLEBTUYECKNA aKTUBHbIA UHIPEANEHT.

30. Komnosuyust no n. 29, oTnnyaoLascs TEM, YTO YKa3aHHbIN hapmMaLeBTUYECKM aKTUBHBbIN

WHTPeANEHT SABNSETCSA rmapooGHbIM.

31. Komnosuyust no n. 29, oTnnyaoLwascs TEM, YTO YKasaHHbIn hapmaleBTUYECKN aKTUBHbIN

WHrPeAVEHT npeacTaBnsieT cobon menokcmkam, 6ynmBakanH, TaMmCyno3uH Unm nx KOMeuHayuu.

32. Komnosuyust no niobomy ns nyHktoB 29-31, roe coaepxaHme no MEHbLUEN Mepe O4HOro
hapmaLleBTUYECKM aKTUBHOTO MHIpeaneHTa coctaensieT oT 0,05 % a0 60 %, HeoGA3aTeNbHO OT
0,05% po 40 %, HeobsasatenbHo oT 0,05 % Ao 30 %, Heobsa3aTenbHo oT 0,05 % go 10 %,
Heobs3aTenbHo 0T 0,05 % A0 7 %, HeobGs3aTenbHO oT 0,05 % 40 2 % % macc./macc. oT obwen

MaccCbl KOMNO3ULUNA.

33. Komnosuyus no nio6omy ns nn. 1-32, oTnnyaroascs TeM, YTO yKasaHHasi KOMMNO3nL s

npeacraenseT cobon XNLKOCTb AN MHBbEKUMNA.

34. Komnosuyust no nio6omy s nn. 1-33, oTnMyawLwascs TeM, YTO COAEPKAHNE MHOTOKPATHO
pasBeTBNEHHOrO cononumepa coctaensieT oT 2 % fo 80 %, HeobsizaTeneHO OT 2 % 40 70 %,

Heobsa3aTenbHO OT 2 % A0 60 %, HeoGA3aTtenbHo oT 10 % A0 60 %, HeoGs3aTenbHO oT 10 % A0
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50 %, HeoGsizaTenbHo oT 20 % Ao 40 %, HeoGs3aTenbHo oT 20 % A0 35 %, HeobA3aTenbHO OT

30 % po 50 % % macc./macc. oT 06Lwen Maccbl KOMNO3NLUMN.

35. Komnosuymsa no no6omy ns nn. 1-34, otnnyaloLascsa TeM, YTO MONSPHOE OTHOLUEHME
NMOBTOPSIOLLErocs CNOXHOMONMM3(UPHOro 3B€HA U STUNEHOKCMAA B KOMMO3MLUKN COCTaBMNSET OT
1 a0 10.

36. Komnosuymsa no nwobomy m3 nn. 1-35, oTnmyamowasca Tem, YTO BbICBOGOXZEHME NO

MEHbLUEN Mepe O4HOro akTUBHOTO MHIrpeaneHTa MOXET MOAYNNPOBaTbCA.

37. Komnosuyma no nmobomy wu3 nn. 1-34, noaxopdwas AN AOCTaBkKA CyObekTy
dhapmaleBTUYECKN aKTUBHOTO UHTPEANEHTA B TEYEHUE NO MEHbLUEN Mepe 1 AHS, HeoBsA3aTenbHO
B TEYEHME MO MeHbluen mepe 3 fHel, HeobA3aTeNbHO B TEYEHME MO MEHbLUEN Mepe 7 AHEN,
Heoba3aTenbHO B TeYeHUE No MeHbLlueln mepe 30 AHelN, HeoBA3aTeNbHO B TEYEHME NO MEHbLLEN

mepe 90 AHen, Heobs3aTeNbHO B TEYEHME NO MeHbLue Mmepe 1 roga.

38. MpumeHeHne dhapmaleBTUYECKON Komno3uyum no ndomy 13 nn. 1-37 ans moaynsayum

KWHETUKN BbICBODOXAEHUSA MO MEHbLLEN Mepe O4HOro akTMBHOro MHrpeaneHTa.

39. Cnoco6 nonyyeHuss apmaleBTUYECKON KoMMosumymm no nwdomy u3 nn. 1-37,
BKMIOYAOLWNA PaCTBOPEHNE MHOIOKPaTHO Pa3BETBMEHHOrO COMONMMepa, ONpeaeneHHoro B

no6om n3 nn. 1-35, B hapmaueBTUYECKN NPUEMIIEMOM HOCUTESE.

40. Cnoco6 no n.39, AOMOMHMTENbHO BKNOYawWwmin gobaBneHne dapmayeBTUYECKN

aKTUBHOTO MHIPEAVEHTA B YKa3aHHYIO KOMMO3ULUIO.

41. Buopasnaraemoe peno, noflydeHHoe ex vivo mnm in situ NoCpeacCTBOM NpuBEAEHUS
KomMnosuumm no nwbomy 13 nn. 1-37 B KOHTAKT C BOAHON Cpeaour, BOAON uUnn GUONOrMYecKon

XNAKOCTbIO.

42, Cnoco6 KOHTPONMPYEMOTro BbICBOBOXAEHUSA (hapMaLEBTUYECKN aKTUBHOTO UHIPEAUEHTA,
BKIIOYAOWMIA BBELEHNE KOMNO3UUuKM no nobomy m3 nn. 1-37 n obecneyeHne BO3MOXHOCTU

obpasoBaHus in-situ peno in vivo.
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®OPMYIJIA USOBPETEHUA

1. dapmaueBTUYecKan KOMNO3uLmMs, cogepxallas:

MO MeHbLEN Mepe OAWH hapmMalueBTUUECKM aKTUBHbIA WHTrpeaneHT, 6uopasnaraembin
MHOTOKpPaTHO  pPasBETBMEHHBIN  COMONMUMEP, COAEpXalWMh N0 MEHbLIEW Mepe Tpu
CMNOXHOMONM3MUPHBLIX NMeYa, NPUKPENMEHHbIX K LEHTPaNbHOMY S4pPY, COAEpXKaLLeMy NPOCTOM
nonunacpmp, NpyM STOM YyKa3aHHbIN MHOrOKPaTHO pPasBEeTBIMEHHbIA COMOMMMEpP MO CyLEecTBY
HepacTBOpMM B BOAHOM pacTBOpe, W A€ yKa3aHHas KOMMO3MLUMSA AOMNOMHUTENbHO COAEPXUT

OpraHn4MeCcKnUn pacTBOpUTEND.

2. Komnosnyma no n. 1, oTnuyalowancs Tem, 4YTO MOSIEKYNspHaa macca YKas3aHHoro
npoctoro nonuadupa cocraesnset 10 kda unu meHee, npegnoututenpHo 5 kda wunu meHee,
4 kJa nnn menee, 3 ka unn meHee, unu 2 kda nnn menee, unn 1 kda nnn mexee, unm 0,5 ka

nnn meHee.

3. dapmayeBTUYECKaS KOMMNO3MLMSA, COAepX)aLlas:

No MeHbleNn Mepe oAMH dapmMaleBTUYECKM aKTUBHbIA UHrpeaueHT, Ounopasnaraembii
MHOrOKpaTHO pPasBEeTBMEHHbLIN  COMONUMEP, CoAepXalui NO MEHbLIEN Mepe Tpu
CNOXHOMONM3MUPHBIX NreYva, NPUCOeAMHEHHbIX K LIeHTPanbHOMY SAPY, COAepXKalLeMy MpPOCTOn
nonuacpmp, Npy 3TOM MOMEKYNsApHas Macca yKasaHHOro npocToro nonmadupa CocTaBnsieT
10 kda wnn meHee, npegnoytutencHo 5 ka wnu meHee, 4 ka unu mexee, 3 k[a unn mexee,
unn 2 kda wnn meHee, mnn 1 kda wnu meHee, unu 0,5 ka vnn meHee, rae ykasaHHas

KOMMNO3WUMA LONOMHUTENBHO COAEPXKNUT OPraHNYeCKIn PacTBOPUTENDb.

4. Komnosuyms no n. 3, oTnnYaoLWwascsa TeM, YTO YKa3aHHbIA MHOTOKPaTHO pa3BeTBIEHHbI

CONonMMep Mo CyLLeCTBY HEPaCTBOPUM B BOAHOM PacTBOpE.

5. Komnosuyus no nio6omy ns nn. 1-4, oTnuyaroascs TeM, YTO yKasaHHbIA MHOTMOKPaTHO
pasBeTBNEHHbIA COMOMMMEP XapaKTepu3yeTcsl pacTBOPMMOCTbIO B BOLHOM pPacTBOpPe MeHee
15 mr/mn, Heoba3aTenbHO meHee 10 Mr/mn, meHee 5 mr/mn, meHee 2 mr/mn UnNu meHee 1 mr/mn,

npu 3ToM HeobA3aTeNbHO PAaCTBOPMMOCTE B BOAHOM pacTBope nsmepeHa npu 37 °C.

6. Komnosuyus no no6omy u3 nn. 1-5, noaxoasiwas ans obpasoBaHus 4eno in-situ.
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7. Komnosuymsa no mobomy um3 nn. 1-6, oOTnuualoWasics TeM, YTO MHOrOKpaTHO
pasBeTBNEHHbIA cononumep npeacTtasneH dopmynon A(B),, rae A npeacrtaenset cobomn
LUeHTpanbHoe s4po, a B npeactasnseT cobon cnoxxHONONUadupHbIe Nrevn, U N NpeacTaBnseT
cobon uenoe yucno, paBHOE MO MeHbLlen mepe 3, MpyU 3TOM Heobs3aTenbHO N PaBHO MO
MEHbLUEN Mepe 4, unn No MeHbLen mepe 6, unn No MeHblen mepe 8, NPEANOYTUTENBLHO B

KOTOPOW n paBHO 4.

8. Komnosuymsa no nwobomy m3 nn. 1-7, oTnuyalowWasacs TeM, YTO LEHTpanbHoOe s4po
npeacraensetr cobOM MHOrOKpaTHO pasBETBIEHHbLIA NPOCTOM MONMacUp Ha OCHOBE

nonu(atunenrnukons) (M3l n nonuona.

9. Komno3auyms no n. 8, oTnnyalowasncs TeM, YTO YKa3aHHbIA NOMMOM COAEPXKUT NO MEHbLLEN
Mepe TPY rMAPOKCUIbHbIE FPYNMbl, NP 3TOM Heob5A3aTenbHO yKkazaHHbIN NONWON NpeacTaBnseT
coboi yrneBoAOpOS, 3aMELUEHHbIN MO MEHbLUEN MeEPe TPEeMS WA POKCUMbHLIMUK rpynnamm,
Heobsa3aTenbHo 3, 4, 5, 6 UK 8 rMAPOKCUNBHBLIMK FPYNNamu, NPy 3TOM NONMON AOMNOMHUTENBHO

COAEPXUT OAHY Unu 6onee NPOCTO3PUPHBIX rpynn.

10. Komnosuyust no nn. 8 unu 9, rae ykasaHHbI NONWON NpeacTaBnseT co6oM NeHTaspuTpuT
(M3), annentasputput (AMN3), TpUumeTnonnponan (TMIT), rnuyepwrH, rekcarnuuepuH, SpUTpuT,

KewnuT, gu(tTpumeTunonnponax) (auT M), copbut nnm MHO3NT.

11. Komnosuyma no nobomy m3 nn. 8-10, rae kaxaas BETBb YKA3aHHOMO MHOFOKPaTHO
pa3BEeTBMEHHOIO NPOCTOro nonuadupa CoAepPKUT KOHLEBYIO PeakyMOHHOCMOCOBHYIO rpynmny,
cnocobHyl0 BCTynaTb B pPeakyuio CO CNOXHbIM MNOMM3UPOM WM €ro MOHOMEPOM MNu
npeaLwecTBEHHUKOM, MpM 3TOM HeobA3aTenbHO ykasaHHas KOHLUEBas peakuyMoHHOCcnocobHas

rpynna npeacraBnseT cobon rmapoKCUNbHYIO Tpynny.

12. Komnosuymss no nwobomy 13 nn. 8-11, rae ykasaHHblA MHOTMOKPaTHO pPa3BETBIEHHbIN
NpocTon nonuacup xapaktepusyetcs dopmynon 1, unu dopmynon 2, unu popmynon 3, nnm

chopmynon 4:
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)

R npeactaenseT cobon H, nnn ankmun, nnn N3r,

Popmyna 1

nwrpv}wf

rae mnpeacraesnsieT cobon Lenoe Yncrno ot 2 4o 150, 1 p paBHo 6,

Py el
N /\/PW{/\%
“%/\X '" )L\,jzﬁ



82

rae mnpeacraensieT cobon yenoe umcno ot 2 go 150,

Popmyna 3

X &Pké% 7

rae mnpeacraenseT cobon yenoe ymeno ot 2 go 150,

’

dopmyna 4.

13. Komnosuyust no no6omy 13 nn. 1-12, rae ykasaHHbIN CNOXHbIA NoNuadup npeacraBnseT
coboi unm obpasoBaH NO MeHbLUEN MePEe OAHUM MOMMMEPOM UNKN COMONMMMEPOM, BbiGPaHHbIM
13 rpynnel, BKoYawLwen nonu(Monoynyo kucnoty) (MMK), nonu(rnukonesyto kucnoty) (MIK),
nonu(ancunon-kanponaktoH) (MKIM), nonu(stuneHagunart) (MN3A), cononumep MOMOYHOMN

KncnoTbl 1 rnukoneson kucnotbl (MMKIK) n nonu(rugpokcuankanoat) (MIFA) unm nx cmecu.

14. Komnosuyust no no6omy ns nn. 1-13, rae ykasaHHbIN CNOXHbIA NONuadup npeacraBnseT

coboi romononmmep.

15. Komnosuyus no nwobomy us nn. 1-13, rae ykasaHHbIA CROXHbLIA NONM3uUp NOny4vyeH u3
Gonee yem OLHOr0O MOHOMEpPA, NPU 3TOM HeobsA3aTeNbHO YKa3aHHbIN CRNOXHbIA Nonmadcup,
NonyJYeHHbln K3 6Gornee 4yem OLHOr0 MOHOMe