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MPHEMJIEMYIO COJb (Iajiee B HACTOSAIIEM JTOKYMEHTE HMEHyeMble 'cpencTBoM'"), B YaCTHOCTH K
JIOCTaBJISIEMBIM MEPOPATBHBIM ITyTEM KOMITO3HIHSIM, COIEPKAIIMM CPEICTBO; K IPUMEHEHHIO YKAa3aHHBIX
KOMIIO3HIIMH B KaueCTBE JICKAPCTBEHHOTO Ipernapara 1 K CocodaM MoTydeHHs YKa3aHHBIX KOMITO3UIIHH.
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Hacrosimee u300peTeHHe OTHOCHTCS K (papMaleBTUYECKHMM KOMIIO3MIUAM, coiepkammmM 2-((3-(4-
uaHoHa(TaTHH- | -¥IT) TUPUTUH-4-11) THO )-2-METUIIIIPOIIAHOBYIO KUCIIOTY WU ¢¢ (papMarleBTUICCKU MpUeMIIe-
MYIO cOoJlb (Hajiee B HACTOSIIEM JOKYMEHTe MMEHyeMble "cpelcTBOM"), B YACTHOCTH K JTOCTABIISIEMBIM IEPO-
paNBHBIM ITyTEM KOMITO3UISM, COIEPIKAIlAM CPEACTBO; K MPUMEHEHUIO YKa3aHHBIX KOMITO3HMIMN B KadecTBE
JIEKApCTBEHHOTO IIpeTapara i K coco0am MmorydeHus YKa3aHHBIX KOMITO3UIIHH.

CpeacTBO pacKphITO B MyOJIMKAIIMK MEXTyHApOaHOH maTeHTHOH 3asiBku WO 2011/159839 u npencrapis-
et coboit nmeiictBeHHBIH HHTHONTOP URAT1. CpenctBo mpeacTaBisieT co00l COSAMHEHHE CO CTPYKTYPOH CO-

rimacHo gopmyie (1)
OH

| N
s s (o}

N .

CpencTBo mpeAcTaBiseT co00i CeNeKTUBHBIN MHTHOUTOp peadcopOMu MOUCBOW KUCIOTHI U, KaK OXKHJIa-
eTcs, OyIeT MPUTOIHO IIPH JICUYCHUU 3a00JICBAHUI WM MEAUIUHCKUX COCTOSHHIA, OMOCPETOBAHHBIX HCKITIOYH-
TENBHO WU YAaCTHYHO HAPYIICHUSMH METa0OJIM3Ma MOYEBOW KHCIOTHL HapyimeHuss merabonm3Ma MOYEBOM
KHCJIOTHI BKIIFOYAIOT B ce0sl, 0€3 OrpaHNYeHUs, IIOAIIUTEMUI0, MUESIIONIHYIO METaIJIa3Hio, IOAArpy, PeruInBH-
PYIOUINIA TIPHUCTYT TOAATPHI, MOJATPHUYECKUI apTPUT, TUIEPYPUKEMHIO, THIIEPTOHHIO, 3a00JIeBaHIE CEplIeTHO-
COCYIWCTOH CHCTEMBI, HIIEeMHUYECKyl0 OoJie3Hb cepima, cuHapoM Jlema-Hatixana, cunapom Kemmm-
Curmmiiepa, 3a00JIeBaHHE TIOYEK, TOYCYHBIC KAMHH, IOYEYHYIO HEJOCTaTOYHOCTh, BOCIIANIEHHE CYyCTaBOB, apT-
PHUT, MOYEKaMEHHYIO 00JI€3Hb, OTpPaBJICHHE CBHHIIOM, THIIEPIAPATHPEO3, TICOpHA3 U capKkouao3. B mokmuamYe-
CKHX MOJETSIX W PAaHHUX KIMHUYECKUX MCIBITAaHUSAX OBIIa IOKa3aHa aKTHBHOCTH CPEJICTBA, M B HACTOSIIEE Bpe-
Ms1 OHO M3y4aeTcsl B McIbITaHusIX (assl [1b, rne s dexTnBHOCTD M 6€30macHOCTh OyIyT OIIEHEHBI OoJIee MOITHO.

[Ipu BBeIeHUH TTEPOPATHHBIM YTEM B (hopMe TaOJIETKU ¢ HEMEIICHHBIM BEICBOOOXKIICHIUEM CPEIICTBO BEI-
cBOOOXKIaeTCs W3 TabJICTUPOBAHHOMN JIeKapCTBEHHON (POpMBEI U abcopOupyeTcs depe3 JKenyA0YHO-KHUIICUHBIN
TPAKT ¢ 00CCIeYeHUEM OBICTPOTO YBEIIMYCHUS KOHIICHTPAIMH B TUIa3ME KPOBU B TCUCHHE KOPOTKOTO TEpPHOIA
BPEMEHU, HAIIPUMED IOCIIC TIEPOPATFHOTO BBEACHHUS COCTaBa C HEMEIJICHHBIM BRICBOOOXKICHUEM, OTIUCAHHOTO B
npuMmepe 1, B 103e, COCTAaBIAIOMEH 5 MT, CyOBEKTy-UeloBeKy HATOIIAK, T€OMETPHICCKOE CpelHee 3HAUCHHE
JIOCTUTHYTON MaKCHUMAaJbHOW KOHIICHTpAIuu B miazMe KpoBU (C.c) COCTABISIET IPUMEPHO 73 HI/MII, U BpeMs,
IPY KOTOPOM HaOIIIOA0T TMHKOBYIO KOHIICHTPALWIO B Tuia3Me KpoBH (Tp,.x), HAXOMUTCA B Mpeaesiax Auana3oHa
npumepHo 0,25-1,5 4 (B cpeanrem 0,6 9). ITocne C,,.x 3HAUSHUS KOHIICHTPAIINH CPEICTBA B IIa3Me KPOBH MMAAI0T
MeHee ueM npuMepHo 10 6% oT Cp,.c B TedeHue 2 4. [Inomans mox KpUBOH 3aBHCUMOCTH KOHIICHTPAIH B
1a3Me KPOBH OT BPEMEHH OT HYJIEBOTO MOMEHTa BpeMeHH 110 24 4 mociie BBeneHus 10361 (AUC, »4) cocTaBisier
npumepHo 0,102 Mxr-u/mi1, 1 cootHOmeHNE C ./ AUC 54 cocTaBmsieT mpumepHo 0,72.

ABTOpBI TaHHOTO M300PETCHHUS HEOKUJAHHO OOHAPYKUIIH, YTO COCTaB ¢ MOIU(UIIMPOBAHHBIM BBICBOOO-
JKJICHUEM, KOTOPBIH yMeHbIMACT C,y, @ TAKKE MOICPKUBACT YPOBCHD KOHIICHTPALIUHU CPEACTBA B TCUCHHE TPO-
JIOJDKUTEIFHOTO TIEpHOJIa BPEMECHH, 00ECIICYNBACT O0COObIC KIMHUYECKUE MpenumMyInecTBa. CocTaBbl ¢ MOTU(U-
IIUPOBAHHBIM BBICBOOOKICHUEM CIOCOOHBI 00ECIeUnBaTh KOHTPOIMPYEMYIO CKOPOCTh (DPaKIIMOHHON 3KCKpe-
IIUM MOYEBOHN KHCIIOTHI B TEYCHHUE JUTUTEIHHOTO TIeproa BpeMeHH. KOHKpPETHBIE COCTAaBhI IO HACTOSIIEMY H30-
OpeTeHUI0 00ECIICUMBAIOT OJATrONPHUITHBIC XaPAKTEPUCTHKH B OTHOIICHHH BBICOKOM OMOIOCTYITHOCTH W/WIIA
Ipyroro hapMaKOKHHETHYECKOTO CBOMCTBA, CBA3AHHOTO ¢ A(h()EKTHBHOCTHIO M/MiH 0e30TacHOCThI0. OKugaeT-
Csl, 9TO TaKHWe XapaKTEPUCTHKH COCTaBa MPHUBEAYT K YIYUIICHHOMY BapHaHTY JICUCHHS I KOHTPOIIS 3a00seBa-
HUHM WM MEIUIIMHCKUX COCTOSHHUM, ONOCPEIOBAHHBIX MCKIIOYUTEIRHO WIIM YaCTHYHO HAPYIICHUSIMH MeTabo-
JIM3Ma MOYEBOH KHCIIOTHI, B TOM YHCIIE TUIIEPYPUKEMHUH, IOJarpbl © MHOTHX IPYTHX OOJIC3HEHHBIX COCTOSHHM.

CymecTByeT NOTpeOHOCTh B yIYUIICHHBIX (PapMameBTHUECKUX KOMIIO3HIHAX, COACPKAIINX CPEICTBO, B
YaCTHOCTH TIPUTOTHBIX KOMIIO3HIIUSAX, B KOTOPBIX AOCTHraemas cpencTBOM C,, IMOCIE BBEICHHSA HIDKE, YeM
MoJy4aeMasi U3 MepopaabHOi TaOJETKH ¢ HEMEAJICHHBIM BBICBOOOXKICHUEM, 1 YPOBEHBb KOHIICHTPAIIUH TOIIEP-
JKUBACTCS B TCUCHHUE MPOJOIDKUTEIBHOTO MEPUOJIa BPEMEHH ¢ 00CCIIEYCHHUEM TOTO, YTO NPU BBEICHHH JIO3BI
JIOCTUTACTCS PABHOMEPHAs U KOHTPOJIHPYEeMasi CKOPOCTh (YPAKIIMOHHOW IKCKPEIIUHA MOYCBOI KHCIOTHI.

B cooTBeTCTBHU C MEPBBHIM ACIEKTOM HACTOSIIETO H300pETEHHS MPEIyCMOTPeHA (papMarieBTHIeCcKas KOM-
MO3HIHUsS ¢ MOAU(DUITMPOBAHHBIM BHICBOOOKICHUEM, COACPIKAIIasl CPENICTBO, T/Ie YKa3aHHAsh KOMITO3UIIHS TTOCIIe
MEPOPATBEHOTO BBEICHUS HATOINAK CYOBEKTY, HYXKAAIOMIEMYCS B JICUCHHH C €€ MMOMOIIBI0, MPEIyCMaTPUBACT 110
MEHBIIEH Mepe OJTHO U3 CIIEAYIOIIETO:

(a) obecrieunBaeT y CyObeKTa reOMETPHUIECKOE CpelHee 3HAUCHNE MAaKCUMaIhbHOW KOHIICHTPAIIUH B TIa3Me
kpoBH (C,.x) CpeacTBa, coctapistomee ot 1 1o 50 Hr/mir; n

(b) obecneunBaet cootHomeHue C ./ AUC .4, cocTaBmstomniee ot 0,04 no 0,4.

B cooTBeTcTBHM C JONMOTHHUTENBGHBIM ACHEKTOM HACTOSIIETO M300peTeHHS MperycMOTpeHa (apmareBTH-
YyecKast KOMITO3UIHS ¢ MOAN(MHUIIMPOBAHHBIM BBICBOOOXKICHUEM, COIEpIKaIIas CPEACTBO, TAe YKa3aHHAs KOMIIO-
3UIUSA TOCIIE MTEPOPATBHOTO BBEJCHHS HATOIIAK CYOBEKTY, HYKIAIOIIEMYCsl B JICUCHUH C €€ MOMOIIBI0, TPEIy-
cMaTpuBaeT 00a U3 CIEAYIOIIETO:
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(a) obecreunBaet y cyobekra Cp.x CpeAcTBa, cocTaBisitomyio oT 1 mo 40 Hr/ma (oOblyHO OT 5 1O
20 ur/™mMn); 1

(b) obecneunBaer cootHomeHue C./ AUC .4, cocTaBmstomniee ot 0,04 o 0,4.

B CcOOTBETCTBUM C JOIMOJHUTENBHBIM aCMIEKTOM HACTOSIIETO M300pETEHUS MperycMoTpeHa (GapMaIeBTH-
gecKass KOMIO3UIHS ¢ MOTU(PUITUPOBAHHBIM BEICBOOOXKIEHUEM, COIep KaIasi CPEACTBO, T YKa3aHHAss KOMIIO-
3UIMSL TIOCTIE TIEPOPATLHOTO BBEJICHUS HATOIMIAK CYOBEKTY, HY)KIAIOMIEMYCs B JICUSHUH C €€ TIOMOIIBI0, o0ectie-
quBaeT y cyobekTa Ci,x CpencTBa, cocTaBirtonyio ot 1 1o 40 ar/min. B nemsx ynooctBa Ciax CPEICTBA COCTAB-
nsetT oT 5 10 20 Hr/MIIL

B cooTBeTCTBHM C JOMOJTHHUTENBHBIM ACIICKTOM HACTOSIIETO M300peTeHHs MperycMOTpeHa (apmaieBTu-
YyecKasi KOMITO3UIHS ¢ MOAUGUITMPOBAHHBIM BBICBOOOKICHUEM, COJCpIKAIIAs CPEACTBO, TIC YKa3aHHAS KOMITO-
3UIUSA TOCIE MTEPOPATBHOTO BBEJCHHS HATONIAK CYOBEKTY, HYKIAIOIIEMYCsl B JICUCHUH C €€ IMOMOIIBI0, TPEIy-
cMmarpuBaetr cooTHomeHHE C,,/ AUC 4, cocTaBmsttomee ot 0,04 mo 0,4.

B cooTBeTCTBHU C JOMOJTHHUTEIBHBIM ACIICKTOM HACTOSIIETO W300peTeHHS MpeaycMOTpeHa (apmaieBTu-
YyecKasi KOMITO3UIHS ¢ MOAUGUIIMPOBAHHBIM BBICBOOOXKICHUEM, COJCpPIKAIast CPEACTBO, TIC YKa3aHHAsS KOMITO-
3UIMSL TTOCJIE TIEPOPATLHOTO BBENIEHUS HATOIIAK CYOBEKTY, HYXKIAIOMEMYCS B JICUEHUU C €€ TIOMOIIBI0, TIPey-
cmatpuBaet cootHomeHue C,,,/AUC,4, cocTaBmstomniee ot 0,04 no 0,3.

B CcOOTBETCTBUM C JOIOJHUTENBHBIM ACMIEKTOM HACTOSIIETO M300pETEHUS MperycMoTpeHa (GapMaIeBTH-
gecKass KOMIO3UIHS ¢ MOTU(PUITUPOBAHHBIM BEICBOOOXKIEHUEM, COIepKaIasi CPEACTBO, T YKa3aHHAss KOMIIO-
3UIMSL TTOCJIE TIEPOPATLHOTO BBENIEHUS HATOIIAK CYOBEKTY, HYKIAIOMEMYCS B JICUEHUU C €€ MIOMOIIBI0, TIPey-
cmatpuBaetT cootHomeHue C,,,/AUC 4, cocTaBmstomniee ot 0,04 no 0,2.

B cooTBeTCTBHHM C JOMOJTHHUTEIBHBIM ACIICKTOM HACTOSIIETO M300peTeHHS MpeaycMOTpeHa (apmaieBTu-
YyecKasi KOMITO3UIHS ¢ MOAUGMUIIMPOBAHHBIM BBICBOOOXKICHUEM, COJCpPIKAIIas CPEACTBO, TIC YKa3aHHAsS KOMITO-
3UIUSA TOCIIE IEPOPATBHOTO BBEJCHHS HATONIAK CYOBEKTY, HYKIAIOIIEMYCsl B JICUCHUH C €€ IMOMOIIBI0, TIPEIy-
cMmarpuBaet cootHomeHHe Cp,,/ AUC 54, cocTaBmstomee ot 0,04 mo 0,18.

B cooTBeTCTBHHM ¢ JOMOJHHUTEIBHBIM ACIICKTOM HACTOSIIETO M300peTeHHs MpeaycMOTpeHa (apmaieBTu-
gecKass KOMIO3UIHS ¢ MOTU(PUITUPOBAHHBIM BEICBOOOXKIEHUEM, COIepIKaIasi CPEACTBO, e YKa3aHHAss KOMIIO-
3UIMSL TTOCJIE TIEPOPATLHOTO BBENIEHUS HATOIIAK CYOBEKTY, HYKIAIOMEMYCS B JICUEHUU C €€ MOMOIIBI0, TIPey-
cmatpuBaeT cootHomeHue C . /AUC .4, cocTaBmstomniee ot 0,04 no 0,16.

B COOTBETCTBUM C JOIMOJHUTENBHBIM ACMIEKTOM HACTOSAIIETO M300pETEHUS MperycMOoTpeHa (GapMaIeBTH-
gecKass KOMIO3UIHS ¢ MOTU(PUITUPOBAHHBIM BEICBOOOXKIEHUEM, COIepKaIasi CPEACTBO, Te YKa3aHHAss KOMIIO-
3UIMSL TTOCJIE TIEPOPATILHOTO BBENIEHUS HATOIIAK CYOBEKTY, HYKIAIOMEMYCS B JICUEHUU C €€ MIOMOIIBI0, TIPey-
cMmarpuBaet cootHomeHHe Cp,,/ AUC 54, cocTaBmsttomee ot 0,04 mo 0,13.

B cooTBeTCTBHM ¢ JOMOJTHHUTENBHBIM ACIICKTOM HACTOSIIETO W300peTeHHS MpeaycMOTpeHa (apmareBTu-
YyecKasi KOMITO3UIHS ¢ MOAUGUITMPOBAHHBIM BBICBOOOXKICHUEM, COJCpPIKAIIas CPEACTBO, TIC YKa3aHHAS KOMITO-
3UIUSA TOCIIE IEPOPATHHOTO BBEJCHHS HATOIAK CYOBEKTY, HYKJAIOIIEMYCsl B JICUCHHH C €€ IMOMOIIBI0, TPEIy-
cMmarpuBaer cooTHomeHue C,/AUC .4, BeIOpannoe u3 0,04-0,4, 0,04-0,3, 0,04-0,2, 0,04-0,18, 0,04-0,16 u
0,04-0,13.

B cOOTBETCTBUM C JOIMOJHUTENBHBIM aCMIEKTOM HACTOAIIETO M300peTEHUs MperycMOoTpeHa (GapMaIeBTH-
gecKass KOMIO3UIHS ¢ MOTU(MUITUPOBAHHBIM BEICBOOOXKIEHUEM, COIep KaIasi CPEACTBO, T YKa3aHHAss KOMIIO-
3UIMSL TTOCIIE TIEpOPaIbHOTO BBEICHUS B J103€, BRIOpaHHOW u3 nuamna3oHa 0,5-20 Mr, HalpuMep, COCTaBIISIOIICH
0,5, 0,67, 0,75, 0,83, 1, 1,25, 1,5, 2, 2,5, 3, 3,3, 4,5, 5, 6, 7,5, 9, 10, 12, 15 u 20 mr, HaTomak cyOBEKTy, HYX-
JTAIONIEeMYCs B JICYEHUH C €€ TIOMOIIIBIO, TpeaycMaTpuBaeT cooTHoIeHne C ./ AUC .4, BeIOparnoe u3 0,04-0,4,
0,04-0,3, 0,04-0,2, 0,04-0,18, 0,04-0,16 u 0,04-0,13. B nensx yno0cTBa B JaHHOM BapHAHTE OCYIIECTBICHUS
J03a BeIOpaHa u3 4,5, 6, 9 u 12 mr u cootHomeHue C,, /AUC .4 BEIOpano u3 0,04-0,2, B nensx OoJbIero yaoo-
ctBa u3 0,04-0,16. B mensx yno6cTBa COCTaB MPEACTAaBISACT cOO0M cocTaB it GOPMUPOBAHUS TICIUICTOB.

KoHKpeTHBIE COCTaBHI IO HACTOAIIEMY M300PETCHUIO CIIOCOOHBI 00ECICUnBaTh OJAarOMpPUATHBIC XapaKTe-
PHUCTHKH, HAIPUMEpP, B OTHOIICHUH OHMOJOCTYITHOCTH M JIPYroro (papMaKOKHHETUYECKOTO CBOMCTBA, JaXKe MPU
MOTPEOICHUH SIbI.

COOTBETCTBEHHO, B KOHKPETHOM BapHAaHTE OCYIIECTBIEHHUS HACTOSIIETO W300pETEHUS TPeayCMOTpeHa
(hapmareBTHUECKasT KOMITO3UITUS ¢ MOIM(UIIMPOBAHHBIM BBICBOOOKIEHNUEM, COAEpXkaias CpeJCTBO, T yKa-
3aHHAsE KOMIO3UIIHS TIPH BBEJACHUH TIEPOPATHLHBIM ITYTEM IOCIIE MTOTIIOMEHHUS MUIITH TI0 CPaBHEHUIO ¢ BEIACHHEM
HATOIIAK MPeIyCMAaTPUBAET CIEAYIOIIEe:

(a) obecrreunBaet y cyonrekTa cpennee 3Hauenue AUC w/mmu Cy,,y, KOTOpOe HaxomuTcs B mpenenax 30%
ot cpeanero 3HaueHuss AUC w/wmn C,y, JOCTHTHYTOTO HATOIIAK; U

(b) o6ecnieunBaet cooTHOIEHUE Croi/ AUC .24, cocTaBisitomnee ot 0,04 mo 0,4.

B nmomoiHUTETEHOM BapHUaHTE OCYIIECTBICHUS HACTOSIIETO U300PETEHHS MPEeTyCMOTpeHa (papMareBTHye-
CKasi KOMIIO3HIIUSA ¢ MOJU(HUIMPOBAHHEIM BEICBOOOKIICHUEM, COACPIKAIIas CPEICTBO, TIC YKa3aHHAS KOMITO3H-
WSl TIPU BBEJICHUH MIEPOPATBHBIM ITyTEM MOCIIE MOTJIOMICHUS UMM [0 CPABHEHHUIO C BEICHUEM HATOIIAK MPEITy-
CMaTpHUBACT CICAYIONICE:

(a) obecrieunBaeT y cyonsekTa cpeqnee 3Hauenue AUC w/mwmu C .y, KOTOpOE HaxoauTcs B mpenenax 20%
ot cpeanero 3HaueHus AUC w/wmn C,y, JOCTUTHYTOTO HATOIIAK; U

(b) obecneumBaer cootHomeHUe C. /AUCq,4, coctaBmstomee ot 0,04 mo 0,4 (B memsx ymoOcTBa
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0,04-0,2).

B eme ogHOM JOMOJIHUTENFHOM BapUAHTE OCYIICCTBICHUS HACTOSIIETO HM300pPETCHHUS MPEIyCMOTPCHA
(hapmarieBTHYECKasT KOMIIO3UINS ¢ MOAWGHUIIPOBAHHEIM BBICBOOOXKICHUEM, COAEpIKaIlas CPeiCTBO, TAE yKa-
3aHHAs KOMITO3UITNS TIPH BBEJCHHUHU MEPOPATBHBIM ITyTEM ITOCIIC TIOTJIONICHHS MHIIH 110 CPaBHEHHIO C BeICHUEM
HATOIIAK MPEIyCMAaTPUBAET CIICAYIOIIee:

(c) obecrreunBaet y cyorekTa cpennee 3Hauenue AUC w/mmu Cy,,y, KOTOpOe HaxomutTcs B mpenenax 10%
ot cpeanero 3HaueHus AUC n/wmn C,y, JTOCTHTHYTOTO HATOIIAK; U

(d) obecneumBaer coorHomeHUEe C./AUC,4, coctaBmstomee ot 0,04 mo 0,3 (B memsx ymoOcTBa
0,04-0,2).

COOTBETCTBEHHO, B KOHKPETHOM BapHAHTE OCYIIECCTBICHUS HACTOSIIETO H300pPETCHUS MPEIyCMOTPCHA
(hapmarieBTHYCCKAsT KOMIIO3UIUS ¢ MOAUGDUIIMPOBAHHBIM BBICBOOOXKICHUEM, COIEPIKaIlas CPEICTBO, TC yKa-
3aHHYI0 KOMIIO3HIIUIO MOXXHO BBOJUTH C €TI0 CO CHI)KEHHBIM BO3JICHCTBHEM (B LENAX YA0OCTBA CO CHIKCHHBIM
B 3HAYUTEILHON CTCTICHU BO3JICHCTBHEM) Ha BBICBOOOXKICHHE, U (JapMaKOKHHETHUCCKUE CBOWCTBA CpeiaCcTBa. B
OJTHOM acCIeKTe JAaHHOTO BapHaHTa OCYIICCTBIICHUS MPEAYCMOTpPEHa (apMarieBTUYeCKas KOMIIO3UIUS C MOMIH-
(UIIPOBaHHEIM BBICBOOOXKICHHEM, COJAEpIKaIlasi CPEACTBO, TNe YKAa3aHHYI0O KOMIIOZWIIMIO MOXXHO BBOIHTBH C
€10l ¢ MUHIMaJIbHBIM BO3ACHCTBIEM Ha BRICBOOOXKIEHHUE U (hapMaKOKMHETHIECKUE CBOMCTBA CPECTBA.

B omHOM BapmaHTE OCYIIECTBICHUS KOHKPETHBIE COCTABBI IT0 HACTOAIMIEMY M300PETEHUIO 00SCIIEUHBAIOT
OmarompuATHBIC XapaKTEPUCTHKH B OTHOIICHUH (PapMaKOKHHETHYECKHUX CBOMCTB M CBA3aHHOTO C 3THM YMEHb-
meHusT TOOOYHBIX (D PEKTOB.

B omgHOM BapmaHTe OCYIIECTBIICHHSI HACTOSIIETO M300pETEHHUS IpeayCcMOTpeHa (apMarieBTHIecKas KoM-
MO3UIHUSA ¢ MOAU(DUITUPOBAHHBIM BBICBOOOKICHUEM, COIEPIKaIlas CPEICTBO, IJIe YKa3aHHAs KOMIIO3UIUS TPU
BBCJICHUU MICPOPATBEHBIM ITyTEM HATOIIAK CYOBEKTY, HYKIAIOIIEMYCs B JICUCHHUH C €€ TIOMOIIBIO, TTOICPKIBACT
KOHIICHTPAIMIO B TUIa3Me KPOBH uyepe3 2 U mocie T .y, KOTOpas cocTaBiser mo MeHbineil Mepe 15% ot C.. B
HENsAX yA0OCTBa KOHICHTpAIWS B IIa3Me KpoBH depe3 2 4 mociie Ty, coctaBisier mo MeHblneii mepe 30% (B
nensx 6ombiero ynoocrsa 40% u B nemnsax eme 0oubIirero yanooctsa 50%) oT Ciax.

B omgHOM BapmaHTe OCYIIECTBIICHHS HACTOSIIETO M300pPETEHUS MpeayCMOTpeHa (apMarieBTHIecKas KoM-
MO3HIHNSA ¢ MOAU(DHUITUPOBAHHBIM BBICBOOOXKIEHUEM, COAEpIKAIIasi CPEIICTBO, TAE ITOCIIE IepOPATEHOTO BBEACHHUS
B J103€ B mpejaenax nuamnaszona 0,5-5 mr (B messax ymodcrsa 4,5 Mr) HaToIak CyOBEKTY, HYKIAIOMEMYCs B Jedue-
HUM C ee moMolbio, obecneunBaercs 3HaueHe AUC 4, COCTaBIISIONICE TPUOTU3UTENBHO 35 HI-4/MIT WM 00-
Jee, B IesIX yao0cTBa 45 Hr-u/Mit wim OoJiee, B LENAX emie 0onpmero yxodcTea 70 Hr-u/Mi uiu 6oJee.

B omgHOM BapmaHTe OCYIIECTBIICHHS HACTOSIIETO M300pPETEHHUS MpeayCcMOTpeHa dapMarieBTHIecKas KoM-
MO3HINSA ¢ MOAU(HUITUPOBAHHBIM BBICBOOOXKIEHUEM, COAEpIKAIIasi CPEIICTBO, TAE IOCIE IepOPATEHOTO BBEACHHUS
B J103€, COCTABIIIONIEH 5 MT, HATOIIAK CYOBEKTy, Hy)KJAIOIIeMycsl B JICUCHUH C €€ TIOMOIIBI0, 00ecTieYnBacTCs
3rayeHne AUC.y4, COCTABISIONICE MPUOIM3UTENBHO 35 Hr-4/MJI win Ooliee, B EIIX yA00CTBa 45 HI-4/MJ WIH
Goutee, B mesix eme Gospurero yaoocrsa 70 Hr-u/mit uiu 6oJee.

B omgHOM BapmaHTE OCYIIECTBIICHHS HACTOSIIETO M300pETEHHUS MpeayCcMOTpeHa dapMarieBTHIecKas KoM-
MO3HIHNSA ¢ MOAU(DHUITUPOBAHHBIM BBICBOOOXKIEHUEM, COAEpIKAIIasi CPEIICTBO, TAE IOCIIE TIepOPATEHOTO BBEACHHUS
B JI03¢ B Ipezenax auanaszona 5-30 mr (B memsx yaooctBa 6 mnn 12 Mr) HaTtomak cyObeKTy, HyKIAromeMycs B
JIYCHUH C ee TIOMOIIbIo, o0ecnieunBaetcs 3HaueHue AUC 54, cocTaBIsIONMEee PUOII3UTENEHO 100 Hr-u/MIT MTH
Oonee, B iesax ynooctsa 120 Hr-4/mit wnm 6odiee, B memsx emne oospmiero ynodcrsa 140 Hr-u/mi wim 6oiee.

B omgHOM BapmaHTe OCYIECTBIICHHS HACTOSIIETO M300pPETEHUS MPEAyCMOTpPeHa (apMalleBTUIEeCKas KOM-
MO3HIUA ¢ MOAU(DHUITUPOBAHHEIM BRICBOOOXKICHUEM, COJIEpKAIIasi CPEICTBO, TC IMOCIE IePOPATLHOTO BBEACHUS
B JI03€, cocTaBiisatoniei 10 Mr, HaTOIIAaK CYOBEKTY, HYKAAIOMEMYCS B JICYCHUU C €€ MMOMOIIBI0, 00ECTICYUBACTCS
3HaueHne AUC.,4, cocTaBisronee npuommsurensHo 100 Hr-u/mim wim 6onee, B mensx ymodcrsa 120 Hr-u/mur
nnm OoJiee, B mensx emie Oospmero ynodcrsa 140 vr-u/mi wim 6oiee.

Kak ucmonps3yercs B TaHHOM JOKYMEHTE, U €CJIH HE YKa3aHO WHOE, CIICAYET IOHUMATh, YTO TSPMHH "TIpH-
ONMU3UTENHHO" HMCMONIB3YETCsl CHHOHHUMUYHO ¢ TepMUHOM "mpumepHo". VIIIFOCTpaTHBHO, W €CITH HE yKa3aHO
WHOE, MPUMCHCHHE TePMHUHA "TIPUOIU3UTENEHO" YKa3hIBAaCT 3HAYCHUSI HEMHOTO 3a Tpe/ieiaMy YKa3aHHBIX 3Ha-
YeHWH KpUTepHueB, a uMeHHO +10% (B memsax ymo6cTsa +2%). Takum oOpa3oM, Takue 3HAUYEHUS OXBadeHBI 00B-
eMoM (popMyIIsl M300peTeH s, colepKallieii CChUIKM Ha TEPMUHBI "TIPHONIN3UTEIbHO" WK "IpuMepHO".

Hcrmonb3yeMblil B TaHHOM JOKYMEHTE TEpMHH "HeMeuieHHoe BhicBoOokaeHue" mwiu "IR" ucnonn3yercs B
€ro OOIIENPHUHATOM CMBICTE Il 0003HAYCHHS JIEKapCTBEHHOU (DOpMBI, KOTOpas oOecreunBaeT BEICBOOOKIEHHE
CpencTBa cpa3y mocje BBeAeHHWA. Hampumep, cocTaB ¢ HEMEIJICHHBIM BBICBOOOXKIICHHEM O3HAYaeT COCTaB, Y
KOTOPOTO CKOPOCTH PAacTBOPEHHsI JIGKAPCTBEHHOI'O CPENCTBa M3 cocTaBa cocraBisieT §5% wmmm Oosee depes
30 MuH OT Hayaia TecTa Ha PacTBOPEHHE, KOTOPHIH MPOBOIAT B COOTBETCTBHH C TECTOM Ha PAacTBOpPEHHE (CIO-
c00 ¢ JormacTHOM Metmankoi), onucanabiM B @apmakorniee CoemuuaeHHBIX [1ITaTOB AMEpHKH, B YCIOBHSIX, KOTIa
ucronb3yloT 900 MII COOTBETCTBYIOIICH TECTHPYEMOW KHUIKOCTH (Takoit kak Oydep USP, pH 6,8) u ckopocts
BpAIl[CHHS JIONACTHOW Memmanku coctasisieT 100 06/MuH. B kauecTBe anbTepHATUBBI TPMUH 03HAYACT COCTAB, Y
KOTOPOTO CKOPOCTh PAcTBOPEHMsI JICKAPCTBEHHOI'O CPEICTBA M3 cocTaBa cocramiseT 8§5% wmm Ooyiee depes
30 MHH OT HaYajia TeCTa Ha PaCTBOPEHUE, KOTOPHIH MPOBOJAT B COOTBETCTBHU CO BTOPBIM CIOCOOOM (croco0 ¢
JIOTIACTHOM MEIIANIKOI) TecTa Ha PacTBOPCHHE, OMMCAHHBIM B (papMakoriee SIMOHNUH, B YCIOBUSIX, KOTJa B Kaue-
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CTBE HCCIIEAYEMOH KHUIKOCTH UcTonb3yloT 900 M docharnoro 6ydepa USP (pH 6,8) u ckopocTs BparueHus
JIOTIACTHOW Memanku coctanisieT 200 00/MuH.

Hcmonb3yeMblil B JaHHOM TIOKYMEHTE TePMHUH ""MOIUPHUIPOBAaHHOE BRICBOOOXKIeHNe" win "MR" o3Haua-
€T, YTO BBIBEJCHHE WIIM BBICBOOOXKICHHE JIEKAPCTBEHHOTO CPEICTBA, TAKOTO KaK CPEICTBO, M3 JIEKAPCTBEHHON
(hopmpbl (TabIEeTKH, KAICyJIbl, MeUIeTa 1 T. J1.) ObUIO MOTU(HUITUPOBAHO TaKUM 00pa3oM, YTO €ro CKOPOCTh BBI-
CBOOOXICHUS MEJICHHEee, YeM U3 HeMOIU(UITMPOBAHHOH JIeKapCTBEHHOW ()OPMBI HITH JICKAPCTBEHHOUW (HOPMBI
HEMEUIEHHOTO BBICBOOOXIEHHUA. BRICBOOOXKICHNE JIEKAPCTBEHHOTO CPEACTBA MOXKET HMPOHUCXOINTH B TCUCHHE
HECKOJBKIX YaCOB FJIH B T€UCHHE HECKOIBKUX THEU IS MOICPKaHIS TepareBTHIECKH Y PEKTHBHOM KOHIICH-
TpalMHy JEKapCTBEHHOTO CPEICTBa B IuIa3Me KpoBH. Bripakenne "MonuduupoBaHHOE BHICBOOOKIEHHE" OXBa-
TBIBA€T OTCPOUYCHHOE BBHICBOOOJKAEHHE (BHICBOOOKAEHHE B JPYrol MOMEHT BPEMEHH, YeM Cpa3y II0ciie BBEZe-
HHS), IPOJIOHTUPOBAHHOE BHICBOOOK/IEHHE (BEICBOOOXKICHHE B TEUCHHE TPOAOJDKUTEIHHOTO IEPHO/Ia BpEMEHH),
3aMe/UIEHHOE BBICBOOOXKIEHHUE (CKOPOCTH BHICBOOOJKACHHS JICKAPCTBEHHOT'O CPEJICTBA MOJICPKUBACTCS B TEUe-
HHE OINpPEJICICHHOTO MEpHoJa BPEMEHH) U KOHTPOJIMPYEMOE BBICBOOOXKIECHUE (CKOPOCTh BBICBOOOXKICHUS JIe-
KapCTBEHHOT'O CPE/ICTBAa KOHTPOJHMPYETCS C MOJTYUIECHHEM OIPENETICHHOTO MpoQuiIs KOHIIEHTPANH JIeKapCTBEH-
HOTO CpeAcTBa B opraHm3Me). Kak ncnosip3yercs B JaHHOM JTOKyMeHTe, poduineM Oojiee MEAJICHHOTO PacTBO-
peHHS ABISAETCA TOT, B KOTOPOM BEBIBEICHUE MIIM BBICBOOOKICHNE JIEKAPCTBEHHOTO CPEICTBA M3 JIEKAPCTBEHHON
(hopMBI TIPOUCXOIUT MEIJICHHEE, T.¢. TpeOyeTcs OObIlle BPEMEHH IS BEICBOOOXKIEHHUS JIGKAPCTBEHHOTO CPEll-
cTBa B mpoduie Ooiee MEIICHHOTO PAacTBOpPEeHHs, 4eM B mpoduie Ooyiee OBICTPOro pacTBOpeHHsS. B 1emsx
yno0cTBa MOIU(DUIIMPOBAHHOE BBHICBOOOXKIECHHE MPEACTaBIsAET COOOM TPOJIOHTHMPOBAHHOE BBICBOOOXKICHHE,
3aMeUIeHHOE BRICBOOOKICHNE WM KOHTPOJINPYEMOE BEICBOOOXKICHHIE.

Cpenctso.

PactBopumocts 2-((3-(4-unaHoHadTamuH- 1 -1i1) TUPUIUH-4-1IT) THO )-2-METHIIIIPOIIAaHOBOH KHCJIOTHI B BOJI-
HBIX cpelax CHJIBHO 3aBUCHT OoT pH. B cienyromed Tabnuie mokazaHa BOJHAs PaBHOBECHAsh pacTBOPHMOCTD
coeMHeHus, n3MeperHas npu 37°C.

PactBopumocts 2-((3-(4-umanoHadTanuH- 1 -11) THpHINH-4-1IT) THO ) -2 -METHIIIPOTIaHOBOH
kucnothl mpu 37°C

Cpena-Hocure/in Hcxoanoe PacrBopnvocts uepe3 | pH (24 1) Pacreopnmocrs | pH (48 )
3Hadenne pH 24 gaca (mr/r) qepes
48 gyacor (Mr/mu)

.1 1. HC1 1,1 1,480 1,0 1,238 1,1
SGF, pH 1,6 1,6 0,415 14 0,398 14
[Lutpar, pH 3.0 3,0 0,066 2.8 0,065 2,8
Cyxuusat, pH 4,0 4,0 0,056 39 0,055 3,9
JAuerar, pH 4.5 4.6 0,070 45 0,065 45
[Lutpar, pH 5,0 5,0 0,097 50 0,095 49
[CucTuaus, pH 6,0 6,1 0,532 58 0,485 58
[Kamusa gocdar, pH 6,8 6,9 2,370 6,6 2,707 6,5
[Hatpus docpar, pH 7,0 7.0 3,524 6.7 3.620 6.6

,03 1. NaOH 12,3 10,562 6,9 10,256 6,9

.1 1. NaOH 12,8 31,871 7,1 33,494 7,0

.3 1. NaOH 13,2 87,766 11,7 93,616 7.4
[Bona 6,3 0,148 5.4 0,132 53

CpecTBO MOKHO HCIOJIB30BaTh B CBOOOAHON (popMe win B Buae (apMaleBTHYCCKH MPUEMIICMOI COIH,
TaKOW Kak (papMaIleBTUYCCKH MpHEMIIEMasi COJb MPHCOCIUHCHHS OCHOBAHHMS, MOJYYCHHAS B PE3yJbTaTe peak-
UM C MOAXOJSIIAM OCHOBAHUEM, TAKHM KaK TUAPOKCHI, KapOOHAT, OMKapOOHAT, cynb(daT, Wi KaTHOHOM (ap-
MAICBTUYCCKH TPUEMIICMOTO METallla, ¢ aMMHAKOM WM ¢ (hapMaleBTHYCCKH MPUEMIIEMBIM OPTraHUYCCKUM
MCPBUYHBIM, BTOPUYHBIM WJIM TPETHYHBIM aMHHOM. THIHYHBIC COJH IMICTOYHBIX WIH MICTOYHO3EMEIBFHBIX Me-
TaJUUIOB BKJIFOYAIOT COJIM JINTHSI, HATPUSI, KaJnsl, KaJbIIMsl, MArHUS M aTIOMUHHUS U T.11. VIIIOCTpaTHBHBIE TIPHMe-
Pbl OCHOBaHHI BKJIFOYAIOT B ce0sI TUIPOKCH]] HATPUS, TUAPOKCH]] KAJHUs, TUAPOKCH]] XOJIUHA, KapOOHAT HATPHS,
N(C,4ankun), ¥ T.0. THIHNYHEIE OpPTaHUYECKHE aMHHEI, IPUTOHEIE I 0Opa30BAHUS cONei MPUCOCTHHEHHS
OCHOBaHHMH, BKIIIOYAIOT B ce0s STHIAMUH, TUITUIIAMUH, STHICHANAMUH, dTAaHOJIAMHH, TUITAHOJIAMUH, MHIEpa-
3MH H T.IN.

CpeIcTBO MOKHO UCIIONBE30BaTh B BUJC (hapMaIleBTUICCKH MPUEMIIEMO COJH, TaKoW Kak (papmareBTHYe-
CKHU TIpHEMIIEMasi COJIb MPUCOCAUHCHHS KUCIOTHI, MOJYYCHHAS B PE3YyJIbTaTe PEAKIUH C MOAXOSIICH HEOpraHu-
YECKOW HITH OPTaHMYECKOU KUCIIOTOH, B TOM 4YHCIEe, 03 OrpaHUYCHUS, HCOPTaHUUCCKUMHU KHCIOTAMH, TAKUMHU
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KaK XJIOPHCTOBOIOPOAHAS KUCIIOTa, OPOMICTOBOAOPOIHAS KHCIOTA, CEpHAs KHCIOTa, a30THAas KHUCIoTa, (oc-
(dopHas xucnora, MetadocPopHast KHCIOTa U T.I.; U OPTAHUICCKAMU KUCIIOTaMH, TAKIMH KaK YKCYCHAasi KHCIIO-
Ta, IPONMOHOBAs KHUCJIOTA, TEKCAHOBAas KICJIOTA, IIMKJIOTICHTAHIIPOITMOHOBAS KHCIIOTA, TJIMKOJICBAasl KHCIIOTA,
TMUPOBUHOTPATHAS KHUCJIOTA, MOJOYHAS KHCJIOTa, MAaJIOHOBAas KHCIIOTA, STHTApHAs KHCIOTa, S0JI0YHAs KUCIIOTA,
MaJIeMHOBasl KUCII0Ta, pyMapoBas KUCIOTa, Q-ToMyoscyb(pOHOBas KUCIOTa, BUHHAS KUCIIOTA, TPUPTOPYKCYC-
Has KUCIJIOTa, JIMMOHHAS KWCJIOTa, OCH30MHAsT KUCIIOTA, 3-(4-THIPOKCHOSH30MIT)OCH30MHAs KUCIIOTa, KOpHUIHAS
KHCJIOTa, MUHJIAIbHAS KHCIIOTA, apHiCylIb(oHOBas KHCIOTA, METAHCYIh(POHOBAs KHCIOTA, 3TaHCYIb()OHOBaS
KHCIoTa, 1,2-3TaHauCyIb()OHOBAS KHCIOTa, 2-THAPOKCHUATAHCYIH(POHOBAS KUCIOTA, OCH30JCYIh(HOHOBAS KH-
ciota, 2-HadTanHCYIb()OHOBAST KUCIO0TA, 4-MeTHIONIMKIO[2.2.2]oKT-2-eH-1-KapOOHOBasi KHCIIOTA, TIIFOKOTeII-
TOHOBasi KUcJoTa, 4,4'-MeTnineH-ouc-(3-ruapokcu-2-eH-1-kapOoHOBask KUCI0TA), 3-QEeHMIIPOITMOHOBAsT KUCIIO-
Ta, TPUMETHIYKCYCHAsI KUCIIOTa, TPETHYHAs OYTIITYKCYCHAsI KUCIIOTa, JaypUICepHas KUCIIOTa, TIIFOKOHOBasT KU-
CJIOTA, TIYTAMUHOBAs KUCIIOTa, THAPOKCHHAPTONHAS KHUCIOTA, CATHIIMIOBAs KUCIOTA, CTCAPUHOBAsT KUCIOTA U
MYKOHOBasI KUCJIOTA.

B mensix yno0cTBa cpeicTBO UCIONB3YIOT B CBOOOIHOM hopMme.

CpencTBO MOKHO HCTIIOIB30BATh B PA3IMYHBIX (hOpMax TBEPHOTO COCTOSHUS, BCE U3 KOTOPHIX BKIIOYCHHI B
0o0beM Hacrosmero uzoopereHus. K HUM oTHOCATCS amop(dHBIE WU KpHUCTaTndeckue GopMbl U Oe3BOIHBIE
(hopMEIL, a TakKe CONBBATHl WIM THAPATH.. B KOHKPETHOH TpyIie COCTABOB CPEICTBO SBISCTCS KPHUCTAJUIAYC-
CKHM W HaXOJHTCS B 0€3BOAHON (opMe.

Kpowme Toro, cremyer moHMMaTh, 9TO CPEICTBO MOXKHO HCIIONIB30BaTh B (hopMe MOIXOASIIETo (hapMarieB-
THYECKH TpHeMIIeMoro mposekapcTBa. COOTBETCTBEHHO, CPEACTBO MOKHO BBOJHTH B BHJE IIPOJICKApCTBA,
MPEJICTABIISIONIETO COO0H COSTMHEHUE, KOTOPOE Pa3pyIlacTcsl B OPraHU3Me YeJI0OBEKa MM )KHBOTHOTO C BBICBO-
0oxIeHreM cpeacTBa. Vcnonap3yeMelil B TaHHOM JTOKYMEHTE TEPMHH "TIPOIEKAPCTBO" OTHOCUTCS K MPEAIICCT-
BEHHHKY JICKAPCTBEHHOTO CPEJICTBA, KOTOPBIH IOCIC BBEJCHUS MHIUBUAYYMY U IOCICAYIOIIECTO BCACHIBAHUS
MpeBpaIacTCs B aKTUBHBIN WK 00Jee aKTHBHBIA BHUJI C TIOMOIIBIO KaKOTO-THOO TpoIiecca, TAKOTO KaK IMpeBpa-
HICHUE META0OJIMYECKUM TTyTeM. TakuM 00pa3oM, TSPMUH OXBATHIBACT OO0 MPOU3BOTHOE CPEICTBA, KOTOPOE
TIPY BBEACHUH PEIIUIHEHTY CIIOCOOHO 00ECTIeYnBaTh, IPSIMO WM OTIOCPEIOBAHHO, CPEICTBO MIIK eTo (papmaries-
TUYECKH aKTHBHBIM METa0OJHT MM OCTaTOK. HekoTopslie mposiekapcTBa HMEIOT XHMHUYIECKYIO TPYIILY, IPHCYT-
CTBYIOIIYIO B MIPOJIEKAPCTBE, KOTOPAs AETAaeT ero MeHee aKTUBHBIM W/WJIHM MPUAAET PACTBOPUMOCTH MIIA KaKoe-
00 Apyroe CBOHCTBO JIEKAPCTBEHHOMY CpeAcTBY. Kak TONBKO XMMHMUYECKas TpyMIa OTIICIUIEHa OT MpoJieKap-
CTBa W/WiM MOIU(HUIMPOBaHA B HEM, oOpasyercss aKTHBHOE JIeKapcTBEHHOEe cpeacTBo. IIpomekapctBa moryr
OBITH ITTOJIE3HBI, TTOCKOJIBKY B HEKOTOPBIX CHTYalHsAX WX MOXET OBITh JIeTde BBOIHTH, YEM HCXOJHOE JEKAPCT-
BEHHOC CPEJICTBO, WIIM OHH MOTYT UMETh IPYTHE MIPEUMYIIECTBA, HAIPUMEp, KOTa TpeOyeTcs TOCTaBKa JIeKap-
CTBCHHOTO CPEJICTBA B OIPEIICIICHHYIO 00JIaCTh Tela.

Jo3a cpenctBa, TpeOyeMass B KOMIIO3HIIMK O HACTOSIIEMY H300PETCHHIO IUIS TEPAIEBTHUCCKOTO FITH
IPOPHUIAKTUUECKOTO JICUCHHUS KOHKPETHOTO 3a00JICBAHMUS MITH TIATOJIOTUYCCKOTO COCTOSIHUSA, 00sI3aTeIIbHO OyAeT
BapbHPOBAThCSI B 3aBUCUMOCTH, HAIPUMEP, OT XO35SUHA, MONYYArOIIEro JCYCHHUE, U OT THKECTH 3a00JICBaHU,
MOJUTEKAIIETo JICYCHUI0. KoMm4ecTBO BBOAUMOIO aKTUBHOTO COCAWHCHHS OYIET 3aBHCETh OT CYOBEKTa, IOJ-
BEPraroIierocs JICUeHNI0, TSHKECTH HAPYIIEHUS WM COCTOSIHHSA, CKOPOCTH BBEJCHHS, XapaKTepa COCIMHEHUSI U
ycMoTpeHus Jiedaiiero Bpada. OmHako a3 dexTuBHAs 1032 HAXOMUTCS B mpeaenax oT npubmausutenbao 0,003 mo
npubm3uTebHO 10 MT Ha 1 KT Macchl Tena B IeHb, MPEANOYTUTENLHO oT pubmausutenbao 0,003 mo mpubdausn-
TeJIbHO | MT/KT/eHb, B OTHOKPATHON WM paseneHHoi no3e. s yenoBeka maccoit 70 Kr 3To OyIeT KOJINIeCT-
BO, cocTaBisroniee ot mpubausutenbao 0,21 no npubnmsutensao 700 Mr/maeHsb, TPEANOYTHTELHO OT MPUOJIH-
sutenbHO 0,21 mo mpubmusurensHo 70 MI/neHb. B HEKOTOpBIX ciiydasX YpOBHHM 103 HIDKE HIKHETO TIpejerna
BBIIIICYKAa3aHHOTO JMANa30Ha MOTYT OBITH OoJice YeM JOCTATOYHBIMHU, B TO BPEMS KaK B JAPYTHX CIY4asX MOTYT
OBITh MCTIIOJB30BaHBI OOJIBIIHE 03Bl 03 KaKOTO-THO0 BPEIHOTO MOOOYHOTO 3(h(heKTa MpH YCIOBHHU, YTO TAKHE
OoJpIre 03Bl CHAYaa JACAT Ha HECKOJIBKO HEOONBIINX 103 JJIs BBEJCHUS B TeueHue nHsA. CTaHmapTHas 103a
KOMITO3UIIUH OOBIYHO OyaeT conepxath, Hampumep, 0,1-100 Mr akTHBHOTO MHIPEIMEHTA M TPECAMOYTHTEIBHO
0,2-10 Mr akKTUBHOTO MHTpeAHNCHTA. [IpeImOYTHTENEHO PEyCMATPUBACTCS CYTOYHAS J103a, BRIOPAHHAS W3 JIFO-
6oii m3 cnenyromux: 0,5, 1, 1,5, 2, 2,5, 3, 3,5, 4,0, 4,5, 5, 10, 12,5, 15 u 20 mr. [ToHATHO, YTO IMHUPOKHIA JHAIIa-
30H JI03 pPacCMaTPUBACTCS C YUETOM Pa3sHOOOPAa3HBIX MOTPEOHOCTEH KIMHUYESCKON TPYIIBI, KOTOpas MOXKET Jie-
MOHCTPHPOBATH PA3INYHS B BO3ACHCTBHM, a TAKXKE PA3INIHS B BO3ACHCTBUH PAa3TMIHBIX COCTABOB.

Kak mpaBuito, cpeacTBo NpHUCYTCTBYET B KOMITO3UINH IO HACTOSIIEMY H300pETEHHIO B KOJIMIECTBE B TIpe-
nenax ot 0,5 no 50%, npenmnodtutenbHo OT npudmsuTensHo 0,5 mo 35% u ocobenno ot mpubmM3uTeNBEHO 0,5
1o 30% mo Becy xommo3unuu. CiemyeT MOHHMATh, YTO TEPMHUH "TPHUOIM3UTEIHHO" MO OTHOMICHWIO K JOJe
CPEeICTBa, MPUCYTCTBYIOMIETO B KOMITO3UIINH, OTHOCHTCS K £2% 0T 0011ei MacChl KOMITO3HITHH.

JlexapcTBeHHBIE HOPMBI ¢ MOAUMUITUPOBAHHBIM BEICBOOOKICHIEM.

[IpenmyiecTBa HACTOSAIIETO M300PETEHUS HE OrPaHUYCHBI KOHKPETHBIM THUIIOM JICKAPCTBCHHOW (POPMBEI,
UMCIOIICH KOHKPETHBIN MEXaHU3M BBICBOOOXKICHUS JICKAPCTBEHHOT'O CPEICTBA. B 1emsix y1o0cTBa KOMITO3HUIIUN
¢ MOAM(UIIUPOBAHHBIM BHICBOOOXKICHHEM II0 HACTOSANIEMY H300pPETCHUIO OOCCIICYMBAIOT BHICBOOOXKICHHE
CpeICTBa B TCUCHHE MEPHOJA, COCTABIIAIONICTO 3 U WK OOJBIIE, B IEIIX yO0OCTBa 4 4 iU OOJBINE, B LEISIX
Oonpmiero ynooctea 5 4 wiu O0JbIIe, B IENAX elie OOJbIIero yao0cTBa 8 U Win OOJbIIe, B IENAX ele OoJbIe-
ro ynooctra 12 4 wim GoJtblie, B IENsIX emle 0ombiero yaoocTsa 15 4 wim Goibile mocie BBeaeHus. BricBoOO-
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JKJICHHUE CPEJICTBAa MOXKHO OTIPEJIENSATh ¢ TIOMOIIBIO CIIOCO00B, U3BECTHHIX B ypOBHE TeXHUKH. Harpumep, 3Haue-
HUS CKOPOCTH BBICBOOOKACHUS MOXHO ONPEACIHUTH C UCIOJIh30BAHUEM TECTOB HA PACTBOPCHHUE in Vitro, KOTO-
pBIE OITUCAHBI B IPUMEpPax B JAHHOM JOKYMEHTE.

MoandunupoBaHHOE BEICBOOOXKIECHUE CPEACTBA MOMXKHO OCYIIECTBIIATD JTIOOBIMU CITOCOOAMH, H3BECTHBIMHU
B o0Oiactu apManeBTUKH, B TOM YHUCIIe, 0€3 OrpaHWYeHUs], TPUMEHEHNE OCMOTHYECKUX JICKApCTBEHHBIX (OpM,
MaTPUYHBIX JIEKAPCTBEHHBIX (OPM, JIEKAPCTBEHHBIX (DOPM B BHJIE MHOXECTBA YACTHII, JIEKAPCTBEHHBIX (hopM,
3a/ICPKUBAIOIINXCS B JKEITyIKE, U JIEKAPCTBEHHBIX (OPM C OBICTPHIM M KPaTKOBPEMEHHBIM 3aBUCHMBIM OT YCIIO-
BUH BBICBOOOKACHMEM. J[Ba M3 3THX NMPUMEPOB, a IMEHHO MaTPUUYHBIE JIEKapCTBEHHBIE ()OPMBI M JICKAPCTBEH-
HBIC (POPMBI B BHJIC MHOKECTBA YaCTHII, OTIUCAHEI 00Jice MOAPOOHO HUKE.

MatpuuHbie CHCTEMBI (SIMHUYHBIC CTAaHIAPTHBIC JICKAPCTBEHHBIC (JOPMEI).

B omHOM BapmaHTe OCYMICCTBICHHS CPEICTBO BBOIAT B JICKAPCTBCHHYIO (HOpMY ¢ MOAH(DUIIUPOBAHHBIM
BBICBOOOXKJICHHEM C pa3pyIIaeMoil WK Hepa3pylraeMoi MaTpuiei. Kak nmpaBuio, B MaTpHYHOM JIGKaPCTBEHHOU
(hopMe JeKapCTBEHHOE CPEACTBO TOMOTEHHO paclpeleicHO B MaTtepuane Marpunbl. [lon pa3pymaemMoii MaTpu-
el MOHUMAOT pa3pylIacMyr BOJOW, WIIA CITIOCOOHYIO HaOyXaTh B BOJIC, WJIH BOJOPACTBOPUMYIO B CMBICIIC TO-
TO, 4TO OHA SIBJIAETCS JINOO pa3pymraeMoi, 11ubo crmocoOHoM kK HabyXaHHIo, JTMOO PaCTBOPUMON B YHUCTOM BOJE,
00 TpeOyeT HaTHYIHsI KUCIOTHI MJIM OCHOBAHMS U HOHU3AIUHU MOJMMEPHON MaTPHUIBI B JOCTATOYHOM CTeIe-
HH, 9TOOBI BBI3BATH pa3pyIIeHHWE WM pacTBOpeHue. Ilpn KOHTaKTe ¢ BOAHOW Cpemoil paspymiaemas MaTpuia
TOTJIONIAEeT BOAY M 00pa3yeT HaOyXIIuil B BOJE reilb WM "MaTpHily', 4epe3 KOTOPhIE CPEICTBO MOXKET MPOXO-
IUTh Wi AuQPYyHIUPOBATh B 3aBUCHMOCTH OT €Tr0 (PU3NKO-XUMHUIECKUX CBOMCTB. Habyxmias B Bojie MaTpuIa
MIOCTETICHHO pa3pyIIaeTcs, HabyXaeT, paclafaeTcs] WIH PacTBOPSETCS, TEM CaMbIM KOHTPOJHMPYS BBICBOOOKIE-
HHMe cpejcTBa. Paspynraemyio MaTpuiy, B KOTOPYIO BBEJICHO CPEACTBO, B LIEJIOM MOXKHO OIMCAaTh Kak Habop
BCIIOMOTATEIILHBIX CPEJICTB, CMEIIAHHBIX CO CPEACTBOM, KOTOPBIC, IPH KOHTAKTE C BOJHOM CpEIOi, BIIUTHIBAIOT
BOJy M 00pasyroT HaOyxIIne B BOAE I'eilb MM "MaTpHuIly', 3aJepKUBaIOLINe CPEACTBO. BrICBOOOXKICHUE JIeKap-
CTBCHHOTO CPEJICTBA MOXET MPOUCXOUTH C MMOMOIIBI0 PA3IUYHBIX MEXaHU3MOB: MAaTPHIIA MOKET paclagaTbCs
WIN PaCTBOPSTHCS CHAPYXKHM B OTHOIICHHH YACTHI[ WK TPAHYI CPEACTBA WU JICKAPCTBCHHOE CPEICTBO MOXKET
PacTBOPATHCS BO BIIMTAHHOM BOJHOM pacTBope U AU PyHANPOBATH U3 MATPUIHON JIEKapCTBEHHOH (hOPMBI WIIH
yepes Hee.

KirtoueBbIM WHTpEANEHTOM 3TOW HaOyXaromel B BOJIe MATPHUIILI SABJISETCS CIIOCOOHBIN K HAaOYXaHHIO B BO-
Jie, pa3pyIIaeMbIid M PAaCTBOPHMEIA ITONUMED, KOTOPBIH 0OBIYHO MOKHO OMHCATh KaK THAPOTENb N CIOCO0-
HBIH K HA0yXaHHUIO B BOZE ImoimMep. Takue moimMepbl MOTYT OBITh TMHEHHBIMHU, Pa3BETBICHHBIMU WM CIITHTHI-
MHU. OHH MOTYT OBITH TOMOTIONIMMEPAMH HIIH COTIONIMMEPAMHU. XOTSI OHH MOTYT OBITH CHHTETHYECKUMH TOJIFMe-
pamu, TIOJyYCHHBIMU U3 BHHHJIA, aKpUJIaTa, METaKpUIIaTa, YpeTaHa, CIOXKHOTO 3(hUpa U OKCHIHBIX MOHOMEPOB,
B IIEJSIX HAUOOJBIIETO Y0OCTBAa OHU SBILIFOTCS TPOU3BOIHBIME IPUPOJHBIX MOJTUMEPOB, TAKHX KaK MOJHCaXa-
puabl win 6enku. Takue MaTepralbl BKITFOYAIOT TPUPOIHBIC MOUCAXapUIbl, TAKHE KaK XUTHUH, XUTO3aH, JICKCT-
paH ¥ MyJUTyJIaH; arapoBYIO0 KaMelb, apaBUHCKYI0 KaMelb, KaMeIb Kapaiin, kamenb 0000B pOKKOBOTO JepeBa,
TparakaHTOBYIO KaMe[lb, KapparuHaHbI, KAMEIb T’XaTTH, TyapOBYIO KaMellb, KCAHTAHOBYIO KaMEb M CKIICPOTIIIO-
KaH; KpaxMallbl, TAKHE KaK JCKCTPUH M MAIbTOJICKCTPUH; TUAPO(UIBHBIC KOJUIOUIBI, TAKAE KaK MeKTHH; (ocda-
TH/IBI, TAKUE KaK JICHUTHH; aJbI'HHATH], TaKHe KaK aJbrHHAT aMMOHUS, aJbTUHAT HATPHS, KaJMs WM KaJbITH,
AIBIHHAT TPOTMICHTIIMKOIS; KEIaTHH; KOJUIAreH M IEJUTIONO3HBIe MOoTUMeEpHL. 1o "IemmoI03HbIME TOTIMe-
pamu" TozpazyMeBaeTCs MOJUMED IIeIIII0I03bI, KOTOPBI ObUT MOIUMUIIMPOBAH PEaKIMEeH MO0 MEHBIICH Mepe
YacTH THAPOKCHIIBHBIX TPYII HA CaXapUAHBIX IMOBTOPSIOIINXCS 3BEHBSX C COCTMHEHNEM ¢ 00pa30BaHHEM CBS-
3aHHOTO CO CJIO’KHBIM 3(HPOM HIIH CBSI3aHHOTO C MPOCTHIM 3(UPOM 3aMECTHTEIIS.

[IpenqnovTUTeNpHBIA KIacC HEIUTFOIO3HBIX MOTUMEPOB IS Pa3pylIacMON MaTpHIIBI BKIIOYACT B ceOs Ta-
KH€E IIEJUTI0JIO3HBIE MOoJMMepHl, Kak sTmwinesntonosa (EC), mermmruniemnonosa (MEC), kapbokcumernien-
monoza (CMC), kap6okcumermwmTHnetonoza (CMEC), runpoxcrmytninenntonosa (HEC), rugpoxcunponm-
nemtono3a (HPC), anerar nemtronossl (CA), mponuoHar 1emtoiiossl (CP), 6yrupat nemmronossr (CB), amero-
oyrupar uemmono3sl (CAB), CAP, CAT, ruapokcumponmmiMeTHieuionosa win runpomemniosa (HPMC),
HPMCP, HPMCAS, anerorpumernurar rugpokcunponuiMetunnesitoiao3sl (HPMCAT) u sTuaruapokcus tui-
nemmono3a (EHEC). OcoGeHHO moaxomsaniuii Kiace TaKMX IEJUTI0N03 BKJIOYAaeT pasnudnbie Buasl HPMC ¢
HU3KOH BszkocThio (MW Menee yem wiu paBHas 50000 J[a) u Beicokoii BsizkocThio (MW 6ostee 50000 [la).

HPMC mosxeT comep:kats 0ojiee OIHOTO BHAA IOJIMMEpa U JOCTYIHA ISl IPHOOPETEHHUS MO HECKOIBKH-
Mmu ToBapHbIMU 3Hakamu, Hanpumep METHOCEL® E, F, J u K ot Dow Chemical Company, CHIA. ocTymHbie
Jutst iproopetenus monmmepsl HPMC ¢ Hu3koit BsaskocThio BkitouatoT B cedst METHOCEL cepuit ES, E15LV,
ES0LV u K100LY ot Dow, Torma xak noiumepbl HPMC ¢ BBICOKOH BsI3KOCTHIO BKIIO4YaioT B ce0ss EAMCR,
E10MCR, K4M, K15M u K100M; oco6eHHO TpennouTuTebHbIM B 310l Tpymme sBisiercs METHOCEL (To-
BapHbIi 3HaK) cepun K. B nemsax ynodcrsa HPMC npencrasaser coboit METHOCEL K100 Premium LVCR
w METHOCEL K100M Premium DC. [Ipyrue nocrynusie st npuodperenus tunsl HPMC Bkirouaror B ce-
05 ceputo Shin Etsu METOLOSE 90SH u ceputo Ashland Benecal™.

Jpyrue MaTepuaisl, MIPUTOIHBIC U MaTEpHaTa pa3pyIIacMoil MaTPHIbI, BKIFOYAIOT B ce0s1, 6€3 orpaHu-
YCHHS, MOJUITWICHOKCHI, MYJUTyJaH, MOJWBUHUIMUPPOIHIOH, MOJUBHHUJIOBBIA CIUPT, MOJUBUHHIIAIICTAT,
CJIOKHBIC 3(HPBI TIHIEPUHA M SKUPHBIX KUCIOT, TMOTHAKPUIAMUI, MOJIHAKPHIOBYIO KHCIOTY, COMOJHMMEPHI
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JTAKPUIIOBOM KUCIOTH Wi MeTakpuioBoi kuciaoTel (EUDRAGIT®, Rohm America, Inc., ITuckarasaii, Hero-
JlxepcH) U ApyTrHe MPOU3BOIAHBIC aKPUIIOBOW KHCIIOTHI, TAKUE KAK TOMOTIOMMEPEI M COMOIUMEPHI Oy THIIMETAK-
pwiiaTa, METHIMETAKpPHIIATa, dTHIMETAKPHUIIaTa, STHIAKpUIaTa, (2-TMMETHIaAMUHOATII)METaKpIiIaTa U (TpUMe-
THJIaMUHOATHI )METaKpUJIaTa XJIOpUIA.

B omHOM BapuWaHTe OCYIIECTBIIEHHS MaTepHWal pa3pyliaeMod MaTpHIBl TPEJCTaBIsIeT CcoOoM
oy TIIIeHOKCH . [IprMeps! BKITIOYAroT B ce0s HAaNMEHOBAaHUS IIPOTYKTOB:

Polyox WSR-308 [cpennsis monekyisipHas macca: 8000000, Bszkocts: 10000-15000 mIla-c (1% BomHBIH
pactBop nipu 25°C)],

Polyox WSR-303 [cpennss monekymsipras macca: 7000000, Bsa3kocts: 7500-10000 mlla-c (1% BomHBIH
pactBop nipu 25°C)],

Polyox WSR Coagulant [cpennsist Monekymsipaast macca: 5000000, Bszkocts: 5500-7500 mIla-c (1% Bon-
HBII pactBop mipu 25°C)],

5 Polyox WSR-301 [cpemusis monekynspHas macca: 4000000, Bsiskocts: 1650-5500 mIla-c (1% BomHBIiH
pactBop nipu 25°C)],

Polyox WSR-N-60K [cpennsst MmonekyisipHas Macca: 2000000, s3kocts: 2000-4000 mIla-c (2% BomHBIH
pactBop nipu 25°C)],

Polyox WSR-N-12K [cpennss monekynspHas macca: 1000000, Bszkocth: 400-800 mIla-c (2% BomHBIH
pactBop nipu 25°C)],

Polyox WSR-1105 [cpenusis monekynsapHas macca: 900000, Bs3kocts: 8800-17600 mlla-c (5% BomHbIiA
pactBop nipu 25°C)],

Polyox WSR-205 [cpennss monekynsipraas macca: 600000, Bs3kocts: 4500-8800 mlla-c (5% Bommsrii pac-
TBOp mipH 25°C)],

Polyox WSR-N-750 [cpemusst monekymsapaas macca: 300000, Bsskocts: 600-1200 mlla-c (5% BomHBIif
pactBop nipu 25°C)],

Polyox WSR-N-80 [cpenuss monexymspHas Macca: 200000, Bs3kocTs: 55-90 mlla-c (5% BomHbIi pacTBOp
npu 25°C)] n

Polyox WSR-N-10 [cpenuss monexymnspHas Macca: 100000, Bszkocts: 12-50 mlla-c (5% BomHbIi pacTBOp
npu 25°C)] (Dow Chemical Company, CILIA).

B nemsix ynoOcTBa mosma THIICHOKCH ITpezcTaBisieT coboit Polyox WSR-N-750.

DTH pa3zpyniaeMble MOJTUMEPBI MATPHUIIBI MOXKHO HCIIONIE30BaTh OTICIBHO HIIM B BHJIE TOAXOIAIICH KOMOU-
Halu¥ ABYX Wi Oonee n3 HUX. Paspymaemslii(bie) noaumep(bl) MaTpuIpl, Kak IpaBuio, OyaeT(yT) MpUcyTcT-
BOBATh B KOJIMYECTBE, COCTABILIONIEM MPUOTH3UTEIBHO 5-50% 10 Becy KOMITO3UIIMHU, B IENSIX yI00CTBa MPH-
ommsuTensHO 5-40% 1o Becy, B meisIX OOJbBIIET0 yA0OCTBa MPHOIM3HTENRHO 5-35% 10 Becy M B LENAX elme
6onpmero ynodctBa npubmmurenasHo 5-30% mo Becy. B omHOM BapmaHTe OCYIIECTBICHHUS pa3pyIIaeMbId IMO-
JFMEp MaTPHUIBI MPENCTaBISET COOOH THAPOKCHIPONIIMETHINEIUTION03Y U MPHUCYTCTBYET B KOJIWYECTBE, CO-
cTapisiomeM npuonusntensHo 10-35% 1o Becy KOMIO3uIiH, B HEeNsIxX yaoocTea mpudnmsutensHo 17,5-30% mno
BeCy, B HeJsIX Oonpmiero ynooctea mpuOmmsutensHo 18-22% mo Becy (B memsix ynoocrea 19% mo Becy) wm
nprOIM3nuTENsHO 25-32% 1o Becy (B memsax ynoodctBa 29% 1o Becy), B IeisX emie 60bero ynoocTBa mpuoiIm-
sutenbHO 19,42 umm 29,13% no Becy. B mensax yno0cTBa rHApOKCHIIPONIIMETHIILICIUTIONO03a IPEICTAaBIIET CO-
601t HPMC c Huskoit Bsaskocteio (MW MeHee yeMm min paBHast 50000 [la) unm Beicokoit Bs3kocTeio (MW Goitee
50000 Ha). B memsax ymooctea HPMC BreiOpana w3 METHOCEL K100 Premium LVCR wnmu METHOCEL
K100M. B nensax ynooctea HPMC mpencrasnser coooit METHOCEL K100M Premium DC. B momonauTens-
HOM BapHaHTE OCYIICCTBICHHUS KaK THAPOKCHIIPOMMIMETIIIICIUTION03a, TaK U MOJUITUICHOKCH] TIPUCYTCTBYIOT
B KQUCCTBE Pa3pyIIaeMbIX MOIUMEPOB MATPHIIBL, TAE TUAPOKCHIIPOMUIMETHIIICIUTION03a IPUCYTCTBYET B KOJIH-
YyecTBe, cocTaBisoneM npuonmsutensHo 10-20% mo Becy KOMIO3WIHNH (B HESIX yAoOCTBA MPUOIN3UTENHEHO
15% mo Becy), ¥ MOMUAITHICHOKCHU]I MPUCYTCTBYET B KOJNYECTBE, COCTABIIIONMEM IPpUOIM3UTEIhHO 5-10% 1o
BECy KOMITO3UIMH (B IENAX yao0cTBa mpudmmsurensHo 9-10% mo Becy). B memsax ymodcTBa MOTHUITHIICHOKCHT
npencraiseT coooii Polyox WSR-N-750.

Pa3pymaemass monmmumepHast KOMIIO3HISI MAaTPUIBI MOKET JTOTOIHHUTENBEHO COAEP)KATh IIMPOKHHA CIIEKTP
(hapMaleBTHYCCKH TPUEMIIEMBIX BCIIOMOTaTEIbHBIX BEIIECTB, U3BECTHEIX B (JapMaIleBTUICCKOI 00JIACTH, B TOM
YHUCIIC BCIIOMOTATEIbHBIC BEIICCTBA, KOTOPHIC OOJIErYalOT MPOU3BOJCTBCHHBIN MPONECC W/WIIH YIydIIarT 3¢-
(heKTUBHOCTH JIeKapCTBEHHOH (opmbl. OOBIYHBIC BCIIOMOTATEIBHBIC BEICCTBA BKIIFOYAIOT B ce0sl pa30aBUTEIN
W 00beMO00Opa3yIoNINe CPEACTBA, CMA3bIBAIOIINE BEIICCTBA, CBS3YIOIINE BEIIECTBA M T.N. Takue JOMOIHH-
TEJNBHBIC BCIIOMOTATEIbHBIC BEHICCTBA XOPOIIO U3BECTHEI CIICIIHATICTY B JAHHOW OOJIACTH W OMHCAHBI, HATPU-
Mmep, B Handbook of Pharmaceutical Excipients, 7" Edition, American Pharmaceutical Association; The Theory
and Practice of Industrial Pharmacy, 4 Edition, Khar et al. 2013; Pharmaceutical Dosage Forms: Tablets
Volume 1, 3 Edition, Augsburger., et al, 2008; Modern Pharmaceutics, Banker, Gilbert and Rhodes,
Christopher T., 4t edition, 2002 u Remington: The Science and Practice of Pharmacy, 22nd Edition, 2012.

KommuecTBo BCioMOTaTeIbHBIX BEIIECTB, HCIOIB3YEMBIX B JIEKapcTBEHHON (hopme, OyIeT COOTBETCTBO-
BaTh KOJHMYECTBY, OOBIYHO HCIOJIB3yeMOMY B MaTpHYHOW cucTeMe. BcmomorarembHoe(bie) BemecTBo(a), Kak
mpaBuiIo, OyneT(yT) MPUCYTCTBOBATH B KOIWYECTBE, CocTaBiLIomeM npuonmsnutensao 10-90% mo Becy xoMmIo-
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3MIMH, B IEsIX ynoOcTBa npubamsutensHo 20-90% 1o Becy, B Lessix Oosbliero yno0cTsa npuodan3uTensHo 40-
90% mo Becy, B HeNsX HauOojbmiero ymodctBa mpubmmsureiapHo 60-80% 1o Becy, B HElAX emie OOJbIIEro
ynobcTBa npubmmurensHo 63-80% 1o Becy W, B 4aCTHOCTH, PHOIH3UTENEHO 66-79% 110 Becy.

PazbaButeny win HAOIHUTENN MOTYT OBITH JOOABIICHBI ISl YBEIMICHHS MAcChl 10 pa3Mepa, IoAXOsIe-
TO JUIS TIPECCOBAHMS TaOJIETKH, COAeprKalled OTHenbHyI0 mA03y. [loaxonsamue pa3daBUTENN BKIIOYAIOT caxap-
HyI0 TyApy, ¢ochaT KampIms, cynbdaT KaIbIHsl, MEKPOKPHACTAIUIMIECKYIO IIeJUTION03Y, JaKT03y, MAHHUT, Kao-
JIVH, XJIOPUJ HATPHUsA, Kpaxmals U copouT. PazbaBuTeny My HaIOJTHAUTEIN MOTYT IIPUCYTCTBOBATH B KOJIMYECTBE
npubmm3uTensHo 20-85% 1Mo Becy KOMITO3UINH, B IETAX yA0OcTBa mpubamuTensHo 45-80% mo Becy, B memsix
6ospiero ynobctBa npubimsutensHo 60-75% 1o Becy. B mensix ynobcrBa pa3zdaBUTENb MPEACTABISIET COOOM
MHUKPOKPHCTAJUINYECKYIO LEJUTION03y WIH JIaKTo3y. B oHOM BapuaHTe OCyIIecTBICHHS pa30aBUTEINb TIPEICTaB-
JsIeT co00 MUKpPOKPHCTAJUTMYECKYIO LEJUTION03y M IPHUCYTCTBYET B KOJIMYECTBE, cOCTaBIstomeM 61-65% 1o
BECY KOMITO3UIMH. B J0MOTHUTEIFHOM BapHaHTe OCYIIECTBICHHS MPUCYTCTBYIOT KaK MHUKPOKPHCTAJUINYECKAst
eJUTI0N03a, TaK U JIAKT03a, I7Ie MUKPOKPUCTALIMYECKas [EJUTI0N03a MPUCYTCTBYET B KOJINYECTBE, COCTABIISIO-
meM 45-50% mo Becy KOMIIO3UIMHM, U JIAKTO3a NPUCYTCTBYET B KOJIMUYECTBE, cOcTaBisAoumeM 22-25% 1o Becy
KOMITO3HUIIHH.

CMa3bpIBaroIye BEMIeCTBa MOTYT OBITh BKIIIOYEHBI B JIGKAPCTBEHHYIO (hOpMY MO IENOMY PSAAY MPUYUH.
CMa3bIBaroIIye BEIIECTBa YMEHBIIAIOT TPEHUE MEXKTy TPAHYIIATOM U CTEHKOH MaTPHUIIBI BO BPEMs MIPECCOBAHUS
1 BBIOpOCa. DTO MpeAoTBpaIiaeT NpuiIuiaHue TpaHysaTa K IMyaHCOHaM I TabJIeTOK U o0jerdaer ero BeIOpoc
W3 IyaHCOHOB UIA TaOJIeTOK. [IprMeps! MOIXOAAIINX CMa3bIBAIOIIIX BEIIECTB, KOTOPHIE MOYKHO HCIOJIH30BATH,
BKITIIOYAIOT B ce0s1, 0e3 orpaHUYeHUs, TalIbK, CTEAPHHOBYIO KHUCJIOTY, MAIbBMATHHOBYIO KHCIIOTY, PACTUTEIHFHOE
Maclio, cTeapmidyMapar HaTpHs, CTeapar KajbIlHs, CTeapar [IUHKA U cTeapar Maraus. CMa3bIBalolIye BEIIecTBa
MOT'YT TIPUCYTCTBOBATh B KOJIMYECTBE, COCTABILSIIONIEM NpuOausuTesisHo 0,1-4% 1m0 Becy KOMITO3MINH, B LIENAX
yno6ctBa npudimnntensHo 0,2-1% 1o Becy, B neisx Oonbiero ynodcrsa npudausurensHo 0,2-0,75% 1o Becy.
B nensx yzo6cTBa cMasbiBaroliee BEIIECTBO MPEACTaBISIET COO0H cTeapaT MarHus.

CKoJp3sII1IMe BEIIECTBA TAaKXKE MOTYT OBITh BKJIIOYEHBI B JIEKAPCTBEHHYIO (hopMy. CKOJb3sIIee BEIIECTBO
yIIydIIaeT XapaKTepPUCTUKH TEKY4eCTH TpaHyisaTa. I[IpuMepbl MOIXOASIIX CKOMB3AMIMX BEIIECTB BKIIIOYAIOT B
cebs1, 6e3 orpaHUYeHUs, TadbK, JUOKCHI KpeMHHA B Kpaxmail. CKOJB3AIINE BEIeCTBa MOTYT IIPUCYTCTBOBATh B
KOJIMYECTBE, cocTaBistromeM npubmmurenasao 0,1-0,75% mo Becy KOMITO3UIMH, B IESAX yI0OCTBA MPHOIHA3H-
teapHO 0,2-0,5% 1o Becy. B mensx ynoOCTBa CKOJB3SINEe BEIIECTBO MPEACTABISIET COO0H KOJIIOMIHBIA JHOK-
CHUJI KPEeMHUSI.

CBs3yloIIMe BEMIeCTBA MOTYT OBITh BKITIOUEHBI B JIEKAPCTBEHHYIO (hopMy. CBA3YIOIINE BEIeCTBA OOBITHO
UCTIONIB3YIOT, €CIIM IPOU3BOJICTBO JIEKAPCTBEHHOH (POPMBI BKIIFOUAET CTaJUIO IpaHyIupoBaHus. [Ipumeps! moa-
XOISAIINX CBS3YIOIINX BELIECTB BKIIOYAIOT B ce0s1, 03 OrpaHuueHHUs], IOBUIOH, ITOJMBHHIIIHPPOIUIOH, KCaH-
TaHOBYIO KaMelb, LIEJUTIOJIO3HBIE KaMEaH, TaKue KaKk KapOOKCHMETIIILEILUIION03a, METHIILEIUII0N03a, THAPOKCH-
STHILEILTION03a, THAPOKCUIIPOIHIILEIUI0NI03a, THAPOKCUIIPOITMIIMETHIIIEIUTI0N03a (THITPOMEIIo3a), THIPOKCH-
LEIUTI0II03a, KEJATHH, KpaXMaJl U TPeABAPUTEIBHO JKEIATHHH3UPOBAHHBINA KpaxMall.

Jlpyrue BcrioMorartenbHbIe BEIIECTBa, KOTOPhIE MOTYT OBITh BKJIIOUEHBI B JIGKAPCTBEHHYIO (OPMY, BKIIIO-
qaroT B cebs1, 6e3 orpanndeHus, MmoaudpukaTopbl pH (Takne Kak MOIXOIAIINE OPTaHUIECKUE KUCIOTHI MU UX
COJIM IIEJIOYHBIX METAJUIOB (HAIpUMeEDp, JIUTHS, HATPUS MM Kauus), Takue Kak OCH30iHas KHUCIOTa, TMMOHHAS
KHCJIOTa, BUHHAS KUCJIOTA, SHTapHAS KUCIOTa, aIUIIHOBAS KUCJIOTA U T.I. WM UX COOTBETCTBYIOIINE COJIU IIIe-
JIOYHBIX METAIJIOB, HAIIPUMEP COJM IIEIOYHBIX METAIOB TAKMX KHCIOT, HAIPIMEP HaTpUEBasi COJb JIUMOHHOM
KHCJIOTHI (HampuMep, UTpaT HaTpus)). Jpyrue BcrioMorarebHbIe BEIIeCTBA, KOTOPHIE MOTYT IIPUCYTCTBOBATS,
BKJIIOYAOT B ce0s1, 6€3 orpaHnueHHs, KOHCEPBAHThI, aHTHOKCHIAHTHI WK JIF000€ JIpyroe BCIIOMOTaTelIbHOE Be-
IIECTBO, OOBIYHO HCIIOIb3yeMOe B (hapMalleBTHIECKON MTPOMBIIIICHHOCTH.

B onHOM BapmaHTe OCyIIECTBIEHUS, KaK IIPaBUIIO, CPEACTBO OYAET MPHCYTCTBOBAThH B MATPHYHOM KOMIIO-
3WIUH TI0 HACTOSIIEMY M300pETEeHHI0 B KoaudecTBe B mpenenax ot 0,5 mo 50%, mpearnoyTuTenbHO MpuoOIn3n-
tensHO OT 0,5 10 20% 1 ocodenHo npudmmsuTensHo ot 1 10 10% no Becy komno3uimu. B koHkpeTHO# rpymme
KOMITO3MIIMH CPEACTBO OyJET MPUCYTCTBOBATh B KOJIMYECTBE, COCTABIIIOIEM MPUOIU3UTENBHO 2-3% 10 Becy
KOHEYHOH KOMIIO3HUIMH. B TOTIOTHUTETEHOW KOHKPETHOM TPYyIIe KOMIO3HUIMKA CPEACTBO OYIET MPUCYTCTBOBATH
B KOJIMYECTBE, COCTABIIIONIEM MPUOIM3UTENLHO 5-6% 10 BeCy KOHETHON KOMIIO3UITUH. B ele 0HOH TOTOTHA-
TENBHOW KOHKPETHOW TpymIe KOMITO3UIMKA CPEICTBO OyAeT MPHUCYTCTBOBATH B KOJHWYECTBE, COCTABIIIIONIEM
nprOIU3NTENHHO 2 uiH 3% 10 BeCcy KOHEYHOH KOMITO3UINH. B erie o1HON JOTMOTHATEIEHOW KOHKPETHOU TPYTI-
e KOMITO3UIUK CPEACTBO OyAET IPUCYTCTBOBATh B KOIMYECTBE, COCTABIIIONIEM PUOIM3UTENRHO 5 min 6% 1o
BECy KOHEUYHOW KOMITO3HIIMHU. B ere o HOH JOMOHATENbHONH KOHKPETHOH TPYIIITe KOMITO3UITUI CPEACTBO OyIeT
MPUCYTCTBOBATh B KOJIMYECTBE, COCTABIsIOMEM 2-3%, TakoM Kak, Hanpumep, 2,31 unu 2,43% 1o Becy koHeu-
HOW KOMITO3UIUH. B elie oHO# TOMONTHUTEIBHON KOHKPETHOH IpyIe KOMIIO3HUIUN CPEACTBO OyIET MPUCYTCT-
BOBaTh B KOJIMYECTBE, COCTABIAIONIEM 5-6%, TaKOM Kak, Harpumep, 5,39% 1o Becy KOHEUHOI KOMITO3UIINH.

B kxauecTBe anbTepHATHBBI, KOMIIO3UIMU 110 HACTOSIIEMY N300PETEHUIO MOXKHO BBOJHTH C ITIOMOIIBIO JIe-
KapCTBEHHOH ()OpMBI C Hepas3pyllaeMoil MaTpuIed Win BCTpauBaTh B Hee. B Takux nexapcTBEHHBIX (hopmax
CPE/CTBO pacHpenelsieTcsl B MHEPTHOI Marpule. JIekapcTBEHHOE CPEACTBO NMPENMYIIECTBEHHO BBICBOOOXKIaeT-
cs myteM quddy3un gepe3 nHepTHYIO MaTpuIly. [IpuMepsl MaTepHaIoB, MOIXOAANINX UIT HHEPTHOW MaTpPHUIIBI,
BKITIOYAIOT B ce0s1 HEpaCTBOPHUMBIE IIJIACTMACCHI, TaKHe KaK COMOJIMMEPHl METHIAKpUiIaTa 1 METHIMETaKpHJIaTa,
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TMOJMBUHIIXJIOPU M TTOJUATUIICH; MOJIMMEPHI, TAKHE KaK STUIIEIUII0II03a, alleTaT [EIUTFOIO3bI U CIUTHIN TTOTH-
BUHHIIITUPPOIHIOH (TaKKE U3BECTHBIN KaK MOJMBUHWIOIUIHUPPOIUAOH UK KPOCIIOBHIIOH); U KHUPHBIC COCIIH-
HEHUSI, TAKHE KaK KapHayOCKHil BOCK, MHKPOKPHCTAJUIMYECKH BOCK W TPHUIIUIEPUAbL. Takue JieKapCTBEHHbIC
dopMBI KomoTHATENBHO ommcankl B Remington: The Science and Practice of Pharmacy 22™ edition (2012).

MarpuuHble JieKapCTBEHHbIE (OPMBI C KOHTPOJUPYEMBIM BBICBOOOMKJACHHEM MOXKHO TMOJYYHUTh MyTEM
CMEUIMBaHMs CPEJICTBA M APYTHX BCIIOMOTATEeIbHBIX BEHIECTB BMECTE, a 3aTeM (JOPMHUPOBAHHUS CMECH B TaOJIETKY
(HanpuMep, KaruieT), MO0 WK APYTYIO JIEKapCTBEHHYIO (hOpMy, HAPUMEp, C MOMOIIBI0 CKUMAIOIINX YCH-
muid. CocTaBbl O HACTOSILEMY H300PETEHHIO MOKHO MOJIy4aTh, HAIPUMED, C TIOMOILBIO TAKOH TEXHOJIOTHH, KaK
BJIQKHOE TPaHYJIHMPOBAHKE, MPSIMOE MPECCOBAHUE, MOJTYCYyXO€ MPECCOBaHUE (HANPUMEpP, BAIBIICBAHWUEC) W T.II
Hanpumep, nX MOKHO MOJIyYaTh MYyTEM CMEUITHBAHUS MMOJUMEPA MATPHUIIBI CO CPEICTBOM U HEOOSI3aTEIBHO JPY-
TUMH BCIIOMOTATCIIEHBIMU BEIIECTBAMH C ITOCICAYIOIIAM I'PaHYJIHMPOBAHUEM CMECH MEepe]I MPECCOBAHUEM CMECH
B KOHCYHYIO JICKapCTBeHHYIO popmy. Takue mpeccoBaHHBIC JEKApCTBCHHBIC (POPMBI MOTYT OBITH C(OPMHUPOBA-
HBI C UCTIOJIb30BAaHUEM JIFOOOT0 U3 MHOKECTBA MPECCOB, MPUMEHSICMBIX PU M3TOTOBJICHUH (hapMaleBTHICCKIX
JIeKapCTBeHHBIX (popm. [IpuMepsl BKIIIOYAIOT OJHOIYaHCOHHBIC MPECCHI, POTOPHBIC TAOJICTOYHBIC MPECCHl H
MHOTOCJIOMHBIE POTOpPHBIE TabieTouHble Tpecchl. CMm., HanmpuMmep, Remington: The Science and Practice of
Pharmacy, Edition, 22™ Edition, 2012. TIpeccoBaHHasi JeKapcTBeHHasi GOpMa MOXKET HMETh IOy (hopmy,
BKJIIOYAsi KPYIIIyIO, OBaIbHYIO, IIPOIOJITOBATYIO, IMIHHIAPUUECKYIO WA TPEYrojbHYI0. BepXHsisl U HUXKHSISI 1O~
BEPXHOCTH yCTPOWCTBA JJIsl IPECCOBAHMUSI MOTYT OBITh TUIOCKUMH, KPYTJIBIMHU, BOTHYTBIMU HJIH BBITYKIBIMH. [Ipu
(hopMOBaHMU TyTEM TPECCOBaHUS JieKapcTBeHHas (popma OOBIYHO HUMeeT "TPOYHOCTH", COCTaBISIONIYIO IO
MEHBIISH Mepe 5 KWIOmoHA (KI)/cM?, 1 Goiee PeANOYTHTEIBHO 110 MeHbIIeH Mepe 7 Ki/cM”. B 1aHHOM IOKy-
MeHTe "TIPOYHOCTB" SBISCTCS Pa3pylIAOIIUM YCUIHEM, TaKKe U3BECTHBIM KaK "TPOYHOCTH TAOJNECTKU HA pas-
JaBJIMBaHKE", HCOOXOAMMBIM IS pa3pylICHUs TaONeTKH, 00Opa30BaHHOW M3 MATEpPHUAIIOB, JCICHHOC HA MaKCH-
MAJIbHYIO IUIOMIAh TOMEPEYHOTO CCUCHUS TaOJICTKH, MEPICHIUKYIIPHOTO 3TOMY YCWIHIO. Y CHIHE MPeccoBa-
HUS, HCOOXOIUMOE JUIs JTOCTHKCHHUS dTOW MPOYHOCTH, OyNET 3aBHCETh OT PA3IMYHBIX (AKTOPOB, TAaKUX Kak,
HATIPUMep, pasMep TaGNETKH, HO B IIe70OM MPOYHOCTh OyAeT GOIbIIe YeM MpHOTH3UTENbHO 5 Kir/cM”. McTupae-
MOCTb SIBJISIETCS XOPOILIO U3BECTHON MEPOil yCTOWYMBOCTH TAaOJIETKU K H3HOCY MIOBEPXHOCTH B PE3yJNbTATE MOTe-
pH Beca B MPOLEHTAX MOCHE TOTO, Kak TaOJIETKy MOJBEPraloT CTAaHIAPTU30BAHHON MPOLENype BCTPSXUBAHHUS.
3HadYeHNs UCTHpaeMocCTH, coctaBiraontie ot 0,8 mo 1,0%, paccMaTpuBaIOTCS KaK COCTABIIAIONINE BEPXHUAN Tpe-
JIeT IpreMiieMocTH. JIekapcTBEHHbIE CPEICTBA C TIPOYHOCTHIO, COCTABIISIIONICH O0bIle 5 Ki/cM (B 3aBUCUMOCTH
0T pa3Mepa), KaK IpaBHIIO, OYCHb Ha/ICKHBI, XapaKTepU3ysICh HCTHPAEMOCTEIO, cocTaBisttomiel Mmerbie 0,5%.

B nensix yno0cTBa cnocob BIaKHOTO TPaHyJIHPOBAHMS ISl OJTYYSHHs MATPHUYHBIX KOHTPOIUPYEMBIX O~
3UPOBAHHBIX COCTABOB 10 HACTOAIIEMY N300PCTEHUIO BKITFOUACT CIICAYIOIINE CTaTUH:

(a) cmemBaHUE CpeNCTBa, MaTepHaia MATPHUIIBI U, HCOOSA3aTSIBHO, IPYTUX BCIIOMOTATEILHBIX BEIICCTB;

(b) BnaxxHOE TPaHYIHPOBAHUE CMEIIAHHBIX KOMIIOHCHTOB;

(¢) BBICYIIIIBaHHE CMECH;

(d) cmemrBaHME CMECH CO CMa3bIBAIOIIMM BEIIECTBOM, TAKUM KaK CTeapaT MarHus, U, HCO0sI3aTeIbHO, J10-
OaBIlCHIE APYTUX BCIIOMOTATEIBHBIX BEIICCTB

(e) mpeccoBaHWE CMEIIaHHOW CMeCH B TaOJIETKH.

Jpyrue cnocoObl (OpMUPOBAHUSI MATPUYHBIX COCTABOB C KOHTPOJIHMPYEMBIM BBICBOOOMKIECHHEM XOPOILIO
W3BECTHHI B (hapmareBTrdeckoi obmactu. CM., Hanpumep, Remington: The Science and Practice of Pharmacy
Edition, 2000, 22™ Edition, 2012.

MarpuuHble JeKapcTBeHHbIE (OPMBI MOTYT ObITh HEOOS3aTENbHO MOKPBITHI OJHUM WA HECKOJbKUMH
MOJIXOISAIINMH TTOKPBITHSIMU, HATIPUMEDP TUICHOYHBIM TMOKPBITHEM. [TOKpBITHE MOXKHO HUCHOJIB30BATh IS O0JIeT-
YCHHS TPOTIIATBIBAHUS, 00IerdeHus: 00pabOTKH, 00ECIICUCHU ICTETUUCCKUX CBOWCTB HMJIHM 3aIlUTHI, HAPHMED,
OT TIOTAJJAaHUS BIIATH WJIH JIETPAJAIli CBETOM, IS OKPAITUBAHUS COCTABA WM JUTSI MOAU(HUKAIINN WIA KOHTPO-
JIs1 BEICBOOOXKICHUS CPEIICTBA U3 COCTaBa, HANPUMEP U1 0OCCIICYCHUS SHTCPAIBLHON 3allIUTHl OT KUCIOTHI KM
JPYTUX LeJIeH KOHTPOJIST BBICBOOOKICHHUS.

[Moxxopasiye MOKPHITHS, TAKUE KaK TNICHOYHBIC MIOKPBITHS, KOTOPBIC MOXXHO HAHECTH HA KOMITO3UITHIO CO-
IJIACHO HACTOSIIEMY HM300PETeHHIO, BKIIOYAIOT IJICHKOOOpa3ylolllee CPelCTBO, HApUMeEp caxap WM, Ooiee
KOHKPETHO, TUIEHKOOOpa3youuii mojaumMep. [TOKpbITHS MOIXOIIIIUMH caXxapaMH XOPOIIO U3BECTHBI U BKIIOYA-
10T, HAIpUMep, caxapo3y WM JiakTo3y. [logxosiue miIeHKkooOpas3yollue CpeicTBa BKIIOYAIOT B ce0s1, HAIpHU-
Mep, IUIEHKOOOPa3yolIKe MOJUMEpPbI, TAKHE KaK MPOCThbie 3(UPBI, CI0XKHBIE 3QUPI U CMEIIAHHBIE TPOCThIC H
CJIOYKHBIE (GHUPHI LEIUTION03bI, B TOM 4HUCIie, 0e3 OrpaHnyueHHs, CIIOKHbBIE F(GUPBI BOJOPACTBOPUMBIX MPOCTHIX
3(hHUPOB LEIUTION03bI, HAPUMEP THAPOKCHITPOIMIMETHIILEILIION03a (THIIPOMEII03a), THIPOKCHIIPOTTMIITHIILIE-
JIFOJI032, TUAPOKCUITPOIIIIICIUTION03a, METHIIICIUTION03a, THIPOKCUIIPOITAIMETHIIIECIITIOIO3b] alleTaTa CYKIIMHAT
WX TUAPOKCHIIPOMIIMETHIIICIUTIONO3EI (PTaNaT; IICHKOOOPa3yoIie aKpPIIOBEIC MOJUMEPHI, HAIPUMED COIIO-
JMMEPBI METaKpUIIaTa ¥ METHIIMETAKPUIIATA; M ITICHKOOOPA3YIOIINE BUHUIIOBEIC TIOJIUMEPHI, HATIPUMED MTOJTUBH-
HUJIOBBIC CIIUPTHI WU MOJIMBHHWIANCTaTa BTanat. [Tomxoasmumm o6pa3oM ICHKOOOPa3YIOMIUK MOTHNMEp TIPE/-
CTaBISET COOOW BOJOPACTBOPUMBIN ILICHKOOOPA3YIOUIMA MOJMMEpP, B YaCTHOCTH BOJOPACTBOPUMBINA MPOCTOU
3(Up IEUTIOI03b], HAPUMEP THAPOKCUIIPOTMIMETIIIICIUTION03Y - THIPOMEIITO3Y (B YACTHOCTH, THIPOKCHUIIPO-
MIJIMETHIIIEIUTIONO3Y ¢ AMHAMHYECKON BA3KOCTHIO, cocTapirttomier ot 2 mo 18 cIl (m3mepennoit B 2% Bec./00.
pactBope nipu 20°C), u BEIOpaHHYT0, HanpuMep, u3 Mapok 1828, 2208, 2906 u npeamodrurenasHo 2910, KoTOphIe
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orpezieieHs! Bblle). KommuecTBO MCTIONB3yeMOro MIeHKOOOPa3yIomero cpeacTBa OyaeT 3aBHCeTh OT HEoOXo-
JVMBIX CBOWCTB IUIGHOYHOTO MOKPBITHSA. OOBIYHO IUICHKOOOpa3yloliee cpeacTBO OyAeT NPHUCYTCTBOBATh B KO-
ngecTBe, cocraBisaonieM oT 40 10 90% mo Becy IIEeHOYHOTO HOKPHITH, Hanpumep oT 50 1o 80% rmieHogHOTO
nokpeITHs. [lireHK000pa3yromiee cpeacTBO OOBIYHO MPUCYTCTBYET B KOJIMUYECTBE, cocTaBistomeM ot 0,5 mo 5%,
COOTBETCTBEHHO OT 1 110 3%, 1Mo BeCcy KOMITO3HMIIMU COTJIACHO HacToAmeMy n3oopereHuto. HeoOs3arensHo 1mie-
HOYHOE TIOKPBITHE CONEPXKUT JOMOIHHUTEIbHBIE KOMIIOHEHTHI, TaKHe KaK IUIACTH(UKATOP, KPACUTENH, AUCIIEP-
THpYIONIUe J00aBKH U 3aMyTHHTENH. [lmacTuukaTopsl MOKHO HCHOIB30BATE IS YITYUIIEHHS MPHCIIOCOOIsIe-
MOCTH, U JTOJITOBEYHOCTH, U aJIF'€3MOHHBIX CBONCTB IUICHKH B INICHOYHOM MOKpHITHH. [lomxomsmme mmactudu-
KaTOpbl BKJIIOYAIOT B ce0si, HarmpuMmep, IIIHLEPUH, aleTHIMPOBAaHHBIC MOHOTJIMIIEPHIbI, CIOXHBIE d(UPHI JIU-
MOHHOW KHUCIIOTHI (HaIIpUMep, TPUITWILUTPAT), TPOTMICHTITUKOIH, TOTMITUICHTITUKOIH (HAIPUMED, TTOJIUITH-
JICHTJIMKOJIN C MOJIEKYJISIpHOH Maccol, coctapistromierd ot 200 o 500, B wactHocTn 300), TpraneTus (TpraneraT
TIIMIEpYHA), TPUMIIMIEPHIB (HapuMep, KacTOPOBOE MAcilo) WIIM CIIOXKHBIE d(UPHl PTaINEeBO KUCIOTHI (Ha-
npumep, andTwidTanar). Kak npaswio, miacTu(GUKATOp NP UCTIOIb30BAaHUU NPUCYTCTBYET B KOJMYECTBE, CO-
crasistomeM ot 1 10 20%, Hanpumep ot 5 10 15% 1o Becy B pacueTe Ha BEC IIJIEHOUHOTO MOKPBITHSI.

[Moxxopsmie 3aMyTHHTEIH W KPACUTEIHM XOPOIIO U3BECTHHI M BKIIIOYAIOT B ceOs, HapUMep, IUOKCU TH-
TaHa, OKCUBI JKeJe3a (HampuMep, OKUCH xkene3a). [loaxoasimue muceprupyroniiue 100aBKA BKIIOYAIOT B ceOs,
HaIpuMep, TaIbK.

B BapmaHTe OCYIIECTBICHHUS HACTOAIIETO N300PETEHIS INIEHOYHOE TIOKPBHITHE COMEPKHT:

(i) ot 50 mo 100 (cooTBercTBeHHO, OT 50 70 80) YacTel BOJOPACTBOPHUMOTO MPOCTOTO d(Prpa MEeIUTFOIO3bI
(COOTBETCTBEHHO, THAPOKCHUIIPOITMIMETHIIIICIUTIONO3E], B YACTHOCTH THAPOKCHIIPOIIIIMETHIIEIUTIONO3bI C JAH-
HaMHUYECKOH BSI3KOCTBIO, cocTamiritomeii ot 2 no 18 cll (m3mepennoii B 2% Bec./06. pactBope mpu 20°C), Ha-
npumep, mapok 2910, 1828, 2208 unu 2906, koTopbie onpeaeaeHb BhIlIe, ¢ TMHAMUYECKON BSI3KOCTbIO, COCTAB-
mstromeit ot 5 go 7 cll);

(i1) ot 0 mo 25 (B wactHOCTH, OT 5 1o 20) wacreii mIacTuuKaropa (COOTBETCTBEHHO, MOJINITHIICHIIIUKOJIS,
B YAaCTHOCTH TOJINDTHUJICHTIJIMKOIIS C MOJICKYJIAPHOI Maccold, cocrasisronieid ot 200 1o 500); u

(iii) ot 0 mo 50 (B wactHOCTH, OT 0 1O 30) YacTeit cymMMapHO 3aMyTHUTENEH (COOTBETCTBEHHO, AMOKCHIA
THTaHa), KpacuTenel (COOTBETCTBEHHO, OKHCH Kelle3a) U TUCIIEPTUPYIOMUX T00aBOK;

TJIe Bce 9acTH JaHbl 10 Becy U cymma dacteit (i)+(ii)+(iii)=100.

[ToxpeITHE MOXKET COCTaBIISITh, Hampumep, oT 0,5 1o 10% mo Becy KOMITO3UITUH, B 4aCTHOCTH OT 1 10 6%,
U mpeanouTuTesnsHo oT 2 10 3%. Ilogxonsdmue mIeHOYHBIE TOKPHITHSA JOCTYIHBI IS IPHOOPETEHUS B BHIE
KOHIICHTPATOB, KOTOPHIE MOXHO Pa30aBiIATh BOJAOH, W, HEOOSI3aTEIHHO, POCTHIM 3(UPOM IEJUTIOI036I, TAKUM
kak HPMC, u miactudukaropoM, TakuM Kak MOJMITHICHTIIMKOIb, TIepe]l HAHECEHHEM Ha KoMITo3uuuio. Takue
KOHIIEHTpaThl BKIIOYatoT TOKpeITHS Opadry® B HacTosiee BpeMs He cymecTByromero Colorcon, HampuMep
Opadry Blue 03K105000 1 Opadry White 03K18416.

B omHOM BapmaHTe OCYIIECTBIICHHSI MAaTpUYHBIC JICKAPCTBEHHbIE (DOPMBI MOKPHITHl OJHUM MM HECKOJIb-
KAMU TTOAXOJSIIAME MOKPHITAAMH JUTS JOTMOJHUTEIEHOW MOTU(PHUKAIIMN WITH KOHTPOJIS BBICBOOOXKICHHUS CPEII-
CTBa M3 COCTaBa, HaIpUMep Ul 00eCTIeYeHHs PHTEPATLHOM 3aIUTHl OT KUCJIOTHI WM JAPYTHX HeJed KOHTPOJIS
BbICBOOOXIeHNS. [lomxonsiue MaTepyasl, HCTIONb3yeMbIe JUIS MOTYYEHHS MOKPBITHS Ha MaTPUYHBIX JIEKapCT-
BEHHBIX (OpPMax, BKIIOYAIOT ITOJMMEPHI, H3BECTHBIC B JAHHOW OOJIACTH, KaK SHTEPOCONIOOMIIBHBIE MOKPBITHS
JUTSL OTCPOYEHHOTO BBICBOOOXKIIEHUS (apManeBTHIeCKuX mpemapaToB. OHM Yalie BCETO MPEACTaBISIOT COOOM
pH-4yBcTBUTENIHHBIE MaTepPHAJBl, TaKHEe Kak (rajar amerara LEJUTIONI03bl, TPHMEUINTAT aleTara MeJUTION03bI,
(hramaT rUAPOKCHUIIPOTIIMETHIIEIUTION03bI, MOTH(BUHMIIAIIETaTa (PTaJaT) M aKPHIIOBBIC COMOIMMEPHI, TaKHEe KakK
Eudragit L-100 (Evonik), Eudragit L 30 D-55, Eudragit S 100, Eudragit FS 300 u poncTeeHHbIe MaTepHaiibl. B
HeJsIX ynoocTBa MaTepuaioM okpeitus sBisiercss Eudragit L 30 D-55. Marepuait mokpbITHS OOBIYHO TPUCYTCT-
BYET B KOJIMUYECTBE, cocTapistouieM ot 0,5 1o 7%, coorBeTcTBEHHO OT 1 10 5%, 10 BeCy KOMITO3UIIUHU COTIIACHO
HacToseMy M300peTeHHIo. TONIUHY W THIT TIOKPHITHSI ¢ OTCPOYESHHBIM BBICBOOOXK/ICHHEM IMOJTOHSIOT TaKUM
00pa3oM, 4ToOBI 0OecreunTh TpeOyeMoe CBOWCTBO 3aJepXkKKHU. B 1emom, 6oiee TONCThIE MOKPBITHS Ooiee yc-
TOWYMBBI K Pa3pyIICHHIO U, CJICJ0BATEIILHO, JAIOT OOJBIIYIO 3aJIePKKY, KaK U MOKPHITHS, KOTOpPBIE NpeIHa3Ha-
YeHBl AUl pacTBOpeHus npu 3HaueHnH pH Bbime 7. IlpennodrurensHble MOKPBHITHS OOBIYHO COCTABIAIOT OT
npuOIM3nTeNbHO 10 MKM TOJIIMHON 0 MPUOIM3UTENHHO 3 MM TONIIMHON U Oojee mpeArnoyTuTensHo oT 10 1o
500 mxm. [Ipm mporiaTeiBaHUM MaTpUYHAS JIEKapCTBEHHAs (opMa MPOXOTUT Yepe3 KENMyJIOK, T MOKPHITHE
MPEIOTBpAIIaeT BEICBOOOKICHHE CPEACTBA B KUCIBIX YCIOBUAX, mpeobnagaromux Tam. Korma mMaTpuynas je-
KapcTBEeHHast (hopMa BEIXOJUT M3 JKEIyAKa M BXOIHUT B TOHKYIO KHUIIKY, T1e pH BhIIIe, HOKPBHITHE pa3pymiacTcs
WIIA PacTBOPSIETCS B COOTBETCTBHUH C (PM3NKO-XMMHUYECKIMH CBOWCTBAMH BEIOpaHHOTO MaTepuaina. [locme pasz-
PYIICHUS WM PACTBOPEHMS MOKPBITHS pa3pyliaeMasi HiIM HepaspylraeMasi MaTpuIiia, B KOTOPYIO BBEICHO Cpel-
CTBO, NPEJOTBpAIlacT HEMEMJICHHOE MII OBICTPOE BBICBOOOXIICHHE CPENICTBA U MOAYJIUPYET BBICBOOOXKIECHHUE
TaK, 9YTOOBI IPEJOTBPATHTH CO3/IaHHUE BHICOKMX KOHIIEHTPALHUHL.

B kOHKpeTHOM BapHaHTEe OCYIIECTBJIECHUS MpEaycMOTpeHa MaTpuyHas (papMarieBTHUecKass KOMIO3ZUIHS C
MOJIM(UIIMPOBAHHBIM BBHICBOOOKICHHEM, COJIEpIKaIast:

(i) ot 1 o 10 (B wacTHOCTH, OT 1 1O 8) yacTeit cpencTra;

(i1) ot 10 o 40 (B wactHOCTH, OT 15 10 35) yacTei pazpymaeMoro HoIMMepa MaTPHUIIBI;

(iii) ot 40 mo 85 (B wacTHOCTH, OT 40 10 75) "wacTeii pa3daBHUTENsI MM KOMOWHAIINN pa3OaBHUTENICH;
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(iv) ot 0 mo 3 (B wactHOCTH, 0,2-0,7) YacTe# CKONB3AIIECTO CPEICTBA;

(v) ot 0 mo 2 (B wacTHOCTH, 0,2-1) YacTel cCMa3BIBAIOIIETO BEIICCTRBA U

(vi) ot 0 mo 8 (B wactHOCTH, 0,5-3,5) YacTel MIICHOYHOTO MOKPBITHS,

IJie BCe YacTH JaHbI 10 Becy W cymma gactei (i)+(ii)+(iii)+(iv)+(v)+(vi) =100, mpu 3TOM paspyriaemblit
TIOJIIMEP MAaTPHUIIBI UMEET JI000€ U3 3HAUCHHH, ONPEICICHHBIX BBIIIC.

CuCcTeMBI B BHJIE MHOKECTBA YaCTHII.

CucTeMBI B BUIe MHOYKECTBA YaCTHUI] BKJIIOYAIOT B ce0s CyOBeIMHHIIBI, TaKHEe KaK MUHH-TA0JIETKH, MUKPO-
cdepsbl, TeIUIETH U TpaHyNbl. MaTepuaiisl B popMe MHOXKECTBA YaCTHUI] OOBIYHO MPEIyCMaTPUBAIOT MHOXKECTBO
MHHHU-Ta0JIETOK, MUKpOC(Ep, MEJUIETOB MM IPaHyJl, KOTOPbIE MOT'YT UMETh pa3Mep, COCTAaBISIONIMIA OT TpHOIHN-
3uTeNbHO 10 MKM 10 IpHOJIM3UTENEHO 2 MM, OoJiee TUITMYHO prOmm3uTensHo ot 100 MkM 10 1 MM B Iuamerpe.
Takue mMaTepuansl B (hopMe MHOKECTBA YACTHI] MOYKHO YIIaKOBaTh, HAIPUMED, B KaICYIly, TaKyl0 KaK >KelaTh-
HOBasl KaIcyJa WM Karcysa, o0pa3oBaHHas U3 nonumepa, takoro kak HPMCAS, HPMC nnn xpaxmair; npenoc-
TaBIISITh B J103aX B BHJE CYCIECH3UH M B3BECH B )KUAKOCTH; IIPEIOCTABIATH B 03aX B BUE MOPOILIKA IS MIPH-
TOTOBJICHHSI PacTBOPA WIM UX MOKHO ()OPMHPOBATh B TabJIETKy (HarpuMmep, KarieT) WIH MO0 C TIOMOIIBI0
TIPECCOBaHUS MIIH JPYTUX COCOOOB, N3BECTHBIX B YPOBHE TEXHHKH.

Takue Matepualibl B GOpMe MHOKECTBA YaCTHI] MOTYT OBITh TIOJTYyYEHBI JIFOOBIM U3BECTHBIM CIIOCOOOM, Ta-
KAM KakK CIIOCOOBI BIIAYKHOTO M CYXOTO TPaHYJIHPOBAHHA, SKCTPY3Hs/chepoHn3ams, BaJblieBaHNe, OTBEpACBa-
HHUE pacIiaBa WM C WCIOJIH30BaHHUEM IOKPHITHIX PACIBIICHHEM 3aTPaBOYHBIX siep. B memax ymoOcTBa mate-
pHaisl B popMe MHOXKECTBA YAaCTHII OTYYIAIOT C HCIOIB30BAHUEM ITOKPHITHIX PACIBIIICHHEM 3aTPABOYHBIX SIEP.

Hanpumep, B cioco6ax MOKpOTO B CyXOT0 TPaHyJIHPOBAHMAS KOMITO3UIIMIO, COAEPIKAIIYIO CPEICTBO U He-
o0s13aTeNbHBIE BCIIOMOTATEIbHBIE BEIIECTBA, MOXKHO T'PaHyJIHPOBATh C MOJyYeHHEM MaTepHaloB B (popMe MHO-
JKECTBA YaCTHIl HEOOXOJUMOT0 pa3Mepa. BecroMorartenbHbIe BeecTBa, TaKUe KaK CBS3YIOIIEE BELIECTBO, MOXKHO
CMEUINBATh C KOMIO3UIHKEH a1 obierdenus oOpaboTku ¥ (GOpMHUpPOBaHHS MaTepHaloB B (hoOpME MHOXKECTBA
yactun. CBs3yIOIIME BEIIeCTBa, NPHUIOAHBIE IPH H3TOTOBICHWM MaTepualioB B (POpME MHOMKECTBA YaCTHII,
BKJIIOYAIOT B ce0s MUKPOKpHCTAJUIMUYECKYIo Lemntonosy (Hanpumep, Avicel RTM, FMC Corp.), ruapokcunpo-
mueurono3y (HPC), runpokcunponmmmermienosiody (HPMC) n poacTBeHHBIE MaTepHaNIbl WIIH MX KOM-
Ounaru. B mienoMm, cBs3yromue BemecTBa, KOTOPBIE TIPUTOAHBI IPH TPAHYIHPOBAHIH U TA0ICTHPOBAHNH, TAKHE
KaK Kpaxmai, peIBapuTeNIbHO KeTaTHHUPOBAHHBIN KpaxMan u moyi(N-BuHWI-2-nupponuauHon) (PVP), takke
MOJKHO HCIIONIB30BaTh Al (OPMHUPOBAHHUS MaTepHalioB B (hOpMEe MHOXKECTBA YaCTHI. B ciydae BiaXHOTO rpa-
HYJIMPOBAHHUS CBS3YIOIIEE BEIIECTBO, TAKOE KaK MUKPOKPUCTAJUIMYECKas IeIUTI0N03a, MOXKHO BKJIIOUATh B I'pa-
HYJHPYIOUTYIO XHUIKOCTh JJIs 00JerdeHnss GOpMHUPOBAHUS MOAXOIAMIETO MaTepraia B (popmMe MHOXKECTBA dac-
i, Cu., Hanpumep, Remington: The Science and Practice of Pharmacy, 22™ Edition, 2012.

B mo6om crydae mosrydeHHbIe YacTHIBI MOTYT CaMy o ceGe COCTaBIATh MaTepHall B (hOpMe MHOMKECTBA
YaCTHIl WJIK MX MOXKHO ITOKPBIBATh Pa3IMYHBIMU TUICHKOOOPA3yIOIUMI MaTepHalaMy, TAKUMHU KaK HOJIUMEPHI C
MOJM(UIMPOBAHHBIM BBICBOOOXKICHUEM, SHTEPOCOIIOOMIFHBIE TIOJIMMEPHI WM Ha0yXaromue B BOJE MM BOZO-
pacTBOpPHUMBIE TTOJUMEPHI, W/HIM UX MOXXHO KOMOMHHPOBAThH C JAPYTHMH BCIIOMOTATEIbHBIMU BEIIECTBAMH HIIN
CpefaMH-HOCHUTEIISIMH, KOTOPBIE TIOMOTAIOT IIPH BBEJCHUH JI03 MallMeHTaM. B 1ensax yao0cTBa mojy4eHHbIe yac-
THUIIBI TOKPBIBAIOT MOJIMMEPaMH ¢ MOTU(DHUIIMPOBAHHBIM BEICBOOOXKICHHEM H/MIIN MX MOKHO OOBEIUHUTD C JPY-
TUMH BCIIOMOTATEIFHBIMH BEUIECTBAMHU FJIM CPEIaMH-HOCHTEISIMH ISl OOJIeTYeHHS BBEICHHSA 103
MaIMEeHTaM.

B oxgrOM BapmaHTe OCYIIECTBICHHUS CPEICTBO MPUCYTCTBYET B ANpE, OKPYKEHHOM OTPaHHYMBAIOIIECH CKO-
poctb MemOpaHoi. CpelcTBO mepecekaeT MeMOpaHy ¢ TOMOIIBI0O MEXaHW3MOB Maccolepenadn, BKiodas, 0e3
OTpaHHYEHUs], paCTBOPEHNE B MeMOpaHe ¢ nocieaytomeit auddysneit uepes memOpany wiu quddysueii yepes
3aIl0JHEHHBIE JKUAKOCTBIO MOpHI BHYTpH MeMOpanbl. Kaxkmas cyObeanHunma matepuana B (popMe MHOXKECTBA
YaCTHIl MOXKET OBITh OTIENBHO MOKPBITa MeMOpaHoi. [IoKphITHE MOXKET OBITH HEMOPHUCTHIM, HO MPOHUIIAEMBIM
JUISL cpefcTBa (HampuMep, CPEeACTBO MOKeT AH((GYHANPOBATH HENMOCPEACTBEHHO uepe3 MeMOpaHy), WM OHO
MOXeT OBITh MOPHUCTHIM. [TOKPHITHS ¢ MOAN(DHUINPOBAHHBIM BEICBOOOXKICHUEM, U3BECTHBIE B YPOBHE TEXHHUKH,
MOXHO HCIIOJIb30BATh JUIS W3TOTOBJICHHUS MEMOpaHbl, 0COOCHHO MOJMMEpHBIE IMOKPBITHS, TAKHE KaK CIIOMHBIH
W TIPOCTON 3(pHp HEINTI0NIO3BI, AKPUIIOBBIN ITOJIMMEp FITH CMECh MOJIMMEPOB. [IpennoyTuTebHbIe MaTepHabl
BKITIOYAIOT B Ce0sI STWIIEIIIIONO03Y, alleTaT IeJUTIONO036l U aleTo0yTHpaT HeuTroo3sl. [loarMep MOKHO HaHO-
CHUTPH B BHJE PAaCTBOpa B OPraHHYECKOM PACTBOPHTENE WM B BUJEC BOTHON MUCIIEPCHU WM JaTekca. Omnepariuio
HAHECEHHs MOKPBITHS MOXKHO MPOBOJUTH HAa CTAHAAPTHOM 00OpPYIOBAHWH, TAKOM KaK YCTPOWCTBO JJISI HaHEce-
HUS TIOKPBITHS B TICEBIO0KIKEHHOM CJI0€, YCTPOMCTBO ISl HAHECEHUS MOKPHITHS Wurster Wi yCTpOHCTBO A
HAHECEHH MOKPHITHSA B POTAIMOHHOM cioe. [Ipu Heo6X0auMOCTH, TPOHUIIAEMOCTh OKPBITHS MOKHO PETYJIH-
poBaTh IyTeM CMEIINBaHMUS JIBYX WK OoJiee MaTepuaioB. [Ipuroansii cnocod MoaroHKH IOPUCTOCTH MOKPBITHS
BKJIIOYAET J100aBJICHNE IPEIBAPUTEIHFHO OMPEAEICHHOTO KOJMYECTBA MEIKOANUCIIEPCHOIO BOJOPACTBOPUMOTO
Marepuasna, TaKoro Kak caxapa, WIM COJIM, WM BOAOpacTBOpUMEIe moimuMmepsl (Hampumep, HPC), k pactBopy
WM TUCTIEpCUH (HaIIpuMep, BOJAHOMY JIaTeKCy) MeMOpaHOOOpa3yIoIIero mojimMepa, oAJIeKalero NCIojIb30Ba-
Huto. Korna nexapcrBeHHyro popMy npornaTeiBaloT B BOIHYIO cpeny GI-TpakTa, 3TH pacTBOPHMBIE B BOJIE MEM-
OpaHHbIe 10OABKM BBILIEIAYMBAIOTCS M3 MEMOpaHbI, OCTABIISIS MOPHI, KOTOPBIE 00JIETYalOT BBICBOOOXKICHNUE JIe-
KapCTBEHHOTO cpencTBa. MeMOpaHHOE TIOKPHITHE TaKKe MOKHO MOITUQPHUITUPOBATH T0OABIEHNEM TUTaCTH(HKA-
TOPOB, U3BECTHBIX B YPOBHE TEXHUKH.
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B oxHOM mpearnoYTHTENEHOM BapHaHTE OCYIIECTBICHHS MaTepHal B ()OpMe MHOXKECTBA YacTHIl MPEIy-
CMaTpUBAET 3aTPABOYHOE SIIPO C HAHECEHHBIM CJIOSIMU CPEICTBOM M MOKPHITOE MOJIUMEPHBIM MaTEpPHAIOM TaKo-
TO TUTA, KOTOPBIA MPHUroJicH A obecrieueHuss MOAN(PUIIMPOBAHHOTO BEICBOOOXKICHUS cpeicTBa. B aTOM Bapu-
aHTE OCYIICCTBICHUS MaTepraibl B (hopMe MHOXKECTBA YaCTHI[ B BUIE MUKPOC(hEp MM MEeJUIETOB MOXHO IOy~
4aTh IMyTeM HAACTPaWBaHUSI KOMIIO3UIIHH CO CPEICTBOM (JIEKapCTBEHHBIM CPEICTBOM ILIIOC HEOOS3aTEIBHO JIFO-
OBIMH BCTIOMOTaTEIbHBIMH BEIIECTBAMH) Ha 3aTPAaBOYHOE PO C MOMOIIBIO crioco0a HacTanmBaHUS JCKAPCTBECH-
HOTO CPE/ICTBA, TAKOTO KaK MOPOIIKOBOE IMOKPHITHE, WM ITyTeM HAHECEHHS KOMIO3HIIUU CO CPEICTBOM PACIIBI-
JICHWEM DPacTBOpa WM AWCIEPCHH CPEACTBA B COOTBETCTBYIONIEH Cpeme-HOCHTENE AJs PacTBOPa/IUCIIEPCHH
(HampuMep, uUCHepCcHM CBs3yromero BemecTsa, HanpuMep HPMC, manpumep 6 cIl) Ha 3arpaBouHble siapa B
TICEBIOOXKIKEHHOM CJIO€, KaK, HalpUMep, C MCIOJIb30BAHUEM YCTPOMCTBA JUIsl HAaHECEHMs! MOKpHITH Wurster
WJIM POTOPHOM YCTAaHOBKH. 3aTpaBOYHOE SIIPO MOXKET COCTOAThH M3 caxapa (HarpuMmep, 3epHO HOHIIApeIb), Kpax-
MaJia WIM MUKPOKPUCTAIUIMYECKON LEILTION03bl, B LENIX YA00CTBa MUKPOKPHUCTALTIYECKOH 1eutono3sl. [Ipu-
MEpOM MOAXOASNIEH KOMIIO3MLMHK M cIlocoda SBISETCS PACHbUICHUE AWCIIEPCUH KOMIO3UIMH CO CpPEICT-
BOM/CBs3ytomuM BemectBoM (Hanpumep, HPMC) B Boxe Ha 3aTpaBodHOe s1po0. {1 H3roTOBIEHHS MEMOpPaHHbI,
KOTOPYIO HAHOCST IOBEPX 3aTPAaBOYHBIX SI/IEp C HAHECEHHBIM CJIOSMH CPEACTBOM, MOKHO HCIOIB30BATH MOKPHI-
THE ¢ MOIMU(UIMPOBAHHBIM BHICBOOOXIEHHEM, H3BECTHOE B YPOBHE TEXHUKH M OMHCAHHOE paHee, B YACTHOCTH
MOJIMMEpPHBIE TOKPHITHA. CKOPOCTh BBEICBOOOXKIEHHS CPEACTBA U3 MaTepUaloB B (popMe MHOXKECTBAa YaCTHII C
MOKPBITHEM MOKHO KOHTPOJIHPOBATH TAKUMH (DaKTOpaMH, KaK KOMITO3UIINA M COJIEPKaHHUE CBI3YIOUIETO BEIe-
CTBA B SIpE C TIOKPBITHEM CPEICTBOM, TONIIMHA U IPOHUIIAEMOCTh MOKPHITHS C MOAU(PHINPOBAHHBIM BEICBOOO-
JKICHUEM, a TAaK)Ke COOTHOIICHHE TIOBEPXHOCTH U 00beMa U pa3Mep MaTepraia B popMe MHOKECTBA YACTHIL.

Crnenpanucty B JaHHOH o0jacTH OyAeT MOHSATHO, YTO YBEJIMUYECHUE TOJIIUHBI MOKPBHITHS YMEHBIIUT CKO-
POCTb BBICBOOOK/IEHHS, B TO BpeMs KaK YBEJIIMUCHHE MPOHUIIAEMOCTH MOKPBITHS, WIIM pa3Mepa, UM COOTHOIIE-
HHS TIOBEPXHOCTH M 00beMa MaTepHaloB B (popMe MHOMKECTBA YACTHI[ YBEIMYHT CKOPOCTh BBICBOOOXKICHUS.
[Ipn HEOOXOAMMOCTH, MPOHUIIAEMOCTh TOKPBITUSI MOXKHO PETYJIHMPOBATh IyTEM CMEUIMBAaHMS IBYX WIN Ooiee
Mmarepuainos. [IpurogHast cepust TOKPHITHH ¢ MOTU(HUIIMPOBAHHBIM BEICBOOOXK/ICHHEM BKIIIOYAET CMECH BOJIOHE-
PacTBOPUMBIX M BOAOPACTBOPUMEIX ITOJMMEPOB, HAIPUMEP STHIILEIUIIONO3B M THAPOKCHIIPOIMIIEILTIONO3BI
cooTBeTcTBeHHO. [IpuromHoit Moaudukanueil MOKPHITHS ABIIETCS TO0OABICHHE MEIKOIMCIIEPCHOTO BOAOpAC-
TBOPHUMOT'O MaTepHajia, TAKOTO Kak caxapa WiH coii. [Ipu momemeHnn B BOAHYIO CpEAy 3TH PacTBOPHUMBIC B
BojZic MeMOpaHHbBIE NOOABKY BBIMIEIAYNBAIOTCS M3 MEMOPAHBI, OCTABIISISI TIOPBI, KOTOPhEIE O0JIETYar0T JOCTaBKY
JIEKapCTBEHHOTO CpencTBa. MeMOpaHHOEe TIOKPHITHE TaKKe MOYKHO MOAU(DHUIIMPOBATH N0OaBICHUEM IacTH(U-
KaTOpOB, KaK M3BECTHO CIICIIHATIICTY B JAHHOH 007acTH.

B oxHOM BapnaHTe OCyIIECTBICHHS EJUIETHl ¢ MOJU(PHUIIMPOBAHHBIM BBICBOOOXKICHUEM COJIEPIKAT:

a) MHEPTHOE AP0 B KOJIHYECTBE OT pubnu3utensHo 10 no npudmmsurensro 90% (Bec./Bec.) Mo Becy med-
Jera ¢ MOAN(HUINPOBAHHBIM BEICBOOOXKICHUEM;

b) cioii IekapCTBEHHOTO CPEACTBA, KOTOPHIM MHKAIICYIIMPYET MHEPTHOE AP0, COJepIKaIlnil cMech cpell-
CTBa M HEOOS3aTENFHO CBS3YIOIIETO BEUIECTBA (TaKOTO Kak, HAIPUMEp, TMAPOKCHUIPONMMIMETHIIIEIUTION03a) B
KOJIMYECTBE OT NpUOIM3NTENBHO 5 10 mpubamsutesnsHo 80% (Bec./Bec.) oT 00IIero Beca resiera ¢ MOAU(GULIHU-
POBaHHBIM BBICBOOOKICHHEM, TIPH STOM MacCOBOE COOTHOIIIEHHE CPEACTBA U CBA3YIOIIETO BEIIECTBA (€CIIH MPH-
CYTCTBYET) HaXOUTCS B MpeeNiax quanazoHa npuoau3ureasHo ot 4:1 mo 19:1;

) cIoii ¢ MOAN(HUIIMPOBAHHBIM BEICBOOOXKICHUEM, KOTOPHI HHKATICYIUPYET SAPO ¢ HAHECEHHBIM CIIOSIMH
JIEKApCTBEHHBIM CPECTBOM, COJEpPIKAIIUI MOTUMEp ¢ MOTUGHUIIMPOBAHHBIM BBICBOOOXKACHUEM, MIPH 3TOM yKa-
3aHHBIA TOJMMEP C MOIW(HUIMPOBAHHBIM BBICBOOOKACHHEM IIPEIyCMATPUBACT STHIIEIUIIONO3Y HIH CMECh
STHILEILTION03EI W/HIM THAPOKCUITPOIMIILEILTIONO3bI B KOJIMYECTBE OT NPUOIN3ZUTENBHO 5 10 NPUOIM3UTEIHHO
50% (Bec./Bec.) OT 00IIero Beca MeuieTa ¢ MOTU(PHUIIMPOBAHHBIM BEICBOOOXKICHUEM, TIPH ITOM MacCOBOE COOT-
HOIICHHE STHIILEIIIION03bI ¥ THAPOKCHITPOIIMILIEIUTIONO3bI (€CIIN MPUCYTCTBYET) COCTABISIET NPUOIM3UTEIHHO
or 1:1 no4:1;u

d) HeoOs13aTeNIbHO, JOMOIHUTEIBFHBIC BCIIOMOTATEIbHBIC BEIIECTBA, HAPUMEP CMa3bIBAaloIee BELIECTBO,
TaKkoe Kak cTeapaT MarHus, W/win IuactudukaTop, Takod kak, Hampumep, Tpuatwimurpar (TEC) wmm
anerwrtprmTIiuTpar (ATEC), B xomudectBe oT mpudnmsurensao 0,1 mo mpubmmsurenshno 5% (Bec./Bec.) ot
ob1ero Beca rmesiera ¢ MOTUGUITUPOBAHHBIM BHICBOOOKICHUEM.

B omHOM acmexte 3TOro BapHaHTa OCYIIECTBICHHUS MOKHO HAHECTH ITOJCION MEXIy CIOeM JIeKapCTBEH-
HOTO CPEJICTBA M CJIOEM IJISI MOAN(HUIIPOBAHHOTO BEICBOOOXKACHUS, €CITK TpeOyeTcs pasneneHue. B oxHom ac-
MIEKTE 3TOTO BapHaHTa OCYIIECTBICHHS MOKPBITHE MOXKET cocTosATh n3 HPMC miu creapaTa Maruusl.

B nmomomHUTENHHOM BapHaHTE OCYIIECTBIICHHS IEJUIETHI C MOIAM(DHUIMPOBAHHBEIM BBHICBOOOXKICHHEM CO-
JIepoKaT:

a) MHEPTHOE SO B KoJMdecTBe OT npubiamsutensHo 40 mo npubimsurensHo 60% (Bec./Bec.) (B mesx
ynobctBa 50-60%, TakoM kak, Hanpumep, 51,3 mwm 58,98%) mo Becy nemiera ¢ MOAU(UIIMPOBAHHBIM BBICBO-
0OXKICHHEM;

b) cioii IeKapCTBEHHOTO CPEACTBA, KOTOPHIM MHKAIICYIMPYET MHEPTHOE SAPO, COJep KaIlnii cMech cpell-
CTBa M HEOOS3aTENFHO CBS3YIOIIETO BELIECTBA (TaKOTO Kak, HAIPUMeEp, TMAPOKCHUIPOIMIMETHIIIEIUTION03a) B
KOJIMYECTBE OT MPHUOIN3UTENBHO 5 10 mpubmusuTensHo 25% (Bec./Bec.) (B memsx yaooctsa 10-20%) ot obrmero
Beca MHKpOC(epsl ¢ MOTUPHUIMPOBAHHBIM BEICBOOOXKIEHHEM, TPH 3TOM MAacCOBOE COOTHOIICHHE CPEICTBA U
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CBSI3YIOIIIETO BEIIECTBA (€CIIM MPUCYTCTBYET) COCTABISICT MPHUOIM3UTENHHO OT 4:1 1o 19:1 (B mensx ynoocTsa ot
8:1 mo 11:1);

¢) cioit ¢ MOAUQUIMPOBAHHBIM BBEICBOOOXKICHUEM, KOTOPBIH MHKAIICYJIUPYET SAPO MHUKpOchepsl ¢ HaHe-
CEHHBIM CJIOSIMH JIEKapCTBEHHBIM CPEIICTBOM, COACPIKAIINH ITOIUMEP C MOAUMDHUITUPOBAHHBIM BEICBOOOKICHIEM,
TIPY 3TOM YKa3aHHBIA TOJIMMEpP C MOTU(PHIMPOBAHHBIM BBICBOOOXKIECHHEM IPEAYCMATPHUBACT STIIIIICIUIIONO3Y
WA CMECh ATIIIEIUTIONO03B! W/HITH THAPOKCHIIPOIIIIIEIUTIONO3B B KOJIMYECTBE OT MPUOTU3UTENHHO 5 10 MpH-
ommsuTensHO 50% (Bec./Bec.) (B memsix ynooctea 20-40%, TakoM Kak, Hanpumep, 21,91 wmm 35,79%) ot obmero
Beca MUKpocheps! ¢ MOAN(HUIIIPOBAHHBIM BEICBOOOXKICHHEM, TIPH 3TOM MacCCOBOE COOTHOIIIEHHE ATHIIIICILIIONO-
3Bl U (€CJIM MPUCYTCTBYET) COCTaBIsAeT MpuoOam3uTenpHo ot 1:1 no 4:1 (B mensax ymodctra ot 1,3:1 o 3:1 run-
POKCHITPOTUIIICIIIEOIO3BI); H

d) HeoOs3aTENPHO, CMa3bIBAIOIICE BEUICCTBO, TAKOE KaK CTeapaT MarHHs, B KOJIMYECTBE, COCTABIISIONICM
npubmznTensHo 0,2% ot obmiero Beca MEKpocdeps! ¢ MOAN(DHUINPOBAHHBIM BEICBOOOKICHUEM.

B onHOM acmiekTe ATOro BapHaHTa OCYLIECTBIICHUSI CPEJCTBO HAXOIMTCS B CBOEH cBOOOMHOH dopme, T.e.
OHO npucyTcTBYeT B BUE 2-((3-(4-unanonadTanuH- 1 -11)mupuInH-4-11) THO ) -2 -METHIIIPOIIAHOBOI KHCJIOTHI.

B onHOM BapmaHTe OCYIIECTBICHMS, KaK TPaBHIIO, CPEACTBO (B IENIX YA0OCTBa B CBOEH CBOOOIHOM (op-
Me, T.e. B Bune 2-((3-(4-nmanoHadTavH- | -1 TUpUAHH-4-HI1)THO )-2-METUIITIPOTIAaHOBOH KUCIIOTHI), OyaeT TpHu-
CYTCTBOBaTh B KOMIIO3WIIMH MeJUIeTa MO HACTOSIIEMY H300peTeHHIO B KoimmdecTBe OT 5 mo 50%, mpeamouTH-
TenbpHO npubIMm3uTeNsHO OT 10 10 25% 1 B wactHOCTH MpubOIM3UTENHHO 0T 10 10 20% 1m0 Becy xommo3unuu. B
KOHKPETHOH TPyIIe KOMIIO3UIMHA CPEICTBO OYIET MPUCYTCTBOBATH B KOJIMYECTBE, COCTABIIAIONIEM MPHOIHA3H-
teapHO 10-18% 10 Becy KOMITO3WITMU IS TIeJuIeTa, TAKOM Kak, Hampumep, 11,5 wm 17,2% mo Becy KOMIO3u-
WY JUTS TIeJUIeTa.

B nemsix ynoOcTBa nemieTsl ¢ MOAUGUIIMPOBAHHBIM BEICBOOOXKICHHEM HMEIOT Pa3Mep, COCTABISIONIAN OT
npubmnnTensHo 150 no npubnmsurensHo 400 MKM, B Hensx O0JibLIero yaoOCTBa NpUOIM3UTENHHO 350 MKM.
Kak omucaHo B, KOMIO3HIUS JUIS MIEJUICTOB OYAET CONEPKATh MHOKECTBO IEJUICTOB, KOTOPHIE MOXKHO yIia-
KOBBIBaTh, HAPUMEP, B KAICYTy, TAKYIO KaK JKEIaTHHOBAs KaIlCyja WK Kalcyia, 00pa3oBaHHAS U3 TOJUMEPA,
takoro kak HPMCAS, HPMC wim kpaxmai; TpeoCTaBIsaTh B 103aX B BHJIE CYCIIEH3UH WM B3BECH B JKHIKO-
CTH; TIPEIOCTABIIATh B J03aX B BUJE IMOPOIIKA IUIS MPHUTOTOBICHHS PAacTBOpa WM MX MOXHO (popMHpoOBaTh B
TabJIeTKy (HAmpuMep, KaruieT) WIH MO0 ¢ TOMOIIBIO TPECCOBAHMS MU JIPYTHUX CIOCOOOB, W3BECTHBHIX B
YpOBHE TeXHUKH. B 1emsix ymo6cTBa KOMIIO3HIUIO IS TIEJUIETOB, COACPIKAIIYI0 MHOKECTBO IEJUIETOB, YIIAKO-
BBIBAIOT B KaICyJly, TaKyl0 Kak >KeJaTWHOBAas KalCyJia UM Kalcyna, oOpa3oBaHHAs W3 MOJIMMEpA, TAKOTO Kak
HPMCAS, HPMC wnm kpaxmai.

B omHOM BapmaHTE OCYIIECTBJICHUS MEIUICTHl ¢ MOAUMDUIIMPOBAHHBEIM BBEICBOOOXKICHHEM 0 HACTOSIIEMY
M300pETEHNIO MOXKHO OOBEIMHATH C IENJIETaMH ¢ HEMEUIEHHBIM BBICBOOOXKJICHUEM M YIIaKOBaTh BMECTE C 00-
pa30BaHMEM CAMHOW (hapMaIleBTUYCCKON KOMIIO3WIIUH, HAMPUMEp, B Kamncyiny. Takyro KOMIIO3HIIUIO MOKHO
CKOHCTPYHPOBATh ¢ 00eCIICUeHHEM KOHKPETHOTO MPOMMIIS BRICBOOOKICHUS, BKIFOUAIOIIETO KOMIOHEHTHI KaK ¢
MOTU(PHUIIMPOBAHHBIM, TaK U C HEMEIJICHHBIM BBICBOOOXKAeHUEM. [1eNeThl ¢ HeMeIICHHBIM BEICBOOOXKICHHEM B
TAKOM BapHaHTE OCYNICCTBICHHUS MOTYT COJCPKATh WHEPTHOE SIPO, TIOKPHITOE CPEACTBOM, U, HEOOS3aTEIBHO,
JIOTIOTHUTEIBHBIC MTOJTUMEPHI, HEOOXOAMMEbIEe Il (POPMHUPOBAHUS TAKOTO IeuieTa. B mensx ymnoOcTBa B 0HOM
aCTIEKTEe TOT'0 BapHaHTa OCYIISCTBICHHUS KOJIMYECTBO MEIJIETOB C HEMEUIEHHBIM BBEICBOOOKICHHEM COCTABIISIET
oT 5 1o 25% ot o01miero Beca MEJJIETOB B KOMITO3UITMHU. B 1emnsx 0oJbInero yao0cTBa KOJUYECTBO MEIIETOB C
HEMEJIEHHBIM BBICBOOOKACHNEM COCTaBISIET OT 7 10 15% 0T 00111ero Beca menjieToB B KOMITO3HIINH.

B oxHOM BapmaHTe OCYIIECTBICHUS MaTepHaIbl B pOpMe MHOKECTBA JAaCTHII IPEIYCMATPUBAIOT 3aICPKKY
nepesl HACTYIUICHUEM TPOJIOHTHPOBAHHOTO BHICBOOOXKICHHS cpencTBa. OMH BapUAHT OCYINECTBICHUS MOXKET
OBITh MIPOWLTFOCTPUPOBAH MAaTEPHAIOM B (OpME MHOXKECTBA YACTHII, COICPIKAIIUM 3aTPABOYHOE SIIPO C HAHE-
CCHHBIM CIIOSIMH CPEJICTBOM M ITIOKPBITHIX TIEPBBIM MOKPBITHEM W3 TIOJIMMEPHOTO MaTepHaja TaKoro THIa, KOTO-
Bl IPUTOICH I MOTU(PUIIMPOBAHHOTO BBICBOOOKICHHUS CPEICTBA, U BTOPBIM IMOKPBITHEM TAaKOTO TUIIA, KOTO-
Pl IPUTOJICH [T OTCPOUYKU BBICBOOOXKICHHUS JICKAPCTBCHHBIX CPEACTB, KOTa JICKapCTBEHHYIO (DOpMy mporiia-
ThIBatOT. [lepBoe MOKPHITHE HAHOCAT MOBEPX 3aTPABOYHOTO SI/IPa C HAHECCHHBIM CJIOSIMH CPEACTBOM, H OHO OK-
pyXxaet ero. Bropoe mokpeITHe HaHOCAT MOBEPX MEPBOTO MOKPHITHS, M OHO OKpY)kKaeT ero. MaTepuain B ¢opme
MHOYKECTBA YaCTHI[ MOXKHO IIOJy4aTh C IMOMOINBI0O METOIMK, XOPOIIO M3BECTHBIX B ypOBHE TeXHHKH. [lepBoe
MOKPBITHE MOJKET MPEACTABIATh COOOH MOKPHITHE C KOHTPOJIHUPYEMBIM BBEICBOOOXKICHHEM, KOTOPOE M3BECTHO B
YPOBHE TE€XHHKH, B YaCTHOCTH TOJIMMEPHBIC MOKPBITHS, TSI M3TOTOBJICHUS MEMOpaHBI, KOTopas o0Cyxkmaiach
panee. [lomxoxmsmue MONMMMEpHBIE MaTEpHANbl MOKPHITHS, 000pYIOBaHHE M CHOCOOBI HAHECEHHS IOKPHITHSA
TaKXKe BKIIIOYAIOT T€, KOTOPBIE 00CYKIAINCh paHee.

[Momxoxasmye MaTepralIbl, MPUTOAHBIC UTSI MOJyYSHHS. BTOPOTO TIOKPHITHS HA MaTepuaie B (popMe MHOKeE-
CTBa YaCTHII, BKIIOYAIOT MMOJUMEPHI, H3BECTHBIC B YPOBHE TEXHHKH KaK YHTCPOCOIOOMIBHBIC TOKPBITHS IS
OTCPOYCHHOTO BBICBOOOXKICHHUS (hapMalleBTHYECKUX IpenaparoB. OHM yalle BCEro MpeAcTaBisiioT coboi pH-
YyBCTBUTEIBHBIC MaTepHUAIIBI, TAKHE KaK (PTajar areraTa IEJUTI0NIO3b], TPUMEIUTUTAT aneTara IeJUTIONI036], (hTa-
JaT THAPOKCHUIIPOMMIMETHIIICIUTIONO3b, MOMU(BUHIWIANICTaTa ()TANaT), U aKPUIOBBIC COIOJIMMEPHI, TAKHE KaK
Eudragit L-100 (Evonik), Eudragit L 30 D-55, Eudragit S 100, Eudragit FS 300 u poxacrBeHHbIE MaTepHabL.
TonmuHy U TUT MOKPHITHS C OTCPOUYEHHBIM BBICBOOOXKICHUEM MOATOHSIIOT TAKUM 00pa3oM, YTOOBI 00ECTIeUHTh
TpeGyeMoe CBOMCTBO 3aAepKKH. B menoM, Ooee TOJICThIe TOKPHITHS 00Jiee yCTOWIHMBEI K pa3pyIIeHUIO U, Clie-
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JIOBATEIILHO, TAIOT OOJBIIYIO 3aJICPIKKY, KaK U MOKPHITHSA, KOTOPBIC PEAHA3HAYCHBI ISl PACTBOPCHUS MPH 3HA-
yernu pH Beime 7. [IpeAnoYTHTEIBHBIC MOKPHITHS OOBIYHO COCTABISIOT OT MPUOIU3UTEIHHO 10 MKM TONIIHHOM
IO PUOJIM3UTETHHO 3 MM TOJIIMHOK U Oosee nmpeamodTuteabHo oT 10 g0 500 mxM. ITpu nmporiaTbiBaHUU MaTe-
puansl B popMe MHOXKECTBA YACTHI] C ABOHHBIM IOKPBITHEM MIPOXOMIAT Yepe3 JKENyIOK, I/ie BTOPOE MOKPHITHE
MPEIOTBpAIIaeT BEICBOOOKICHNE CPEACTBA B KHCIBIX YCIIOBHSX, Ipeobnmamarommx TaM. Korma marepumansl B
(hopMe MHOKECTBA YACTHII BRIXOIAT U3 JKEIyAKa M BXOIAT B TOHKYIO KHIIKY, Te pH BeIme, Torma Bropoe mo-
KPBITHE pa3pyllacTcs WIH PACTBOPSAETCS B COOTBETCTBHHU C (PH3MKO-XUMHYECKUMH CBOICTBaMHU BBIOPAaHHOTO
Matepuana. [locne pa3pymeHus Wid pacTBOPEHHs] BTOPOTO MOKPHITHS IEPBOE MOKPHITHE MPEIOTBpaIiacT He-
MEIJICHHOE WJIH OBICTPOE BBICBOOOXKICHHE CPEACTBA M MOIYJIUPYET BEICBOOOKICHHE TaK, YTOOBI MMPEIOTBPATHTH
CO3/IaHUE BBHICOKUX KOHIICHTPAIIUH.

B onHoM BapumaHTe ocyiiecTBICHHS (hapMaleBTHYCCKass KOMIO3HIUSA ¢ MOTUPUIIMPOBAHHBIM BBICBOOOXK-
JICHHEM MpPEJCTaBIsIeT co00i KOMIO3HIIMIO I KAaICyJbl, MPEAYCMATPHBAIONIYI0O MHOXECTBO MEIUICTOB, TIC
KOMITO3HUIIHSI COJICPIKHUT

npuban3uTenbHo 5 Mr 2-((3-(4-umanonadranuH- 1 -wn)nupuarH-4-11)THO )-2-METHIIITPOIIAHOBOH KUCIIOTHI,

MIPUOTU3UTENBHO 22 MT MUKPOKPHUCTAJUTMYECKUX cep 3aTpaBOYHBIX sIIep,

npubmusutenpHo 0,6 mr HPMC ¢ 6 cIl,

npubnu3utenpHo 5-8 mr HPC LF (B nensax yno06cTBa mpuOIM3UTENsHO 5,6 uiu 6,2 MT),

npubIu3uTeNbHO 8-10 MT (B 1esX yo6cTBa MpHOIU3UTENBHO 9,3 Himn 9,9 Mr) STHIIIIEIUTIONO36I U

Heobs3aTensHo, mpubaum3uTenpHo 0,06 M cTeapaTa MarHusl.

B momnoxHWTENTFHOM BapHaHTE OCYIIECTBICHHUS (hapMaleBTHUECKas KOMIO3HWIHUSA ¢ MOAM(DUIIMPOBAHHBIM
BBICBOOOXKJICHHEM IPEIICTABIISACT OO0 KOMITO3UIIMIO JUTS KarCyJIbl, TPEAYCMAaTPHBAIONIYI0 MHOXKECTBO TEIlIe-
TOB, TJI¢ KOMITO3HIIUS COICPIKHUT

10 mr 2-((3-(4-unanonadrananH- 1 -nn)IUPUIUH-4-1IT)THO)-2-METHIIIPONaHOBOM KHCIIOTHI,

npuOIM3UTENHEHO 43-45 MT (B 1IeTsX yao0cTBa 44,5 MT) MEKPOKPUCTAJUTMIECKHUX cep 3aTpaBOYHEIX saep,

0,5-1,5 mr (B mensax ynooersa 1,1 mr) HPMC ¢ 6 cIl,

8-12 mr HPC LF (B nensx ynooctsa 9 mr wim 10,1 mr),

npubIM3uTeNpHO 15-25 Mr (B mensx yaoocTra 20,9 Mr uimu 22 MT) 3THIIEIUTIOIO36] 1

Heobs3arensHo, 0,1-0,2 Mr (B mensax yaoocTsa 0,125 mr) creapara Marausl.

B momnoiHHTENTFHOM BapHaHTE OCYIIECTBICHHUS (hapMaleBTHUECKas KOMIO3HWIHUSA ¢ MOAM(DUIIMPOBAHHBIM
BBICBOOOXKICHHEM TIPEICTABIACT OO0 KOMITO3UIMIO IS KaICyIIbl, IPEAyCMaTPHUBAIONTYI0O MHOXKECTBO TeIIe-
TOB, TJI€ KOMITO3HIINS COIACPIKHUT

4,5 mr 2-((3-(4-mmanonadranus- 1 -un)nmupuaAnH-4-1I)THO ) -2 -METHIITPOIIAaHOBOH KUCIIOTHI,

14-17 mr (B nensax ynodcrsa 15,4 M) MUKpOKpPHCTAJUIMIECKUX c(ep 3aTpaBOUHBIX SIED,

0,5-1,5 mr (B mensax ynooersa 0,44 mr) HPMC c 6 cIl,

1-2 mr HPC LF (B nensix yno6ersa 1,82 wmr),

npubauzuTensHo 1-4,5 Mr (B nensx ynoocTsa 3,9 M) STHIILEIIIION036I 1

0,01-0,2 mr (B emsx ynooctea 0,05 Mr) creapata Maraus.

B momnonHHTENFHOM BapHaHTE OCYIIECTBICHHUS (hapMaleBTHUECKas KOMIO3HWIHUSA ¢ MOAH(DUIIMPOBAHHBIM
BBICBOOOXKICHHEM IIPEICTABIACT OO0 KOMITO3UIMIO IS KaICyIIbl, IPEAyCMaTPUBAIONTYI0O MHOXKECTBO TeIIe-
TOB, TJI€ KOMITO3HIINS COACPIKUT

6 mr 2-((3-(4-umanoHadTIMH- | -AT) TAPUIUH-4-1JT) THO )-2-METHITIPOTIAHOBOH KHUCIIOTHI,

18-22 mr (B nemsx ymobcrsa 20,8 Mr) MUKpOKPHUCTAIUTHYECKUX cep 3aTpaBOUYHBIX sIIep,

0,5-1,5 mr (B mensax ynoodersa 0,6 mr) HPMC ¢ 6 cIl,

1-3 mr HPC LF (B nensix ynooersa 2,45 mr),

MpUOIM3UTENBHO 1-6 MT (B 1IensX yao0CcTBa 5,25 MT) STHIILIEILTIONO36I U

0,01-0,2 mr (B emsx ynooctea 0,07 Mr) creapata Maraus.

B monoiHHUTENEHOM BapHaHTE OCYIICCTBICHUS (DapMaleBTHUCCKAs KOMIO3HUIUSA ¢ MOAH(DUIIUPOBAHHBIM
BBICBOOOXKJICHHEM IPEIICTABIIACT OO0 KOMITO3UIMIO TS KAICYIIbl, TPEAYCMAaTPHBAIONIYI0O MHOXKECTBO TEIlIe-
TOB, TJI€ KOMITO3HIINS COACPIKUT

12 mr 2-((3-(4-unanonadranuH- 1 -vun)mupuIuH-4-1IT) THO )-2 -METHIIIIPOITAHOBO Y KUCIIOTHI,

40-44 mr (B nemsix ymobcersa 41,9 Mr) MEKpoOKpHUCTAIUTHUECKUX cep 3aTpaBOUHBIX sEp,

0,5-1,5 mr (B mensx ynooersa 1,2 mr) HPMC c 6 cIl,

1-6 mr HPC LF (B nessax ymo6cersa 4,94 mr),

npubau3uTeNbHO 1-12 Mr (B nemsx yaoo6cersa 10,6 MT) STHIILIEIUTIONO36I U

0,01-0,2 mr (B emsx ynooctea 0,15 mr) creapata Maraus.

Kak ncnonp3yercst B JTaHHOM JIOKYMEHTE, U €CITH HE YKa3aHO UHOE, CIEAYeT IMOHIUMATh, YTO MPU UCTIONB30-
BaHMU TepMHHA "MuKpocdepa” min "Mukpocdepbl" B OTHONIEHUH COCTaBa C MaTepuajioM B (hOpMe MHOXKECTBA
YaCTHI] TEPMHUHBI UCTIOJIB3YIOTCSI CHHOHUMUYHO C TEPMUHAMU "TieJuieT" WiK "messieTsl” COOTBETCTBEHHO.

[Tyt METUITMHCKOTO MPUMEHCHHS.

CpenctBo siBisiercst neiictBeHHbIM HHTHOUTOpoM URAT1, H, COOTBETCTBEHHO, KOMITO3HIIUU B COOTBETCT-
BUU C HACTOSAIINM H300pEeTEHNEM IIPUTOIHBI JIsl JISICHHUS COCTOSHIM, TAKMX KaK OMMCAaHHBIC B MEXKIYHAPOTHON
nateHTHOH 3asiBke WO 2011/159839, B KOTOpOW pacKphiTO CpEACTBO, a Takke B JOKYMEHTE
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WO 2013/067425, B KOTOpOM pacKpbITHl KOHKPETHBIE CIIOCOOB! TPUMEHEHUs cpezcTBa. Hanpumep, kommo3unus
M0 HACTOSIIEMY U300PETEHUIO TIPUTOIHA JIJIS JICUCHUS] HAPYIICHUH MEeTab0IM3Ma MOUYCBOU KUCIIOTHI, B TOM YHC-
ne, 6e3 OrpaHHYCHUS, MOJUIUTEMHUH, MUCIOUIHOW METaIUIa3WuH, MOJArphl, PEIUINBHPYIONIETO MPHUCTYIIA II0-
JIarpel, IOAATPUIECKOTO apTPHUTA, THIIEPYPUKEMUH, THIICPTOHUH, 3a00JIeBaHUS CEPACIHO-COCYAUCTON CHCTEMEI,
uIeMrdeckoit Oone3Hn cepama, cuapoma Jlema-Haiixana, cuaapoma Kemmu-Curmusiiepa, 3a0osieBaHus T0-
YeK, IOYCYHBIX KaMHEeH, TOYeYHONW HeT0CTATOYHOCTH, BOCIIAJIEHUS CYCTaBOB, apTPUTA, MOUYCKAMEHHOHW OOJIC3HH,
OTpaBIICHHUS CBUHIIOM, THIIEpIIapaTHPE03a, IICOpHasa WIN capKonao3a. B KOHKpeTHOM BapHaHTe OCYIIECTBICHUS
KOMITO3HITUS TI0 HACTOSIIEMY M300PETeHHIO IPUTOIHA AJIS JCUCHHS HApyIICHUH MeTaboIn3Ma MOYEBOI KHCIIO-
TBI, B TOM YHUCJIC TOJUIUTEMUN, MUCIOUTHOW METAIUIa3uy, MOJArphl, PEUUANBUPYIOMIETO MPHUCTYIA TOIATPHI,
MOAAarpUUYECKOTO apTpUTa, THIICPYPUKEMHUH, THIIEPTOHUH, CEPICYHO-COCYIUCTON CHUCTEMBI, UIIEMUYECKOH 0o-
JIE3HHU CepJIla, CeplIeYHO He0CTaTOYHOCTH, cuHapoma Jlema-Haiixana, cunnpoma Kemnmn-Curmuepa, octpo-
TO WM XPOHHYECKOTo 3a00JIeBaHUs MOYEK, TIOUYCUHBIX KaMHEH, OYeYHOH HEeJOCTaTOYHOCTH, BOCIAJICHUS CyC-
TABOB, apTPUTa, MOYCKAMCHHOW OOJEC3HH, OTpABJICHUS CBUHIIOM, THUIEpPIapaTHpPeO3a, IICOpHa3a WK
CapKou103a.

B momonmHUTENTFHOM KOHKPETHOM BapHaHTE OCYIISCTBICHHS KOMITO3HIHUS IO HACTOAIIEMY H300PETCHHIO
MPUTOAHA IS JICUCHUS CEpACUHON HETOCTATOYHOCTH Y MAIIMEHTOB C TIOBBIIICHHBIM YPOBHEM MOYEBOM KHCIOTHI
B CBIBOPOTKE KPOBH. B emie 0qHOM AOTOIHHUTEIFHOM KOHKPETHOM BapHaHTE OCYIICCTBICHHS KOMIIO3ZHITUS TI0
HaCTOSIIEeMy N300pETEHUIO TIPUTOIHA ISl CHIDKCHHUS PUCKa CMEPTH IO IPHYUHE CePIeTHO-COCYAUCTOMN MaTOIO-
TUH ¥ TOCTIMTAM3AIINH JIJIS TTAIUEHTOB ¢ cepaednoit HepocrtatouHocThio (NYHA, xmace II-111) ¢ ypoBHSIME MO-
YeBOI KUCIIOTHI B CHIBOPOTKE KpoBH (SUA), IPEBHIIIAIOIIUMH 6 MT/I|T.

B nomonHuTENBHOM BapHaHTE OCYIIECTBIICHUS! KOMITO3UIUS 110 HACTOSILEMY U300PETEHHIO TTPUTOIHA JIIS
JeueHUs XpoHmdeckoro 3adoneanns noyek (CKD) y manueHToB ¢ MOBEIIICHHBIM YPOBHEM MOYEBOI KUCIOTHI B
CBIBOPOTKE KPOBH. B KOHKpETHOM BapHaHTE OCYIIECTBIICHUS! KOMITO3HIMS 10 HACTOSILIEMY N300pETCHUIO MPH-
TOJIHA JUIsl CHI)KEHHS pHCKa cepledHO-cocyqucThIX ocnoxxHeHni (MACE), 1 3aep XK1 IpOrpeccupoBaHHms Mo-
YEYHOW HEJIOCTATOYHOCTH (COOTBETCTBEHHO OMNpeneieHHON Kak cHinkeHue Ha 50% eGFR wim ESRD [auanms,
TpaHCIUIaHTausl MoYku Wik SCr>6 Mr/mi]), u MpenoTBpaIIeHUs] CMEPTH 10 NMPHYHUHE CEPIACIHO-COCYTUCTON
MM TouedHoit natonoruu y mamuertoB ¢ CKD (eGFR 25-75 m/mun/1,73 M?) ¢ yporsimu sUA, IpeBbIIIao-
MU 6 MT/ I

JIoTIOTHUTEIBHBIHN acTIeKT HACTOSAIIET0 N300PETeHUS peaycMaTpUBaeT (papMareBTHIECKYI0 KOMITO3UITIIO
COTJIACHO HACTOSIIEMY H300pETeHHIO, KOTOPast OIpeesicHa BBIIIe, I IPAMEHEHHS B Ka4eCTBE JIEKaPCTBEHHO-
TO CpEeICTBa.

CpencTBo, MPUCYTCTBYIONIEE B KOMIO3UIMAX IO HACTOAIIEMY M300pETEHHIO, 00J1alaeT MOHMKAIOINMHU
MOYEBYIO KHCJOTY B CBIBOPOTKE KPOBH CBOWCTBAMH, KOTOpPBIE, KaK I10JIaraloT, BOSHUKAIOT M3-32 €r0 MHTHUOU-
pyromreit URATI1 aktuBHOCTH. COOTBETCTBEHHO, KOMIIO3HITUS 110 HACTOSIIEMY H300pETCHHIO, KaK 0KUIAaeTCs,
OyaeT mpUToAHA MPH JICUCHUH 3a00JICBAHUHA WIIM MEITUIIMHCKUX COCTOSIHUM, OTIOCPEAOBAHHBIX UCKITIOUYUTEIHHO
i yactnyHo URAT1, T.e. KOMIO3HUIMIO 10 HACTOSIIIEMY M300PETEHHIO MOYKHO MCIIONB30BATh JUIS MTOTYYCHHS
uaruoupyromero URATI sddekra y TEmIOKPOBHOTO KMBOTHOTO, HY)KJAIOLIEroCsl B TaKOM JICYEHUH. TakuMm
00pa3oM, KOMIO3HIUS 1T0 HACTOSIIEMY M300PETEHHIO MPEAyCMATPHBACT CIIOCO0 JCUCHH HapyIICHUH, CBA3aH-
HBIX C MOYEBOH KHCIIOTOHU, XapakTepusytonuiics naruouposanrieM URAT1, T.e. KOMIIO3UITHIO 110 HACTOSIIIEMY
M300pETEHNIO MOYKHO HCIIONB30BATh IS MOXy4eHUs 3(PdeKTa MOHMKEHNS YPOBHSA MOYEBON KHCIIOTHI B CHIBO-
POTKE KPOBH, OIOCPEIOBAHHOTO HCKIIOUHMTEIHHO WK dacTHuHO mHTHOMpoBaHneM URATI. CooTBeTCTBEHHO,
KOMIIO3UINH 110 HACTOSIIIEMY H300pETEHHUIO, KaK 0KUAeTCsl, OyAyT IMPUTOIHBI TIPH JICYCHUN HApYIICHUN MeTa-
00JIM3Ma MOYEBOH KHCIIOTHI ITyTeM oOecriedeHnst d3(PeKTa MOHIKEHNST YPOBHS MOYEBOH KHCJIOTHI B CHIBOPOTKE
KPOBH, B YACTHOCTH IPH JiedeHUU 9yBCTBUTEIBHBIX K URAT1 HapymieHuil, TAKUX KaK HAPYIICHU, OMTUCAHHBIC
BbIIIE. B KOHKPETHOM BapHaHTE OCYIIECTBIICHHSI KOMITO3HUIUS 110 HACTOSIIIIEMY H300pETEHHUIO TPeyCMaTpUBaET
CIOCO0 CHIKEHUS YPOBHEH MOUYEBOIT KHCIIOTHI B CHIBOPOTKE KPOBH y YeJOBeKa. B elie 0HOM J0MOTHUTETLHOM
KOHKPETHOM BapHaHTE OCYLIECTBICHHS KOMIIO3UIHS MO HACTOSIIEMY M300pPETEHHIO IpeIyCMaTpuBaeT Crocod
JIeYeHUs Tojarpel. B emie oJHOM JOTMOJIHUTEIHHOM KOHKPETHOM BapHaHTE OCYIIECTBIICHUS KOMITO3ULUS II0
HACTOSIIEMY N300pPETEHUI0 MPEIyCMAaTPUBACT CHOCOO JICUCHUS THIIEPYPUKEMHUH. B eme ogHOM JOMOTHHUTENb-
HOM KOHKPETHOM BapHaHTE OCYIICCTBICHUS KOMITO3HIMSA IO HACTOSIIEMY H300pETCHHIO MpEayCMaTpHBAeT
cnoco0 JiedeHus THIEPYPUKEMHIH, CBSI3aHHOM ¢ ToAarpoil. B eme oqHOM TOTONHUTETFHOM KOHKPETHOM BapH-
AHTE OCYILECTBJICHHUS KOMITO3HIINS MO HACTOSIMIEMY M300pPETEHHUIO MPEIyCMAaTPHUBAET CIIOCO0 JICUEHUS THUIEPY-
PUKEMHUH, CBSI3aHHOW ¢ TOJArpoil, B KOMOMHAIINY C HHTHOWTOPOM KCAaHTHHOKCHIA3bl (B LENAX yIoOCTBa ajio-
MTypHUHOJIOM WK (PedyKkcocTaToM, B IeNsIx Oosbmiero ymodcrea edykcoctatoM). B erne ogHOM TOMOTHUTENh-
HOM KOHKDETHOM BapHaHTE OCYIIECTBJIICHHUS KOMITO3HMLMS IO HACTOSMIEMY W300pETEHHUIO NpeaycMaTpHBacT
croco0 JICYCHHS TUIIEPYPUKEMHH, CBI3aHHOM ¢ OJarpoi, B KOMOWHAIIMY ¢ HHTHOUTOPOM KCAHTUHOKCHUIA3HI (B
HeJsIX yo0CTBa ajuIoNMypHHOJIOM WK (GedyKcocTaToM, B IesiX Oonbliero yno0cTsa gedykcocTaToM) y manu-
€HTOB, KOTOpBIE TPeOYIOT JONOJHUTENBHON Tepanuu. B emie ogHOM JOMOJHUTEIFHOM KOHKPETHOM BapHaHTe
OCYIIECTBIICHHS! KOMITO3UIUS 110 HACTOSIIEMY M300PETCHHUIO NPEIyCMaTpUBAET CIOCOO UIMTEIBHOTO JICYECHHS
TUIEPYPUKEMHUN B KOMOWHAIIMH C aJUIOIYPHUHOJIOM WiH (PeOyKCOCTaTOM, KOTJa TpeOyeTcs MOMOIHUTEIbHAS
Tepamus. B emne oqHOM HONONMHUTEFHOM KOHKPETHOM BapHAaHTE OCYIIECTBIICHHS KOMITO3UIIHA 110 HACTOSIIEMY
M300pETEHHIO MPEIyCMATPUBACT CIIOCO0 JICICHUS CePACYHON HETOCTATOYHOCTH Y MAIlMSHTOB C IMOBBIIICHHBIMU
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YPOBHSIMH MOYEBOI KHCIIOTHI B CBIBOPOTKE KPOBH. B ellie 0/IHOM JIOMOJHUTEIFHOM KOHKPETHOM BapHaHTe OCy-
IIECTBJICHUS KOMITO3UIIMS 110 HACTOSIIEMY N300PETEHHIO MIPEAYCMaTPUBACT CIIOCOO CHIPKEHUS pUCKA CMEPTH T10
MPUYHHE CEPACUHO-COCYIUCTON MATONOTUH M TOCITUTAIIM3AINH JJIS TIAIIMEHTOB C CEPICYHON HEAOCTaTOUHOCTHIO
(NYHA, knacc II-1II) ¢ ypoBHSIMH MOYEBOH KHUCIOTHI B CBIBOPOTKE KpoBH (SUA), mpeBbimaronumMu 6 mr/mr. B
eIIe OJHOM JIOTIONTHUTEIFHOM KOHKPETHOM BapHaHTE OCYIIECTBICHHUS KOMIIO3UIMS 10 HACTOAIIEMY H300peTe-
HUIO TIpeaycMaTpUBaeT Crocob JiedeHuss xpoHudeckoro 3adomneBanus nodek (CKD) y manueHTOB ¢ MOBBIMIEH-
HBIMH YPOBHSIMH MOUYEBOH KHCJIOTHI B CBIBOPOTKE KPOBH. B erie 0THOM TOMONHUTETFHOM KOHKPETHOM BapHaHTE
OCYILECTBIICHHUSI KOMITO3UIMA 10 HACTOSIIEMY H300pPETEHHUIO MpeqyCMaTpUBAET CIIOCOO CHIKEHHUS PHCKa cep-
neyHo-cocyaucthix ocnoxueHnid (MACE), u 3aepKH IporpeccUpoBaHus MOYEYHOIH HEJJOCTaTOYHOCTH (COOT-
BETCTBEHHO ompeneneHHon Kak cHmkeHue Ha 50% eGFR wnum ESRD [auanu3, TpaHCIUTaHTaluUs MOYKH WU
SCr>6 mr/mi]), n NpeaoTBpalIeHUus] CMEPTH 110 NPUYHUHE CEPACYHO-COCYANCTOH MM MOYEYHOH ITaTOJOTHH Y
nanuentoB ¢ CKD (eGFR 25-75 mn/mun/1,73 M?) ¢ ypoBHsiME SUA, IPEBIMIAIOIIMMA 6 MT/ L.

B omHOM BapmaHTe OCyLIECTBIICHHSI HACTOSIIETO M300pETeHUs MperycCMOTpeHa (apMareBTHIecKasi KOM-
TO3UIIMSL COTJIACHO HACTOAIIEMY M300pETeHHUIO, KOTOpast ONpeesieHa BhIIIe, ISl IPUMEHEHHS TIPH TOHKEHUH
YPOBHEW MOYEBOH KHCIIOTHI B CBIBOPOTKE KPOBH Y TEIJIOKPOBHOTO JKUBOTHOTO (IIPEIAIOYTHUTENFHO YelloBeka). B
JIPYTOM BapHaHTE OCYIIECTBICHHUS IPeAyCMOTpeHa (apMarieBTHIECKasi KOMIIO3UINS B COOTBETCTBHH C HACTOSI-
UM H300pEeTeHneM, KOTopasi OTpeiesieHa BBIIe, I TPUMEHEHUS B JICUCHHUH TTOUITUTEMUH, MHETIOUIHON Me-
TaIUIa3WH, MOJATPHl, PEIUINBHPYIONMIETO MPHUCTYIA TOAArPhl, TOAATPUIECKOTO apTpUTa, TUIEPYPHUKEMHH, TH-
MIEPTOHNH, 3a00JIeBaHMSI CEPACYHO-COCYANCTON CHUCTEMBI, WIIEMHUYEcKoil Ooyle3HM cepama, cuHapoma Jlemra-
Haiixana, cuaapoma Kemnmu-Curmuiiiepa, 3a001eBaHus MTOYEK, MOYSUYHBIX KaMHEH, ITOYSUHOH HEIOCTATOYHOCTH,
BOCHAJICHUS] CyCTaBOB, apTPUTA, MOUYCKAMEHHOM 0O0JIC3HH, OTPaBIICHNSI CBHHIIOM, THIIEpIapaTHpeo3a, Icoprasa
WM capKom103a. B npyrom BapuanTe ocymiecTBICHHS IpeaycMOTpeHa (hapManeBTHIeCKass KOMIO3UIHS B COOT-
BETCTBHH C HACTOSIIIMM M300pETEHHEM, KOTOpasl ONpe/ieieHa BBIIIE, IS IPUMEHEHHS B JICYUEHHH HOJIUIUTEMHUH,
MHEJIONIHOM MeTaIuia3nuy, Mojarpsl, PENUIUBUPYIOMIETO MPUCTYTA TIOAATPhl, MOJarpu4eckoro apTpura, TUre-
PYPHMKEMHH, TUIIEPTOHNH, 3a00JIEBaHNsI CEPIEYHO-COCYAUCTON CHUCTEMBI, HIIEMHYECKOH OOJe3HH cepiua, cep-
JIEYHON HEeJ0CTAaTOYHOCTH, cuHApoMa Jlema-Haiixana, cuaapoma Kemmu-Curmuiepa, OCTpOTO WM XPOHHUYE-
CKOTO 3a00JIeBaHUS IOYEK, MOYCUHBIX KaMHEH, IOYeYHON HETOCTaTOYHOCTH, BOCHAJICHHUS CYCTaBOB, apTPHTA,
MOYEKaMEHHOW 00JIe3HHU, OTPaBJICHHU CBHHIIOM, THIIEpIIapaTHpe03a, Icopra3a WIn capkonao3a. B koHkpeTHOM
BapHaHTE OCYIIECTBICHUS MPEIYCMOTPEHa (hapMarieBTHIecKast KOMIIO3HUINS B COOTBETCTBHUHU C HACTOSIIITAM H30-
OpeTeHneM, KOTOpasi OIpe/IeeHa BhIIIe, s IPUMEHEHHUS NPU JICUCHUH TOIarphl. B ermre 0THOM TOMTOTHUTENb-
HOM BapHaHTE OCYIIECTBICHH MPEeIyCMOTpeHa apMarieBTHIecKas KOMIO3HINSA B COOTBETCTBUHU C HACTOSIIINM
M300peTeHreM JUIsl IPUMEHEHHS B MPOQIIAKTHKE WM JIEYCHUH HapyIICHHH MeTaboIM3Ma MOYEBOH KUCIIOTHI,
KOTOpBIC YYBCTBUTEIBHBI K MHrHOMpoBaHnio URAT1. B KoHKpeTHOM BapHaHTe OCYIIECTBICHHUS NPETycMOTpe-
Ha (papMaleBTHYECKasi KOMIO3UIHS B COOTBETCTBHH C HACTOSIIMM N300pEeTeHUEM, KOTOpas OIpeziesieHa BhIIIE,
JUISl IPUMEHEHNUS TIPH JICYSHUN NoAarpsl. B KOHKpEeTHOM BapuaHTe OCYIIECTBIICHUS IPEeIyCMOTpeHa (hapMares-
THYECKass KOMIIO3UIMS B COOTBETCTBUY C HACTOSIIMM H300peTEHHEM, KOTOpast OIpeAeseHa BhIIe, JUIsl IpHMe-
HEHUS TIPH JICYCHUH CEePJIeYHON HEJOCTATOYHOCTH Y TMAIMEHTOB C HOBBIIICHHBIMU YPOBHAMH MOYEBOH KHCIIOTHI
B CBIBOPOTKE KPOBU. B KOHKPETHOM BapHaHTE OCYIIECTBICHHUS MPeIycMOTpeHa (hapMalleBTHICCKasi KOMIIO3HIINS
B COOTBETCTBHH C HACTOSIINM H300peTeHHEM, KOTOpas OIpenesicHa BBINIE, IS MPUMEHEHHS MPHU CHIDKCHHUN
pHCKa CMEPTH TI0 MPHYUHE CEPIICIHO-COCYIUCTOMN MATOJIOTHHA M TOCIIUTATU3AINH IS TTAUEHTOB C CepIeTHON
HepocratouHocThio (NYHA, wmacce II-1II) ¢ ypoBHSAMH MOYEBOW KHUCIOTHI B CHIBOPOTKE KpoBH (SUA), MpeBbI-
mrarompMu 6 Mr/mi. B ermie ogHOM JOTONMHHATENTFHOM KOHKPETHOM BapHaHTE OCYIIECTBICHHUS IMPEeIyCMOTPEHA
(hapmaneBTHYECKAs] KOMITO3UIKS B COOTBETCTBUH C HACTOSIINM N300pETEHUEM, KOTOPask ONpe/ieieHa BhILIE, JUIs
NPUMEHEHUS TIPH JICYCHUH XpOoHUUecKoro 3aboseBanus nouek (CKD) y manueHToB ¢ MOBBILICHHBIMH YPOBHSIMHU
MOYEBOH KHCIJIOTHI B CBIBOPOTKE KPOBU. B ellie 0JHOM JIONIOIHNUTEILHOM KOHKPETHOM BapHaHTE OCYIECTBICHHS
npeaycMoTpeHa (apMareBTHIecKkasl KOMIO3UIHS B COOTBETCTBHU C HACTOSIIMM M300peTeHHEM, KOTOpasi orpe-
JIeTICHa BBIIIE, JUISl IPUMEHEHUs! TP CHIKEHUH PUCKa cepledHo-cocyaucThix ocioxuennit (MACE), u 3anepx-
K€ TPOrpecCUPOBaHMs MOYEYHOW HEJIOCTATOYHOCTH (COOTBETCTBEHHO OINpEJCICHHON Kak cHibkeHune Ha 50%
eGFR wmm ESRD [naunanus, TpancruranTaius movky uin SCr>6 mr/mi|), ¥ IpenoTBparieHu CMEPTH 110 TIPUIH-
HE CEepJICYHO-COCYANCTOW MU TmodedHoi maronormu y mamueHtoB ¢ CKD (eGFR 25-75 mn/mun/1,73 mM2) ¢
yposasimu sUA, mpeBblmaiomuMu 6 Mr/an. B eme ogHOM TOTIONHATETFHOM KOHKPETHOM BapHaHTE OCYILECTB-
JICHHS TIpeTyCMOTpeHa (papMareBTHIecKas KOMIIO3HINS B COOTBETCTBHUH C HACTOSIINM H300peTeHHEM, KOTOpas
oTIpenieNieHa BHIIIE, I MPUMCHEHUS TIPH JICYSHUH THIIEPYPUKEMHUH. B eme ogHOM HOTONTHUTETFHOM KOHKPET-
HOM BapHaHTE OCYIIECTBICHIS MPeIycMOTpeHa apMarieBTHIecKas KOMIO3HINSA B COOTBETCTBUHN C HACTOSIINM
n300peTeHreM, KOTopas Olpe/iesicHa BhIIIe, sl IPUMEHEHHUS TIPH JICYCHUH TUIIEPYPUKEMHH, CBSI3aHHOU € TIO-
Jarpoii. B eme oJHOM JOTIOJHUTETHFHOM KOHKPETHOM BapHaHTE OCYIIECTBIICHUS MIPEAYCMOTpEHa (hapManeBTH-
YyecKasi KOMITIO3UIUS B COOTBETCTBUH C HACTOSAIIMM M300pEeTeHHEM, KOTOpasl OIpeeNeHa BBIIIE, Ul IPUMEHe-
HUS TP JICYCHUH THIIEPYPUKEMHUH, CBSA3aHHOH C MoJarpoi, B KOMOMHAIIMKM C NHTHOUTOPOM KCaHTHHOKCHIA3EI
(B messix ynoOcTBa aJuIOypHHOJIOM MM (edyKcocTaToM, B Ieisix Oombero ynoocra pedykcocratom). B eme
OJTHOM JIOTIOJIHUTEIIbHOM KOHKPETHOM BapHaHTE OCYIIECTBIICHUS IIPEIyCMOTpeHa (hapManeBTHIECKasi KOMIO3H-
Ul B COOTBETCTBHHM C HACTOSIIINM H300peTeHHEM, KOTOpasi ONpeesieHa BBIIIC, I IPUMEHEHUS TIPH JICUCHUN
TUTICPYPUKEMUH, CBSI3aHHOH C IMOJarpoi, B KOMOMHAIIMK ¢ HHTHOMTOPOM KCAaHTHHOKCHIIA3HI (B MeNAX ymo0cTBa
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ajutorypuHoJioM WK (edykcocTaTtoM, B messix Oonbmiero ymoOcTBa (edyKcocTaToM) y MalMeHTOB, KOTOPHIC
TpeOYIOT JIONOIHUTEIBHOW Tepanuu. B eme 0JHOM JOMOJHUTEIIFHOM KOHKPETHOM BapHaHTE OCYIIECTBIICHUS
TpeaycMOTpeHa (hapMaleBTHIeCKasi KOMIO3UIINSI B COOTBETCTBHU C HACTOAIINM M300pEeTEHHEM, KOTOpast OIpe-
JIeNieHa BBIIIE, IS JUINTSITFHOTO JICUEHHS THIIEPYPUKEMUN B KOMOMHAIINH C aJUIOIypHUHOJIOM WiH (pedyKkcocTa-
TOM, KOTAa TpeOyeTCs JOMOTHUTEIbHAS TePAITHSL.

JIOTIOTHUTEIBHBIN acIIeKT HACTOSIIECT0 N300PETeHUS MpeayCMaTpUBAET IPIMEHEHHE KOMITO3HIIUU B COOT-
BETCTBHH C HACTOSIINM H300pETCHHEM, KOTOpas OMpe/AesIcHa BHIIIE, MIPH W3TOTOBICHUH JICKAPCTBEHHOTO IIpe-
mapaTa U1 IPUMEHEHHS [IPY MoTy4eHnH 3¢ ekra MOHMKEeHNS YPOBHS MOYEBOH KHUCIIOTHI B CBIBOPOTKE KPOBH Y
TEIUIOKPOBHOTO JKUBOTHOTO (TIPEINOYTUTENBHO YeIoBeka). B ApyroM BapuaHTe OCyLIECTBICHHUS MPENyCMOTpe-
HO NPUMEHEHHE KOMIO3UIMU B COOTBETCTBHH C HACTOSIIUM H300peTeHHEM, KOTOpas ONpeelicHa BBIIIE, IPH
W3TOTOBJICHHUH JICKAPCTBEHHOIO TIpernapara sl MPUMCHEHUS B JICUCHUH TIOJTHIMTEMHUH, MUCIOUIHOW MeTariia-
3WH, MMOJATPHI, PEIUIUBUPYIOIICTO MPUCTYIA MOAATPHI, TOJAarPUYECKOTO apTPHUTA, THIICPYPUKEMHUH, THIIEPTO-
HHH, 3200JI€BaHUs CEpJIeYHO-COCYTUCTON CUCTEMBI, HIIEMHYECKOi Oose3Hn cepana, cunapoma Jlema-Haiixana,
cuaapoma Kemmu-Curmuiniepa, 3a00eBaHust TOYEK, TOYSYHBIX KaMHEH, MOYEYHOH HEOCTAaTOYHOCTH, BOCTIAIe-
HUS CYyCTaBOB, apTpUTa, MOUYEKaMEHHOM 00JIe3HH, OTPABJICHUS CBUHIIOM, THIIEPIIapaTHPe03a, IICOprasa Wi cap-
Kommo3a. B apyroMm BapmaHTE OCYIIECTBICHHS MPELYCMOTPEHO MPUMEHEHHE KOMITO3UIIMH B COOTBETCTBHH C
HACTOSIIIUM H300pETeHHEM, KOTOpas OIpeleNieHa BEIMIE, NMPH W3TOTOBICHUM JIEKAPCTBEHHOTO TpemapaTa s
MIPUMEHEHHUS B JICUCHUHN TTOJUIIUTEMUH, MUCIONIHON MeTaIlUIa3uH, [TOJarphl, PeIUINBHPYIONIETO IPUCTYIA TO-
Jarpel, IOAATPUIECKOTO apTPHUTA, THIIEPYPUKEMHUH, THIICPTOHUH, 3a00JIeBaHHS CEPACIHO-COCYAUCTON CHCTEMEI,
WIIeMHYecKod O0JIe3HH cepila, cepAeuHol HeaocTaTouHOCTH, cuHapoMa Jlema-Haiixana, cuaapoma Kemmm-
Curmmurepa, OCTpOro WJIM XPOHHYECKOTO 3a00JI€BaHMs MOYEK, IMMOYCUHBIX KaMHEH, OYeYHOW HelI0CTaTOYHO-
CTH, BOCTIAJICHHSI CYCTaBOB, apTPHUTa, MOYEKAMEHHOH OOJIE3HH, OTPaBJIEHHs CBHHIIOM, THIIEpIIapaTHpe03a, Mco-
pua3a UM capkoujo3a. B KOHKpeTHOM BapuaHTE OCYIIECTBICHUS MIPEIyCMOTPEHO MPUMEHEHHE KOMIIO3ULIUU B
COOTBETCTBHHM C HACTOSAIIMM M300pETEHHEM, KOTOpas OIpeliesieHa BhIIIe, MPU H3TOTOBJICHUH JIEKApPCTBEHHOTO
npenapara Juisi IPUMEHEHHs TIPY JICYSHUH NoAarpsl. B elie 0HOM JOTOIHUTEIFHOM BapHaHTe OCYILECTBICHHS
MPEIYCMOTPEHO NPUMEHEHNE KOMIO3HIUU B COOTBETCTBHH C HACTOSIIINM H300peTeHHEeM, KOTOpas OmpeiesicHa
BBIIIIE, IIPU W3TOTOBIICHUH JIEKAPCTBEHHOTO IperapaTta Il MPIMEHEHHS B MPO(IIAKTUKE WIN JICICHUH Hapy-
MIeHAH MeTaboIM3Ma MOYEBON KUCIOTHI, KOTOPBIE TyBCTBUTENBbHBI K HHruOnpoBanuio URATI1. B koHKpeTHOM
BapHaHTE OCYLIECTBICHHUS MPEAYCMOTPEHO NMPUMEHEHIE KOMIIO3UIINH B COOTBETCTBUH C HACTOSIIIUM H300peTe-
HHEM, KOTOpas OIIpelesieHa BEIIIEe, P M3TOTOBJICHUH JIGKAPCTBEHHOTO Mpenapara Uit IPUMEHEHHUS TIPH Jieue-
HUH CEPACYHOIN HEIOCTaTOYHOCTH Y MAIMEHTOB C MOBHIIMICHHBIMH YPOBHSMH MOYEBOW KHCJIOTHI B CHIBOPOTKE
KpoBU. B KOHKpETHOM BapHaHTE OCYIIECTBIEHUS MPETYCMOTPEHO NMPUMEHEHHE KOMIIO3UIMU B COOTBETCTBUH C
HACTOSIIIUM H300pETEeHHEM, KOTOpasi ONpejelieHa BbINIE, TIPH M3TOTOBJICHWH JIEKAPCTBEHHOTO IperiapaTa Juls
NPUMEHEHUS TIPH CHIXKEHUH PHCKA CMEPTH O HMPUYMHE CEPAEYHO-COCYAUCTOH MAaTOJOTHU M TOCTINTAIM3ALNH
JUISl MALIMEHTOB ¢ cepaeyHoil HenocratounocThio (NYHA, kiace I1-111) ¢ ypoBHSIMH MOYEBOH KHCIIOTHI B CBHIBO-
potke kpoBu (SUA), npeBblmaronMu 6 Mr/ul. B KOHKpeTHOM BapuaHTe OCYIIECTBIICHUS IPETyCMOTPEHO TIPH-
MEHEHHE KOMITO3HUIMH B COOTBETCTBUH C HACTOSIIIMM M300pETEHHEM, KOTOpasi ONpeieieHa BhIIe, IPH N3rOTOB-
JICHUW JICKApCTBEHHOTO Ipemapara sl IPUMEHEHUS TpY JISYCHHH XpOoHUIecKoro 3aboseBanus nodek (CKD) y
MAIIMEHTOB C MOBHIIIEHHBIMI YPOBHAMH MOYEBOIl KHCIOTHI B CBIBOPOTKE KPOBH. B KOHKpETHOM BapmaHTe OCy-
MIECTBJICHUS MPEIYCMOTPEHO IPUMEHEHHE KOMITO3UIINH B COOTBETCTBHH C HACTOSALINM H300pETEHHEM, KOTOpas
oTIpenieNieHa BBIIIE, IPY W3TOTOBICHUN JEKAPCTBEHHOTO TIpenapara A MPUMEHEHHUS TIPU CHIDKCHUH PHUCKa cep-
neqHo-cocyaucTeix ocioxHeHuit (MACE), u 3amepikke mporpeccupoBaHus MOYEYHON HEJIOCTATOYHOCTH (COOT-
BETCTBEHHO ompeneneHHon kak cHikeHue Ha 50% eGFR wnum ESRD [auanu3, TpaHCIUTaHTaluUs MOYKH WU
SCr>6 mr/mn]), ¥ npefoTBpaLICHUN CMEPTH MO NPHYMHE CEPACYHO-COCYANCTON WM MOYEYHOW ITaTOJNOTHH Y
nanuentoB ¢ CKD (eGFR 25-75 mn/mun/1,73 M?) ¢ ypoBHsmu sUA, mpeBblmatonmmMu 6 Mr/mt. B eme oxaoM
JIOTIOJTHUTENBHOM KOHKPETHOM BapUaHTE OCYLIECTBICHHS MPEAYCMOTPEHO MPUMEHEHHE KOMIIO3HLMU B COOT-
BETCTBHH C HACTOSIIMM H300pETEeHHEM, KOTOpasi OlpeJiesicHa BBIIIE, MPH U3TOTOBIICHUH JICKAPCTBEHHOTO Ipe-
mapaTa JUIs IPUMEHCHISI TIPH JICYCHUH TUTICPYPUKEMHH. B erie 0THOM JOMOTHUTEIEHOM KOHKPETHOM BapHaHTE
OCYILECTBIICHHS TPEIyCMOTPEHO MPUMEHEHHE KOMITO3HIIMY B COOTBETCTBUH C HACTOSIINM H300pETEHHEM, KO-
TOpasi OmpeeNeHa BhIIIe, IPH W3TOTOBICHHUHN JICKAPCTBEHHOTO IpenapaTa JJisl IpUMEHEHHUS MIPH JICICHUH THUIIe-
PYPHKEMHH, CBA3aHHOW C MOAArpoil. B eme ogHOM AOMOJHWUTEIEHOM KOHKPETHOM BapHaHTE OCYIIECTBICHHS
MPEAYCMOTPEHO MPUMEHEHNE KOMIO3HIIUU B COOTBETCTBHH C HACTOSIIINM H300peTeHHEM, KOTOpas ompezesicHa
BBIIIIE, TIPH M3TOTOBJICHUH JIEKAPCTBEHHOTO TpenapaTa s IPUMEHEHHS TIPH JICICHUN TUIIEPYPUKEMHUH, CBA3aH-
HOW C ToJarpoif, B KOMOWHAITMK C WHTHOUTOPOM KCAHTHHOKCHAA3BI (B IENSIX YAOOCTBA aUTOTYPHUHOJIOM WU
(ebykcocraroM, B 1esIX OoJbmero ynodcrsa ¢gedykcocTatoM). B eme ogHOM IOTOIHUTEIEHOM KOHKPETHOM
BapUaHTe OCYIIECTBIICHHUS MIPEAYCMOTPEHO MPUMEHEHHE KOMIIO3UIIMK B COOTBETCTBUH C HACTOSIINM H300peTe-
HHEM, KOTOpasi OIpe/iesieHa BBIIIE, IIPH M3TOTOBJICHUH JICKAPCTBEHHOTO TpernapaTa Ul IPUMEHEHUs TIpH Jieue-
HHUH TUIIEPYPUKEMHH, CBSI3aHHOM ¢ TOarpoii, B KOMOMHAINY ¢ MHTMOUTOPOM KCAaHTHHOKCHAA3HI (B LENIX y100-
CTBa AJUIOMYPUHOJIOM WK (peOYKCOCTaTOM, B IIENSIX OOJBIIETro yao0cTBa (heOyKCOCTaTOM) y HMAIUEHTOB, KOTO-
pBIe TpeOyIOT JIONOIHUTEIBHON Tepanuy. B ele 0HOM IOMOIHNUTEIHHOM KOHKPETHOM BapHaHTE OCYIIECTBIIC-
HUS TIPEAYCMOTPEHO NMPHMEHEHHE KOMITO3HUIINU B COOTBETCTBHHU C HACTOSIINM M300peTeHHEM, KOTOpast omlpese-
JIeHa BBIIIE, IPY M3TOTOBJICHUH JIEKAPCTBEHHOTO Iperapara Uil [UINTEFHOTO JICUSHUS THIIEPYPUKEMHUH B KOM-
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OMHAINY C aJUIOITYPHHOJIOM WM (eOyKCOCTaToOM, KOra TpeOyeTcsl JONOIHUTEIbHAs Teparusl.

Buibl KoOMOMHNPOBaHHOH Tepanuy.

®DapMareBTHIECKHE KOMIIO3UITNH 110 HACTOALIEMY HM300PETEHHIO MOXKHO BBOIUTH OTHENBHO KaK OTHEIb-
HYIO TEepaInIO WM MOXHO BBOJIUTH B JOMOJTHEHHE K OJHOMY WIJIM HECKOJIBKHAM APYTUM BEIIECTBAM H/HJIH CpPeJ-
CTBaM JUIA JICYCHHS. TaKoro COBMECTHOTO JICUCHHSI MOKHO JOCTHYB IIYTEM OJXHOBPEMEHHOTO, MOCIIEIOBATENb-
HOTO WJIN Pa3JebHOTO BBEACHHUS OTACTHHBIX KOMIIOHEHTOB JICUCHHUS.

Hanpumep, tepameBTHYecKy0 3((EKTHBHOCTH MOKHO IOBBICHTH ITyT€M BBEICHHS BCIIOMOTATEIHHOTO
cpencrea (T.e. caMo 10 cebe BCIIOMOTaTeNbHOE CPEACTBO MOXET MMETh TOJIHKO MHHHMAIBHYIO TE€pareBTHYC-
CKYIO TI0JIb3Yy, HO B KOMOHMHAIIMU C IPYTUM TEPareBTHYECKUM CPEACTBOM 00IIasi TepaneBTHIecKasi Mob3a s
WHIMBHYyMa TOBBIIIACTCS) WM, TOJHKO B Ka4eCTBE NpUMeEpa, NPEHMYIIECTBO, IT0Jy4aeMoe UHIUBUIYYMOM,
MOXXHO YBEJIMYHTH ITyTEM BBEACHHS CPEJICTBA C JPYI'MM TEPAlICBTHYECKUM CPEACTBOM (KOTOpOE TaKkKe Mpey-
CMaTpUBAaET CXEMy JICYCHHS), KOTOPOE TaKKe MMEET TEeParneBTHYECKOE MPEenMYyIIecTBO. TOJBKO B KayecTBe
NpUMepa, PY JICYSHUH MOJarphl YBEJIMUCHNE TEPAEBTHYECKON MOJIB3bI MOXKET OBITH 00YCIIOBIIEHO TaKXke Ipe-
JOCTaBJIICHUEM WHIUBHIYYMY JPYroro TEpaleBTHYECKOTO CPEACTBA JUIS JEUCHHUS MOJAarpbl WIN JOTOJHHUTEINb-
Hasl Tepanus WiIN CPEICTBA TepalMy MOTYT BKIIOYATh B cels, 6e3 orpaHmdeHus, (Gpu3noTepamnuio, ICHxoTepa-
MU0, JIyY4EBYIO TEpamluio, TNPHMEHEHHE KOMIIPECCOB Ha IIOPAXCHHOW O00JacTH, OTHIBIX, H3MEHEHHBIN
paIyoH H T.II.

B Tex ciydasx, Korma CpeAacTBO BBOISAT B KOMOHMHAITMH C JPYTUMH TEPAIEBTHUECKUMH CPEICTBAMH, HET
HEOOXOJIMMOCTH BBOJHUTH CPEICTBO TEM JK€ IIyTeM, YTO U JPYTHE TEPaleBTHUYECKHE CPEICTBA, U MOXKHO H3-3a
Pa3IUYIHBIX (GU3NIECKUX W XHUMHUYECKUX XapaKTepHUCTHK BBOAWTH APYrHMM IryTeM. Hampmmep, cpeacTBo MOKHO
BBOJIUTH MEPOPATBHBIM MyTEM JUISl HOIYYCHHS U TIOAJEP)KaHHUS €ro XOPOIINX YPOBHEH B KPOBH, TOTJa KaK JApy-
roe TeparneBTHIECKOe CPEeJICTBO MOXHO BBOJHUTH BHYTPUBEHHO. [IepBOHauaibHOE BBE/ICHHE MOKHO BBITTOJIHUTD
B COOTBETCTBHH C YCTaHOBJICHHBIMH POTOKOJIAMH, U3BECTHHIMH B YPOBHE TEXHHKH, a 3aTEM, UCXOAs U3 HaOIIIO-
JaeMbIX 3G HEeKTOB, 103a, CIIOCOOBI BBEJICHUS M BPEMS BBEACHHSI MOTYT OBITH MOJU(UIIMPOBAHbI KBATHU(PUIIPO-
BaHHBIM KIIMHUIIECTOM.

KonkpeTHsIit BEIOOp APYTOT0O TEPareBTHYECKOTO CpeAcTBa OyIeT 3aBUCETh OT AWArHo3a JedyalluxX Bpaden
W WX OIICHKH COCTOSHUS WHAWBHIYyMa M COOTBETCTBYIOIIETO NMPOTOKOJA JIeYeHHS. B HEKOTOPBIX BapHaHTax
OCYILECTBIICHHS JIOTIOTHUTEIHFHOE CPEACTBO MpEeIHA3HAUCHO IUIS JICUCHUS WIIM TMPOQHIAKTHKH CIydaeB 000CT-
peHHs momarpbl. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS IOMOJHHUTENLHOE CPEACTBO MpPEAHA3HAYCHO IS
KPaTKOCPOYHOTO JICUEHHSI OCTPOTO TMPHCTYyNa MOJarpsl. B HEKOTOPBIX BapHMaHTaxX OCYMICCTBICHUS IOMOJHH-
TEJNBHOE CPEJCTBO MpeIHA3HAYEHO Ui OJIOKMPOBAaHUS BOSHUKHOBECHHS OOOCTPEHHS BO BpeMs Haudaia Tepalud
JUISL TIOHWYKEHUSI YPOBHST MOUEBOH KHCIOTHI. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS JOTIOJHUTEILHOE CPENCT-
BO NpeIHAa3HAYEHO JUISl OBICTPOTO MOAABICHHS OO M BOCHAJIECHUs, BO3HUKAIONINX B PE3YJIbTaTe BOCHAIUTEIb-
Horo orBeta Ha MoHOHaTpust UCD. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIICHUS JOMOJHUTEILHOE CPENICTBO SIBIISI-
eTcsl MHI'MOMTOPOM (hPepMEHTOB IMKIOOKCUTEHa3a-1 U -2. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS JOTOJIHHU-
TEJILHOE CPEJICTBO MPEACTABISIET COOOH HECTEPOMAHOE NPOTHBOBOCIAINTEIBHOE JICKAPCTBEHHOE CPENICTBO
(NSAID). ITpumepsr NSAID Bkirowarot B ce0s1, 0¢3 OrpaHHYICHUS, apHIaKaHOBEIC KUCIIOTHI, TAKHE KaK aleTa-
MUHO(EH, 2-apWINPONMOHOBBIE  KHUCJIOTHI, TakWe Kak uOynmpodeH, KEeTOpoJaKk U  HaIpPOKCEH;
H-apIJIaHTPAHUJIOBBIE KHCJIOTHI, TaKHe Kak MedeHamoBas KHCIOTa, MEKIO(PEHAMOBAsI KUCIIOTA, OKCUKaMBI, Ta-
KHe KaK IMHIPOKCHKAaM, MEIOKCHKaM, apWIaJKaHOBBIE KHCIIOTHI, TaKWe KaK AWKIO(EHaK, STOIO0NaK, HHIOMETa-
IIUH, cynuHIaK, 1 HHruOuTOpel COX-2, Takue Kak IeleKOKCHO. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS JO-
MOJTHUTENBHOE CPEIICTBO MPEACTABISIET COOOH KOMXHIMH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS JOIOIHH-
TENILHOE CPEJICTBO MPEICTABISET COO0 arOHUCT TIIOKOKOpTHKONIHOTO perentopa (GR). B HekoTopsIx BapuaH-
TaxX OCYIIECTBJICHUS JONOJHUTEIEHOE CPEICTBO MPEACTABIAET cOO0H KOPTUKOCTEPOU I, TAKOH Kak IPEAHU30H,
NPEHU30JI0H, TPUAMIMHOJIOH M T.I. B HEKOTOpHIX BapHaHTaX OCYIIECTBICHUS NONOJIHUTEIBHOE CPEICTBO
npezncrasisier coboit maruomrop IL-1P, anrarommct IL-1R, mab x IL-1f, IL-1R-nOBymKy wim aHTHTENO K
IL-1B. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS NOMOJHUTEIHHOE CPEACTBO MPEACTABISACT COOOH MHTHOUTOP
IL-1. Ilpumeps! uaruduropos IL-1 BimowaroT, 6e3 orpaHuueHHs, aHAKWHPY, KAHAKUHYMa0, pHJIOHAENT | T.II.
B HEKOTOpBIX BapHaHTax OCYLIECTBICHMS OMOJHUTEIBHOE CPEICTBO MpEICTaBiIseT coOoi amanepuH (4,5-
ouc(anermioken)-9,10-110Kco-2-aHTpaneHKapOOHOBYIO KHCIIOTY. B HEKOTOpPBIX BapuaHTaX OCYIIECTBICHHS
JIOTIOJTHUTENBEHOE CPENCTBO TPENCTaBiIsseT co0oii mHruourop Qocdonmscrepaspl-4, Takoi kak anpemmiact. B
HEKOTOPBIX BapHAHTaX OCYIIECTBICHHS IOIMOJHHUTEIBHOE CPEICTBO MPEACTaBisAeT coboil antureno xk CSa. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS JOMOJHHUTEIHHOE CPENCTBO MpeacTaBisieT coboit mHrnONTOp CXCR2,
Takoi kak nmagapukcuH (DF-2162). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS TOTIOTHUTEIHLHOE CPEICTBO OJI0-
KHApYeT (epMeHT, OTBETCTBEHHBIN 3a OKMCIICHHE THIIOKCAHTHHA M KCAHTHHA. B HEKOTOPHIX BapHaHTaX OCYIIECT-
BJICHUS JOTIONTHUTEIBHOE CPEACTBO IPEACTaBIsIeT co00i MHIHOMTOP KCaHTWHOKcHAas3sl. [Ipumeps HHrHONTO-
POB KCAaHTHHOKCHJA3bl BKIIOYAIOT B ce0s, 0e3 orpanmyeHus, amionmypuHon (Zyloprim), d¢ebykcocTtar
(Uloric, Adenuric), Tormupokcoctat (FYX-051, Topiloric, Uriadec), mupakcoctar (Y-700) u LC-350189. B ne-
KOTOPBIX BapHaHTaX OCYIIECTBICHUS MOIOJIHHUTEIBLHOE CPEACTBO MNPEACTAaBISIET COOOH MHIHMOUTOp IypHH-
Hykieosunpochopunasel (PNP), takoii kak ymonesun (BCX4208). B HEKOTOpHIX BapuaHTaX OCYIIECTBICHHS
JIOTIOJTHUTENBHOE CPEZCTBO IMPECTaBIsieT cOOOH OJIOKATOp BCachlBaHHS ITypHHOB, HAIIPUMEP KOHIICHTPUPYIO-
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Iero HykieosuaHoro tpancrnoptepa 2 Tuna (CNT2). [Ipumeps! uaruouropos CNT2 Brirouarot B ceds, 6e3 or-
pannuenusa, KGO-2142 u KGO-2173. B HEKOTOpBIX BapHaHTaX OCYILECTBICHHs IOMOJHUTEIbHOE CPEACTBO
TpeCTaBIsIeT cO00H ypuKasy, TaKylo Kak pacOyprKasa WM MerjoTukaza. B HEKOTOPHIX BapHaHTaX OCYIIECTB-
JICHHSI JTOTIOJTHUTEIHHOE CPEACTBO MPEACTABIAET CO00M YypPHKO3ypHUIECKOE CPEACTBO, MOIMIEIaYHBATEIb MOYH
nnu peropuodpar.

B HEKOTOPHIX KOHKPETHBIX BAPHAHTaX OCYIIECTBICHHUS NOIMOJHHUTEIHHOE CPEACTBO MPEACTaBIACT COOOM
naruouTop URATI1, HHrHOUTOp KCAHTHHOKCHAA3bl, HHTHOUTOP KCAaHTHHACTHAPOTEHA3bl, HHTHOUTOP KCAHTH-
HOKCHJIOPENYKTa3bl, MHTHOUTOp TMypuH-HYKIeo3uadochopunasel (PNP), mHrHOUTOp TpaHCmOpTEpa MOUYEBOMH
KUCIIOTBI, HHrHOHUTOp Tmtoko3Horo tpaHcrnoprepa (GLUT), naruburop GLUT-9, uaruburop npencrasuresns 9
CeMeiicTBa 2 TEPCHOCUYMKOB PACTBOPCHHBIX BEHICCTB (OOJEIYCHHBIX TITFOKO3HBIX TpaHcmoptepoB) (SLC2A9),
MHTHOUTOp TpaHcnopTepa opranndeckux anHnoHoB (OAT), narudurop OAT-4 nnm ux KoMOHHAIN.

B HekoTophIX BapuaHTaxX OCYIIECTBICHUS OMOJHUTEIBHOE CpEeNCTBO BEIOpaHO m3 2-((5-Opom-4-(4-
uKIonpornmi-1-sadranenun)-4H-1,2,4-rpna3on-3-mi)THO)yKCYCHOH KHCIIOTHI, ajuIoNypHHONa, (edykcocraTa
(2-(3-unano-4-u3o0yrokcudenmn)-4-metui-1,3-tuazon-5-kapoonosoit kucnoter), FYX-051 (4-(5-mupuann-4-
ni-1H-[1,2,4]rpuazon-3-mwn)nupuaui-2-kapoonutpuia), NIRAXOSTAT (Y-700), LC-350189, mpoGenenwmna,
cynmb(HUHIIIpa3oHa, OeH30poMapoHa, aneTaMHHO(EHA, CTEPOHIOB, HECTEPOUIHBIX MPOTHBOBOCHIAIUTEIHHBIX
nekapctBeHHBIX cpeacTB (NSAID), anpenokoptukoTporHoro ropmona (ACTH), konxumnuna, TIFOKOPTHKOUIA,
aZiporeHa, nHruouropa cox-2, aronucta PPAR, Hanpokcena, ceBenamepa, ciOyTManHa, TPOTIIMTA30HA, ITPOTJIH-
Ta30HA, IPYTOT0 CPEICTBA, MOHMKAIOMIETO YPOBEHbh MOYEBON KHCIIOTHI, JI03apTaHa, (HOPOEBOil KUCIOTHI, OCH-
3MOAapoHa, CaTuIuiaTa, alIoAuniHa, ButamMiHa C win ux komMOmHanuii. B meisix ymo6cTBa JOMOTHATEIEHBIM
cpeacTBoM sBisieTcs pedyKcocTart.

B KOHKpeTHOM BapHaHTE OCYIIECTBJIICHHUS HACTOSIIET0 M300pETEHHs KOMIIO3UIIMK MO HACTOSIIEMY H30-
OpeTeHHI0 MOTYT BKJIIOYATh MO0 MEHbIIEH Mepe OJJHO JOMOJHUTEILHOE COBMECTHOE CPEJCTBO B OJHOM JIEKapCT-
BEHHOW (popMe ¢ MoSTydeHHEM KOMOMHMPOBAHHOTO TpenapaTta. B 9ToM BapuaHTe OCyIIECTBICHHS JIEKapCTBEH-
Has (hopMa MOXKET TpeyCMaTpHUBaTh MHOXKECTBA YACTUI] MM €AMHUYHbIE CTaHAAPTHEIE JISKAPCTBEHHBIE (DOPMEI
(Hampumep, TaOJIETKH) MO HACTOSIIEMY U300pETEHHIO, COJEPIKaIe CPEACTBO BMECTE C JOIMOJHUTEILHBIM CO-
BMECTHBIM CPEJCTBOM, COCTaBJICHHBIM B BHJE ITOPOINKA, MHOXKECTBA YACTHUI] WM €AWHUIHOW TO3MPOBAHHON
dhopmbl (HanpuMmep, TabaeTKN). B mensx yao0cTBa JOMONHATEIHLHBIM COBMECTHBIM CPEJACTBOM B OTOM BapHUaHTE
OCYILECTBIICHH sIBIseTCs (pebykcocTaT. B menmsx ymoOCTBa B OHOM acHeKTe 3TOTO BapHaHTa OCYIIECTBICHUS
KOMOWHHPOBAHHBINA IpenapaT MperycMaTpUBAeT KaIcyily, COASPKaIIylo IepBOe MHOXKECTBO IEJIETOB, CONEp-
JKaIIIX CPENICTBO, COCTABJICHHOE B COOTBETCTBUH C HACTOSIINM M300pEeTEHHEM, H BTOPOE MHOKECTBO TIEJUICTOB
WM TpaHyJ (B LENsAX YAOOCTBa IpaHyll), COAEPKAIIMX JOMOIHUTEIEHOE COBMECTHOE CPEICTBO B (hopMe C He-
MEJUICHHBIM BBICBOOOSKICHHEM WIIM MOIU(UIIMPOBAHHBIM BEICBOOOXIEHHEM. B 1esix ynoOcTBa JOMOIHUTEINb-
HOE COBMECTHOE CPEICTBO B 3TOM KOHKDETHOM BapHaHTE OCYLIECTBIICHHS MPEACTAaBISET CO00 MHrHOUTOp
KCaHTHHOKCHJIa3bl, TAKOW Kak ajuIomypuHOI M (ebykcocTaT, B messix ymoOcTBa (edykcoctaT. B KOHKpeTHOM
BapUaHTe OCYIIECTBICHUsI KOMOWHHMPOBAHHBIN IIperapaT INpeayCcMaTpUBAaeT Karcyily, COAEPXKAILIyIo IepBOe
MHOXKECTBO IIEJUIETOB, COJICPIKAIINX CPEICTBO, COCTABJICHHOE B COOTBETCTBHUH C HACTOSIIMM H300pETEHUEM, H
BTOpOE€ MHOXKECTBO TEJUIETOB WJIM TpaHys (B IeNIX ymoOcTBa rpaHyn), comepkanux (pedykcoctat B Gopme ¢
HEMEUICHHBIM BBICBOOOXKICHIEM. B 1emsix ymoOcTBa B OJHOM aclekTe ATOTO BapHaHTa OCYIIECTBICHHUS KaIlCy-
Jla COAEPXKUT JIOCTATOYHOE KOJMMUYECTBO (pedykcocTaTa, COIEpIKAIIerocs B IMeJUIeTaxX WM TpaHyiIax B GopMe C
HEMeJIEHHBIM BBICBOOOXICHUEM ¢ obecrieueHneM J03bl, coctapistonieii 40 wm 80 Mmr, B mensx ynoocTsa 80

MT.
N N-NH
Hooc” S \_< N NN
DebykcocTar FYX-051

B HEKOTOPBIX JOMOTHHUTEIBHBIX BapHUaHTaX OCYIICCTBICHHS JOIOJHUTEIBFHOS CPEICTBO MPEAHA3HAUYCHO
JUTSL JICUCHHS WM MPOQWIAKTUKH CEPIACYHO-COCYTUCTOTO I METaboInIeckoro 3adoieBanus. B KoHKpeTHOM
BapHaHTE OCYIICCTBIICHUS OTIOJHUTEIHFHOE CPEICTBO MPEACTABIIET COOON aHTHANMA0ETHIECKOe CPEICTBO, Ha-
MIpUMep UHTUOUTOP HATPUH-TIIIOKO3HOTO KoTpaHncnopTepa 2 (SLGT2). B KOHKpEeTHOM BapraHTE OCYIIECTBICHUS
JTOTIOTHATENFHOE CPEICTBO BHIOPAHO U3 Jamariauduio3nHa, sMmarindio3nHa, kKaHaraudiao3nHa U unpariudio-
3uHA. B KOHKpPETHOM BapHaHTE OCYIIECTBIICHUS JOMOJHUTEIHHOE CPEACTBO MPEACTABIAET co00H mamarmmdiio-
3uH. B KOHKpETHOM BapHaHTE OCYMIECTBICHUS (DapMaleBTHIECKHUE KOMIIO3UINH TI0 HACTOSIIEMY H300pETCHHIO
MOJKHO BBOJHTH B KOMOWHAIIMH C MHTHOMTOPOM KCAaHTHHOKCHAA3bl U uHrHOuTOopoM SLGT2. B eme oqHOM KOH-
KPETHOM BapUaHTE OCYIICCTBICHHS (hapMalleBTHUCCKUEC KOMITO3HIIMU TI0 HACTOSIIEMY M300pPCTCHUIO BBOIAT B
KoMOuHanmu ¢ ¢pedykcocrarom n uHruoutopom SLGT2 (B memsix ynoberBa nanariauinozunom). B oxHom ac-
MEKTEe ATOTO BapUaHTa OCYIICCTBICHUS KOMITO3UIMH IO HACTOSAIIEMY H300PCTCHUIO BKJIFOYAIOT IO MEHBIICH
Mepe OJHO JIOTIOJHUTEIFHOE COBMECTHOE CPEICTBO, Takoe Kak (heOykcocTaT, B CAMHUYHOM JIEKapCTBEHHOU
(dhopMe ¢ moyueHHEeM KOMOMHHUPOBAHHOTO TIpernapara. B 3 TOM KOHKPETHOM BapUaHTE OCYIICCTBICHUS JIEKapCT-
BeHHast popMa MOXKET MpeIycMaTpUBaTh MHOXKECTBA YACTHIIBI WM €JMHWYHBIC CTaHIAPTHHIC JIEKapPCTBEHHBIE
dhopmbl (HarpuMep, TaOJIETKHU) IO HACTOSIIEMY H300pPETCHHIO, COAEpKAIINE CPEICTBO BMECTE C JOMOTHUTEIb-
HBIM COBMECTHBIM CpPEICTBOM, COCTABJICHHBIM B BHJIE ITOPOIIKA, MHOKECTBA YACTHI] WM €IWHUYHOW TO3HMPO-
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BaHHOW (opMbl (Hampumep, TabmeTku). B memsx ynoOcrtBa xomMOWHamust (pUKCHPOBAHHBIX 103, COJIEpIKariast
CPE/CTBO U JOTIOJIHUTENFHOE COBMECTHOE CPEACTBO, TAKOE Kak (peOyKcocTaT, MOKET TaK)Ke BKIIFOUaTh MHTHOHU-
top SLGT2, Takoit kak gamarnudio3nH. B kauecTBe anbTepHATHBH KOMOWHAINIO (PUKCUPOBAHHBIX 1103, COMEP-
JKaIyI0 CPEACTBO U JIOTIOTHUTEIHHOE COBMECTHOE CPEACTBO, Takoe Kak (pedyKkcocTaT, MOKHO BBOJUTH OTAEIH-
HO, HO B KOMOWHauu ¢ uaruouropom SLGT2, TakuM Kak Janariu@Io3uH.

HaGopsr.

B omgHOM BapmaHTe OCYyIIECTBICHHS KOMIIO3HIIUU M CIIOCOOBI, OMMCAaHHBIC B JAHHOM JOKYMEHTE, Ipeay-
CMaTPHUBAIOT HAOOPHI IS JICUCHUS HAPYIIICHNH, TAKUX KaK OMMCAHBI B JaHHOM JOKyMEHTe. DTH HaOOpHI comep-
JKaT KOMITO3MIIMIO, OTIMCAHHYIO B JaHHOM JIOKYMEHTE, B KOHTEHHepe, U, Heo0s3aTeIbHO, HHCTPYKINH, 00BsIC-
HSOLIME IPUMEHEHne Habopa B COOTBETCTBUH C Pa3IMYHBIMHU CIIOCOOAMHU M MOJXOJaMH, OIIMCAHHBIMH B JaH-
HOM JOKyMeHTe. Takue HabOphl TakXKe MOTYT BKJIIOYATh MH(OpMANHIO, TAKYIO KaK CCHIIKM Ha HAYYHYIO JIUTE-
parypy, MaTepHajbl HHCTPYKLUH 110 MEJUIIMHCKOMY NPUMEHEHHUIO TIperapaTa, pe3yabTaThl KITMHIYECKUX HCIIbI-
TaHWH W/WIN UX Pe3lOMe U T.J., KOTOPBIE YKa3bIBAIOT WM OTPEEISIIOT BUIBI aKTUBHOCTH M/HJIM MPEUMYIECTBA
KOMITO3MIIMH W/WIIM OIHCBHIBAIOT MPEIOCTaBICHHE 103, BBEJICHNE, MOOOYHBIE AP (EKTHI, B3aUMOJCHCTBHS C Jie-
KapCTBEHHBIMH CPEICTBAMH WM JPYTYI0 HH()OPMAIIHIO, MOJIE3HYIO U MEIUIIMHCKOTO paboTHHKa. Takas wH-
(hopMarms MOKET OCHOBBIBATHCSI HA PE3yNbTaTaX Pa3lWYHBIX HCCICIOBAHMN, HAPUMEP MCCIEIOBAHUN C MPH-
MEHEHHEM 3KCIIEPUMEHTAIBHBIX KUBOTHBIX, B TOM YHCIIE in ViVo MOZEIH, U UCCIIETOBAaHUN Ha OCHOBE KIMHUYE-
CKMX HCHBITAHWK ¢ ydactueM onei. HaOGopsl, ommcaHHbIE B JaHHOM IOKYMEHTE, MOTYT IIPEIOCTaBIATHCA,
MPO/IaBaThCS W/WIH PEKIAMUPOBATHCSA MEIUIIMHCKAM PaOOTHHKAaM, B TOM YHCIIEe BpadaM, MeacecTpam, (papma-
[IEBTaM, TOJDKHOCTHBIM JIMIaM B cdepe (apmakororuu u T.1. Takke B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS
HabOPBI MOTYT ITPO/IABATHCS HEMOCPEICTBEHHO NTOTPEOHTEITIO.

Komrmo3umiu no HacrosiieMy H300pETEHHIO MOKHO HMCIOJIB30BATh Ul TMAarHOCTHUKH M B KauyecTBE MHCT-
PYMEHTOB HccienoBaHus. Harmpumep, KOMIIO3UINY, COAEpIKaIlUe CPEJCTBO KaK OTIEIBHO, TaK U B KOMOMHAIMH
C APYTUMH COETMHEHHUSIMH MOXKHO HCIIOJIb30BaTh B KAYECTBE MHCTPYMEHTOB B I (hepeHInaNbHbIX W/HITH KOM-
OMHATOPHBIX aHAJIN3aX JUIS BBIICHEHHS MATTEPHOB SKCIPECCHH T'€HOB, SKCIPECCHPYEMBIX B KIIETKaX M TKaHSX.

[TomuMo TOTO, YTO OHM MIPHUTOIHEI JJIS JICUCHHS YEIOBEKAa, KOMIIO3UIMH II0 HACTOSIIEMY H300pETCHHIO
MOTYT OBITH TOJIE3HBI I BETEPHHAPHOTO JICYCHHUS JOMAITHUX JKUBOTHBIX, K30THYECKUX JKUBOTHBIX U CENb-
CKOXO3SIICTBEHHBIX KMBOTHBIX, B TOM YHCJIE€ MJICKOIHMTAIONINX, TPHI3YHOB M T.II. B 1enmsax ynoOcTBa Takue Xu-
BOTHBIE BKITIOYAIOT JIOMIAAEH, cOOaK M KOIICK.

Hacrosmee n300peTeHne NpOWLIIOCTPHPOBAHO HIDKE CIEAYIONIMMU HEOTPAHWIHBAIONIIMH IpUMEpaMH,
rae, ecau He YKa3zaHo HHOe, "cpemcTBo" mpezactaBiseT coboit 2-((3-(4-umanoHadTanuH-1-min)mupuana-4-
WJI)THO)-2-METHIIIIPOTIAHOBYIO KUCIIOTY WM (DapMalleBTHYECKH PHEMIIEMYIO COJIb.

Kparkoe onucanue ¢puryp

Ha ¢ur. 1 nmoxa3zan cpeanuii npouib pacTBOPEHNUS IS COCTaBa ¢ 5 MI' B BHJIE TaOJETKH C HEMEJIEHHBIM
BBICBOOOXKJICHUEM, IOJIYYEHHOTO, KaK OINHCAHO B IpUMepe 1. DKCIEpUMEHTHI 10 PACTBOPEHHIO MPOBOAMIH B
900 mi SGF (MCKyCCTBEHHOTO KEIyJOYHOTO coka) Oe3 mercuna npu 37°C co CKOPOCTBIO JIOTTACTHOM MEIIalKy,
cocrapistromiei 50 06/mMuH (n=6).

Ha ¢ur. 2 mokazausl cpennue mpouiIn pacTBOpeHHs A cocTaBoB MR, MOJydeHHBIX, KaK ONHCAHO B
npuMepax 2-6. DkcrepuMeHTsl Mo pactBopennto 1t MR1, MR2 u MR4 npooaumu 8 900 ma 50 MM docdat-
Horo Oydepnoro pactBopa ¢ pH 6,8 mpu 37°C co CKOPOCTHIO JIOTIACTHON MEIIaJIKK, cocTaBistomneit 50 o6/MuH
(n=6, mus Kaxmoro). DKCIEPUMEHTHI 10 pacTBopeHuto ;s MR3 u MRS npoBoauny ¢ mpuMeHeHHEM criocoda
JIBYXCTaJMITHOTO pacTBOPEHHUS, TIPH 3TOM KHUCJIOTHAs CTaaus mpencrasisuia codoit 750 mi 0,11, HCI, a 6ydep-
Has cTajus npeacrtasisuia cobor 1000 mi 6ydepa ¢ pH 6,8 (06e craguu Obim ipu 37°C co CKOPOCTHIO JIOTACT-
HOW MEIIANIKH, COCTaBIstomen 50 06/MuH, n=06).

Ha ¢ur. 3a mokazan cpemuuii nmpoduib 3aBUCHMOCTH KOHIEHTPALMHM B IIa3ME KPOBH OT BpPEMEHH
2-((3-(4-unanonadranuH- 1 -ni1)IUpUINH-4-HIT) THO )-2-METHIIIPONIAHOBOM KHCIJIOTHI JUIS COCTAaBOB C 5 MI C He-
MEJUICHHBIM BBICBOOOKJICHUEM, BBEJCHHBIX HATOLIAK U ITOCJIE TIPHEMa ITUIIH.

Ha ¢ur. 3b mokasan cpeanuii npoduiab 3aBHCHMOCTH KOHIIEHTpPAUUU B IIIa3Me KPOBH OT BpPEMEHH
2-((3-(4-mmmanonad TanuH- 1 -\ TUPUIUH-4-FIT)THO )-2-METHIIITPOTIAHOBOM KHUCJIOTHI ISl COCTAaBOB C HEMEIICH-
HBIM BBICBOOOJKIICHNEM, BBEJICHHBIX C PA3IMYHBIMH YPOBHAMH /103 HATOIIAK.

Ha ¢ur. 4 mokasan cpemnuii mpoduib 3aBUCHMOCTH KOHIIEHTpAIlMH B INIa3Me€ KPOBH OT BpPEMEHH
2-((3-(4-mmmanonad TaauH- 1 -WI1) TUPUIUH-4-FIT)THO )-2-METHIIITPOTIAHOBOM KHCIIOTHI JIJISi COCTAaBOB B BHUE TadJie-
TOK C MOJTU(HUITUPOBAHHBIM BHICBOOOXKICHHNEM, ONMCAHHBIX B TpuMepax 2-6, B 103€, COCTABJIAIONICH 5 Mr, Ha-
TOIIAK.

Ha ¢wur. 5 mokasan cpemHuii NmpoQuib 3aBHCHMOCTH KOHIEHTPALMM B IUIa3ME KPOBH OT BPEMEHH
2-((3-(4-unanonadranu- 1 -n1)IUpUIHNH-4-HIT) THO )-2-METHIIIPONIAHOBOM KHCIJIOTHI JJIsI COCTaBOB B BHUJE TalJe-
TOK C MOIM(HUIIMPOBAHHBIM BEICBOOOXKICHNEM, ONIMCAHHBIX B IIpUMepax 2-6, B 103€, COCTaBISIONIEH 5 MT, TIociie
TpUeMa MUIIH.

Ha ¢wur. 6 mokasan cpemHuid NpoQuiIb 3aBHCHMOCTH KOHIEHTPALMM B IUIa3ME KPOBH OT BPEMEHH
2-((3-(4-unanonadranuH- 1 -n1)IUPUINH-4-HIT) THO )-2-METHIIIPONIAHOBOM KHUCIIOTH [UIst TabneTkn coctaBa MR4
¢ MOIU(UIIMPOBAHHBIM BBHICBOOOXKIEHHEM, ONMCAHHOW B NpuUMepax 5 W S5a, BBeICHHOW Kak 4 x TabNeTKH c
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2,5 mr w1 x tabserka ¢ 10 Mr Hatomak u 1 x tabmetka ¢ 10 Mr, BBEZICHHAS C MTUIIEH ¢ HU3KUM COJIEpyKaHUEM
JKUPOB U BBICOKUM COJICPIKAaHUEM KUPOB.

Ha ¢ur. 7 mokazan mpoduiib paCTBOPSHUS ISl COCTaBa JUTS MEJIeTa ¢ BRICBOOOXKICHUEM B TCUCHHUE 3 U,
MOJYYCHHOTO, KaK OIICAHO B mMpuMepe 12. DKCIepUMEHTHI TI0 PACTBOPEHHIO MPOBOIMWIN B Pa3IMIHBIX CpeJax ¢
pasnuaHbIME 3HadYeHUs MU pH mipu 37°C co CKOPOCTHIO JIOTTACTHOM MeaiKu, cocTapisromieid 100 o6/MuH.

Ha ¢wur. 8 mokazan npoduis pacTBOPEHUs AJIS COCTaBa IS TMEJUIeTa ¢ BEICBOOOXKIEHUEM B TEUEHHE 5 d,
TIOJY9€HHOTO, KaK OIICaHO B mpuMepe 13. DKcriepuMeHTH TI0 PaCTBOPEHHIO TIPOBOAWIN B Pa3IMYHBIX Cpeaax ¢
pasnuaHbIME 3HaueHUs MU pH pu 37°C co CKOPOCTHIO JIOTIACTHOM Meaiky, cocTapisiromieid 100 o6/MuH.

Ha ¢wur. 9 mokaszan npoduis pacTBOPEHUs AJIs COCTaBa IS TMEJUIeTa ¢ BEICBOOOXKIEHHEM B TeueHue 8§ d,
MIOJYYeHHOTO, KaK OIICAaHO B mpuMepe 14. DKCIiepruMeHTHI TI0 PaCTBOPEHHIO TIPOBOAWIN B Pa3INIHBIX Cpeaax ¢
pasnuuHbIME 3HaueHUsIME pH 1pu 37°C co cKOpOCThIO JOMACTHONW MelIaiKy, coctanistommei 100 06/muH.

Ha ¢wur. 10 moka3an npoduiib pacTBOPEHUS sl COCTaBa IS NeJUIeTa C BEICBOOOXKICHUEM B TeUeHue 15 4,
MOJYYCHHOTO0, KaK OMHCAHO B puMepe 15. DKCIepUMEHTHI 10 PACTBOPECHUIO MTPOBOJIMIIN B CPEJe C 3HAUCHUSIMH
pH 6,8 nmm 6,5 nipu 37°C co ckopocTbio nonactHol Meranku 100 06/MuH.

Ha ¢wur. 11 mokazan npoduiab pacTBOPSHUS JUIS COCTaBa IS MEJUIETa ¢ MOHO3TAHOJIAMHUHOM, MOJTyYCHHO-
ro, KaKk ONMUCAHO B MpuMepe 16. DKCIIepUMEHTHI 10 PACTBOPESHUIO IMPOBOIIIIN B Pa3IMYHBIX CpeJax C pa3iind-
HeIMH 3HadeHUsIMU pH 1ipu 37°C co CKOPOCTHIO JIOMACTHOW MeaikH, cocTaBisromeid 100 06/MuH.

Ha ¢ur. 12 mokazan npoduiab pacTBOPSHHS AJIs COCTaBa IS MeJuIeTa ¢ MOHO3TaHOJIAMHUHOM, TIOJTy4eHHO-
TO B COOTBETCTBHH CO CIIOCOOOM, OTIMCAHHBIM B IpuMepe 16, 3a HCKITFOUYEHHEM TOJIBKO TOTO, YTO MacCcoBOE KO-
mmaectBo PVP u EC 6pm10 m3meneno ¢ 24% PVP K30 (76% EC) na 23% PVP K30 (77% EC). DxcnepiuMeHTHI
10 PACTBOPEHHIO MMPOBOJMIIN B PA3JIMYHBIX CPEIax C pa3IMIHbIMU 3HaYeHUsIME pH u nonnoii cumel mpu 37°C co
CKOPOCTBIO JIOIIACTHOM Meaiku, coctaBisiromeii 100 06/muH.

Ha ¢wur. 13 mokazan cpemuuii npoduib 3aBUCHMOCTH KOHIIGHTPAIMM B IUIa3ME KPOBH OT BpPEMCHH
2-((3-(4-unanonadranuH- 1 -H1)IUPUINH-4-HIT) THO )-2-METHIIIPONIAHOBOM KHCIIOTHI IS IEPOPAIBHOTO PacTBOPA,
TaOJNEeTKH ¢ MOIU(UIIMPOBAHHEIM BBICBOOOKAEHHEM MR4 (onmcanHol B mpuMepe 5) M YeThIpeX COCTaBOB VIS
NeJUIeTOB (KOTOphIE ONMUcaHbl B mpuMepax 12-17) mocne BBeneHHs1 cobakaM MOpoxsl Jadpaxop ¢ KuciabiM pH
JKEIyIKa, HATOIIAK.

Ha ¢ur. 14 mokazan cpemHuii mpoduiab 3aBUCHMOCTH KOHIICHTpPAllMd B IUIa3Me€ KPOBH OT BpPEMEHHU
2-((3-(4-mmmanonadTanuH- | -\ TUPUIUH-4-HIT) THO )-2-METHIIITPOTIAHOBOM KHCIIOTHI B COCTaBax s TIEIJICTOB,
OTIMCAaHHBIX B TIpuMepax 12-15, B memtere ¢ 5 Mr, ¢ BRICBOOOXKIEHHEM B TeueHue 5 9, B meuiete ¢ 10 Mr, ¢ BbI-
cBOOOKIeHHEM B TeyeHne 8 4 1 B nesuieTe ¢ 10 Mr, ¢ BEICBOOOXKAEHHEM B TeUeHue 15 U, HaTOIIaK.

Ha ¢ur. 15 mokazan cpemnuii mpoduiab 3aBUCHMOCTH KOHIICHTpPAIlMd B IUIa3Me€ KPOBH OT BpPEMEHHU
2-((3-(4-mmmanonadTanuH- | -WI1) TUPUIUH-4-HIT) THO )-2-METHIIITPOTIAHOBOM KHCIIOTHI B COCTaBax s TIEIJICTOB,
OIKCAHHEIX B IpuMepax 12-15, B memiere ¢ 5 MT, ¢ BEICBOOOXKICHUEM B TeUeHHUE 5 4, B memiere ¢ 10 Mr, ¢ BbI-
cBOOOXKIeHHEM B TeueHUe § 4 1 B meiuiere ¢ 10 Mr, ¢ BEICBOOOKICHHEM B TeYCHHE 15 U, mocie mpremMa MHIIIH.

Ha ¢wur. 16 mokazan cpemuuii npoduib 3aBUCHMOCTH KOHIIGHTPAIMM B IUIa3ME KPOBH OT BpPEMCHH
2-((3-(4-unanonadranu- 1 -n1)IUpUINH-4-HIT) THO )-2-METHIIIPONIAHOBOM KUCIIOTHI Ul COCTaBa JUIsl TeNjeTa C
BBICBOOOXKJICHHEM B TCUCHHE 8 U, ONIMCAHHOTO B IpuMepe 14, B 103e, cocTapisitomieil 10 Mr, Kak HaTOIIAK, TaK U
MocJIe mpreMa MUIIH.

Ha ¢wur. 17 moka3an npodwiis pacTBOPEHHS UL COCTaBa YIS MEJUIETa, MOTyYSeHHOT0, KaK OMHMCAHO B IPH-
Mepe 22. DKCIIepUMEHT TI0 pacTBOPEHUIO npoBoawim B Oydepe ¢ pH 6,8 (wonnas cuna 0,1, 50,0 MM KH,PO,4 +
23,6 MM NaOH) nipu 37°C co CKOpOCTBIO JIONACTHON MeIajku, cocTansitomniei 100 o6/MuH.

Ha ¢ur. 18 nokazan nmpoduias pacTBOPEHUsI I COCTaBa IS TeIJIeTa, MOTYISHHOTO, KaK OMHCAHO B TIPH-
Mepe 24. DKCIEpUMEHT T10 pacTBOPEHHUIo mpoBoawm B Oydepe ¢ pH 6,8 (monnas cwia 0,1, 50,0 MM KH,PO,4 +
23,6 MM NaOH) nipu 37°C co cKOpOCTBIO JIONTAaCTHON MeIanKkH, cocrapistoniei 100 06/MuH.

Ipumep 1. IMoxydeHue KOMHIO3HIUI I TaOJICTOK C HEMEIJICHHBIM BBICBOOOXKICHHEM, COJCPIKAIINX
CpPEnCTBO.

2-((3-(4-LnanonadranuH- 1 -nn)nupuanH-4-1I1)THO)-2-METHIIIPOIIAHOBYIO KHCJIOTY TMOJy4Yald B COOTBET-
CTBHH cO criocobamu, packpbeITeiMu B WO 2013/067425 (mpumep Ne 1).

DTOT MPUMEPHBIH COCTAB MOTYYAIU ¢ IIOMOIIBI0 OOBIYHOTO CITOC00a MPSMOTO MPECCOBAHUSA U TUICHOYHOTO
mokpbITHs. 2-((3-(4-Inanonadranun- 1 -vn)mupuauH-4-11) THO )-2 -METHIIIIPOIIAHOBYIO KUCIIOTY TOHKO H3MENb-
YJaJM ¢ UCTOIb30BaHNeM Bo3myxocTpyitHor MenbHuIb! (Fluid Energy Mills). ITomyuennsiid pazmep gactui Dy
coctaBisia MeHee 1| MM, Dsy coctaBisur MmeHee 5 MkM, U Doy coctaBmsit meHee 20 MkM. Kakmoe n3 MUKpOKpH-
craymmmaeckor 1esnmono3sl (Avicel PH-102, FMC International, ®unanensdus, [Mencwmneanns, CIIIA), kpo-
ckapmesuto3bl Hatpus (AcDiSol®, FMC International, ®unanensdus, [lencunsBanus, CIIA) u KoJuOHIHOTO
muokcuma kpemuaus (CabOSil M5SP, Cabot Corporation, Anbdaperra, Jxopmkus, CIIA) nposepsum mepen
PUMEHECHHEM.

Tonko m3menpueHnyo 2-((3-(4-umanoHadTanuH- 1 -11) TUpUIUH-4-1IT) THO )-2 -METHIITIPOTIAHOBYIO KHUCIIOTY
(23,0 1) ¥ yacThb MUKPOKPHUCTAJUIMYECKOM LIEJUTIOIO3bI CMEIIMBANIN B TeyeHHe 5 MUH. OCTaBIIYIOCS YaCcTh MHUK-
POKPUCTAIUTMIECKOH LEJUTIOIO36I JOOABISUIM B ICPEMEITUBAII B TCUCHHE JOTOIHUTEIBFHBIX 5 MUH (00IIee Ko-
JIUYECTBO MUKPOKPUCTAIUIMUECKOHN LIETI0NI03bI cocTaBisuio 416,3 r). Mcxonuble MaTepuabl, IpeacTaBIsIIONINe
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coboii kpockapmemro3dy HaTtpus (13,8 T) W KOWIOWAHBIA 1uOKcHI KpeMHUsS (4,6 T), m00aBIsLITH K
CMECH TOHKO u3MenbueHHOW 2-((3-(4-nmanoHadranus-1-mm)mupuanH-4-1i)THo)-2-MeTHIIIIPOIIAaHOBOH KHUCIIO-
TBI/MUKPOKPHCTAINTHIECKON IEJUTIONO03BI, IEPEeMEIINBaIM B TeUEHUE 5 MHH, a 3aTeM npomyckany depe3 Comil
(Screening Mills) u momonHUTENHEHO IepeMeMBaiy B Tedenue eme 15 muH. 0,5% (Bec./Bec.) cTeapara Maraus
(Hyqual™ 2257, Mallinckrodt Pharmaceuticals, Cent-JIyuc, Muccypu, CIIA) npoBepsitu mepe]; npUMEHEHUEM,
1 NO0aBISLIN K CMECH, M IIepeMeIInBalIi B TeueHne 5 MuH. KoHeUHyI0 cMech mpeccoBain Ha pOTOPHOM TalJe-
tounoM mipecce (Globe Pharma Mini-Press) B Buge Tabmetok Becom 100 Mr ¢ auamMeTpoMm, COCTAaBIISFOIIHM
6,1 MM, B TOJNIIMHOH, COCTABIISIOMEH puMepHO 3,5 MM. TabneTkn MOKPHIBAIH IUICHKON B 1mephOopupOBaHHON
CHCTEME JIPaKUPOBAHMSA C MCIIOIB30BAHWEM 3CTETHUYECKOTO IUICHOYHOT'O MOKPHITHS HA OCHOBE THUIIPOMEIUIOSHI
(15% Bec./006. mucmepcum Opadry Blue 03K105000 B ouwmimeHHOW Boze) OO LEJIEBOTO IPHPOCTa Beca,
cocraBisgromero 3%  Bec./Bec. Kommosmimmm gt TabneTok ¢ HEMEUIEHHBIM — BBEICBOOOXKIICHHEM
2-((3-(4-unanonadranuH- 1 -H1)IUPUINH-4-HIT) THO )-2-METHIIIPONIAHOBOIM KHCJIOTHI C COJEpP)KaHHEM aKTHBHOTO
BEIIIECTBA, COCTABJIAIONUM 5 1 20 MT, IPEICTABICHEI B Ta0. 1.
Tabiumna 1
CocraB a11s Ta0JIETOK ¢ HEMEJICHHBIM BEICBOOOXKICHUCM
2-((3-(4-tmanonadranun- 1 -1 mupuInH-4-MIT) THO ) -2 -METHIIIPOITAHOBOMN KUCIOTHI

Swmr 20 mr
Hurpeanent Bun % Bec/Bec
Mr/Tabjerka|Mr/TadieTka
CepaueBuHa TadJieTKH
2-((3-(4-unanonadranun-
1-un)mupUANH-4-HIT)THO)-
2-MeTUIPONaHOBast Tonko 5,0 20,0 4,83%
H3MeNbYeHHast
KHcoTa (TOHKO
M3MeNbueHHas) "
MuKpOKpUCTAILIMIECKan | 4 2ol pEL_102 90,5 36,0 87,44%
LeIUIIOI03a
Kpockapmenniosa HaTpus AcDiSol 3,0 12,0 2,90%
Komnonaiblit AOKEHA | 1, i1 MsP 1,0 40 0,97%
KPEMHIsI
Creapat Maraus Hyqual 2257 0,5 2,0 0,48%
IloxpeiTHE
Opadry Blue 03K 105000 35 14,0 3,38%
OuuieHHas Bo;[a3 USP - - -
Bcero 103,5 414,0 100,00%

'Otpery TMpoBaHO HA OCHOBE COMEPIKAHIA BOBI H OOIIEI0 KOJIHYECTBA POACTBEHHBIX BEIIECTB C MOTYYEHHEM 5 MI Wi 20 MT

2-((3-(4-mmaHoHa()TATH-1 - W) THPATHH-4 -HT)THO ) -2 -METHJOIPOIIAHOBOH KHCJIOTEI HA TAOMETKY.

%Otpery HpoBaHO MOC/E KOPPEKIHH KOTHUECTBA IEKAPCTBEHHOTO BEIMECTBA /Bl COXDAHEHUS! BECA CEP/IUEBHHBI TAGTIETKH B

KonuuecTse, cocrasiromeM 100 mr wmu 400 Mr.

3 ToGaBKa, HCTIONb3yeMast B IPOH3BOACTBCHHOM MPOTIECCE; Y/ANCHA B XO/IC IPOH3BOICTEA.

ITpumep 2. [TomydeHne KOMITO3UIUHU IS TaOJIeTKH ¢ TuapodmibHoi Matpuiiei HPMC ¢ moandunmpo-
BaHHBIM BbICBOOOXAeHUEeM (MR1).

OTOT NPUMEPHBII COCTaB MOJYyYalH ¢ TIOMOIIBI0 OOBIYHOTO crtocoba MPSMOTro IPECCOBAHUS U TNICHOYHOTO
nokpeItust. 2-((3-(4-Lnanonadranus-1-mm)nupuanH-4-1i)Tno)-2-MeTHIIITPOIIAHOBYI0 KHCIOTY TOHKO HM3MeEJlb-
YaJii C UCTIONb30BaHHeM Bo3ayxocTpyiHoi MensHuLb! (Fluid Energy Mills). ITomy4yennstit pasmep wactur Do
coctaBysil meHee 1 MxM, Dso coctapiisit Menee 5 MkM, 1 Doy cocTaBisin meHee 20 MKM.

3a uckmodenneMm 2-((3-(4-mmmanonad TaauH- 1 -Ai)TUpUITH-4-1IT) THO )-2-METHIITPONIAHOBOW KHUCIIOTHI BCE
WCXOJIHBIC MaTePHAbI Iepe]] MPUMEHEHNEM TIPOBEPSIIH.

Tonko uaMenpueHHyI0 2-((3-(4-nmanonadranuf- 1 -wn)mTupuIuH-4-1T)THO )-2 -METHIITIPOITIAHOBYIO KHCIIOTY
(12,50 T) 1 9acTh MUKPOKPHUCTAIUIMISCKON IEIUTIOI03bI CMEIIMBANIK B TedeHue 5 MUH. OCTaBIIyIOCS 9acTh MHUK-
POKPHUCTAITHYECKON HEeJUTIONIO3BI TO0ABIUTH 1 IEPEMEINBAIN B TEUCHHUE TOTIOTHUTENBHBIX 5 MUH (001ee Ko-
JUYECTBO MUKPOKPHUCTAIUTMIECKOH TeIuTIoN036l cocTarisuio 381,75 1). 'mnpomernosy (100,0 T, Methocel K100
Premium LV CR, Dow Chemical Company, Muanenn, Muuuran, CIIA) n KOJUTOMIHBIH JTUOKCUI KPEMHUS
(2,0 T) mobammsM K CMeCH TOHKO u3MenbueHHOW 2-((3-(4-umanoHadTannH-1-mI)nupuarH-4-11)THO)-2-
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METWINPONIAHOBON KHCIIOTHI/MHUKPOKPHCTAIUIMUECKOH 1IEJUTIONIO3b], NIEPEMENINBAIN B TEUCHUE 5 MHH, IPOILyC-
kam gepe3 Comil (Screening Mills) 1 nonoiHUTENBHO NepeMenuBany B Tedenue eme 15 muH. K cmecn nodas-
msum creapat marausg 0,75% (Bec./Bec.) U mepeMeImrBaIy B TeueHHe 5 MUH. KOHEUHyI0 cMech mpeccoBain Ha
potopHOM TabsierouHoMm mipecce (Manesty Beta Press) B Buge Tabnetok Becom 100 Mr ¢ amaMeTpoM, COCTaB-
JSIONTUM 6,1 MM, W TOJIITUHOM, COCTaBIISAOMEN puMepHo 3,5 MM. [lodydeHHbIe cepIIieBUHbBI TaOIETOK TMOKPHI-
BaJIM IUICHKOW B MEpPOPHPOBAHHON CHCTEME IPAXMPOBAHUS C WCIIOIB30BAHHEM ICTETHUECKOTO IUIEHOYHOTO
TIOKPBITHS Ha OCHOBE TUIpomerniossl (15% Bec./06. aucnepcun Opadry Blue 03K105000 B ounmenHoit Boxe)
IO TIENIEBOTO MPUPOCTa Beca, coctanitoniero 3% sec./Bec. Kommosuius cocraa MR1 nipencrasnena B tabm. 2.
Tabiuma 2
Kommosumust ai1st Tabnerku ¢ ruapodmibHoit Marpueit HPMC
C MOIU(HITMPOBAHHBIM BBICBOOOKICHUEM
2-((3-(4-unanonadranu- 1 -u1)IUpUINH-4-1IT) THO )-2-METHIIIPONIaHOBOH KucinoTel (MR1)

HurpeauenTsl % Bec/Bec Mr/TabyeTka
CepaueBuHa TA0IETKH
2-((3-(4-umanonadramms-1-
YUJT) AP U AMH-4-1IT) THO)-2- . 243 2,50
METHJIIPOIIAHOBAS KHUCIOTa (TOHKO
U3MeJIbUYeHHAasT)
T'unpomennosa 19,42 20,00
(Methocel K100 Premium LVCR)
MHKPOKPHCTAITHEECKAS IEILTI0I03a”
. 74,13 76,35
(Avicel PH-102)
KonnonaHslii THOKCHA KPEMHHS
. 0,39 0,40
(CabOSil M5P)
Creapat marHust
0,73 0,75
(Hyqual 2257)

ILnenounoe nokpbITHE

Opadry Blue (03K105000) 2,01 3,00

Ouuinennas Boga (USP) - -

OO1uii Bec TabieTku 100,00 103,0

TOtpery.1poBaHO HA OCHOBE COMEPIKAHHS BO/BI H OBIIETO KOTHUECTBA PO/ICTBEHHBIX BEIIECTE C MOy YSHHEM

2,5 Mr Ha TabIeTKy

?KOHYECTBO MHKPOKPHCTATLTHUCCKOH HETTI0I035], MOIC/KAIICH PEry THPOBAHHIO TOCTE KOPPEKIIHH KONHIECTBA
JICKAPCTBCHHOTO BCIICCTBA UL COXPAHCHHA IICTICBOTO BCCA CCPALICBHHBI TAOICTKH B KOIHUCCTBC, COCTABIIIOMCM
100 mr

*Qunmennas Bo1a y/iaieHa B X0JIe POH3BOICTBA.

[Tpumep 3. MonydyeHne KOMITO3UINHU JJIS TabJeTKU ¢ THApOouiIbHONU Matpurieit HPMC/monms TnieHOKCH T
¢ MoIU(UITIPOBAHHBIM BBICBOOOXKAeHHEM (MR2).

OTOT NPUMEPHBIN COCTAaB MOIYYaIH ¢ TOMOIIBI0 OOBIYHOTO CHIOCO0a MPSIMOTO MPECCOBAHUS H IJICHOYHOTO
nmokpeITHs. 2-((3-(4-Ilnanonadranus- 1 -wn)mupuauH-4-11) THO )-2-METHIIIIPOIIAHOBYIO KUCIIOTY TOHKO H3MENb-
YaJM ¢ UCTOIb30BaHUeM Bo3myxocTpyitHor MenbHuIb (Fluid Energy Mills). ITomyuennsiid pazmep gactui Dy
cocrtaBisia MeHee 1 Mk, Dsy cocTaBistir MeHee 5 MM, 1 Dgy cocTaBmisiia meHee 20 MKM.

3a uckmouenueM 2-((3-(4-unaHoHadTanuH- 1 -H1)IUPUINH-4-HIT)THO )-2-METHIIIPOIIAHOBOM KHCIIOTHI BCE
UCXOJTHBIC MAaTEPHAIBI IEPe] IPUMEHEHUEM MIPOBEPSLIH.

Tonko n3menpueHnyo 2-((3-(4-umaHoHadranuH- 1 -11) TUpUIUH-4-1IT) THO )-2 -METHIITIPOTIAHOBYIO KHCIIOTY
(12,50 r) 1 yacTb MUKPOKPHUCTAILITNUECKON LEJTI0N03bl CMEIINBANIY B TeueHHe 5 MUH. OCTaBIYyOCS YacTh MUK-
POKPUCTAIUTMIECKOH LEJUTIOIO36I JOOABISUIM M TICPEMEITUBAII B TCUCHHUE JOTOIHUTEIFHBIX 5 MUH (00IIee Ko-
JTUYECTBO MCTIOIH30BAaHHOW MUKPOKPHUCTAIUTMYECKOH MeJUTI0N03bI cocTaBisuio 381,75 r). MoHOTHIpAT JaKTO3BI
(40,0 T, Foremost Farms, Rothschild, Buckoncun, CIITA), runpomenno3y (75,0 r, Methocel K100 Premium LV
CR, Dow Chemicals), monmmytmiienokeug (50,0 r, PolyOx WSR N750, Dow Chemicals) v KOJUTOWIHBIN THOKCH]T
kpemHuus (1,5 r) moGaBusaam K CMECH TOHKO M3MenbueHHOH 2-((3-(4-nnanoHadTamnH- 1 -un)mupuanH-4-1i)Tho )-
2-MEeTHIIIPOTIAHOBOH KUCIIOTHI/MUKPOKPHUCTAIUINIECKOH IIEIUTION03H], IEPEMEIINBAIHN B TCUCHHE 5 MUH, IPOITyC-
kanu yepe3 Comil (Screening Mills) u gomosiHUTENBHO TIepeMemBaii B Teuenue eme 15 mua. K cmecn mobas-
nmsum cteapatr maraus 0,5% (Bec./Bec.) U nmepememmBanyd. KOHEUHYIO0 cMeCh MPeccOBaid HA POTOPHOM TabIe-
touHoM mipecce (Manesty Beta Press) B Bune tabnerok Becom 100 Mr ¢ quaMeTpom, COCTAaBISOMMM 6,1 MM, U
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TOJIIIMHOW, COCTAaBJISAIONICH mpuMepHO 3,5 MM. [lomydeHHBIE CEpIICBHHBI TaOJETOK MOKPBHIBATH TUICHKOW B
nepHopUPOBAHHON CUCTEME APaKUPOBAHUS C UCIOIH30BAHUEM ICTCTUICCKOTO TUICHOYHOTO MTOKPHITHS Ha OCHO-
Be Tunpomerniossl (15% Bec./06. aucnepcun Opadry Blue 03K105000 B ounmieHHOH BOJIE) IO ILEIEBOTO IIPH-
pocra Beca, coctaistronero 3% Bec./Bec. Kommnosunus coctaBa MR2 npezncrasiena B Ta0ur. 3.
Tab6muma 3
Komrmozutust ajist TabieTku ¢ THAPOUIHLHON MaTpHIeh
HPMC/nmonusTuneHOKCH T ¢ MOTUPUITUPOBAHHBIM BRICBOOOKICHUEM
2-((3-(4-mmmanonadtanuH- 1 -1 TUPUIUH-4-1IT)THO )-2-METHIIITPONIaHOBOM KHCIIOTH (MR2)

HurpeanenTs! % Bec/Bec Mr/TadjieTka
CepauesnHa TadaeTKn
2-((3-(4-nnanonad TanuH- 1 - TUPUANH-4-1IT)THO)-2- 243 250
METHJIIPONAHOBAs KMCJIOTa (TOHKO H3MEJbUeHHAsT) ? ?
TI'unpomennosa
14,56 15,00
(Methocel K100LV CR)
TTonmusTHIIEHOKCHA
9,71 10,00
(PolyOx WSR N750)
MUKpPOKPHCTALIMYECKas LIEITION03a”
. 61,84 63,70
(Avicel PH-102)
MonoruzapaT 1akTo3bl
7,77 8,00
(FastFlo 316)
KomnonnHplii THOKCHI KPEMHUS
. 0,29 0,30
(CabOSil M5P)
CreapaT Maruus
0,49 0,50
(Hyqual 2257)
Ilnenounoe mokpbiTHE
Opadry Blue (03K105000) 2,91 3,00
OuuineHHas BO/:[a3 (USP) - -
O6wuii Bec Tabnerkn 100,00 1030

TOrpery mpoBaHO Ha OCHOBE CONCPIKARKS BOIBI H OGIIETO KOTHUCCTBA POACTBEHHBIX BEIIECTE C MOy CHHEM

2,5 Mr Ha TabICTKY

Ko IMHeCTBO MHKPOKPHCTALTHHUCCKOH LIE/UTION0BHI, TIOIC/KAIICH PEry THPOBAHHIO TTOC/E KOPPEKIMH KOJNHYECTRA
JICKAPCTBEHHOTO BEILCCTBA TS COXPAHCHIS LEICBOTO BECA CEPALICBHHBI TAOICTKA B KOJTMYECTBE, COCTABIIIONICM
100 mr

*OunIneHAAs BOJA YIATCHA B XOAE TPOH3BOACTBA.

[Tpumep 4. [MonydeHre KOMIO3UINH TSI TAOJIETKH ¢ OTCPOUYSHHBIM BEICBOOOKIeHueM (MR3).

OTOT NPUMEPHBIN COCTAaB MOIYYaIH ¢ TOMOIIBI0 OOBIYHOTO CIIOCO0a MPSIMOTO MPECCOBAaHUS H IJICHOYHOTO
nokpeITHs. 2-((3-(4-I{nanonadranus- 1 -vun)mupuIuH-4-11) THO )-2 -METHIIIPOIIAHOBYIO KUCIIOTY TOHKO H3MENb-
YJaJM ¢ UCTOIb30BaHUeM Bo3myxocTpyitHon Menbauibl (Fluid Energy Mills). ITomydennsiid pazmep gactui Dy
cocrtaBisia MeHee 1 MxM, Ds, cocTaBistir MeHee 5 MM, 1 Dgy cocTaBmisiia meHee 20 MKM.

3a uckmouenueM 2-((3-(4-unaHonadTanuH- 1 -11)IUPHINH-4-HIT)THO )-2-METHIIIPOIIAHOBOM KHCIIOTHI BCE
UCXOJIHBIC MAaTEPHANBI EPe] MPUMEHEHUEM MIPOBEPSLIH.

Tonko n3menpueHnyo 2-((3-(4-umaHoHadTanuH- 1 -1i1) TUpUIUH-4-1IT) THO )-2-METHIITIPOTIAHOBYIO KHCIIOTY
(50,0 1) ¥ yacTh MUKPOKPHUCTAJUIMYECKOM LIEIUIIOIO3bI CMEIIMBANIN B TeueHHe 5 MUH. OCTaBIIYIOCS YacTh MHUK-
POKPUCTAIUTMIECKOH LEJUTIOIO36I JOOABISUIM M TICPEMEITUBAII B TCUCHHUE JTOTOIHUTEIBFHBIX 5 MUH (00IIee Ko-
JIUYECTBO UCIOJB30BaHHON MUKPOKPUCTAILTNYECKON LeuTi003bl cocTaBisuio 1860,0 r). Mcxoanbie MaTepuarsbl,
TIpeCTaBIsIoNre co0oi kpockapmeniody Hatpust (60,0 T) u koutouaHbId auokceus kpemuus (20,0 r), modaBis-
JIU K CMECH TOHKO m3MenbueHHoU 2-((3-(4-nmanonadramui- 1 -vn)mupuauH-4-11)THO ) -2 -METHIIITPOTTIAHOBOY KH-
CJIOTBI/MAKPOKPUCTAITMYECKON IIeJUTFOJIO3bI, TIEpeMeIuBaIM B TeUeHHEe 5 MHH, mpormyckanun depe3 Comil
(Screening Mills) u gomomHUTENEHO TIepeMemnBany B TedeHue eme 15 muH. Creapat maraus 0,5% (Bec./Bec.)
TIPOBEPSUIH TIepel MPUMEHEHHEM, W T00aBISIIN K CMECH, U MepeMeIInBaiy B TeueHne 5 MuH. KoHeuHyio cMech
TpeccoBajM Ha pOTOPHOM TabsieTouHoM Tipecce (Manesty Beta Press) B Buge Tabnetox Becom 100 Mr ¢ auamer-
POM, COCTaBIISAIOMUM 6,1 MM, U TOJIIMHOMN, COCTABIISIIOICH IPUMEPHO 3,5 MM.

Brlreyka3anHbpie TaOJCTKH MOKPHIBAN SHTEPOCOTIOOMIFHBIM TOJIMMEPHBIM MTOKPHITHEM B BHUJIC IUICHKH.
DHTEPOCOMOOMIFHOE MOJIMMEPHOE TIOKPBITHE COCTOSUI0 W3 29,8 T THIpPOMEIIO3kl anerara cykimHaTa (Aqoat
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AS-HF, Shin-Etsu Chemical Company, Ltd., Tokuo, Smonus), 10,4 T tpudTrmurpara (Vertellus Performance
Materials, Inc. Unanananonuc, Uanuana, CIIIA), 9,0 r Tanska (Brenntag Specialties, Inc., Luzenac, Ban Uu3o-
He, Utamms) u 0,9 T maypuincynsdara Hatpus (Spectrum Chemical Manufacturing Company, INapnena, Kamm-
(dhopuus). [TokpeITHE HAHOCHIIN HAa TaOJETKHU C MCIIOIB30BAaHUEM TTep(HOPUPOBAHHOTO APAKHUPOBOYHOTO KOTIIA JIO
npumepHo 10% mpupocta Maccel. 3aTeM TaOIETKH MOKPHIBAIHN IUICHKOH B TIep(OPUPOBAHHON CHCTEME IPakH-
POBaHUS C HCIIOJIB30BAHUEM 3CTCTUYECKOTO IUICHOYHOTO MOKPHITHA Ha OCHOBE THIpoMmerno3sl (15% Bec./00.
mucnepcnn Opadry Blue 03K105000 B oumimieHHOH BOJE) JO IIENIEBOTO TNMPHUPOCTa Beca, COCTABIIIONIETO
3% Bec./Bec. Kommosmmm mms coctaBoB MR3 ¢ 2-((3-(4-umaHoHadTamuH- | -mn)mupuaAnH-4-11)THO)-2 -
METHJITIPOTIAHOBOH KUCIOTOW IPEICTaBICHBI B Ta0I. 4.
Tabnuma 4
Komnozurius ist TabJIETKH ¢ OTCPOYCHHBIM BEICBOOOXKICHUEM
2-((3-(4-unanonadranu- 1 -u1)IUpUINH-4-1IT) THO )-2-METHIIIPONIaHOBOH KucinoThl (MR3)

HurpeaueHTnl % Bec/Bec | Mr/radaerka
CepaueBuHa TA0IETKH

2-((3-(4-1manoHad TaNUH- 1 - M) TUPUAHH-4-1IT)THO)-2- 291 250
METHJINPONAHOBAast KMCJIOTa (TOHKO M3MeJIbYeHHas1) ? ?
Mukpokpucramindeckast LeII0N03a”

. 82,08 93,00
(Avicel PH-102)
Kpockapmennnosa Hatpus

. 2,65 3,00
(Ac-Di-Sol)
Konnonnnbnii amoxcuy kpeMHUSA
. 0,88 1,00
(CabOSil M5P)
Creapat mMaruus
0,44 0,50
(Hyqual 2257)
IHTEPOCOIOOHIbHOE IOKPLITHE
T'unpomennosb! aueraTa CyKLMHAT
5,25 5,95
(Aqoat AS-HF)
TpuwTuurpat (USP/EP) 1,84 2,08
Tanbk (Pharma M) 1,58 1,79
Jlaypuncynsdat Hatpus (USP/EP) 0,16 0,18
OuunineHHas BO/:[a3 (USP) - -
JcTreTnvyecKoe MOKpPbITHE

Opadry Blue (03K105000) 2,91 3,30
Ouumennas sona” (USP) - --
O6wuii Bec Tabnerku 100,00 113,3
TOrpery mpoBaHO Ha OCHOBE CONCPIKARKS BOIBI H OBIIETO KOTHHUCCTBA POACTBEHHBIX BEIIECTB C MOy CHHEM
2,5 Mr Ha TabIeTKy
Ko THHeCTBO MHKPOKPHCTAILTHHYECKOH HEIUTIOI0 36, TIOAIEKAMICH PETy THPOBAHHIO TIOCTE KOPPEKIHHA KONHYECTRA
JICKApPCTBCHHOTO BCIICCTBA I COXPAHCHHA LCICBOTO BCCA CCPALICBHHBI TaOJNCTKA B KOJIMICCTBC, COCTABJLIFOIICM
100 mr
3()"l'HIJ.[eHI-I?DI BOJA yJAJICHA B XOAC MPOU3BOACTBA.

IIpumep 5. [TomydeHne KOMITO3UIUU IS TaOJIeTKU ¢ TuapodmibHoM Matpuiieii HPMC ¢ moandunmpo-
BaHHBIM BBICBOOOXAeHHEM (MR4).

OTOT NPUMEPHBIA COCTAB MOIYYaIH C ITIOMOIIBI0 OOBITHOTO CHOCO0a MPSAMOTo MPECCOBAHMS U MIICHOYHOTO
nokpeITHS. 2-((3-(4-I{nanonadranus- 1 -vn)mupuauH-4-11) THO )-2 -METHIIIIPOIIAHOBYIO KUCIIOTY TOHKO H3MEJNb-
YaJM ¢ UCTOIb30BaHNeM Bo3myxocTpyitHon Menbauibl (Fluid Energy Mills). ITomyuennsiid pazmep gactui Dy
coctasysi meHee 1 MxM, Dso coctapiisit Mmenee 5 MkM, 1 Doy cocTarisin meHee 20 MKM.

3a uckmouenueM 2-((3-(4-unaHonadTanuH- 1 -11)IUPUINH-4-HIT)THO )-2-METHIIIPOIIAHOBOM KHCIIOTHI BCE
MCXOHBIE MaTepHaJIbI Tepel MIPUMEHEHUEM MPOBEPSUIH.

Tonko n3menpueHnyo 2-((3-(4-umaHoHadTanuH- 1 -1i1) TUpUIUH-4-1IT) THO )-2 -METHIITIPOTIAHOBYIO KHCIIOTY
(625,0 r) ¥ 9acTh MHUKPOKPUCTAIMYECKOW LEIUTIONO03bI CMEIIMBAIM B TedeHHe 8 MuH. J[00aBisum BTOpYIO
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4acTb MMKPOKPHUCTAJUIMYECKOHM IIeJUTIONO3b U NepeMelMBany B TedeHue 8 muH. ['mmpomemnnosy (7500,0 r,
Methocel K100M Premium DC), xomnonansiii auokena kpeMunst (125 1) u TpeTbio 4acTh MUKPOKPUCTAIIINYE-
CKOM TeJuTIoNo3bl (00Iee KOJNMYECTBO MCIOJB3YEeMOH MHKPOKPHCTAIIMYECKOW IIEIUTIONO03bI  COCTABIISIIO
16687,5 T) noGaBisid K CMECH TOHKO w3MenbueHHOW 2-((3-(4-nmanonadranuH-1-wn)mupuauH-4-mI)THO)-2-
METHJITIPOTIAHOBOH KHCIIOTH/MUKPOKPHUCTAIIMYECKON [IEJUTIONO36I, TIEPEMEIINBaIi B TEUCHHE 5 MHH, a 3aTeM
nporryckamu 9epe3 Comil (Screening Mills) s TOTOTHUTENTFHOTO TIEPEMEIIMBaHUs B TeueHue eme 24,4 MUH.
Creapat maraus 0,25% (Bec./Bec.) poBepsuIn nepel] IpUMEHEHNEM, | T00aBISUTH K CMECH, U TIEPEMEIINBAIH B
TeyeHne 8 MuH. KOHEUHYI0 CMeCh TIpeccoBai Ha poTopHOM TabieTodHoM npecce (Manesty Beta Press) B Bune
TabneTok BecoM 100 Mr ¢ AuaMETpOM, COCTABISAIOMMM 6,1 MM, U TOJIIUHOMN, COCTABIIOIICH TPUMEPHO 3,5 MM.
[TomyuyeHHBIC CEepIIICBIHEI TAOICTOK MOKPHIBAIU ILUICHKONW B Mep(OPUPOBAHHON CUCTEME APAKUPOBAHUS C UC-
MOJIb30BAHUEM ICTETHUCCKOTO IJICHOYHOTO MOKPHITHS Ha OCHOBE THIpoMenio3kl (15% Bec./00. mucnepcuu Op-
adry Blue 03K105000 B ounieHHO# BoJie) A0 LEIEBOTO MPUPOCTA Beca, cocTaisromero 3% Bec./Bec. Kommo-
3unms coctaBa MR4 npescrasieHa B Ta0I. 5.
Tabnuna 5
Komrmozutust asist TabieTku ¢ THAPOUIBHON MaTpUIeh
HPMC K100M ¢ MomuduImpoBaHHBIM BEICBOOOKICHUEM
2-((3-(4-mmmanonadTaarH- | -vI1)TUPUIUH-4-FIT)THO )-2-METHIIITPONIaHOBOM KHCIIOTH (MR4)

HHrpeauneHThI % Bec/Bec mr/rabdaerka
CepaueBnHa Ta0J1eTKH
2-((3-(4-umanoHad TanuH- 1 - TUPUAHH-4- 1) THO)-2- 243 250
METHJINPONAHOBAsI KUCJIOTa (TOHKO U3MeEJIbUeHHast) ? ?
T'unpomennosa
. 29,13 30,00
(Methocel K100M Premium DC)
Mukpokpucramindeckast LeoN03a’ B
. 64,81 66,75
(Avicel PH-102)
Konnonaneiii 1HOKCHA KpeMHUS
. 0,49 0,50
(CabOSil M5P)
CreapaT Maruust
0,24 0,25
(Hyqual 2257)
Ilneno4unoe mokpoiTHE
Opadry Blue (03K105000) 2,91 3,00
OumnieHHast BOxa’ (USP) - -
O61uumii BeC TaONETKH 100,00 103.0
IOTpery.mpOBaHo Ha OCHOBC COACPKAHUA BOABI H 06].[ICFO KOJTHYECTBA POACTBCHHBIX BEIIECTB C MOy UCHHEM
2,5 MT Ha TabIETKY
Ko THHeCTBO MHKPOKPHCTATITIHUECKOH IEILTFOO3HI, TOATE/KAIICH PEry THPOBAHHEO TIOCTE KOPPEKIHH KOJTHUSCTRA
JEKAPCTBEHHOTO BEINECTBA AJIsI COXPAHEHHUA LIEJICBOTO BECA CEPALCBUHBI TabNeTKU B KOJTHYCCTBE, COCTABIIAOIIEM
100 mr
3()"IP[TJ.ICI'U{Z]SI BOJA YAAJICHA B X0A€ MPON3BOIACTBA.

[Mpumep Sa. [lomydyenue komno3unuu 11 Tabnetku ¢ ruapodunsHoit Matpuneit HPMC ¢ mogudumnmpo-
BaHHBIM BBICBOOOXKICHUEM, C 1030, coctapistomeit 10 mr (MR4).

OTOT NPUMEPHBIN COCTAB MOIYYaIH ¢ TOMOIIBI0 OOBIYHOTO CIIOCO0a MPSIMOTO MPECCOBAHUS H IJICHOYHOTO
nokpeITHS. 2-((3-(4-Inanonadranus- 1 -wn)mupuIuH-4-11) THO )-2 -METHIIIIPOIIAHOBYIO KUCIIOTY TOHKO H3MENb-
YaJM ¢ UCTOIb30BaHUeM Bo3myxocTpyitHon MenbauIb (Fluid Energy Mills). ITomyuennsrid pazmep gactui Dy
cocrtaBisia MeHee 1 MxM, Ds, cocTaBisir MeHee 5 MM, 1 Dgy cocTaBisiia meHee 20 MKM.

3a uckmodenneMm 2-((3-(4-mmanHonad TaauH- 1 -1 TUpUIIH-4-1IT) THO )-2-METHIITPONIAHOBOW KHUCIIOTHI BCE
MCXOIHBIE MaTepHaJIbI ITepel IPUMEHEHUEM MPOBEPSUIH.

Tonko n3menpueHnyo 2-((3-(4-umaHoHadTanuH- 1 -1i1) TUpUIUH-4-1IT) THO )-2 -METHIITIPOTIAHOBYIO KHUCIIOTY
(25,0 ) 1 MUKPOKPHCTALTHYECKYIO TeiuTronosy (958,1 T) cmemuBamy B TedcHUe 5 MUH. MOHOTHIPAT JIAKTO3HI
(506,0 1), runpomennosy (396,0 r, Benecel K100M PHARM, AnuieHn) U KOJUIOWAHBIA THOKCHJ KPEMHUS
(5,0 1) mobammsm K cMecH TOHKO u3MenbueHHOW 2-((3-(4-umanoHadTannH-1-mn)nupuauH-4-1)THO)-2-
METHJITIPOTIAHOBOH KHCIOTH/MUKPOKPHCTAIITYECKON IIEJUTIONO36I, MepEeMEIINBAId B TEUEHHE 5 MHH, 3aT€M
nporryckanmu yepe3 Comil (Screening Mills) 1 qomoTHUTENBHO TTepeMennBaiy B TedeHue eme 15 mun. Cteapat
maraus 0,25% (Bec./Bec.) mpoBepsIIH Mepe MpUMEHEHNEM, ¥ J0OaBISIIN K CMECH, M TIepEeMEIINBAIN B TCUCHHE
5 muH. KoHeuHyro cMech npeccoBanm Ha poTopHOM TabnetouHoM npecce (Manesty Beta Press) B Buzne 5x9,5 mm
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tabnetok BecoMm 180 Mr m TONMmUMHOMN, cocTaBistomeil npuMepHo 4,1 M. [lomydeHHbIe cepALIeBHHBI Ta0IETOK
MOKPHIBAJIM IJICHKOW B IEp(QOPUPOBAHHOI cHCTEME ApasKUPOBAHUS C HCHOJIB30BAHUEM 3CTETHYECKOTO IICHOY-
HOTO TTOKPBITHS Ha ocHOBe rumpomerniossl (15% Bec./00. mucnepcun Opadry White 03K 18416 B ounmmeHHO#H
BOJI€) JI0 IIETIEBOTO TPUPOCTa Beca, cocrapistoniero 3% Bec./Bec. Kommosunus coctaBa ans tabnetku MR4 ¢
10 MT mpeacTaBneHa B Ta0II. 6.
Tabnmma 6
Kommoszurus st Tabnetky ¢ 10 Mr ¢ THApOoGUIBHON MaTpurliei
HPMC K100M ¢ MoauduImpoBaHHBIM BEICBOOOKICHUEM
2-((3-(4-unanonadranuH- 1 -n1)IUpUINH-4-HIT) THO )-2-METHIIIPONIaHOBOH KHCIOTH (MR4)

Hurpeauentst % Bec/Bec | Mr/Tabiaerka
2-((3-(4-umanoHad TanuH- 1 - 1) IUPUAMH-4-1IT) THO)-2- 539 10.00
METHJITPONAHOBAasl KUCIOTA  (TOHKO U3MEJIbUeHHas1) i ’
T'unpomennosa
. 19,42 36,00
(Methocel K100M Premium DC)
Muxpokpucranauieckas LeIToI03a
. 46,98 87,10
(Avicel PH-102)
MoHoruapat n1akTo3sl )
24,81 46,00
(Foremost FastFlo 316)
Komnonnastit nuokcu KpeMHHA
. 0,24 0,45
(CabOSil M5P)
Creapat mMaruus
0,24 0,45
(Hyqual 2257)
Opadry White (03K 18416) 2,91 5,40
Ounmennas oxa’ (USP) - --
OO1muii Bec TabneTKn 100,0 185,40

TOTpery.mmpoBaHo HA OCHOBE CONEPKAHHS BOBI H OBIIETO KOMHYECTBA PO/ICTBEHHBIX BEIIECTE C MOy YEHHEM
10 Mr Ha TAONETKY

)

“OuHInCHHAs BOAA YAICHA B XO/C MPOH3BOACTBA.

[Ipumep 6. [MomydeHne KOMIO3UIWHU TSl TabNeTKH ¢ ruapodmibHOi Matpurieir HPMC ¢ oTcpodeHHBIM
BbICBOOOXKIcHHEM (MRS).

OTOT NPUMEPHBII COCTaB MOJYYaH ¢ TIOMOIIBI0 OOBIYHOTO crtocoba MPSMOro IPECCOBAHUS U TNICHOYHOTO
nokpeItust. 2-((3-(4-Lnanonadranus-1-mm)mupuanH-4-1i)THo )-2-MeTHIIITPOIIAHOBYI0 KHCIOTY TOHKO HM3MeEJb-
YaJii C UCTIONb30BaHUeM Bo3ayxocTpyhHoi MensHuIB! (Fluid Energy Mills). ITomy4yennstit pasmep vactur Do
coctaBysil meHee 1 MxM, Dso coctapiisit Mmenee 5 MkM, 1 Doy cocTaBisin meHee 20 MKM.

3a uckmodeHneMm 2-((3-(4-mmanHonad TaauH- 1 -Ai)TUpUITH-4-1IT) THO )-2-METHIITPONIAHOBOW KHUCJIOTHI BCE
WCXOJIHBIC MaTePHAbI Iepe]] IPUMEHEHNEM TIPOBEPSIIH.

Tonko M3MENLYCHHYIO 2-((3-(4-manonadranuH- 1 -v1)TUPUIAH-4-1IT) THO )-2 -METHIIIIPOITIAHOBY IO
kucnoty (25,0 T) ¥ 94acTh MUKPOKPUCTAIUTMYECKOHN IEJITI0I036I CMEIMBAIA B TedeHHe 5 MuH. J{00aBmsmm oc-
TaBIITYIOCS 9aCTh MHUKPOKPUCTAIUTMUECKOHN IEJUTI0I03bI (MCTIOIh30BaHHOE 00IIee KOIMIecTBO 672,5 T) U mepe-
MemmBan B TedeHue 5 muH. ['mmpomemnosy (300,0 r, Methocel K100M Premium DC) nmobaBmsmm x
CMECH TOHKO u3MenbueHHOU 2-((3-(4-nmanoHadranus-1-um)mupuanH-4-1i)THo)-2-MeTHIIIIPOIIaHOBOH KHUCIIO-
TBI/MUKPOKPHCTAJUINIECKOHN LEIIION03b], IEpEeMEIINBaI B TEUCHHE 5 MUH, a 3aTeM nporyckanu yepe3 Comil
(Screening Mills) n nomonHuTENBEHO NIepeMeIInBany B Teuenue eme 15 muH. Creapar maraus 0,25% (Bec./Bec.)
NPOBEPSUIM TIepe IPUMEHEHUEM, U JOOaBIISIIM K CMECH, M IepeMelInBaiy B TeueHne 8 MuH. KoHeunyro cMech
IpeccoBaM Ha poTopHOM TabierouHoM mpecce (Globe Pharma Mini-Press) B Buae Tadmerox Becom 100 mr ¢
JIUaMETPOM, COCTABIAIOMUM 6,1 MM, U TOJNIIMHON, COCTABJISIIOIICH MPUMEPHO 3,5 MM.

BrrreykasanHbpie TabJIETKH MOKPHIBAIIN SHTEPOCOMIOOMIFHBIM TOJIMMEPHBIM ITOKPHITHEM B BHUIIE IUICHKH.
DHTEPOCOMOOUIHHOE TTOJIMMEPHOE MOKPBITHE COCTOSUIO U3 43,1 T IUCTIepCHH COMOMMEpPa METaKpUIIOBON KH-
ciotel (Eudragit L30D-55, Evonik Industries AG, I'epmanmst), 1,3 r© TpuaTimurpara u 2,5 T tanbka. [TokpeiTre
HAHOCIJIM Ha TaOJETKU ¢ UCHOIh30BaHUEM NePGOPHPOBAHHOTO IPAXHUPOBOTHOTO KOTIA 0 IpuUMepHO 5% mpu-
pocTa Macchl. 3aTeM IMOTydeHHBIe TaOJETKH MOKPHIBAIH IICHKOH B Nep(OpupOBaHHOMN CHCTEME IPaKUPOBAHUS
C UCTIOJIb30BAaHMEM ICTETHYECKOT0 INIEHOYHOTO MOKPBITHS HAa OCHOBE TMITPOMEIIo3kl (15% Bec./00. nucniepcun
Opadry Blue 03K105000 B ounIiiieHHO# BOJIE) 10 EJICBOTO MPUPOCTa Beca, cocTapisroniero 3% Bec./Bec. Kom-
no3unus coctaBa MRS mpencraenena B Ta0i. 7.

_27-



038828

Tabnuma 7
Kommosumust st Tabnerku ¢ ruapodmisHoit Mmatpuneit HPMC K100M
C OTCPOYEHHBIM BEICBOOOXKICHIEM
2-((3-(4-mmmanonadTanuH- | -vI1) TUPUIUH-4-FIT) THO )-2-METHIIITPOIIaHOBOM KHCIIOTH (MRS5)

HHrpeaneHTsI % Bec/Bec mr/radaerka
CepaueBuHa TabJieTKH
2-((3-(4-unanonadranrH-1-mn)mupuanH-4-1IT) THO )-2- 231 250
METHIIPONAHOBAsA KHCIOTA' (TOHKO H3MEJbYEHHAs) ? 7
T'unpomennosa
. 27,74 30,00
(Methocel K100M Premium DC)
Muxkpokpucraniugeckas emmonosa’”
) 62,18 67,25
(Avicel PH-102)
Creapar Maruusi
0,23 0,25
(Hyqual 2257)
IHTEPOCOMI0OHIbHOE NOKPBITHE
Comnonumep METaKPIIOBOH KUCIOTHI
. 3,56 3,85
(Eudragit L30D-55)
Tpustunurpar (USP/EP) 0,37 0,40
Tanek (Pharma M) 0,69 0,75
Ouumennas soaa’ (USP) - --
JcTeTHYECKOe MOKPLITHE
Opadry Blue (03K105000) 2,91 3,15
Ouumennas Bona’ (USP) N/A N/A
OOwuii Bec TabneTkn 100,00 108,15
TOTpery MpOBAHO HA OCHOBE COJCPAKAHHS BOBI H OOMICTO KOMHUCCTBA POACTBCHHBIX BCIICCTE C MOTY YCHHEM
2.5 Mr Ha TabIETKY
ZKO.’H/I"-IGCTBO \'IHI(pOI(pHCTHJTJTPI‘VCCKOﬁ LCTIOJIO3BI, HO,HJTC)KZHI[Cﬁ PETYTHPOBAHHIO ITOCTIE KOPPEKIHH KOJTHICCTBA
JICKAPCTBCHHOTO BEIUECCTBA UL COXPAHCHUS LICJICBOI0 BECa CEPALICBUHBL TabneTKu B KOJMYCCTBEC, COCTABJIANOILCM
100 mr
*OunincHEAs BOJIA YANCHA B XO/IC MPOH3BOICTBA.

[Mpumep 7. McnblTanue Ha pacTBOPEHUE COCTABOB ISl TAOJIETOK C HEMEJICHHBIM BBICBOOOXKICHUEM U MO-
JTUQUIIPOBAHHBIM BEICBOOOXKICHUCM.

Crioco0sl.

PactBopenne TabiaeToKk ¢ HEMEIUIEHHBIM BBICBOOOXKICHUEM MPOBOAWIN B COOTBETCTBUH C OOIIEH mpore-
nmypoit mst yetpoiicta Il (momactHoit Memanku) @apmakornen CoenrHeHHBIX [1ITaToB AMEpHKH IJIS JIEKapCT-
BEHHBIX (OPM C HEMEIJICHHBIM BBICBOOOKICHHEM. AJIMKBOTHI CpEIbl U TECTa Ha PaCTBOPEHHE COOHMpay U
dbumpTpOBANTH Yepe3 oNpeaeTeHHbIE TPOMEXYTKH BpeMEHHU 1 aHaM3upoBain ¢ momoinrsio HPLC ¢ obpamennoi
(hazoli ¢ UCTIOTB30BAHUEM H30KPATUIECKOTO DITIOMPOBAHUS U Y D-IeTeKTUPOBAHMS MTPHU 226 HM.

Ycmosus ciocoba HPLC:

aHanuTHyeckas xosonka: kojoHka Cg mis HPLC ¢ obpamennoit ¢azoi, YMC ODS-AQ, 4,6x150 MM,
120 A, 3 MM (gacte Ne AQ12S031546WT);

amoeHT: 60% 10 MM KH,PO,, pH 2,4/40% aneTonutpiia;

00beM Brpbicka 20 wu 50 MK (B 3aBUCHMOCTH OT JI03bI), CKOPOCTh 1oToka 1,0 Mir/MUH, TeMneparypa Ko-
mouku 35°C;

KOMHAaTHas TeMIepaTypa oopasma;

BpeMsl aHAITN3a 8 MUH.

BricBoOoxnenne 2-((3-(4-umanonadrannH- 1 -wn)IUpUANH-4-1IT)THO)-2-METHINPOIIAHOBOH KHCIIOTHI OII-
peneNsIN IMyTeM CPaBHEHHWS IUIOMIaIW MHUKOB XpOMAaTOrpaMM OOpa3loB € IUIOMAASIMH IHKOB XpOMaTOTPaMM
cragaapta. 900 mi SGF (MCKyCCTBEHHOTO JKeTyJI09HOTO coka) Oe3 mercuHa npu 37°C U CKOPOCTH JIONMACTHON
Memmanku, coctapisitomei 50 06/mun. SGF mosryganu qo6asinenuem 12,0 T xnopuna Hatpust k 42,0 MJI KOHIICH-
TPUPOBAHHOM XJIOPUCTOBOJOPOIHOMN KUCIIOTHI, IOBEJACHHOHN 10 6 J1 IEHMOHM3UPOBAHHONW BOJOW. PacTBOp xapak-
Tepu3oBayics pH, cOCTaBIAIOMNM MPUOTH3UTENHHO 1,2.

PactBopenne tabnerok MR1, MR2 n MR4 npoBoanim B COOTBETCTBHH ¢ OOILEH NpoLeypoi I yCTpoud-
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cra Il (;lomactHoit Memankn) ®apmakonen CoennneHHbIX 11ITaToB AMEpUKH JUTS JIEKapCTBEHHBIX (POPM C IIPO-
JIOHTUPOBAaHHBIM BBICBOOOXKAEHHEM. AJIMKBOTHI CpPEIbl JUISl TECTa Ha PAacTBOPEHHE COOMpaiu M (HILTPOBAIN
gepe3 OompeleIeHHbIe POMEXYTKH BpeMeH! u aHam3upoBain ¢ nmomombsio HPLC ¢ oOpamenno# ¢asoit ¢ wc-
MOJIb30BAHNEM U30KPATHUECKOTO DIIIONPOBaHMS B Y D-TeTEKTUPOBAHUS TTPH 226 HM.

Ycmosus ciocoba HPLC:

aHanuTHYecKas konoHka: YMC ODS-AQ, 4,6x150 mm, 120 A, 3 Mxum (gacts Ne AQ12S031546WT);

amroeHT: 60% 10 MM KH,PO,, pH 2,4/40% aneronutpunia,

o0beM Brpbicka 20 wim 50 MK (B 3aBUCIMOCTH OT JI03BI), CKOPOCTh TIOTOKa 1,0 MiI/MUH, TeMIiepaTypa Ko-
souku 35°C;

KOMHAaTHas TeMIepaTypa oopasmna;

BpeMsi aHaJU3a 8 MUH.

BricBoOoxnenne 2-((3-(4-umanonadrannH- 1 -mn)IupUARH-4-1T)THO)-2-METHINPOIAaHOBOW KHCIOTHl OII-
penessun MmyTeM CpaBHEHUs IUIOLIAIM MHKOB XpOMAaTOrpaMM 00pasloB C IUIOMIAASMU ITHUKOB XPOMAaTOIpaMM
CTaH/apTa, MOJIYYEHHBIX OJIHOBPEMEHHO. B crioco0e MpuMeHSIOT crinpanbHble U3 Hep KaBeIoIel CTalu KopIryca
JUISL KarcyJ1, 4ToOb! yepKuBaTh TabneTky win karcynsl. 900 ma 50 MM docdaraoro 6ydeproro pactsopa ¢ pH
6,8 ncronp3oBanyu mpu 37°C U CKOPOCTH JIOTIACTHOM Memranku, cocTaBisromeid 50 06/mMun. bydep momyaanu
nobasnenuem 1224 r KH,PO,, pacTBopeHHOTO B IpUMepHO 16 11 TeHOHM3UPOBAHHOW BOABI, pH moBomwmmm 10
6,8+0,1 ¢ momombio 1H. THAPOKCHIA HATPUS, 3aTEM AOBOIMIN CYMMAapHO A0 18 1 1eMOHU3HUpPOBAHHON BOJOM.

PactBopenne tabierok MR3 npoBomuiam B COOTBETCTBUM ¢ 00IIeH mporenypoit as ycrpoiictsa 11 (soma-
ctHoi Mmerranku) @apmakonen CoenwHeHHBIX [IITaTOB AMEpPHKH IS JEKapCTBEHHBIX (HOPM C OTCPOUYCHHBIM
BBICBOOOXKICHHEM, HCIIOB3YS CIIOCO0 ABYXCTaJAWHHOTO PAcTBOPEHUS. AJMKBOTHI CPEXbI ISl TECTa HA PacTBO-
perne cobupanu u (GpUIBTPOBAIHN Yepe3 OIpeesIeHHbIE MPOMEKYTKA BPEMEHH W aHAM3WPOBAIN C ITOMOIIBIO
HPLC c obpameHHo# ¢a30ii ¢ UCHOIL30BaHUEM H30KPATHIECKOTO JIIOUpOBaHUs U Y D-IeTeKTHPOBAHUS TIPH
226 um.

Ycnosus cnocoba HPLC:

aHanuTHYecKas konoHka: YMC ODS-AQ, 4,6x 150 mu, 120 A, 3 mxm (gacts Ne AQ12S031546WT);

amoeHT: 60% 10 MM KH,PO,, pH 2,4/40% aneTonuTpiia;

00beM Brpbicka 20 wiu 50 MK (B 3aBUCHMOCTH OT JI03bI), CKOPOCTh roToka 1,0 Mir/MuH, TeMneparypa Ko-
mouku 35°C;

KOMHATHas TeMIiepaTypa oopasia;

BpeMs aHaIIM3a § MUH.

BricBoboxnenne 2-((3-(4-nmanoHadTanrH- | -11) MUPUARH-4-1IT) THO )-2-METHIITIPONIAaHOBOKH KHUCIIOTHI OII-
peneNsIN MyTeM CPaBHEHHUS IUIOMIaIW MHUKOB XpOMAaTOrpaMM OOpa3loB € IUIOMIAASIMH IHKOB XpPOMaTOTPaMM
CTaHaapTa, MOJyYeHHBIX OqHOBpeMeHHo. KucnoTHas cramus npeactasisiia coooit 750 mur 0,11, HCI, a 6ydep-
Has ctajus npeacrasisiuia coboit 1000 mur 6ydepa ¢ pH 6,8. O6e ctaguu npoxoawnu npu 37°C, u Ha HUAX TIPH-
MEHSTH CKOPOCTH JIONACTHOW MEINaNKH, COCTaBIstomyio 50 06/mMuH. KnucioTHas cTagus mpoXoAuT ¢ Havajga U
10 2 4. Yepes 2 u pH nossimamu go 6,8 myrem poGasienus k cpeae 250 mu 0,20 M OydepHoro pacrtsopa
Na;PO,. Bydepnyto cpeny monydanu mobaenenuem 152 T Na;POy4-12H,0, pacTBOpeHHBIX B 2 JI TEHOHH3UPO-
BaHHOHN Bonbl, pH moBomwmu, mpu HeoOxomumocTH, ¢ momoibio 2H. NaOH wimu 25, HCI, Tak 4TO KOHEUYHBIH
OydepHbIii pacTBOp (mocite fobarierus kK 750 M1 cpeabl KUCIOTHOM cTaann) umeet pH 6,8+0,1.

PactBopenne Tabnerok MRS npoBouiii B COOTBETCTBHH C 00IIeH mpoueaypoi s ycrpoiicrsa 11 (sroma-
crHoi Memankn) ®apmakonen CoennHeHHbIX lllTaTOB AMEpHKH Ul JEKapCTBEHHBIX ()OPM C OTCPOUYECHHBIM
BBICBOOOXKJICHUEM, HUCIIOJIB3YsI CIIOCO0 MBYXCTaIUHHOIO PacTBOPEHHs. AJMKBOTHI PacTBOPOB JUIS TECTa Ha pac-
TBOPEHHUE COOMPAIH U (PHIIBTPOBAIM Yepe3 ONpeeIeHHbIE TPOMEXYTKH BPEMEHN M aHAJIM3UPOBAIIH C TIOMOIIBIO
HPLC c obpameHnHo# ¢a30ii ¢ UCHOIB30BaHUEM H30KPATHIECKOTO JIIOUpOBaHUs U Y D-1eTeKTHPOBAHUS TIPH
226 HM™.

Ycmosus ciocoba HPLC:

aHanuTHYecKas konoHka: YMC ODS-AQ, 4,6x150 mm, 120 A, 3 Mxum (gacts Ne AQ12S031546WT);

amroeHT: 60% 10 MM KH,PO,, pH 2,4/40% aneronutpunia,

o6beM Bripbicka 20 wim 50 MK (B 3aBUCIMOCTH OT JI03BI), CKOPOCTh TIOTOKa 1,0 MiI/MUH, TeMIiepaTypa Ko-
souku 35°C;

KOMHAaTHas TeMIepaTypa odpasma;

BpeMsi aHaM3a 8 MUH.

BricBoOoxnenne 2-((3-(4-umanonadrannH- 1 -wn)IUpUANH-4-1IT)THO)-2-METHINPOIAHOBOW KHCIOTHI OII-
penessun MmyTeM CpaBHEHUs IUIOLIAIM MHKOB XpOMAaTOrpaMM 00OpasloB C IUIOMIAASMU ITHUKOB XpPOMAaTOIpaMM
cranznapra. Kuciornast cranus npencrasisiia co6oit 500 wr 900 ma 0,18. HCI (8B 3aBHcMMOCTH OT 103B1) 1 OY-
(epHas cragus npencrasisia codoit 500 nmm 900 M (B 3aBrcuMocTH oT 10361) 50 MM docdaTtaoro 6ydeproro
pactBopa ¢ pH 6,8 (122,4 r KH,PO,, pacTBopeHHOTO B IpUMEpHO 16 1T AeMOHU3UPOBAHHOK BOABI, pH moBoammm
J0 6,8+0,1 ¢ moMompio 1H. rUApOKCUAA HATpUs, 3aT€M AOBOIWINM CyMMapHO 10 18 1 neMoHU3HpOBaHHON BO-
noit). O6e craauu npoxoamiy pu 37°C, ¥ Ha HUX MPUMEHSIITH CKOPOCThH JIONMACTHONW MEIITAIKH, COCTABIISIIONIYIO
50 06/mMuH. KucnoTHast cTaaus mpoxXoamiia ¢ Hadaja u 10 2 9, MOCJe YeTo Ty XKe eIUHUILY TO3UPOBAHUS ITePEHO-
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CHIIH B cpeny OydepHoii ctagunu. ITOro MOXHO OBIJIO JOCTHYD ITyTEM YIAJCHUs U3 YCTPOWCTBA cocy/a, colep-
JKaIIero KUCIIOTY, M 3aMEHBI €r0 IPYTUM COCYJIOM, coliepKauM Oydep, ¥ MepeHOCOM €IMHUIIBI TO3UPOBaHUS B
cocyn, conmepxkamuii 0ydep. [Ipomomkany paboTaTh ¢ yCTpOWCTBOM. B kauecTBe ajabTepHATHBEI AJis OyhepHOH
CTaJINM MOYKHO HCIIOJIB30BAThH JIPYTO€ YCTPOMCTBO IS PACTBOPEHHS, MIOYYEHHOE B COOTBETCTBHHU C YKa3aHHBI-
MU BBIIIE YCIOBUSAME. Pe3ynpTaTsl pacTBOpeHUs

Ha ¢wur. 1 mokazan mpodmib pacTBOPEHHS ISl COCTaBa C 5 MI' ¢ HEMEUICHHBIM BBICBOOOXKICHUEM, OIH-
canHoro B puMepe 1 (n=6). Ha ¢wur. 2 mokasan mpodmib pacTBOPEHHS JJI1 COCTaBOB MR, OMMCaHHBIX B TpH-
Mepax 2-6 (n=6).

JlaHHBIE pacTBOpPEHUS AJIsl TAOJIETOK C HEMEICHHBIM BBHICBOOOJKIAECHHEM IOKA3bIBAIOT, YTO PACTBOPEHHE
npoucxout osicTpo u >80% 2-((3-(4-unanonadTaauH- 1-11)IUPUINMH-4-HIT)THO)-2-METHIIPONAaHOBOI KHCIIOTHI
BBICBOOOXKaeTcst B TeueHue 15 mun. CocraBbl It TAOJIETOK ¢ MaTpHLEH ¢ MOITU(QHUIIMPOBaHHBIM BEICBOOOXK IE-
HreM MR1 wuw MR2 nokazamu, uro 80%  2-((3-(4-umanonadTanuH-1-mwin)nupuarH-4-1I1)THO)-2-
METHJITIPOTIAHOBOM KHCIIOTHI BBICBOOOXKIaeTcs yepe3 3 u 4 u coorBercTBeHHO. CoctaB MR3 mponemoHcTpHpO-
BaJI OTCYTCTBHE BBICBOOOXKIeHNUS B TeueHne 2 4 npu pH 1,1 ¢ HeMemIeHHBIM BEICBOOOKIEHHEM OCIIE N3MEHE-
st pH cpensr mo 6,8. CocraB MR4 mokazan, uto 80% 2-((3-(4-unanonadTanus- | -mn)nupuanH-4-11)THo)-2-
METHIIIIPOIIAHOBOM KUCJIOTH BEICBOOOXKmaeTcs uepe3 12 4. CoctaB MRS npoaeMOHCTpUPOBAII OTCYTCTBHE BBI-
cBobOoxneHus 2-((3-(4-nmanonad TanuH- | -11) MUPUAHH-4-HIT) THO )-2-METHIITIPONIAaHOBON KUCIIOTHI B TeUEHHUE 2 4
npu pH 1,1. Ipoduns pactBopenus 2-((3-(4-mmanoHadTaIuH- | -1T)TUPUAUH-4-HIT) THO )-2-METHITIPONIaHOBO I
KHCIIOTHI M3 coctaBa MRS ananoruden mpodwuiio, Habmogaemomy miust MR4 mociie uamenenus pH cpenpr s
pactBopenwus io pH 6,8.

[Mpumep 8. Kimmandeckoe ucnbitanne (asbr | 0MHOKpAaTHOM NO3BI - COCTaBEI C HEMEUICHHBIM BBHICBOOOXK-
JICHUEM.

B panmoMn3npoBaHHOM JTBOWHOM CJIENOM IUIane00-KOHTPOIMPYEMOM HCCllefoBaHUH (a3bl 1 Ha 310POBBIX
B3POCIIBIX JTOOPOBOJIBIIAX-MYKUMHAX OLEHUBAIN OJHOKPATHBIE BO3PACTAIOIINE J103bI M NPEIBAPUTENIBHBIN d¢-
¢exr ensl B oTHOHIEHUH 2-((3-(4-maHoHadTanuH- 1 -1T)TUpUANH-4-1IT)THO)-2-METHIIIPOIIAHOBON KHCJIOTHI B
rpymnmnax ¢ 6 mo3amu ¢ 8 cyobekTamu B rpymme. [locie mprueMa mumy cyobekTaM TpeOoBaNIOCh TOJI01aTh HOYBIO
B TEUEHHUE IO MeHbIIed Mepe 10 4 10 BBeAEHUS MO3BI, 3aT€M OHU NPUHUMAJIH HCCIEAYEeMBIN JIeKapCTBEHHBIN
npemnapaT yepe3 30 MUH MOCIIE 3aBEPIICHUS CTAHJAPTHOTO 3aBTPaKa C YMEPEHHBIM COJEP)KaHUEM KHPOB, KOTO-
PBII HE BKIIIOYANl KyKYPY3HBIH CHPON C BBICOKHM cojepykaHueM (ppykro3sl. CyOBEKTOB B KaXAO# rpymme 103
PaHJIOMU3HPOBAIN I TIOJYyYEHHUS OMHOKPATHOW 103kl 1m0 2-((3-(4-nmanoHadTanuH- 1 -un)mupuana-4-
WJT)THO)-2-METHIITPOTIAHOBOM KUCIOTHI (6 cyOBekToB), MO0 Turanebo (2 cyownekra). 2-((3-(4-1lmanonadranmmua-
1-mn)mupuArH-4-1IT)THO ) -2 -METHINPONAHOBYIO KHCJIOTY TOCTABISUIM B BUAE IEPOPAIBLHOIO pacTBopa ¢ 1 wmr,
MEepOPaIBHOTO PAacTBOpA € 2 MT, TAOJIETOK ¢ 5 MI WiH TadseTok ¢ 20 Mr (B 3aBUCHMOCTH OT YPOBHS J103).

B cermenrte A oleHUBaJ M OJHOKPATHBIE BO3pACTAIOLINE N03bl, COCTaBisomue 2 Mr, 5 Mr, 20 Mr u 40 mr,
U TpeaBapurenbHbIi  dddekt ensl B orHomenun 2-((3-(4-umanonHadTanuH-1-wn)nupuAnH-4-11)THO)-2-
METWINPONIAHOBON KHUCIOTHI B J103aX, COCTaBISIIOINX 5 1 20 MT, 32 KOTOPBIMHU CJIEJOBAIM HECKOJIBKO BO3pac-
TAIOMIUX 7103, cocTaBisronux 1, 5 u 10 mr, qd B cermente B.

Cerment|[ pynmna ?}:i;‘ 01(1:1(:);:2:::::“ ®opma 10361

1 20 mr Haromak 1 x Tabnetka ¢ 20 mMr
2 40 mr Haromak 2 x Tabnerku ¢ 20 Mr
3 20 mr [[Tocre mpuema mumm| 1 x Tabnetka ¢ 20 mr

A 4 5Mr Haromax 1 x tabnerka ¢ 5 mr
5 2Mr Haromak MepopasbHbII PacTBOP
6 Swur |[Tocae npuema mummy| 1 x Tabnerka c 5 Mr
1 5wmrqd Haromak 1 x TabaeTka ¢ 5 mr

B 2 |10 wmrqd Harommak 2 X TabneTky ¢ 5 Mr
3 1 mr qd Haromak [epopabHbII PAcTBOP

[TepopanbHBIil pacTBOp ToOJydan KIMHUYECKUHA (dapMmaieBT 0e3 yIMakoBKH B TeueHWe 24 9 10 BBEICHUS.
ITepopanbubiii  pactBop  2-((3-(4-nmanonadranuH- 1 -vn)mUpUIAH-4-1IT) THO )-2 -METHIITIPOTIAHOBON  KUCJIOTHI
(roHneHTpanws, cocraisromas 0,033 Mr/mir) noxyJaid B BUIE CMECH COOTBETCTBYIOIIETO KOJIMYECTBA MOPOIII-
ka 2-((3-(4-unanonadTanauH- 1 -mn)IUpUIUH-4-1IT)THO)-2-METHIIIPONaHOBOI KUCIOTHI, 0€3BOHOTO JBYXOCHOB-
Horo (ocara HATPUS U CTEPUIBHON BOIBI ISl OPOILICHUS; MEPOPATBHEIA PACTBOP IUIANCOO0 MONydYald B BUJIC
CPEIBI-HOCHUTENSI C WCIOIB30BaHHEM OE3BOJHOTO TBYXOCHOBHOTO (ocdaTa HATPUS M CTCPHIBHON BOJIBI IS
opomicHus. TabNeTKH ¢ HEMEUICHHBIM BBICBOOOXKICHHEM IIOyYaId, Kak omucaHo B mpumepe 1. OOpasibl
TUTa3MBI KPOBH COOMPATIH B CIIEAYIOIIHE MOMEHTHI BPEMEHH 10 OTHOIICHHIO K BBEICHHIO 03Bl B JICHb 1: 110 BBe-
neHus 1036l (B Teuenue 30 MUH 10 BBeneHus 10361) u yepes 0,25, 0,5, 0,75, 1, 1,5, 2, 2,5, 3,4, 5,6, 8, 10, 12, 24,
30, 36, 48, 54, 60 u 72 4 mocye BBeIEHUS T03bI M aHATM3UPOBAIN Ha conepkanue 2-((3-(4-umanoHadTaiuH-1-
W) TAPUIAH-4-1T) THO )-2-METHITIPOTIAHOBOK KHUCIIOTHL. KpaTkoe omuicanme CpeqHuX 3HaueHWH (papMaKoKHHE-
TUYECKUX MapaMeTpOB B IUIa3Me KPOBH IIOCIIC BBEACHUS KOMITO3HINN C HEMEIJICHHBIM BBHICBOOOXKIECHHEM IPH
pasnuaHbIX n03ax 2-((3-(4-nnanonadramuH- 1 -vT)TUpUIAH-4-HIT) THO )-2-METHIIITPOIIAHOBOW KHCIIOTHI MTPHUBEIC-
HO B TaOI. 8.
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Tabnuma 8
I'eomerpuueckoe cpennee 3HaueHue (95% CI) hapMakOKHHETHUECKHX ITapaMeTPOB
2-((3-(4-mmanonadranuH- 1 -vn)MTUpHUIAH-4-MIT) THO ) -2 -METHIIIIPOITAHOBON KUCIOTHI
B IJIa3M€ KPOBH TIOCIIE OJTHOKPATHOM O3Bl P PA3IUYHBIX YPOBHSIX O3B
MOCJIe TIPUeMa MUK UK HATOIAK

Aoza Ena I'pynna T Conx (I:JEFC‘OI;;I (1\24(1{'(‘:171\1 tin
(mr) N py (a) (MKr/™MUI) ) ) (1)
2 Haromax 5 Teomerpiaeckoe 550 1364 0,0388 0,0450 12,1
CpEAHES 3HACHUC
3 (0250  (0.0224-  (0,0298-  (0,0347-  (7.61-
= 0,
N=6 (95%C) - 0,0592)  0,0506) 00583) 192
0,500)
5 Haromax 4 Teomerpiaeckoe — or5 4729 0,102 0,121 142
CpCaHEC 3HAYCHHUC
Nt 5% CD) 0300 00537-  (©.0891-  (0.108-  (107-
= 0 - -
0750y 0:0989) 0,117) 0,135) 18.8)
Ilocne T'eomMeTpriecKkoe
mpHeMa 6 P 125 00457 0,0752 0,0928 12,7
CpEAHES 3HAYCHHUC
THIIH
B} (0,750 (0,0345-  (0,0595-  (0,0718-  (9,73-
= 0,
N=6 (93%CI) 2,50)  00606)  0,0951) 0,120) 16,7)
20  Haromak 1 Teomerpiieckoe ) 550 394 0,463 0,540 10,9
CPCAHCC 3HAUCHUC
5 (0,268~ 0,397- 0.469- (6,15
= 0,
N=6 (©5%CD 02504550 0,540) 0,623) 19,2)
-1,50)
Tocne T'comeTprucckoe
mpHeMa 3 P 1,25 0,181 0,350 0415 13.8
CPCAHCC 3HAUCHUC
TTHIITH
5 0,0921- (0.234- (0282-  (7.88-
= 0, -
N=6 (93%C) (1,00- 7357y 0,523) 0.611) 24.0)
2.50)
40  Haromak 2 Teomerpuaeckoe o5 760 1,07 1,27 9,51
CpEAHES 3HAYCHHUC
3 0250  (0,493- (0,701- (0.873-  (7.81-
= 0,
N=6 (95%C) 21,000 L17) 1,64) 1,84) 11,6)

"Tax TPEICTABICHO METUAHOI (THATTA30HOM), $H0pMa.l'[H30BaHIUsII7[ TapaMeTp Beca TeIa

Cpennue npouiii 3aBUCUMOCTH KOHIICHTPALUY B IUIa3Me KPOBH OT BPEMEHH JIs cOcTaBoB ¢ IR. mocie
TprieMa TUIIHA U HATOIIaK rmoka3anbl Ha ¢ur. 3a u 3b. BecaceBanue 2-((3-(4-unanonadranui- 1 -wn)nupuana-4-
WIJT)THO)-2-METHIIIPOTIAHOBOM KUCJIOTHI TIOCTIE OJHOKPATHOM MEPOpaIbHOM 03I HATOMAK OBIIO OBICTphIM. Ha-
MIpUMeEp, NIPH J03€, COCTABJISAIONIEH 5 MI, FeOMETPUUECKOE CPeHEE 3HaUYE€HHUE TIOCTUTHYTOM MaKCUMAaJIbHOW KOH-
neHTpanu B miazMe KpoBH (C.x) COCTABISIET IPUMEPHO 73 HI/MJ, U BpeMs, IIPU KOTOPOM HaOIIOIAIOT MTHKO-
BYIO KOHIIEHTPAHIO B 1ia3zMe KpoBH (T, ), cocTaBiser npumepro 0,25-1,5 1 (mequana 0,6 4). B cioygasx, ko-
raa 2-((3-(4-umanoHad TaNMuH- | -1 TUPUANH-4-HIT) THO )-2-METHIITIPONIAHOBYIO KHCJIOTY BBOAWIN C €I0H, Ha-
OITI0 1A HECKOJIBKO OoJice MEIIICHHOE BCACBIBAHMC U 0OJIee HU3KYIO CTEIICHb BBISBJICHUA. M3 ypoBHEH B TU1a3-
Me kpoBH 2-((3-(4-mmanoHadTanuu-1-mn)IupuaAnH-4-11)THO)-2-METHINPOIIAHOBOH KHCIIOTHI BUIHO IIPOIIOP-
MUOHAILHOE JT03¢ YBEIMYCHHE B mpeaenax no3 oT 1 go 40 mr. BaxkHsie (apMakoJuHAMUYECKUC MApPaMETPBI,
cBsi3aHHBIC ¢ 3 eKkTaMu MOHMKECHUS YPOBHSI MOUYCBOM KUCIOTHI B CHIBOPOTKE KPOBH, MTOKA3aHBI B CICTYFOLTUX
JIBYX TaOIUIax.
Josa/ycnosue AUC.24 (ur-u/mi) Cpennee % n3MeHeHue

ypoBHst SUA OTHOCHTENBHO

1
YPOBH# 00 BBEACHHSA NO3bI

(%
2 Mr/HaTomak 38,8 8%
5 Mr/HaToLaK 102 15%
20 Mr/HaTomaxk 463 43%
40 mr/Haromak 1070 58%

104 m3meneHue ypoBHs SUA 03HAUACT MAKCHMANLHOE HAGTIONACMOC TIPOTICHTHOE H3MCHCHHE SHAYCHHIT

KOHLCHTPAIMH YPATOB B CHIBOPOTKE KPOBH OTHOCHTETLHO YPOBHA 40 BBEACHHA M03bI (Emax)

-31-



038828

DKCKPEIHS YPATOB C MOUOH!
AUCq4 UUE
Josa/ycnoeue Crax Crax/ AUCp.4 UUE UUE 0 — 6 4acoB
(Hr-a/™r) 0-6
6 — 12 yacos 12 -24 yaca | 0—24 4aca
4acoB
5 MI/HATOIMAK 72,9 102 0,72 509 231 347 0,468

T3kckperio ypatos ¢ Mo4oit (UUE) H3MEPSIOT KaK MI YPATOB 33 IEPHO. cO0PA MOYH.
[Mpumep 9. Knmanueckue ucnbitanus ¢assl I/ - coctaBbl ¢ MOAM(UIMPOBAHHBIM BHICBOOOXICHUEM
(MR1-5).
PanmommsupoBanHoe rccnenoBanue $assl 1 mo onenke PK, PD u 6e30macHOCTH ¥ TIEpEHOCHUMOCTH COCTa-
BOB 2-((3-(4-nmanonadranuf- 1 -vn)mupuIuH-4-11)THO )-2 -METHIIIIPOTIAHOBOW KUCIOTEI MR Ha n=12 310poBBIX
B3pOCTBIX CyOBeKTaX-My>XUrWHaX, HATOIIAK W IOCJIe MpreMa MUIIK. B JaHHOM MCCle0BaHWN OICHWBAIH B 00-
el cioxxHoctu 5 coctaBoB MR B no3e, coctasmsitoeit 5 mr. UcnbiTeiBaeMble cocTtaBbl MR omnucansl B mpume-
pax 2-6. O6pasipl TIa3Mbl KpoBH s aHam3a Ha PK coOupanm B creayronue MOMEHTHI BPEMEHHU: 110 BBEICHUS
no3sl (B Teuenue 30 MuH 10 BBeneHus no3el) u uepes 0,25, 0,5, 0,75, 1, 1,5, 2, 2,5, 3,4, 5, 6, 8, 10, 12, 24, 30,
36, 48, 54, 60 u 72 4 mocie BBeaeHMs 103kl KpaTkoe onucanue cpeHnX 3HaYeHUH (papMaKOKMHETHYECKHX I1a-
paMeTpoB B IU1a3Me KPOBH IOCJIE BBEACHUS KOMITO3UINH 2-((3-(4-1maHoHad TamuH- 1 -1i1) TUpUIHH-4-1I1) THO )-2 -
METWINPONIaHOBOH K1cinoTel MR mpuBeseHs! B Tab. 9.
Tabnuma 9
Kpatkoe m3noxenue hpapMakOKHHETHIECKUX TapaMeTPOB
2-((3-(4-mmanonadranuH- 1 -vn)MTUPHUIAH-4-MIT) THO ) -2 -METHUIIIPOITAHOBOH KUCIOTHI
B IIJITa3M€ KPOBU TIOCII€ OAHOKPATHOM JT03bI, COCTABIISIIOIIEH 5 MT,
B pa3nUUHBIX cocTaBax MR mocite nprema MUy MiId HaTOIaK
(reomerpuueckoe cpennee 3HaueHHE (95% CI))

) Tonax' Conax AUC.4 AUC,, tin
Popma Eaa " (D (ur/»un) (Hr-9/MUL) (ur -w/mn) ()
Haromax 12 1,75 213 96,7 131 18,0
MRI (1,00-3,00) (16,6-27.3) (77,3-121) (96,1-178) (11,0-29,3)
TTocne mpuema mamu | 5 2,00 271 91,9 128 19.0
(1,00-2.,50) (16,2-45.6) (71,6-118) (79.,6-206) (10,5-34.2)
Haromax 12 1,50 322 116 145 134
MR2 (0,750-2,50) (23,1-44.7) (88,3-152) (103-204) (10,1-17,6)
Tlocne npuema mumu | 6 2,00 472 123 154 153
(1,00-4,00) (31,5-70,7) (88,7-171) (97,3-243) (9,78-23,8)
Haromax 12 2,25 56,6 ) 113 133 12,7_
MR3 (0,750-6,00) | (42,4-75.6) (91,8-139) (107-165) (10,2-15.8)
Iocae npueva mag | 10 5,00 458 114 134 153
(2,50-6,00) (32,963.7) (87.2-149) (104-173) (11,7-19.9)
Haromax " 2.5 740 46,2 68,5 154
MR4 (0,500-4,00) | (5,98-9.16) (40,9-52.3) (59,3-79,2) (11,1-21,3)
Tocre mpuema mam | 5 2,00 8,65 443 574 10,2
(1,00-3,00) (4.87-15.4) (30,2-65,1) (36,0-91,6) (6,08-17,2)
Haromaz " 3,00 7,66 392 60,0 15,0
MRS (1,00-4,00) (5,67-10.4) (29.2-52.7) (44,6-80.8) (11,3-20,0)
TMocre mpieva mmp | 6 4,50 6,59 26,0 61,3 284
(2,00-5,00) (4,62-9.38) (21,7-31,1) (34,6-109) (11,5-70,3)

' 3HAuCHMA MPEACTABICHET KAK MENAHA (AMATIA30H),
% [lepuo i1 IOy BBIBCACHTS Y §0TCE YCM TONOBHHEI CyOEEKTOB PACCUNTEIBATI HCXOMA W3 IEPHOAA <2 PACCHHTAHHEIX IICPHOIOB
TOTy! | 0Iaram HBIMIL

Cpennuii mpouih 3aBUCHMOCTH KOHIICHTPAIMH B IDIa3ME KPOBH OT BPEMEHH JUIS KaXKIOTO COCTaBa Ha-
TOIIAK M300paxeH Ha ¢ur. 4, a mpo(mIb 1T KaXKIOr0 COCTaBa MOCIe MpreMa U U300pakeH Ha ¢ur. 5.

Kak ommcaHo BbIIIe, B 3TOM HCCIIECOBAHUHN OIICHUBAIN B OOIICH CII0)KHOCTH 5 COCTaBOB ¢ MOAM(DUIIUPO-
BaHHBIM BeIcBOOOXIeHNEeM (MR1, MR2, MR3, MR4 u MRY5). [locie onHOKpaTHOH nepopaibHOH 10361, COCTaB-
nstroneit 5 mr, 2-((3-(4-urmanoHadTavH- | -WT) MAPUANH-4-1IT) THO )-2-METHIIPOTIAHOBON KHUCIOTHI B 3THX COCTa-
Bax Hatomak 2-((3-(4-mmanonadraaua- 1 -win)TUpUITH-4-1IT) THO )-2-METHIIITPOTIaHOBAs KUCJIOTA JIETKO BCachiBa-
nack 3 coctaBoB MR1 u MR2 (Mennana T, 1,50-1,75 9) u oTHOcHTEnbHO OoJiee MeIeHHO M3 cocTaBoB MR4
1 MRS (Memuana T,y 2,25-3,00 9) (cm. Tabur. 9 u dur. 4). O6a coctaa MR3 m MRS mokasanu 3ameTHOE Bpemst
3aIEP)KKH B OTCYTCTBHE WJIM B TIPUCYTCTBUU efpl. 3HaueHUs KoHIeHTparuu 2-((3-(4-mmanoHadtanuH-1-
W) TAPUIAH-4-1T) THO )-2-METHITIPOTIAHOBON KHCIIOTHI B IIa3Me KPOBU CHMKAIUCH CO CPEIHUMHU 3HAUYECHUSMHU
KOHEYHOTO TIePHOa MOTYBEIBEICHU, COCTABJIIONIMMHE ipuMepHO 10-28 4 (Tadm. 9).

[Ipu ucnonws3zoBanuu cocraBa MR1 B kauecTBe 3TasnioHa, HaToulak, coctaBbl MR2 u MR3 B nieniom nemoH-
cTpupoBanu Oonee Beicokue (Ha 51-166% Brimie) 3HaueHUs Co,y, TOTAa Kak coctaBbl MR4 m MRS moxkazanu
Oonee HU3KKE (MPUOIH3UTENEHO Ha 64-65% Huke) 3HAUYCHUS Co.y (Tabm. 9). [lokazatenmu AUC mnst coctaBoB
MR2 u MR3 6butn conocraBumsl ¢ MR1, Torga kak cocraBsl MR4 1 MRS nokasanu Toyibko 1osioBuHYy (TIpH-
MmepHO 48-54%) ot nokazarens AUC MRI. Iopsinok paHknpoBaHUs 10 IATH COCTaBaM MPEACTABISIET COOOM
MR3>MR2>MR1>MR4=MRS5 B otnomennu C,,, ¥ MR3=MR2=MR1>MR4=MRS5 B otnomennu AUC. Ena
HE BIUSUIA HA MOPSIIOK PaH)KUPOBAHYSI B OTHOIIICHHH OTHOCHUTEIBHON OMomocTynHoCTH (Tabdm. 9). Baxusie dap-
MaKOIMHAMHAYECKHE TTapaMeTphl, CBSI3aHHBIE ¢ (P eKTaMu MOHMKEHNS YPOBHS MOYEBOI KHCIOTHI B CHIBOPOTKE
KPOBH, TIOKa3aHBI B CISAYIOMHNX JBYX TaOIUIIax.
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CocraB Jlosa/ycnosue AUC .24 (Hr-4/mi) Cpenuee %
H3MEHEHHE YPOBHs
SUA OTHOCUTEITBbHO

YPOBHSI 10 BBEACHUsI

no3bl' (%)
MR1 5 MI/HaTOLIAK 96,7 23.7%
MR2 5 MI/HaTOLAK 116 24.7%
MR3 5 MI/HaTOLAK 113 18,6%
MR4 S MI/HaTOLAK 46,2 14,8%
MRS5S 5 Mr/HaTomaK 39,2 12,4%

1% m3menenme yposrs sUA 03HAYACT MAKCHMATHHOE HAGTIOXAEMOE TIPOLCHTHOE H3MEHEHHE SHAUCHHI

KOHLCHTPALMH YPATOB B ChIBOPOTKE KPOBH OTHOCUTC/IBHO YPOBHs 10 BBSACHUS 03B (E )

IKCKPEIHS YPATOB C MOUOH’
Cocras/ AUCq X
Cmax | Cmax/AUC UUE UUE UUE 0 — 6 1acos
ycrIoBHE (Hr-9/™MI)
0 —64acos | 6-124acos | 12 -244aca 0 — 24 yaca
MR l/naromax 213 96,7 0,22 449 258 219 0,485
MR2/naromax 32,2 116 0,28 423 259 229 0,464
MR3/Haromakx 56,6 113 0,50 388 272 245 0,429
MR4/HaTomakx 7.4 46,2 0,16 324 276 251 0,381
MR 5/HaTomakx 7.7 39,2 0,20 290 275 267 0,349

T3xcxpemto yparos ¢ Mouoit (UUE) H3MEPAIOT KAk MT YPaTOB 32 EPHO c6Opa MOUH.

OddextuBHocTh 2-((3-(4-tMaHOHAGTAINH- | -HT) TAPUIUH-4-1JT)THO )-2-METHITPOTIAHOBON KHCIIOTHI B ITO-
HIDKEHUH YPOBHSI MOUEBOM KHCIIOTHI B CBIBOPOTKE KpoBH JnHeHHO cBsizaHa ¢ AUC. Jlocturnyras AUC 3aBuce-
J1a OT COCTaBa.

Mpumep 10. Knuanueckue ucneitanus ¢assl I - 6momoctynHocts coctaBa MR4 ¢ MoanduumpoBaHHbIM
BBICBOOOJKJICHUEM TIPH JOCTaBKE B BHIIE 4 X TaOJIETKU ¢ 2,5 MT ¥ ofHOH TabneTku ¢ 10 mr.

PannomusupoBanHoe 6e3 KOHTpoIIs Tianebo 4-cTopoHHee nepekpecTHoe nccnenosanue ¢aser 1 PK u PD
Ha 3JIOPOBBIX B3POCIBIX CYOBCKTaX-MYKUHHAX, TPETHAZHAYCHHOE [UIS OIICHKUA OTHOCUTEIFHON OMOIOCTYITHOCTH
2-((3-(4-unanonadranu- 1 -n1)IUPUINH-4-HIT) THO )-2-METHIIPONIAaHOBOIM KHUCIOTHI M3 Tabierok MR ¢ 2,5 wr,
BBOJMMBIX B BHUJAE H03bI, cocraBisromeii 10 mr (4 x Ttabnerku ¢ 2,5 mr), u 2-((3-(4-umanonadraiua-1-
W) TUPUANH-4-1IT)THO) 2 -METHIIIPONIAaHOBOM KHUCIIOTHI U3 oxHON Tabnetku MR ¢ 10 mr. Tabnerky MR ¢ 10 mr
TIOJTy9aJii, KaK OIHMCaHO B IMpuMepe S5a. B 3ToM mccienoBaHnn TakKe OLEHUBAIN BIFSHHE MUIINA ¢ HU3KUM CO-
JIep>)KaHuEM KHUPOB W BBICOKUM cojnepkanueM xkupoB Ha PK u PD 2-((3-(4-umanonadranv- 1 -min)mapuana-4-
WIT)THO)-2-METHIINPOTIAHOBOH KHUCIOTHI M3 TabseTok MR ¢ 10 mr. 16 cyObekTOB paHngoMu3upoBain B 1 u3 4 mo-
CJIeTOBATEILHOCTEH JIeUeHHs. BUabI iedeHus], IPOBOIUMOTO B JHU | MM 5 B COOTBETCTBHH C TpaGUKOM paHIO-
MU3aIWH, OBUTH TAKUMH, KaK OMICAHBI HIDKE.

Bun newenms A: no3a, cocraBistomas 10 wmr, 2-((3-(4-mmanoHadTanvH- 1 -win)TUpUIAH-4-1IT)THO )-2-
METHIITIPOITIAHOBOM KUCIIOTHI, BBOAUMAs B Buje 4 x TabneTku ER ¢ 2,5 Mr, HaTomak.

Bun newenms B: mosza, cocraBmstomnas 10 wmr, 2-((3-(4-umanonadranuH-1-wm)nupunauH-4-1i)THO )-2-
METHJITIPOTIAHOBOH KHUCIIOTHI, BBOJUMAS B BUE onHOU Tabnetku ER ¢ 10 mr, HaTommak.

Bunpl iedeHus, mpoBOAMMOTO B THU 9 WK 13 B COOTBETCTBUU C rpayKOM paHIOMH3ANNH, OBLTH TAKAMHU,
KaK OTHCAHBI HIDKE.

Bun nmewenmss C: mosa, cocraBmstomias 10 wmr, 2-((3-(4-nmanonadranuH-1-wm)mupunauH-4-ui)THo )-2-
METHJITIPOTIAHOBOH KUCIIOTHI, BBOAUMAs B BUe onHOU Tabnetku ER ¢ 10 Mr mociie mpuema numm (BBICOKOKAIO-
pHifHas MHIIA ¢ HU3KUM COJIEpKaHHEM JKHAPOB).

Bun newenms D: no3a, cocraBmstomias 10 wmr, 2-((3-(4-mmanoHadTanvH- 1 -win)TUpUIAH-4-HIT)THO )-2-
METHIIIIPOIIAHOBOY KUCIIOTHI, BBOAMMAsI B Bue oaHoi Tabmetkn ER ¢ 10 mMr mociie mpuema mumy (BBICOKOKAI0-
pHifHAs IHIIA ¢ BBICOKUM COJIEPYKAHUEM JKHUPOB).

B xone BumoB sieueHust A 1 B cyOBEKTHI TOJI0/IaM HOYBIO B TEUCHHE MO0 MeHbIer Mepe 10 4 mo Havana
coopa PD. CyObekTsl TakKe TOJIOAATH HOYBIO B TEUCHHE MO0 MEHbIIei Mepe 10 9 10 BBEIEHUS MCCIEAYEMOTO
JIEKapCTBEHHOT'O Mpemnapara.

B xone Buna neuenust C cyOBEKTHI MOTYyYaId OJMHAKOBBIN CTAHIAPTHU30BAHHBIA BEICOKOKAIOPHUITHEIH 3aB-
TpaK ¢ HU3KUM cojiep:kanueM xupoB (ot 800 mo 1000 kamopuit u npumepHo 15-20% coaepskaHus xupa, mo-
Tpebisiemoro B Teuenue 30 MuH win MeHee) B TeueHue 30 MHH 10 BBeACHHUS H03bl. B xonme Buaa neueHus D
CyOBEKTHI TIOJTYYadl OJUHAKOBBIA CTAaHIAPTU30BAHHBIA BRICOKOKAJIOPUIUHBINA 3aBTPAK C BEICOKUM COJICPKAHUEM
*kupoB (ot 800 mo 1000 xamopmii m mpubmu3uTensHO 50% comepykaHUs Kupa, HOTPEOJIIEMOr0 B TEUCHHE
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30 muH Wi MeHee) B TeueHune 30 MuH 10 BBeAeHUS A03bl. CyOBEKTOB MHCTPYKTHpOBAIM MOTpeOsaTe 100%
. [lo 3aBepmieHnu uccienyeMoro 3aBTpaka B TedeHue 4 4 mocie BBeaeHus 2-((3-(4-umanonadranun-1-
W) APUIAH-4-1T) THO )-2-METHITIPOTIAHOBOH KHUCIIOTHI HUKAKOW €16l HE TOTYCKaJIOCh.
Kpartkoe onmcanne cpeqHuX 3HaAUYECHUH (papMaKOKMHETHYECKUX ITapaMeTPOB B IIa3Me KPOBHU IOCIIE BBEE-
HuUs Komno3urmii MR4 nipencrasieno B Ta6a. 10.
Tab6muma 10
Kpatkoe m3noxenue papMakOKHHETHIECKUX ITapaMeTPOB
2-((3-(4-mmanonadranuH- 1 -vn)MTUpUIAH-4-MIT) THO ) -2 -METHUIIIPOITAHOBON KUCIOTHI
B TJIa3M€ KPOBH y 37I0POBBIX B3POCIBIX CYOBEKTOB-MYXUUH
MoCJ€e Pa3INnYHbIX BUAOB JICUEHHUS (TEOMETPHUECKOE CPEHEE 3HAUCHHE
[95% noBepurenbHBIA HHTEPBA])
AUCopenepns

T'pynna

a
JICIEHUs N Tomnax Chiax AUCy.24 i AUC,, ti
(JTevene) G (ur/mm) @) gy (T ()
A 2,00 14,1 87,9 119 131 16,5
(4 x 2,5 mr, 15 ) T
HATOIIAK) (1,00-6,00)  (11,7-16,8) (74,1-104) (96.8-146) (105-164) (11,6-23.4)
B 2,00 14,9 84,6 114 130 15.5

(1 x 10 mr, 15
HATOIIAK)

C 2,00 11,8 69,6 97.8 108 15.4
(1 % 10 wmr,

TocIie nNpHeMa
MK C 15
HU3KHM

COJICPIKAHACM
KHPOB')

D 4,00 27,2 128 160 173 16,6
(1 x 10 mr,

TOCIIC MPHEMA

TIHIIH C 15
BBICOKHM

COJEPIKAHNEM
JKHPOB®)

Coxkpauiernst: AUCq,4, II0MAIb M0 KPHBOH 3aBUCHMOCTH KOHLCHTPALUH B MJ1a3ME KPOBH OT BPEMEHH OT

HYJICBOTO MOMCHTA BpeMeHH 10 24 uacos nocie BeeaAcHUS 103b1, AUC  ocneauss, TUIOINATb MO KPHBOH
3aBHCHMOCTH KOHIICHTPAIUH B IIa3M¢ KPOBH OT BPEMCHH OT HyJICBOTO MOMCHTA BPCMCHH 10 U3MCPACMOH
nocnegHel BpeMeHHO# ToukH BeiGopkn; AUC,,, Iomaap no 1 KPHBOI 3aBHCHMOCTH KOHUCHTPALMH B T1a3Me
KPOBH OT BPCMCHH OT HyJICBOTO MOMCHTA BPEMEHH A0 OeckoHewHOCTH, C ., MAKCHMATBHAS HAOMIOJaCMAast
KOHICHTpanus; T,,,,, BpeMs BO3HUKHOBCHUS MAKCHMATBHOH HAOMFOJacMOi KOHICHTPALIHH, 15, PA3THUHAMBIN
KOHCYHBIH MCPHO MOTYBBIBCACHHUS,

* sHaucHH T yaxt MPCACTABICHBI C TIOMOIIBIO MCINAHBI (IHAMIA30H).

b ot 15% 10 20% sxmupa, ot 800 g0 1000 KaopHii.

¢ 50% sxupa, ot 800 10 1000 Kanmopwii.

Cpennuii mpo(uiib 3aBUCUMOCTH KOHIICHTPAIIMY B TUIa3Me KPOBU OT BPEMEHHU ISl COCTABOB TIOCIIC TIpUeMa
MUIIY W HATOIIAK MOKa3aHkbl Ha Qur. 6.

OtHOCHUTENbHAS OMOJOCTYITHOCTD 2-((3-(4-unanonadranu- 1 -11)IUPUIUH-4-1IT) THO )-2 -METHII-
MPONaHOBOM KUCIO0THI U3 Tabietku MR ¢ 10 mr cocrasmsna 100% mo cpaBuenuto ¢ 2-((3-(4-unanonadranus-1-
W) TUPUANH-4-WIT) THO)-2-METHINTPOIIaHOBOH KUCIOTOH M3 Tabnetok MR ¢ 2,5 Mr, BBOTUMBIMU B BHAE OOIIEH
JI03bI, cocTaisttoniei 10 mr, Haromak, Ha ocHoBanuH AUCoo. ['eoMeTprueckue cpenHue 3HaY€HUsT COOTHOIIIE-
HUs 1 coorBercTBYIommiA 90% CI st C.x 1 AUCoo 6bumH B penesax 6noskeuBaiieHTHOCTH (0T 80 10 125%).
Ionmxenne ypoBHs sUA mocne BBemeHus 1036l 2-((3-(4-nmanonadtanuH- 1 -vn)mupuIuH-4-1i1)THO )-2-
METHJITIPOTIAHOBOM KHCHIOTHI ¢ Tabmerkoiik MR ¢ 10 Mr Haromak OBUIO CPaBHUMO C BBEICHHEM
2-((3-(4-mmmanonad TanuH- | -wI1) TUPUIUH-4-FIT) THO )-2-METHIIITPOTIAHOBOM KUCIIOTHI ¢ Tabnetkamu MR ¢ 2,5 mr B
obieit 103e, cocTasisromiei 10 mr.

ITo cpaBHEHUIO C COCTOSIHHEM HATOIIAK IHINA C HU3KAM COAEP)KaHHEM KHUPOB CHIDKaNA moka3ateid Cy,, U
AUC,, 2-((3-(4-unanoHadTanuH-1-nin)IHpUINH-4-1IT)THO)-2-METHINIPONAHOBOM KHCIOTH MpUMEpHO Ha 21 u
17% cootBerctBenHo. [loHmkenne ypoBH: sUA mocie BBeIeHHS JO36I C MTUIIEH ¢ HU3KUM COJePKAHUEM KUPOB
OBIJIO COTIOCTAaBUMO ¢ TTOHIKEeHHEM ypoBHs sUA HaTomax.

[Muma ¢ BEICOKUM COepiKaHUEeM KUPOB ToBkImana nokazarenu C,, 1 AUC,, 2-((3-(4-mmanonagranus-1-
W) THPUANH-4-TT) THO )-2 -METHITIPONIaHOBOH KHCTOTH Ha 82 1 34% cootBeTcTBeHHO 1yt TabneTku MR ¢ 10 mr
M0 CPaBHEHUIO C COCTOSTHHEM HaTomak. [Inima ¢ BRBICOKMM coep:kaHHEeM KHUPOB yCHiIHBaa 3(pQeKT moHmKeHns
ypoBHsl SUA (mmpumepHo 44% MaKcHUMalbHOE CHH)KEHHE OTHOCUTENLHO 3HAYEHUS 10 BBEJCHUS J03bI) MO CPaB-
HCHHIO C COCTOSTHHEM HaTomak (mpuMepHo 32% MaKCHUMaIbHOC CHIDKCHHE OTHOCHUTEILHO 3HAYCHUS JI0 BBEIC-
HUS J103b1). YCcHIeHHOe ToOHKeHNe YpoBHS sSUA B YCIIOBHSIX BBICOKOT'O COJIEpP)KaHHS JKHPOB coracyercst ¢ 6o-
Jiee BBICOKMMU TOKa3aTeNIIMU JIEKAPCTBEHHOT'O CPEJICTBA B IJIa3Me KPOBH.

[Honmxkenue ypoBHsi SUA, NOCTUTHYTOE€ NpU BBEIEHUH COCTAaBOB, IOKAa3aHO B TNPUBEICHHOW HUXKE
Tabnume.

(1,00-4,00)  (11,9-188)  (66,6-107)  (85.7-153)  (95.9-176)  (10,6-22.5)

(1,00-6,00)  (9.23-15.1)  (55.9-867)  (77.3-124)  (84.4-139)  (11.6-20.4)

(150-8,00)  (202-366)  (103-159)  (130-199)  (137-219)  (11,5-23,9)
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Cocras Hoza VYcnosue AUCp4 Cpennee %
(ar-u/mi) U3MEHCHUE
yposHs sUA
OTHOCHTEINIBHO
YPOBHS 1O
BBEICHIIS 03bI'
MR4 4 x Tabnerku ¢ Haromaxk 87,9 30,7%
2,5 Mr
MR4 1 x Tabnerka ¢ Haromak 84,6 31,5%
10 mr
MR4 1 x Tabnetka ¢ ITocne npuema 69,6 29,4%
10 mr MULIHM ¢ HU3KUM
cozepKaHHueM
JKUPOB
MR4 1 x Tabnetka ¢ INocne npuema 128 43,6%
10 mr MUILIH C
BBICOKUM
COAePKAHIEM
JKUPOB

194 m3meneHue ypoBHA SUA 03HAYAET MAKCHMATHHOE HAOOJAEMOE TIPOLICHTHOE H3MEHEHHE 3HAUCHHH
KOHIICHTPALIH YPAaTOB B CHIBOPOTKE KPOBH OTHOCHTCIHHO YPOBHS 10 BBEACHUA 103bI (B nay)

DddextuBnocTh 2-((3-(4-tManOHAGTAINH- | -1 TAPUIUH-4-1JT)THO )-2-METHITIPOTIAHOBON KHCIIOTHI B IT0O-
HUKCHHUH YPOBHS MOYEBOH KUCIIOTHI B CRIBOPOTKE KpOBH JIMHEHHO cBsizana ¢ AUC.

IIpumep 11. Crioco6 moaydeHusI COCTABOB JIJIS TIEIIJIETOB.

CocTaBbl JJIs TEJUIETOB TONyYald CHOCOOOM HACIIOCHHS JIEKAPCTBEHHOTO CpencTBa. MHEpTHOE sapo
W3 TBEpPAOTO MaTepuasia Cco CpemHHM pa3mepoM, coctaBimsomuM — 100-700  MKM, MOKPBIBAIA
2-((3-(4-unanonadranu- 1 -n1)IUPUINH-4-HIT)THO )-2-METHIIIIPONIAHOBOM KHCIIOTOH B CHOCOOE HAacJOCHHMS Jie-
KapCTBEHHOT'O CPEACTBa. PacTBOp MM CyCIICH3MIO, COJEPIKAIyI0 YKa3aHHOE COEeMHEHHE, PaclbusId Ha TBEp-
JIbIl MaTepHall ¥ paCTBOPHUTEIb BHIIAPUBAIN. [IprMephl MHEPTHBIX sA€p, KOTOPBIE MOKHO MCIIOJIb30BaTh, BKIIIO-
YaoT MHUKPOKPHCTAJUIMYECKYIO LeJutoio3y, Takylo kak Celphere CP-203 (200-300 mxwm), Celphere CP-305
(300-500 mxm) mmm Celphere 507 (500-700 Mxm), TuOKCcH KpeMHHUS (TIECOK) WM CaXapo3y.

IMocne Toro, kak 2-((3-(4-umanonadranus-1-wn)MupuaAnH-4-11)THO)-2-METHIIITPOIIAHOBYIO KHCIIOTY Ha-
HEeCITH Ha MHEPTHOE SAPO, 00pa3zyercs CIOW IUICHKH ¢ TOJXy4eHHEeM MeMOpaHbI, KOHTPOJIHPYIOUIEH CKOPOCTh
BBICBOOOXKIeHUs. CIIOH TUICHKHU MpeaycMaTprUBaeT TaKoW mojuMep, kak stunneinoiosa (EC) n/unm ruapokcu-
npormesutonosa (HPC). Kommaectso HPC u EC coctasnser 1-99%, manpumep 10-60% wmu 25-45%, ot 06-
e Macchl oJuMepa.

Cramus 1. [TokpbITHE HHEPTHOTO Sapa MEIUIETA.

PactBOp cpexnctBa momyvarot B KoHueHTpamuu 1-30% mo Becy, Hanpumep 5-15% mo Becy. CpencTso cme-
HIMBAIOT CO CBA3YHOIUM BemecTBoM, TakuM kak HPC, HPMC unu npyroil nonumep, 1 JUCIIEPTUPYIOT B pac-
TBOpHTENe. [Ipumepamu pacTBopuTENnei, KOTOPbIE MOYKHO HCIOJIB30BATh, SBISIOTCS BOJA WM CIMPT, TAKOH Kak
STaHOJI, UM UX CMeCh. PacTBOp MK CyCIIEH3UIO BBIAEPKUBAIOT Ipu Temmneparype oT 15 no 40°C. Pacteop niu
CYCIIEH3UIO YKa3aHHOTO COEIWHEHHS DPAacHbUISIOT Ha MaTepHall siipa B 00OpPYJOBAaHHU C TCEBIOOXHMKEHHBIM
cinoem, TakoMm kak Aeromatic MP1, LabCC (Graniten LabCC) umu Glatt GPCG, npu Temneparype 50-100°C,
Harpumep 35-80°C mim 50-75°C, nanpumep, B Teuenue 30-500 muH. Mcnonp3yemble pa3Mephl MapTHA OOBIYHO
coctaBisitoT oT 10 T 1o 400 xr. J[71s pa3mepa nmapTud, COCTABISIONMIETO | KT, HCIIONB3YIOT CKOPOCTh PaCITbUICHUS
5-40 r/MuH.

Taxxe BO3MOXKHO IPUMEHEHHE CIToco0a KprcTauIH3auy 6e3 He0OX0ANMOCTH B CBSI3BIBAIOIIECM BEIIIECTBE.
B sTOM ciydae KpHCTaINYeCKOe COSIMHEHNE MOYKHO PAacCTBOPSTH B PACTBOPHUTENE M 3aTE€M IEPEKPUCTAILTH30-
BaTh Ha s/Ipax/3aTpaBKax B IICEBIOOKIKEHHOM CIIOE.

OTO MOXHO MHUIMHMPOBATH WM OCYLIECTBIISITH C TIOCEBOM KPUCTAJIOB YKa3aHHOTO COEIMHEHMS MM 0e3
HETO ¥ MOXXHO BBITIOJIHATH B OJTHY CTaJIUIO WM Pa3AeiiTh HA HECKOJIBKO MOIapTHiL.

Cranus 2. HaneceHue OJIMMEPHOTO MOKPHITHS HA MEJUIETHI CO cTaauH 1.

I'panynsl nesureToB, cOPMUPOBAHHEIE HA CTaIUH 1, MOKPHIBAJIM TAKUM IMOJIMMEPOM, KaK JTHIILIEIUII0NI03a
(EC), runpokcunponunnemnonosa (HPC) unu ux cmecs. B ogHOM BapuaHTe OCYIIECTBIECHHUSI CMECh COAEPHKUT
HPC B xomuuectBe ot 0 1o 100%, Hanpumep ot 10 1o 60% wumu ot 20 10 50%, 0T 00IIET0 KOIMYECTBA MOKPHI-
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BaloIero nojuMepa. IlomuMep W/MIM MX CMECh PacTBOPSIIOT B PAaCTBOPUTENE, TAKOM KaK BOJd, KETOH WM
CIIHPT, TaKOW KaK 3TAHOJI, /WM UX CMecsX. PacTBOp pachbUISIOT Ha TPaHyJbl B 000PYIOBaHUH C TICEBIO0XKHU-
JKEHHBIM cJIoeM, TakoM kak Aeromatic MP1, LabCC wmu Glatt GPCG, npu temneparype 60-120°C, manpumep
75-100°C. PacTBOp pacubLISIOT HA TpaHyJbl B TEUCHHE JOCTATOYHOTO MEpHUoaa BpeMeHH, Hanpumep ot 10 MuH
1o 400 mun. Tpebyemoe BpeMs 3aBHUCHUT OT pa3Mepa MapTUU U HEOOXOJUMOW TOJIIUHBI TOJMMEPHOU TUICHKH
JUTS JOCTIDKEHHS KeTTaeMOoro Mpo st BEICBOOOXKICHHS cpeacTBa. Pasmep maptun Moxet coctaBisats oT 10 T 10
400 xr.

Cramus 3. HanmosmHeHNe KamnCyJsibl WM Ta0JIeTHPOBaHNE.

Ilenneramy, coaepKallUMHU COCIMHEHUE 2-((3-(4-unanonadranuH- 1 -mn)MUpUINH-4-1IT) THO )-2 -
METWINPONIAHOBYIO KUCIIOTY, IOJYYEHHBIMHA B COOTBETCTBUH CO CTaJHEH 2, MOXHO HAIOJHITH Karcyiy. [Ipu-
MepaMH MaTepHaja Karcyjbl, KOTOPBI MOKHO HCIIOJIb30BAaTh B COOTBETCTBHH C HACTOSIINM H300pETEHHUEM,
SIBJISIFOTCSI THAPOKCUIIPONMIMETHIIIEIUTION03a HITH JKeJIaTHH. B KadecTBe ajabTepHATUBBI MEJUIETHI MOXKHO Cop-
MHPOBaTh B TaOJETKY.

[Mpumep 12. [lomydeHue cocraa st eIeTOB (IPOGHIL BEICBOOOXKICHHS B TCUCHHE 3 U).

CocTaB 1S IEJUIETOB MOYYald ¢ IOMOIIBIO OMTUCAHHOW HIDKE KOMITO3UIIHH.

Kommozumust 1 Karcys ¢ 5 Mr ¢ eJuleTaM# ¢ MOAU(UITUPOBAHHBIM
BBICBOOOKICHIEM

KomnoneHntsl KoanuecTBo IMocTraBuuk

(Mr Ha KamncyJy)

AKTHBHOE COCJUHCHHE 5,0

Cdepsr MCC 0,15-0,3 mm 222 Asahi Kasei
HPMC ¢ 6 cI1 0,6 Dow
HPCLF 6,2 Ashland
EC 9,3 Dow
Dranon, 95% qs Kemetyl A
OunieHnas Bozxa qs

Kommo3uiust i Karncys ¢ 5 Mr ¢ IeJuleTaMu ¢ MOAU(DUITUPOBAHHBIM
BBICBOOOKIEHUEM

KoMnoHeHTbI KoanuectBo IMocTaBmuk

(Mr Ha KkancyJay)

Kancyma uz HPMC He onpenencHo Qualicaps

! 2~((3-(4-umanonadramuH- 1 -HI)THPHIUH-4-HIT)THO)-2 -METHIIPOIIAHOBAS KHCIOTA

OTOT IPUMEPHBIN COCTAB MOJyYalld C MOMOIIBIO0 Crloco0a B IICEBIOOKIKEHHOM CJIOC W MHKAICYIHNpPOBa-
HHS C  HAacJOCHWEM  JICKAPCTBEHHOTO  CpPEeICTBA WM HAHECEHHEM  TIOJMMEPHOTO  TOKPBITHA.
2-((3-(4-LlmanonadamuH- 1 -w1)TUPUINH-4-HIT) THO )-2-METHIIITPONIAHOBYIO KHCIIOTY TOHKO H3MENbYald C HC-
noJb30BaHueM Bo3ayxocTpyiHoi Mmenbuunb! (Fluid Energy Mills). ITomyuennsrii pasmep wactun Dy cocraBisin
MeHee 1 Mkm, D5y cocTaBisin meHee 5 MKM, U Dy cocTaBisiin MmeHee 20 MKM.

[Monyuanu pactBop nmonumepa u3z 15,0 r HPMC ¢ 6 cIl B 1350,0 r ounniennoit Bonsl. [lociie nomyuenus
mpo3payHoro pactBopa mobavimsumu 135,0 T ToHKO M3MenbueHHOH 2-((3-(4-umaHoHA(TANTUH-1-T)MTUpUAHH-4-
WIT)THO )-2-METHIIIPOIAHOBON KUCIOTHL. [10JYYCHHYIO CYCIIEH3HIO 3aIMIIAIN OT CBETa M MEPEMEIINBAIA B TeE-
yeHre HOYH. CyCIIEH3UIO BBIICPKUBAIU IIPH KOMHATHOW Temmeparype. [lepen pacmbUIeHHEM CYCIICH3UIO TPO-
CeWBaJIM Yepe3 CeTKy ¢ pa3MepoM siueek, cocTaBisromuM 200 mxM. CKOpOCTh pacIibuleHus: cocTaBisuia 8-12 r
CYCIICH3WH/MHUH B TEUCHHUE TIEPBBIX 5 MHUH U mocie 3Toro 10-20 r cycreH3un/MUH B TEUEHHUE JTOTIOTHUTEIBHBIX
105 mun. Temmneparypa Ha BXojae coctaBisuia 72°C. 1250 r cycniens3uu 2-((3-(4-umanoHadTanvH- | -u1)MupuInH-
4-wu)THo)-2-MeTranpornanoBoi KucaoTel/ HPMC pacbutsiiiz Ha 500 T chep MUKPOKPUCTAITHYECKOHN EIUTIONO-
361 (MCC) B Bune nopomka (Celphere CP-203 (150-300 MkM)) B 000pYJOBaHHH C TICEBIO0KIKEHHBIM CIIOEM
(LabCC3). TeMrepatypa BBIXOASIIETO BO3aAyXa cocTaBisuia mpuMepHo 30°C, TOTOK OXIDKAOIIET0 BO3IyXa CO-
CTaBIISUT MPHUOIU3UTEIBHO 35 Hwm’/4, u maBnenue BO3/yXa PacIbUTUTENS COCTABIUIO puMepHO 2,5 Oap. [po-
JIYKT MOYKHO TIOJTY4aTh Ha OJTHOW WIIK HECKOJILKHUX CTAIUAX B 3aBHCUMOCTH OT Pa3MEpPOB MapTHH.

INomyuaroT pacTBop nmomauMepos u3 57,6 r atunnemntonosst ¢ 10 cIl (EC) u 38,4 r ruapokcUnponuiIeno-
no3e1 (HPC), pactBopensbix B 1504 T 95% stanona. [emmetsl (150 T) ¢ HAaHECEHHBIM CIOSMH JICKapCTBCHHBIM
CPEICTBOM TOKPHIBAIA PACTBOPOM IOJIMMEPOB B 00OPYAOBAHHH C IICEBIOOKIDKCHHBIM CIIOEM IIPH TEMIIEpaType
BBIXOJISIIIETO BO3yXa, CocTaBisroneii mpumepHo 42°C, co CKOPOCTBIO PAaCIBUICHUS, COCTABISIONICH TPHMEPHO
10-18 r/mun. [Tocne pacubiieHus 1395 © pacTBOpa MOTMMEPOB TMEJUIETHI, IOKPBITHIE TTOJIUMEPOM, CYIIHUIH B Te-
genue 10 MuH B 000pyZ0BaHUH C TICEBJIOOKMKEHHBIM ciioeM. CM. mapaMeTphl criocoba HIbKe.
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ITapametpsl criocoba Jlnana3oHsl:
TemmnepaTypa Ha BXoze 72-74°C
TemmnepaTypa Ha BbIXOZE 42-60°C
TloTok oXIDKAIOLIEro BO3ayXa 35 Hm3/4
CKOpOCThb pacHbUICHUS 10-18 r/mun
JlaBieHue pacnplIIeMOro BO3AyXa 2,5 6ap
IToTok pacnbuIieMOro Bo3ayxa 2,6-2,7 Hv'/u

[TemreTsl, TOKPHITHIC TTOJIMMEPOM, TIPOCEUBAIH YePE3 CUTO C Pa3MEpPOM sUeeK, COCTaBISommM 710 MKM,
QHAM3UPOBAIM, a 3aT€M 3arpykajd B KallCyJibl U3 THIPOMEIUIO3bl, MAacCy HAIOJHEHUS PETrYyIHPOBAIU IS
obecrieueHHsT O3Bl TS JOCTAaBKH, cocTaBisromeil 5 mr 2-((3-(4-unanoHadTanuH- 1 -min)mupuauH-4-1I1) THO )-2 -
METHJINPOTIAHOBOM KUCIOTEHI.

[Mpumep 13. Tlomydenue cocrasa st eUIeTOB (IPOGHMIL BEICBOOOXKICHHS B TEUCHHE 5 1).

CocraB AJis NEeJUIETOB MOJIYYald C MOMOIIBIO0 OMTMCAHHON HIKE KOMIIO3HUIIUH.

Komno3umust Ui Kancys ¢ 5 Mr ¢ IeJuleTaMu ¢ MOAU(DUITUPOBAHHBIM
BBICBOOOKICHHEM

KomnoneHnTb1 Koaun4gectso ITocTaBuk
(Mr Ha KancyJy)

AKTHBHOE COEMHEHHE " 5.0

Coeper MCC 0,15-0,3 mm 222 Asahi Kasei
HPMC ¢ 6 cIT 0,6 Dow

HPC LF 5,6 Ashland
EC 9.9 Dow
Dranon, 95% gs Kemetyl A
OuuineHHas Boga gs

Karcyna uz HPMC He onpenencuo Qualicaps

! 2-((3-(4-unanoHaTaMIMH- | -HT)THPHTHH-4 -HII)THO )-2 -METHIIIPOIIAHOBAA KUCIOTA

OTOT NMPHUMEPHBII COCTaB MOIyYalld C TIOMOIIBIO CIIOco0a B TICEBIOOKIKEHHOM CJIO€ M MHKAICYJIHpPOBa-
HUS C  HAacllOGHWEM  JICKAPCTBEHHOI'O  CPEeACTBA M HAHECEHHEM  IIOJIMMEPHOTO  TOKPBITHSL.
2-((3-(4-nanonadranu- 1 -m1)IUpUIHH-4-1IT)THO)-2-METHITIPONIAHOBYIO KUCIIOTY TOHKO H3MEJbYalll C HC-
MOJIb30BaHNEM Bo3myxocTpyitHoi MensHUIB! (Fluid Energy Mills). ITosrydennstit pazmep gactuil Dy, cocTaBisin
menee 1 MM, D5, coctaBisin MmeHee 5 MKM, U Dy, cocTaBiist Mmeree 20 MKM.

[Momydanu pacteop mosmmepa u3 15,0 T HPMC ¢ 6 cIl B 1350,0 r ounmienno#t Bomsl. [Tocite momydeHus
po3padHoro pactBopa mobamBmsud 135,0 r Tonko m3menbueHHOU 2-((3-(4-nmanonadramuH-1-wn)nupuana-4-
WJT)THO)-2-METHIIMPOTTIAHOBOM KHUCIOTHI. CKOPOCTh paclblIEHUS COCTaBIsIa 5-12 T CyCneH3Wn/MUH B TeUCHHE
MEPBBIX 5 MHUH U mocie 3Toro 10-20 r cycneH3un/MyuH B TeUeHHe AOMOJHUTENbHBIX 105 muH. TemnepaTtypa Ha
Bxome cocraBmuia  72°C. 1250 r cycmemsum  2-((3-(4-umanonadranuH-1-mwin)nupuaMH-4-1T)THO)-2-
metwimnponanoBoit kuciaoTel/HPMC pacnsursiin Ha 500 T cdep Mukpokpucrauimaeckoit nemtonossl (MCC) B
Buze nopomka (Celphere CP-305 (300-500 MxM)) B 000pyIOBaHHH C IICEBA00KMKEHHBIM ci1oeM. TeMmneparypa
BBIXO/SIIIIETO BO3AyXa cocraBisuia npuMepHo 30°C, MOTOK OXKMIKAIOIIEr0 BO3AyXa COCTaBIIUI HMPUMEPHO
35 Hw’/4, ¥ JaBjieHHME BO3AyXa PACHbLIATENS COCTABIUIO MPUMEpPHO 2,5 Gap. IIPOAyKT MOXKHO MONydYaTh Ha
OJTHO MJIM HECKOJIBKHX CTAJHIX B 3aBUCHMOCTH OT pa3MepOB MapTHH.

[Mosyganu pactBop noiaumepoB u3 61,4 T atunmemtronossl ¢ 10 cIl (EC) u 34,6 © THIPOKCHITPOITHIIIEIITIO-
no361 (HPC), pactBopennsix B 1504 T 95% stanona. [lemmets! (150 T) ¢ HaHECEHHBIM CIOSMH JIEKapCTBECHHBIM
CPEICTBOM TOKPHIBAIN PACTBOPOM IIOJIMMEPOB B OOOPYAOBAHHH C IICEBIOOKIDKSHHBIM CIIOEM IIPHU TEMIIepaType
BBIXOJISIIIIETO BO3AyXa, COCTaBIIsIIONIeH mpuMepHo 42°C, cO CKOPOCTBIO PACIIBUICHHUS, COCTABIISIONIEH TPUMEPHO
10-18 r/mun. [Tocne pacnwinenus 1302,9 r pacTBopa MOTUMEPOB TMEIUIETHI, MMOKPHITHIC IMOJTMMEPOM, CYIIUIH B
tederre 10 MUH B 000pyIOBaHUH C TICEBIOOKMKEHHBIM cltoeM. CM. ImapaMmeTphl crrocoda HIKe.

ITapameTps! criocoba Juana3oHsl
Temmeparypa Ha Bxone 72-74°C
Temnepatypa Ha BBIXOE 42-60°C
IToTok OxxMKAOLIETO BO3AYXa 35 Hm3/4
CKOpOCTh pacmbUIEHUs 10-18 r/mun
JlaBieHne pachbUIIEMOTO BO3IyXa 2,5 bap
IToTok pacmpLIAEMOro Bo3ayxa 2,6-2,7 Hv'/u
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[enneTsl, MOKPBITHIC TOTHMEPOM, MMPOCCHBAIIN Yepe3 CHUTO C Pa3sMEpPOM SUECK, COCTABIIOMUM 710 MKM,
AHATM3UPOBAIIM, a 3aTEM 3arpyKaJld B KalCyJIbl U3 TUIPOMEIUIO3bI, MACCy HATIOJHCHHUS PETyIUPOBAIU IS
obecriedeHus 10361 IS TOCTAaBKH, cocTaBiisttomedt 5 mr 2-((3-(4-nnanonadranui- 1 -mn)mupuauH-4-11)THO ) -2 -
METHIIIPONAaHOBOW KUCIIOTHI.

[Tpumep 14. ITomyuenue coctasa s MeJieToB (IpoUiIb BEICBOOOXKICHUS B TEUCHHE 8§ 1).

CocraB [uisl MENJIETOB MOIYYaId C TIOMOIIBIO OMTMCAHHON HUXKE KOMIIO3UIIHH.

Kommosurus asist karcyit ¢ 10 Mr ¢ esieTaMu ¢ MoIu(GUIINPOBAHHBIM
BBICBOOOKICHIEM

KomnoneHTbI Koauuectso IMocTaBiuuk
(Mr Ha KamncyJy)

AXTUBHOE COG)I[I/IH(:!HI/I@I 10,0

Coepsr MCC 0,15-0,3 mm 445 Asahi Kasei
HPMC ¢ 6 cIl 1,1 Dow

HPC LF 10,1 Ashland
EC 20,9 Dow
Dranon, 95% qs Kemetyl A
OuurineHHas Boga qs

Karcyma u3 HPMC He onpeaeneno Qualicaps

! 2~((3-(4-nuaHoHA(TAMMH- | -HIT)THPH IHH-4-HI)THO )-2 -METHIITPOTIAHOBAS KUCTIOTA

OTOT NPUMEPHBII COCTaB MOIyYall C TIOMOIIBIO CIIoco0a B TICEBIOOKMKEHHOM CJIO€ U MHKAICyJIHpPOBa-
HUS C  HAacllOGHHEM  JICKAPCTBEHHOI'O  CPEACTBA M HAHECEHHEM  ITIOJIMMEPHOTO  TOKPBITHSL.
2-((3-(4-nanonadranu- 1 -m1)IUpUIMH-4-1IT)THO)-2-METHITIPONIAHOBYIO KUCIIOTY TOHKO HW3MEJbYallll C HC-
noJb30BaHueM Bo3ayxocTpyiHoi Mmenbuunb! (Fluid Energy Mills). ITomyuennsrii pasmep wactun Dy cocraBisin
MeHee 1 Mkm, D5y cocTaBisin meHee 5 MKM, U Dgg cocTaBmsiin MmeHee 20 MKM.

[Monyuanu pactBop nmonumepa u3z 15,0 r HPMC ¢ 6 cIl B 1350,0 r ounnienno#t Bonsl. [lociie momyuenus
po3padHoro pactBopa mobaBmsud 135,0 r Tonko m3menbueHHOU 2-((3-(4-nmanonadranuH-1-wn)nupuana-4-
WIJT)THO)-2-METHIIIPOTIAHOBON KHUCIOTHI. CKOPOCTh pacHblIEHUS COCTaBIsia 5-12 T CyCneH3Wn/MUH B TeUCHHE
MEPBBIX 5 MHUH U mociie 3Toro 10-20 r cycneH3un/MyuH B TeUeHHe AOMONMHUTENbHBIX 105 muH. TemnepaTtypa Ha
Bxosle coctaBisuia  72°C. 1250 1 cycmem3um  2-((3-(4-mmaHoHadTaTUH- | -VIT) TUPUITH-4-FIT) THO )-2 -
MetmimponanoBoit kucioTel/HPMC pacnwisiim Ha 500 T chep MUKpokpUcTauTHdeckol 1emtrono3sl (MCC) B
Buge nopomka (Celphere CP-305 (300-500 Mxm)) B 000pyIOBaHUU C TICEBIO0KIKEHHBIM ciioeM. Temmneparypa
BBIXO/SIIIIETO BO3AyXa cocraBisuia npuMepHo 30°C, MOTOK OXKMIKAIOIIEr0 BO3AyXa COCTaBIIUI HMPUMEPHO
35 Hw’/u, ¥ JaBjieHHME BO3yXa PACHBLIATENS COCTABIUIO MPUMEpPHO 2,5 Gap. IIPOAyKT MOXKHO MONydaTh Ha
OJTHO MJIM HECKOJIBKHX CTAJHIX B 3aBUCHMOCTH OT pa3MepOB MapTHH.

[Moxyugamu pactBop nonumepoB u3 64,8 r srunuesntonossl ¢ 10 cIl (EC) u 31,3 T ruapokcuponmiIesuo-
no3e1 (HPC), pactBopensbix B 1504 T 95% stanona. [emmetsl (150 T) ¢ HAaHECEHHBIM CIOSMH JICKapCTBCHHBIM
CPE/ACTBOM IOKPBIBAJIN PACTBOPOM MOJIMMEPOB B 000PYIOBAHUH C TICEBIOOKIKEHHBIM CJIOEM IIPU TeMIeparype
BBIXOJISIIIIETO BO3AyXa, COCTaBIIsIIONIeH mpuMepHo 42°C, cO CKOPOCTHIO PACIIBUICHHUS, COCTABIISIONIEH TPUMEPHO
10-18 r/mun. [Tocne pacubiieHus 1395 T pacTBOpa MOTMMEPOB TMEIUIETHI, IOKPBITHIE TIOJIUMEPOM, CYIIHUIH B Te-
genue 10 MuH B 000pyZ0BaHUH C TICEBJIOOKMKEHHBIM ciioeM. CM. TapaMeTphl crocoba HIbKe.

ITapamerpsbi criocoda JuanasoHbl
Temnepatypa Ha BXoze 72-74°C
Temnepatypa Ha BbIXOAE 42-60°C
TToTok OXKMIKAKOLIEro BO3AYXa 35 Hm3/u
CKOpOCTh pachbUICHHS 10-18 r/muH
JlaBneHue pacublIsieMOro BO3AyXa 2,5 bap
IloTok pacnbuiseMOro Bo3ayxa 2,6-2,7 Hw/u

[TenteTsl, TOKPHITHIE TTIOJIMMEPOM, MPOCEUBATH YEPE3 CUTO C Pa3MEpOM sUeeK, cocTapisomuM 710 MKM,
aHATM3UPOBANIM, 4 3aTEM 3arpy’kKajld B KaIlCylbl U3 TUIPOMEIUIO3BI, MAacCy HANOIHEHUS PEryIupoBalul s
oOecrieueHHs TO3bI ISl TOCTaBKH, cocTaBisiromeii 10 mr 2-((3-(4-unaHoHadTamuH- 1 -11) IUpUARH-4-FT) THO ) -2 -
METHUJIPONAaHOBON KUCIOTHL.

IMpumep 15. Tlomydenue cocrasa st neieToB (IPOGHIb BEICBOOOXKICHHS B TeueHHe 15 u).

CocTaB 1151 IEJUIETOB MOTyYald ¢ HOMOIILIO OMUCAHHON HI)KE KOMITO3UIHH.
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KOMH03I/IHI/I${ JUTA Karicys ¢ 10 Mr ¢ memieTamMu ¢ MOHI/I(l)I/IIII/IpOBaHHI)IM
BLICBO60)K,Z(GHI/ICM

KoMnoHeHTBbI Konunuectso ITocTaBuuk

(Mr Ha KancyJy)

AKTHBHOE COEMHEHME 10

Coepsr MCC 0,15-0,3 mm 445 Asahi Kasei
HPMC ¢ 6 Il 1,1 Dow

HPC LF 9,0 Ashland
EC 22,0 Dow
Oranoi, 95% qs Kemetyl A
QuuineHHas Boja qs

Kancyna uzs HPMC He ompeaencro Qualicaps

! 2-((3~(4-unanonadramuH- 1 -HIT)MHPUAUH-4-HIT)THO )-2-METHINPONAHOBAA KHCIIOTA

OTOT IPUMEPHBIN COCTAB MOJyYalld C MOMOIIBIO0 Crioco0a B IICEBIOOKIKEHHOM CJIOC W MHKAIICYIHUpPOBa-
HHS C  HAacJIOCHWEM  JICKAPCTBEHHOTO  CpPEeICTBA WM HAHECEHHEM  TIONMMEPHOTO  TOKPHITHA.
2-((3-(4-Llnanonad ramuH- 1 -F1)TUPUIAH-4-HIT) THO )-2-METHIIITPONIAHOBYIO KHCIIOTY TOHKO H3MENbYald C HC-
MOJIb30BaHNEeM Bo3myxocTpyitHoi MenbHUIB! (Fluid Energy Mills). ITosrydennsiit pa3mep gactuil Dy, cocTaBisin
MeHee 1 Mkm, D5y cocTaBisin meHee 5 MKM, U Dgg cocTaBmsiin MmeHee 20 MKM.

[Monyuanu pactBop nmonumepa u3z 15,0 r HPMC ¢ 6 cIl B 1350,0 r ounniennoit Bonsl. [lociie nomyuenus
mpo3pavHoro pactBopa mobamimsumu 135,0 T ToHKO M3MenbueHHOH 2-((3-(4-umaHoHATANTUH-1-T)MTUpUAHH-4-
WJI)THO)-2-METHUIIIIPOTIAHOBOK KUCIIOTHL. CKOPOCTh pachbuIeHHs cocTaBiisuia 5-12 T CyCHEeH3uH/MUH B T€UECHUE
nepBbIX 5 MuH U nociie 3toro 10-20 r cycrnieH3un/MUH B TeueHne AononHuTenbHbXx 105 mun. Temmepatypa Ha
Bxome cocraBmuia  72°C. 1250 r cycmemsum  2-((3-(4-umanonadranuH-1-min)nupuanH-4-1T)THO)-2-
MetmimponanoBoit kucioTel/HPMC pacnwisiim Ha 500 T chep MUKpokpUcTauTHdeckol memtrono3sl (MCC) B
Buge nopomka (Celphere CP-305 (300-500 Mxm)) B 000pyIOBaHUU C TICEBIO0KIKEHHBIM ciioeM. Temmeparypa
BBIXOJSINET0 BO3ayXa cocTaBisuia mpuMepHo 30°C, MOTOK OKMXKAIOMIETO BO3AyXa COCTaBISUI TPUMEPHO
35 HM'/4, U naBiieHHe BO3IyXa PACIBUIMTENS COCTABISUIO MPHMEpHO 2.5 Gap. IIPOLYKT MOXKHO MOIydaTh Ha
OJTHOM WJTM HECKOJIBKHUX CTaJHAX B 3aBUCHMOCTH OT Pa3MEpOB MapTHH.

[Tosyganu pactBop moiaumepoB u3 68,2 T atrnmertronossl ¢ 10 cIl (EC) u 27,8 r THIpOKCHITPOITHIIIEIITIO-
no3e1 (HPC), pactBopensbix B 1504 T 95% stanona. [emmetsl (150 T) ¢ HAaHECEHHBIM CIOSMH JICKapCTBCHHBIM
CPE/CTBOM IOKPBIBAIN PACTBOPOM MOJIMMEPOB B 000PYIOBAHUH C TICEBIOOKIKEHHBIM CJIOEM IIPU TeMIeparype
BBIXOJSILET0 BO3AYXa, cocTaBisomeil npumepHo 42°C, co CKOPOCTBIO PACHBLICHUS, COCTABIAIONIEH IPUMEPHO
10-18 r/mun. [Tocne pacnburenus 1395 r pacTBopa MOIMMEPOB MEJIETHI, HOKPHITHIE MTOJUMEPOM, CYLIMIH B Te-

yerne 10 MUH B 000pYIOBaHHH C IICEBIOOKIKEHHBIM clioeM. CM. mapaMeTphl criocoda HIKe.
TTapamerpsr criocoba

Temnepatypa Ha Bxone 72-74°C
Temnepatypa Ha BeIXOzE 42-60°C
TToTok oxkMKaroLIero Bo3nyxa 35 Hm3/4
CKOpOCTb pacHbLIeHUS 10-20 r/muH
JlaBnenue pacnbuIeMOro Bo3ayxa 2,5 6ap

Ilotok pacnbuisieMoro sosayxa 2,6-2,7 Hv*/u

[lenneTsl, MOKPHITHIE MOJIMMEPOM, MPOCEHBAIIM YEPE3 CUTO C pa3MepoM siueek, cocTaBistomum 425-710
MKM, aHaJIM3UPOBAJIH, a 3aTE€M 3arpy>Kajid B KarcyJbl U3 THIPOMEIIO3b], MACcCy HAMOIHEHUS PETYIUPOBAIH IS
oOecrieueHHs TO3bI ISl TOCTaBKH, cocTaBistromeii 10 mr 2-((3-(4-unaHoHadTamuH- 1 -mn) IUpUARH-4-FT1) THO ) -2 -
METHIIIIPOTTIAHOBOY KUCIIOTHI.

[Tpumep 16. [TomyueHue cocTana s TeJJIETa ¢ UCIIOJIB30BAHNEM COJTM MOHOATAHOJIAMUHA.

CocTaB 1S TIEJUIETOB MOJTYJalTi ¢ IIOMOIILIO OTIMCAHHOHN HIKE KOMIIO3HITHH.
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Kommosumust st xkarcys ¢ 5 mr ¢ nemeramu ¢ MEA ¢ MoauduunpoBaHHBIM
BBICBOOOXKICHHEM

KomnoneHTBI KoanuectBo IlocraBuuk
(Mr Ha KarncyJy)

AKTUBHOE COe/THHEHHE 5

Cdeper MCC 0,3-0,5 mm 25,77 Asahi Kasei
HPMC ¢ 6 cI1 0,46 Dow

PVP K30 4,04 Sigma-Aldrich
EC 12,79 Dow

Oranomn, 95% Qs Kemetyl A
Creapar MarHust 0,06 Peter Greven
OuuieHHas Boja Qs Milli Q
Kancymaa uz HPMC He onpeneneno Qualicaps

! 2~((3-(4-yuanonadranuH-1 - THPHIUH-4 - HIT) THO ) -2 -ME TH/IPONAHOBOI KHCIOTbI MOHOITAHOIAMUH

B kadectBe ucxomHoro marepuana ucnoibzoBanu siapa u3 Celphere CP305 (Asahi Kasei, 0,3-0,5 mm).
Cycnensus API, ucnionms3zyemast 11 OKPBITUS s1ep, cocTosa u3 Boasl MilliQ, ToHKO M3MeTbUeHHOW MOHO3TA-
HOJIaMHUHOBOU conn 2-((3-(4-nmanoHad TanuH- | -1i1) MAPUAHH-4-1JT) THO )-2-METHIITIPONIAHOBOK KHUCJIOTHI (COJb
MEA, nonydena, kak ornucano Hmwke) 1 HPMC ¢ 6 cIl.

Ilennetsl ¢ HaHeCEHHOM cnosiMU Ha s1ipo conblo MEA mnonydanu ¢ koHueHTpanueit conu MEA ot 165 no
176 mr/r. ComeprkaHue Cyxoi Macchl cycrieH3uH cocTaBisuio 22%, 20% comu MEA u 2% HPMC c 6 cIl.

CycneH3uro A1 HaHeceHHs MOKpBITHS u3 cios conu MEA momydanu cHavana pactBoperueM HPMC B
OYUINICHHOH BOJIC C MCIIOJIb30BaHIEM MarHUTHOM MeIIaiKu B TedeHue Houu. [locne sToro modasmsmu cons MEA
U CYCIEH3UIO NepeMelInBaIM nepes npuMeHeHreM. CyCleH3HI0 NepeMenInBaIi BO BpeMs crioco0a HaHeCeHHs
TIOKPBITHS.

[TemreTsl ¢ HAHECEHHOW CIIOSIMU Ha SApO coibio MEA m3roraBnuBaiy B 000pyI0OBaHUM C TICEBI00KIDKEH-
HBIM cJoeM ¢ pacmbuieHHeM Ha aHe (MiniGlatt). OObraHBI MacmTad MPOU3BOJCTBA COCTABILT 25 T suep U
118 r cycrieH3un JIst MOKPBITHS.

PactBop Ha ocHOBe »Tanona st MR-mreHok nomydanu nob6asnenuem EC/PVP x 95% stanonry npu nepe-
MeIIMBaHUH. MaTepraiisl OCTaBIBIN Ha HOYB JUI pacTBopeHus. HaHneceHHe MOKPHITHS MPOBOIMIN B 000pyI0-
BaHMU C TICEBAOOXKIKEHHBIM citoeM (MiniGlatt). [TapameTpsl crioco0a rmokazaHbl HUXE.

[TapameTpsl cioco0a JuIst IEJIIETOB ¢ HAHECEHHOU
CJIOSIMH Ha 3aTpaBKy/s1po coipio MEA

T na Bxone 70-75°C

T Ha BeIXOZE 40-60°C

FF 13 Hm3/4
CKOpOCTB MOKPBITHS 2-4,0 v/mMmuH
JlaBneHue pacnblsIeMOro BO31yXa 1,0 6ap
IloTok pacnbuisieMOro Bo3ayxa 1,1-1,3 Hv/a

[TapameTps! criocoba HaHeceHUst TOKPBITHS MR Ha mesureTs

T na Bxone 70-75°C

T Ha BBIXOZIE 45-60°C

FF 11 Hv'/u
CKOpOCTb MOKPHITHS 4-6,0 r/mMuH
JlaBieHue pacnbLIIEMOrO BO3yXa 1,0 6ap
IToTok pacmpuIseMOro BO3ayxa 0,4-0,5 Hw'/ua

ITomyyeHne conu MOHOITAaHOIAMUHA.

MoHosTaHonaMuHOBYI0  conb  2-((3-(4-umanoHadTannuH- 1 -1 IUpUANH-4-1T)THO )-2-METHIIPOIIaHOBOH
KUCIIOTHI BBIIENSIN U3 H-OyTaHonara 2-((3-(4-umanoHadTannH-1-uin)IUpUIANH-4-1IT)THO)-2-METHITPOIaHOBOH
KUCIIOTBL B COOTBETCTBUM coO clenytomeld npouenypoi. K H-Oyranomary 2-((3-(4-umanonadranus-1-
W) IMPUANH-4-1I1)THO)-2-MeTHinponaHoBoi kucnotsl (34,80 1, 92,53 MMoib) 100aBISIIM METHISTHIKETOH
(167 mu) m mumernincynbporcua (42 mm). [Tonydernyro cMmech HarpeBanu a0 47-50°C, 9ToObI MOMYyYUTH pac-
TBOp. 3aTeM PacTBOP OCBETISUIM (PHILTPOBaHWEM W TOMYyYEHHBIH (UIBTPAT MOBTOPHO HarpeBamu mo 47-50°C.
3arem noGaBisuk 2-aMuHOATaHOd (6,1 M, 100 MMOITB) B TedeHHe MO MeHbIeH Mepe 10 MUH, HHUIUUPYS Oca-
JKICHHUE MPOAYKTa U3 pacTtBopa. Temmneparypy cHikanu 10 0-10°C B TedeHHe MPUMEPHO 2 9 B CYCIICH3HUIO MPO-
JOyKTa TIEpEMEIINBAIN B TE€UEHUE 1 I B 3TOM TeMIepaTypHOM uamnasoHe. [Ipoaykrt Beiaensnu GuibTpoBaHHUEM,
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0CaJIoKk Ha (QGHUIBTPE ABAXKIBI MMPOMBIBAIH METHIITHIKETOHOM (2x70 MII) M BBICYIITHBAIM in vacuo 10 IMOCTOSH-
Horo Beca mpu 60-65°C, moiyyas MOHO3TaHOJIAMHHOBYIO couib 2-((3-(4-umaHonadTanu-1-wi)nupuaua-4-
WJI)THO)-2-METHIIIIPOIIAHOBOH KHCIJIOTHI B BHJAE KpHCTaUIMYeckoro Oesoro TBepmoro BemectBa (35,91 T,
86,37 mmomb, 93,3%).

MoHO3TaHOTaMUHOBYIO  colib  2-((3-(4-nmanoHa( TaIuH- | -1 ) TUPUAHH-4-HIT) THO )-2-ME THIITIPOTIaHOBO
KHCIIOTBI MOYKHO Takke BeIIEIUTh U3 2-((3-(4-mmanoHadTanuH- | -ui1)puanH-4-11) THO )-2-ME THIITPONIaHOBOH
KHCIIOTBI B COOTBETCTBUU €O cienyroniei npouenypoit. K 2-((3-(4-nmmanonadtamus- 1 -vin) mupu IuH-4-101) THO )-2 -
MeTHIIpoIaHoBo# kuciote (64,81 r, 181 MMoub) 706aBISITH METHIDTIIIKETOH (311 MiT) B TUMETHIICYITb(HOKCH]T
(78 mu). Tomyyennyto cMmech HarpeBaid a0 47-50°C, 4ToOBI MONYYHWTH PAcTBOp. 3aT€M PACTBOP OCBETILIN
(bUITHTPOBAHUEM U MOTYYESHHBIN GMIBTpAT OBTOPHO HarpeBanu a0 47-50°C. 3areM m00aBIsIN 2-aMHUHOITAHOI
(11,5 mi, 191 MMons) B TeueHHE MO MEHbINEH Mepe 10 MUH, HHUIIMHPYS OCAXICHUE MPOIYKTa U3 PACTBOPA.
Temnepatypy camxanu 10 0-10°C B TeueHHe NpUMEpHO 2 4 U CyCIEH3UI0 MPOAYKTa NEPEMEIINBAIN B TE€UCHUE
1o MeHbIei Mepe 30 MUH B 3TOM TEMIICpaTypHOM Jauamna3oHe. [IpoxyKT BeIAesUIN (GUIBTPOBAHUEM, OCAJIOK Ha
buUIbTpe MBAXKIBI MPOMBIBATH METHIIDITHIKETOHOM (2X65 MIJI) M BBICYIIMBAIM in vacuo O MOCTOSHHOTO Beca
npu  60°C, moxydas MOHOITaHOJIAMHHOBYIO coib 2-((3-(4-umanonadranuH-1-mn)nupuanH-4-nm)Tro)-2-
METHJITIPOTIAHOBOM KHUCIIOTHI B BHJIE KpHCTaJLIMYecKoro Oemoro TBepmoro BemiectBa (71,73 r, 172,3 mmons,
95,1%).

'"H SIMP (400 MI't, DMSO-dg, 90°C) 1,40 (d, J=9,6 T, 6H), 2,79 (t, J=5,5 T, 2H), 3,55 (t, J=5,5 T,
2H), 7,51 (d, J=8,5 I'u, 1H), 7,55 (d, J=7,4 T'n, 1H), 7,65 (td, J=1,1, 6,9, 7,6 I';, 1H), 7,77-7,84 (m, 2H), 8,17 (d,
J=7,4Tu, 1H), 8,23 (d, J=8,4 I'y, 1H), 8,29 (s, 1H), 8,52 (d, J=5,4 'y, 1H).

CooTHoIIeHre cBOOOLHAS KUCIIOTA: 2-aMUHOITAHOJI COTJIAaCHO 'H IMP 1:1,01.

ITpumep 17. [Tomyuenue coctaBa Jyisl MEJUIETOB C UCIIOJIH30BAaHUEM MOKPBITHS Ha BOJTHON OCHOBE.

CocTaB 115 TIEJUIETOB MOYYald ¢ IOMOIIBIO OMTUCAHHOW HIDKE KOMITO3UITHH.

Kommo3uiust Ui Karncys ¢ 5 Mr ¢ IeJuleTaMu ¢ MOAU(DUITUPOBAHHBIM
BEICBOOOXKICHIEM

KomnoneHTBI KoanyectBo ITocTaBmuk

(Mr Ha Kancyiy)

AKTHBHOE COCIMHCHHE 5,0

Coepsr MCC 0,15-0,3 mm 222 Asahi Kasei

KOMH03I/IHI/IH JJI KaricyJi € 5 MT ¢ IeJIeTaMu ¢ MOHI/I(I)I/IIII/IPOBaHHLIM
BLICBO60)K,HGHI/ICM

KommnoneHTbI KoaunuecTBo IMocraBiuuk

(Mr Ha KancyJy)

HPMC ¢ 6 cI1 0,54 Dow

Eudragit NM30D 2,75 Evonik
Kollicoat IR 0,775 BASF

Tampx 1,175 Sigma-Aldrich
Creapar mMaraust 0,06 Peter Greven
OunieHHAS BOAA Qs

Kancymna nuz HPMC He onpeneneno Qualicaps

! 2-((3-(4-unanoHa(TATHH- | -AIT)THPHARH-4 -HIT)THO )-2 -METUIITPONIAHOBASL KACIIOTA

2,47 t Kollicoat IR (mpuBUTON COMOJIMMEpP TOTMBHHIIOBOTO CIIUPTA/TIONMATHICHTIIMKOIS, H3TOTOBIICH-
uerii BASF) u 3,75 r nopomka tanpka cycneHaupoBaiu B 64,52 T Bonbl. [locne nepeMentiBanus B TeYeHUE HO-
uyn gobasmsum 29,25 r qucnepeun Eudragit NM30D. Conepskanne cyxoi Macchl B CyCIIEH3UH COCTaBIsLIO 15%
o Becy. Jlucnepcuro BBIACP)KUBAIH MPH KOMHATHON Temreparype. [lepen pacmpuieHHEM OUCTIEPCHIO TPOCEH-
BaJIl Yepe3 CETKY ¢ pa3zMepoM siueek, coctapisiomum 200 mxm. CkopocTh Hacoca cocTaBisiia oT 1 1o 2 T auc-
nepcun/mMuH. Temneparypa Ha Bxoae cocraBisuia 41°C. 35 r qucnepenn pacbsuisui Ha 10 T 3aTpaBOYHBIX sAEp
C HAaHECEHHBIM CJIOSIMHM JIEKApCTBEHHBIM cpeacTBoM 2-((3-(4-umanoHadranuH-1-mn)nupuanH-4-nm)Tro)-2-
METWINPONIAHOBON KHCIIOTHI (IIOJIy4eHHBIE, KaK OIMCaHO B IpuMepe 14) B CyNIMIKE C TICEBIO0KUKEHHBIM CJIO-
em (MiniGlatt). Temneparypa BBIXOJSIIETO BO3IyXa COCTABIsLIA MPUOMM3UTENHHO 25°C, MOTOK 0XKMXKAIOIIETO
BO3/IyXa COCTABIISUI PUOIM3UTETbHO 14 HM /4, M IaBieHHe BO3IyXa PACIbUIMTENs COCTABIIAIO MPHOTH3UTE b
Ho 1,6 Oap, aro maBaino 8,5% (Bec./Bec.) I TpaHylI aKTUBHOTO JIeKapcTBEHHOTO cpeacta/MR.
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TTapamerpsni ciocoba

T Ha BXOHE 38-43°C

T Ha BBIXOHE 25-35°C

FF 14 Hv'/g

CKOpOCTb IOKPBITHUS 1-2 r/mun

JlaBneHue pacnbuIA€eMOro BO3AyXa 1,6 6ap

ITorox pacnbuIsieMOro BO3ayxa 1,6-1,8 Hw'/u
ITpumep 18. McnelTaHue Ha pacTBOPEHHE COCTABOB ISl IIEJUIETOB.

Crioco0sbl.

PacTBOpeHne memieToB ¢ NpOJOHTUPOBAHHBIM BBICBOOOXKICHUEM, T00ABICHHBIX B BHJE CBOOOHBIX IIEl-
JeToB (HE IEJUIETOB B Karcyiax), B J103e, cocTaBisitomeii 10 Mr, mpoBoawin B yciaoBUsX pasHeXx pH cpensl B
COOTBETCTBUU C 0O0IIel mpomemypoit mist ycrpoiicta Il (somactHoit memanku) dapmakonen CoelWHEHHBIX
[IITatoB AMepHKH. AITHKBOTHI CPEIbl IS TECTa HA PACTBOPEHHUE 3aKaUYMBAIN B 3aMKHYTHIH KOHTYP IS KaKIOTO
OTJENBFHOTO CcOCy/a, M (QMIBTPOBAIN Yepe3 ONpe/eIeHHBIEC MPOMEKYTKH BPEMEHH, U aHATM3UPOBAIN C TIOMO-
IbI0 CIIEKTPOPOTOMETPa, CHAOKEHHOTO 10-MUIITUMETPOBOH MPOTOUHOM sUeHKoi ¢ Y D-NeTeKTHPOBAHUEM TIPH
303 HM, ¢ MONpPaBKOW Ha (OH C TIOMOIIBIO TPEXTOUSYHON JMHHUM TAHTE€HIIHAIBLHOTO cirycka mpu 380-420 HM.
BricBoboxaenne 2-((3-(4-umanoHadTannH- | -1T)MAPUIUH-4-1IT)THO )-2-METHIITIPOTIAHOBON KHCIIOTHI OTIPEeIIs-
M TyTeM cpaBHEHHs Y D-0TBETOB XpoMaTorpamm o0pas3noB ¢ Y®-oTBeTaMH CTaHIapTHOW KaIMOpOBOYHOM
kpuBoi. HcnonezoBanu 500 mn cpeasl s pactBopeHuss npu 37°C M CKOPOCTH JIONMACTHOM MelIayiku
100 06/MuH.

[TpuMeHUMBIMHU OBLIH MCTIONB3YEMbIE CPebl AJIsl pACTBOPEHUs ¢ HoHHOH cuioi (I).

pH 6,8 I=0,1: 50,0 MM KH2PO4 + 23,6 MM NaOH

pH 6,8 I=0,025: 14,2 MM KH2PO4 +5,4 MM NaOH

pH 6,5: 10,4 MM Na2PO4, 3,3 MM NaOH, 106 MM NaCl,

pH 6.,0: 80,6 MM KH2PO4 + 9,7 MM NaOH

pH 5.5: 7,02 MM nuMoHHOM kucaoTh + 19,91 MM nuruaparta nuTpata HaTpUsi
pH 4: 42,1 MM nuMoHHOM kucaoTel + 27,3 MM aurunpara urpata HaTpust
pH 1: 0,1 M HCI1

Pesynbrarsl pacTBOpeHHUs.

Ha ¢ur. 7 noxazan npo¢uib pacTBOPEHHS IS TIEJUIETa ¢ BEICBOOOXKICHHUEM B TEUCHHE 3 4, OMMMCAHHOTO B
npumepe 12. Ha ckopocTts BeIcBOOOXKAeHUS BiusieT pH cpenbl. [IpuMeuanue: noHHas cuia cpenst ¢ pH 6,8 co-
crasisiia 0,1.

Ha ¢ur. 8 nmoxazan npoduies pacTBOpeHHs IS TIeUIETa C BHICBOOOXKAEHHEM B TEUCHHUE S5 U, OMMCAHHOTO B
npumepe 13. Ha ckopocts BeicBoOOXneHus BiusieT pH cpenbl. [Ipumeuanne: nonnas cwia cpeast ¢ pH 6,8 co-
crasisa 0,1.

Ha ¢ur. 9 noxazan npoduis pacTBOpeHHs IS TIeUIeTa C BHICBOOOXKACHHEM B TEUCHHUE § U, ONMMCAHHOTO B
npumepe 14. Ha ckopocts BbicBoOOXeHus BiusieT pH cpenbl. [Ipumeuanne: nonnas cwia cpeast ¢ pH 6,8 co-
crasisa 0,1.

Ha ¢wur. 10 mokazan npoduiib pacTBOpEHUS IJIs MEJUIETa C BRICBOOOKACHUEM B Te€UEHHUE 15 U, OTICAHHOTO
B mpuMmepe 15. Ha ckopocts BbicBOOOXIeHus1 BiusieT pH cpenpl. [IpuMeuanue: nonnas cuna cpenst ¢ pH 6,8
cocrasisiia 0,1.

Ha ¢ur. 11 mokaszan nmpodwis pacTBOpeHUsI Il COCTaBa TeIeTa ¢ MOHO3TaHOJIAMUHOBOHW COJIBIO, OIH-
caHHOTO B puMepe 16. 3Hauenne pH cpenpl HE3HAYUTETHHO BIMSIO HA CKOPOCTH BBICBOOOXKICeHMS. [Iprmeda-
HUe: MOHHAas cuta cpenbl ¢ pH 6,8 coctaBisina 0,1.

Ha ¢wur. 12 mokazan npo¢uis pacTBOpeHUs Ul COCTaBa JUIA MEJUIETOB C MOHOSTaHOJIAMHUHOBOH COJIBIO,
MOJIY4YEHHOTO B COOTBETCTBUM C MPUMEPOM 16, 3a MCKIIOYEHHEM TOrO, YTO 3HAUYEHUs MAacCOBOTO KOIMYECTBA
PVP u EC 61 n3menenst ¢ 24% PVP K30 (76% EC) na 23% PVP K30 (77% EC). 3nauenue pH cpens! nnun
TecTUpyeMasi MOHHAsl CHJIa HE3HAYNTEIIbHO BIMSIM Ha CKOPOCTH BHICBOOOKACHHS.

IMpumep 19. Uccnenosanus PK Ha cobaubnx MOJENsX - COCTaBBI I NejuieToB 1 MR4.

dapMaKkOKMHETHYECKOE HCCIIEIOBAaHUE Yy COOaK IMOpO/Ibl 1adpasop NPOBOIMIN HATOLIAK, YTOOBI CPAaBHUTH
OTHOCHTENIbHYIO0 OMOIOCTYITHOCTD YETHIPEX Pa3HBIX COCTABOB IS MEJIETOB ¢ TabneTkoit MR4 u mepopaisHBIM
PacTBOPOM B J103€, COCTABJIAIONICH 2,5 U 5 MT, 4TO SKBUBAJICHTHO J103€ JJIS YeJIOBEKa, cocTapistoniero S u 10 mr
cooTBeTcTBeHHO. Tabnerka MR4, TecTupyeMas B JaHHOM WCCIIEOBaHNM, onucaHa B pumepe 5. CocTaBbl s
MEJJIETOB, IPOTECTUPOBAHHBIC B JAHHOM HCCIIEIOBAHHUH, OIIMICAHBI B ipuMepax 12-17.

HaGmomanu ©Ooyiee HHU3KYI0 OTHOCHTEIBHYIO OHMOJOCTYITHOCTH MJISi BCEX COCTAaBOB IO CPaBHEHHIO
C ATAIOHHBIM pacTBOpoM (cM. Tabu. 11 u ¢ur. 13). OTHOCHTENBHAS OMOJOCTYITHOCTh EJUIETOB /IS BEICBOOOXK-
JICHHS B TEYCHHUE 5 U 8 4 OBLIa COMOCTaBUMa ¢ TaKOBOW M3 TabneTkn MR4, B TO BpeMs Kak MEJUIETH ¢ MOHOITA-
HOJIAaMHHOBOH COJIM ¥ C MOKPBITHEM Ha BOJHOH OCHOBE XapaKTEPH30BAINCH 3HAYUTEIHLHO OoJiee HU3KOH OTHO-
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CUTEIHHOM OMOJOCTYITHOCTHIO 10 CPABHECHHUIO C JPYTUMHU COCTaBaMU JUIS TICIUICTOB JUIS BRICBOOOXKICHHUS B TE-
yeHue S u 8 u.
Tabmuma 11
Cpennue 3HaucHus PK-mapaMeTpoB B Im1a3mMe KPOBH PA3IUYHBIX COCTABOB
cpeacTna y cobak mopoabl Jadbpamop ¢ KuciabiM pH jKenryika HaToIaK

Cocras Jlekapcreennass Jlosa Tmax Cpy, AUCO0-24  Frel mo Frel no
¢popma (Mr) (a2 (M)  (aM*q) CPABHEHHI0 CPABHEHHIO
€ COCTABOM €
A pacTBoOpoM
(%) (%)
Pacteop PactBop 5 0,24 95,9 2196 - 100
MR4 TabneTka 5 1.9 174 1104 100 35
(HECKOJIBKO)
Menner ¢ Kancyna 25 3.8 13,5 527 109 54
BBICBOOOKICHUEM
B TCUCHUC
5 yacos
[Meaner ¢ Kamncyna 5 4.8 122 724 76 36
BBICBOOOKICHUCM
B TCUCHHUC
8 yacos
IMeaner c compro  Kamcyna 5 5,0 1,7 10,5 9 5
MEA
[lenmer ¢ Kancymna 5 55 3,3 27 25 14

TIOKPBITHEM Ha
BOJHOH OCHOBE

IMpumep 20. Knmnanueckoe ncnbiranue ¢assl | - cocrassl w1 nemieros 1 MR4.

PannomusupoBanHoe 0e3 KOHTpoIs Iuianedo S-cropoHHee mepekpectHoe (apmakokuHeTnueckoe (PK) u
(dhapmakogumaamudeckoe (PD) mcciaemoBanue ¢asel 1 Ha 3M0POBBIX B3POCIBIX CYOBEKTaX-MyXYHHAX, MPEIHA-
3HaUYEHHOE JUIA OIICHKH OTHOCHUTENBbHOH OmomocTymHocTH Karcyn ¢ 5 m 10 mr 2-((3-(4-nmmanonadranua-1-
W) TAPUIAH-4-1T) THO )-2-METHITIPOTIAHOBOK KHUCIOTH W TabimeTok MR4 ¢ 2,5 mr 2-((3-(4-unanonadranus-1-
W) IAPUAAH-4-1T) THO ) 2-METHIITIPOTIAHOBOW  KMCIIOTHI, BBOJAWMBIX B BHIE J03bI, cocTaBistomet 10 wr
(2,5 mrx4). B sToM HccieI0BaHUU OLICHUBAJIN BIUSHUE MUIIM C BBICOKUM cojlepkaHueM xupoB Ha PK u PD
2-((3-(4-mmmanonad TanuH- 1 -WI1) TUPUIUH-4-FIT) THO )-2-METHIIITPOTIAHOBOM KUCIOTHI. OOpasibl JJs onpeaeIeHus
PK B mmasmMe KkpoBH coOWpanyl B CIEAYIOUINE MOMEHTHI BPEMEHH II0 OTHOIICHHIO K BBEICHHIO JIO3BI
2-((3-(4-unanonadranuH- 1 -11)IUPUINH-4-HIT) THO )-2-METHIIIPONIAHOBOM KUCIOTH: B TedyeHne 30 MHUH JI0 BBe-
neHus 1036l M uepe3 30 mun u 1, 1,5, 2, 3,4, 6, 8, 10, 12, 24, 36, 48 u 72 1 nocne BBeneHus A03bl. KpaTtkoe omnu-
CaHMe CPETHHX 3HAYCHUHN (PapMaKOKHHETHUCCKUX MApaMETPOB B IUIa3Me KPOBU MOCJE BBEICHHS KOMITO3HMIIUN
st nesuietoB 2-((3-(4-nuanoHadranus- 1 -1m) TpuAnH-4-1I1) THO )-2-METUIIIIPOTIAHOBOW KHCIIOTHI NPUBEJNICHEI B
Tabm. 12.
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Tabiuuma 12
Kpatkoe u3noxenue GpapMakOKHHETHYCCKUX TApaMETPOB
2-((3-(4-mmanonadranuH- 1 -vn)MTUpUIAH-4-MIT) THO ) -2 -METHIIIPOITAHOBOH KUCJIOTHI B
u1a3Me KPOBH MOCJIe OJJHOKPATHOMW JI03bI B PA3JIMYHbBIX COCTABaxX ISl MEJIETOB
ocyie preMa MUY WIK HaToIak (reoMerprdeckoe cpennee 3Hadenne (95% CI))

3)?;2’:;‘;1:5; Teomerpnyeckoe
cpeauee sHauenne PK-
Toza | CoornHomenne (moce mpreva P mapavieTpos
Cocras Exa (vr) Ca/AUC HHIH/HATOMAK)
Conax AUCo
Cuax AUC, (Hr/Mu) (Hr-1/MI)
Haromax 5 0,19 14.9 80.1
Brici JCHHE
B TeveHune Tlocne 98,9% 106%
5 yacoB npHEMA 5 0,17 15,0 86,7
mumu®
Haromwax | 10 0,15 234 155
Beic JCHHE
B Tevyenue Tlocne 99,9% 103%
8 gacoB npyemMa 10 0,14 233 163
iy
Haromak 10 0,12 14,0 118
Bric 1eHHE
B TeueHne Tocae 116% 113%
15 wacor npuemMa 10 0,12 16,3 142
jutiine
MR4, koropra 1 Haromak 10 0,16 - - 12,9 82,0
MR4, koropra 3 | Haromax 10 0,15 - - 13,2 89,6
Haromax 10 0,18 14,9 84.6
MR4
(Tabaerka ¢ Tocne 182% 134%
10 mr) TpHeMa 10 0,21 27,2 128
iy
Haromax 5 0,72 72.9 102
Tabuerka IR Tocne 62.7% 76.8%
nprema 5 0,61 457 75,2
b
Juiziiinge

a1'[I/Ill.[€|. C BBICOKHM COJICPKAHUCM >KUPOB, h1'[1'{11.[3. C HU3KUM COACPKAHUCM KUPOB

Cpennuii mpouih 3aBUCHMOCTH KOHIICHTPAIMH B IDIa3ME KPOBH OT BPEMEHH JUISI KaXKIOTO COCTaBa Ha-
ToIaK W300pakeH Ha Gur. 14, a mpodmIs Ui KaxIO0ro cocTaBa Mocie MmpreMa MUIK u3o0paxeH Ha ¢wur. 15.
Ha ¢ur. 16 mokazan cpemHuii mpomis 3aBUCUMOCTH KOHIICHTPALIMH B IUIa3Me KPOBU OT BPEMEHU JUIS COCTaBa
JUTS TISJIETa C BRICBOOOKICHUEM B TCUCHHE 8§ 4, OMMUCAHHOTO B puMepe 14, B mo3e, cocraisromieit 10 mr, kak
HATOIIAK, TaK U TOCJIE TIpreMa MUIIH.

Bo3snelicTBre cocTaBa A MeuIeTa ¢ BBICBOOOXKACHHEM B TEUEHHE 5 U B J103€, COCTABIIAIONIEH 5 MT, OBLIO
aQHAJIOTMYHO TIOKa3aHHOMY C J1030#, coctamsitomiei 10 mr, MR4. CocTaBbl U TIEITIETOB ¢ BRICBOOOKICHUEM B
TedeHue 8 U 15 4 mokazanm 6osee BHICOKYIO OMOOCTYITHOCTD, YeM Ta ke J03a coctaBa MR4, 4To yka3bsiBaeT Ha
HEOXXHJIAHHO BBICOKYIO CTETICHb BCACHIBAHWS COCIWHEHHUS B KHUIICYHUKE C YYETOM €To (hPH3HKO-XMMHUECKHX
CBOMCTB. Bce cocTaBbl IS MEUIeTOB HE TIOKA3bIBAIA 3HAYUTEIBHOTO BIUSHUS B OTHOIIICHHUY €1IbI, H BapruadeIIb-
HOCTH ObllIa aHAJIOTMYHA TaKoBOW i coctaBa MR4 (m3mepennas kak %CV). Ilopsmok pamXupoBaHUSA COOT-
HomeHnH C,,/AUC BeIrmsiaut cnenyrommM obpasom: IR. kanm. >> ¢opma s BEICBOOOXKICHUSI B TEUCHHUE
59> 89~ MR4 > 15 9. CoctaB s memiera ¢ BBICBOOOKICHUEM B TEUCHHE 5 U XapaKTepru30Bascs 00jee BbI-
coknM cooTHoIeHUueM C,,,/AUC mo cpaBaenuto ¢ MR4 (0,19 mpotus 0,17 mis MR4 B TaHHOM HCCIIEIOBAHUH).
CocraB Juis meiiera ¢ BBICBOOOXKICHUEM KaK B TEYCHHUE 8 W, TaKk U B TeUcHHE 15 4 xapakrepusoBayics Ooiee
HU3KUM cootHomeHueM C,..,/AUC, uem MR4 B nannom uccrienoBanmu (0,15 u 0,12 cOOTBETCTBEHHO).

INoumxenue ypoBHst SUA, TOCTHTHYTOE MPH BBEJACHUU COCTABOB, MMOKA3aHO B MPUBCICHHBIX HUXKE Ta0IH-
ax.
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Cocras Hoza Vcenosue AUCo.24 Cpennee %
(narowmax/mocne | (Hr-4/mi) M3MEHeHHe
rpuemMa Muiu) ypoBHst SUA

OTHOCHTEJIBHO
YPOBHsI 1O
BBEIGHHS 03I
(*0)

MR4 (xoropTa 1 10 mr HaTomak 82,0 29,8%

u3)

Ienner ¢ 5 wmr Haromak 80,1 30,6%

BBICBOOOXKIEHHEM

B TEUCHUE

5 gacoB

Tlenner ¢ 10 mMr Haromak 155 42.5%

BBICBOOOKIEHHEM

B TECUYCHUE

8 qacos

Tlemner ¢ 10 mr Hatomak 118 35,2%

BBICBOOOMK/IEHHEM

B TEUYCHHE

15 yacos

To4 mvenerre yposrs sUA 03HAYACT MAKCHMANBHOE HAGTIOXACMOE NIPOLICHTHOS H3MEHCHHC SHAUCHHI
KOHICHTPALHWH YPATOB B CBIBOPOTKC KPOBH OTHOCHTC/IBHO YPOBHA A0 BBCACHUS JO3BI (Emm)
IMpumep 21. [onyueHne pa3IMIHBIX COCTABOB ISl EJUIETOB CIIOCOOOM HACIIOCHUS JIEKAPCTBEHHOTO Cpe/l-
CTBa.
Psig cocraBoB ISl MEJUICTOB IOJy4alOT B COOTBETCTBHH CO CIOCOOOM, OMHMCaHHBIM B mpumepe 11.
B tab6un. 13 mpencraBieHsl TOAPOOHOCTH B OTHOIIICHHH KOMIIO3HUIIMH U ITapaMeTpOB crocoba Hapsay cO Bpeme-
HeM pactBopeHust 10 80% BrIcBoOOXAeHUS B cpene ¢ pH 6,8 (wonnas cuma 0,1, 900 mu cpenpr, 100 06/MuH),
MPOTECTUPOBAHHBIC B COOTBETCTBHH CO CIIOCOOOM PacTBOPEHHMS, OITUCAHHBIM B TipuMepe 18.

Tab6muma 13
KOMH03I/IHI/IH 1 mapaMeTphl crocoba JUI TIOJTYYC€HUS Pa3JIMYHBIX COCTABOB JJIs IEJIJICTOB
Komnosuuma Konuuects AP AF Hosa
ana O NAEHKN Pazme (6ap | (Hm/u (mr/r
NOKpbITUA % (Bec. %) p CKopocTb FF ) ) Tin | Tow | NEnneToB Bpema 80%
MOKpbITM | COOTHOLIEHU napTi MOKPbITU (HM3/H °c | (¢ ) BbICBOGOMKAEHU
e e Bec/Bec m(r) a (r/muu) ) ) ) a (muH)

EC10:
HPC LF 72:28 10,4 20 5,6 15 1,2 0,7 75 46 171 252
EC10:
HPC LF 68:32 22,7 100 19 35 2,5 2,6 75 | 43 158 552
EC10: 10
HPC LF 71:29 14 200 40,6 35 4,3 4,3 0 48 101 438
EC10: 10
HPC LF 71:29 12,5 600 40 35 43 4, 0 | 44 102 540
EC10:
HPC LF 68:32 20,9 100 20,7 35 2,5 2,6 75 | 42 150 507
EC 10: 10
HPC LF 68:32 18,9 200 37 35 4,7 4,1 0 45 162 390
EC10: 70:30
HPC SSL 24,5 6 3,8 12,5 1 0,4 73 | ;1 118 150
EC10: 75:25
HPCL 17,4 6 4 13 1 0,4 75 44 120 1050
EC 100:
PVP K30 70:30 20 10 4,5 12 1 0,4 69 43 100 30
EC10: PVP
K30 76:24 33,2 10 5,5 11 1 0,4 80 46 116 354
EC10: PVP
K30 76:24 37,4 10 5,6 11 1 0,4 80 | 45 110 414

HPC LF nocrasmaercs xomnanueii Ashland. HPC L u SSL nocrasmrorcs xoMnanueii Nisso.
Coxpamenus: T, (teMneparypa Ha Bxoze), T,,; (Temmeparypa Ha Berxoae), FF (oxmxaromuii moTok Bo3xyxa), AP (gaBieHue
st pactsuieHist API wmm pactBopa mosmmepa) 1 AF (IIOTOK BO34yXa PacIbUIHTENLT).
[Mpumep 22. Ilomydyenue cocraBa mis MeneToB (MpoMib BHICBOOOXKAECHUS B TeUeHHE 8 1) B 033X, CO-
crapnsomux 4, 5, 6 u 12 mr.
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CocTaBsl NEJUIETOB MOIYYall ¢ TOMOIIbIO ONMMCAHHBIX HIKE KOMIIO3UIIHMA.
Kommnoszunuu amns xancyi c 4, 5, 6 u 12 Mr ¢ nemietaMmu
¢ MOIU(UITUPOBAHHBIM BHICBOOOXKICHUEM

KomnoneHTsI KonaunuectBo KoanuecTBo KoaunuecTBo IocTaBuK

(mMr Ha kancyay) (mr Ha Kancyjay) (Mr Ha KamncyJy)

AKXTHBHOE 45 6 12

cocauHeHHE

Cdepst MCC 0,3- 154 20,8 41,9 Asahi Kasei
0,5 MM

HPMC ¢ 6 cIT 0,44 0,6 1,2 Dow
HPCLF 1,82 2,45 4,94 Ashland
EC 3,9 5,25 10,6 Dow
Jranon, 95% Qs Qs Qs Kemetyl A
QuuineHHas Boga Qs Qs Qs

Creapar marsus 0,05 0,07 0,15

Kancyna us HPMC He onpeaencHo He ompeaeneno He ompeaeneno Qualicaps

! 2~((3-(4-muaxoHA()TATHH- | -HIT) THPHIHH-4 -HIT)THO )-2 -METUIIPOTIAHOBAS KHCJIOTA

[Monyuanu pactBop nonumepa u3 19,0 r HPMC ¢ 6 cIl B 1710,3 r ounnienno#t Bonsl. [lociie nmomyuenus
npo3payHoro pactBopa mobamimsumu 171,0 T ToHKO M3MenbueHHOH 2-((3-(4-umaHoHABTANTUH-1-T)TUpUAHH-4-
WJT)THO)-2-METHIITPOTIAHOBOH KUCIOTH. CYCIEH3UIO 3allUIIalf OT CBETA M MEPEeMENIUBaIi B TCUCHHE HOYM.
CycrieH3nio BBIICPKUBAIH MIPU KOMHATHOHM Temneparype. [lepen pacmbuieHHEM CYCIICH3HMIO MPOCEHBAIH dYepe3
CETKY C pa3MepoM sueek, coctaistonumM 200 MkM. CKOpOCTh pacbUICHHS coCTaBisuia 8-11 T cycrieH3uu/MuH B
TEYEHHE MEePBBIX 5 MUH | 1OCe 3Toro 15-20 r cycrneH3uu/MUH B TeUeHUE TONMOJHUTENbHBIX 111 muH. Temmepa-
Typa Ha Bxojae coctaisuia 73°C. 1587,5 r cycnensun 2-((3-(4-nmanoHadTauH- | -A1) TAPUIAH-4-1T) THO )-2-
metwimnpornanoBoi kuciaoTsl/HPMC pacnsursiian Ha 500 T cdep Mukpokpucrauimaeckoit nemtonossl (MCC) B
Buze nopormika (Celphere CP-305 (300-500 MxM)) B o6opymoBaHuu ¢ TiceBIOOXIKeHHBIM cioeMm (LabCC3).
Temneparypa BBIXOIMIIETO BO3AyXa cocTaBiisuia mpuMepHO 30°C, MOTOK OXKHMIKAIOLIEro BO3/yXa COCTaBIISLI
npuMmepHo 35 Hwm /4, 1 naBieHue Bo3/yXa paclbUINTEN COCTaBISUIO TpUMepHO 2,5 6ap. [IpoxykT MoxkHO moy-
YaTh HAa OJIHOM WJIM HECKOJNBKUX CTAIHSIX B 3aBHCHUMOCTH OT Pa3MEPOB IMAPTHH.

100 r aTux rpanyn nokpeiBaiu pactsopom 20,0 r srrnnemonossl ¢ 10 cll (EC) u 9,4 r rugpokcunpomnu-
nemtono3sl (HPC), pactBopennsix B 460 Tt 95% »sTanoma, B 000pyIOBaHHH C IICEBIOOKIKEHHBIM CIIOEM
(LabCC3) npu TemmepaType BBIXOIIIETO BO3MyXa, cocTaBsromeid 42°C, co CKOPOCThIO PacTIbUICHHS, COCTaB-
nsrortieit B cpearem 20 T pactBopa/mMuH. [TapaMeTpsl crioco6a ObIITH CIIEAYIONUMHU.

IMapamerps criocoba

T Ha BXOZE 70-75°C

T nHa BBIXOZE 40-60°C

FF 35 Hv'/u
CKOpOCTb MOKPBITHS 18-22 r/muH
JlaBneHue pacnplUIIeMOro BO3AyXa 2,5 6ap
IToTok pacnbLIAEMOro BO3nyXa 2,6-2,7 Hv'/u

HcnpiTanne Ha pacTBOPEHUE COCTaBa JUIS IEJUICTOB IIPOBOAMIN B COOTBETCTBUH CO CIIOCOOAMM, PacKpHI-
TBIMH B TipuMepe 8, ucnonesys 0ydep ¢ pH 6,8 (nonnas cuna 0,1, 50,0 MM KH,PO, + 23,6 MM NaOH) npu
37°C ¢ uCTONB30BaHUEM CKOPOCTH JIOTTACTHOW Memayku, cocTaisromerd 100 o6/mMuH. Ha ¢ur. 17 mokasan
poGUIE PACTBOPEHUS IS TIEJUICTOB, ITOJTyYEeHHBIX, KaK OIMMCAHO B JAHHOM IIpuMepe 22.

IMpumep 23. Knuandyeckue ucnbiTanus Gas3el [ - cocTaBel 11 mMeuieToB (MPoQiTs BEICBOOOXKICHUS B Te-
geHue 8 9 B 03aX, cocTaBisonmx 4, 5, 6 u 12 mr).

PanmommsupoBanHoe 0e3 KOHTPOJIs TIamnedo 3-cTopoHHee nmepekpectHoe dpapmakokuHetndeckoe (PK) wc-
cnenoBanue (a3pl 1 Ha 3M0POBBIX B3POCIBIX CyOBEKTaX-MYyKIMHAX, TPEIHA3HAUYCHHOE TSI OI[CHKH OTHOCHTEIb-
HOM OwonmoctynHoctd kKamcyn ¢ 4,5, 6 u 12 mr 2-((3-(4-umanonadranuH-1-wn)nupuanH-4-um)Tro)-2-
METWINPONIAHOBON KHCIIOTHI, IPOBOIMIIM C HCIOIB30BAHUEM COCTABOB C MPOQHIEM BEICBOOOXKICHUS B TE€UCHHUE
8 4, onmcanHbIX B puMepe 22. Takxke MPOBOAMIN UCCIEIOBAHHUE IO OLICHKE BIIHMSHUS IUIIU C BEICOKUM COJIEp-
xanueM xupoB Ha PK 2-((3-(4-umanonadranuu-1-mn)nupuanH-4-ni)Tno)-2-MeTHINPONaHoBoi KucioTsl. O0-
pasupl s onpenenennss PK B mmazme kpoBu coOMpaiy B ClieyIONIME MOMEHTHI BPEMEHH I10 OTHOLICHHUIO K
BBelleHUI0 10361 2-((3-(4-nmanonadramiH- 1 -wm)mupuIuH-4-1T) THO )-2-METHIIIIPOITIAHOBOW KHUCIIOTHI: B TeUCHHE
30 mMuH 10 BBeAeHUs 1036l 1 yepe3 30 mun u 1, 1,5, 2, 3,4, 6, 8, 10, 12, 24, 36, 48 1 72 1 mociie BBEACHHS TO3bI.

Kpartkoe onmncanue cpeqHux 3HaYeHUH (papMaKOKMHETHYECKUX ITapaMeTPOB B IIa3Me KPOBHU IIOCIIE BBEJE-
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HUS KOMIIO3UIMH i1st TesuteToB ¢ 2-((3-(4-uuanonadranni- 1 -mn)nmupuanH-4-1n)THo)-2-MeTHIITPOIIaHOBOH KH-
CJIOTOM NPEJCTABIICHO B IPUBEACHHOM HIDKE Tabnuiie.

T'eomerpnueckoe cpeanee 3nauenue PK-
Ho3a Exa CoorHomenne fapamerpos:
(vr) 8 Cpna/AUC Co
(ar/vin) AUCq.4 (Hr1/™MIT)
4,5 Haromaxk 0,173 11,8 68,0
6 Haromax 0,166 13,4 80.8
12 Haromax 0,170 28,6 168

Kparkoe onucanue cpeHUX 3HAUYCHHH (apMaKOKHHETHYECKUX [TapaMeTPOB B IIa3Me KPOBH IMOCIIE BBEJIe-
HUSL KOMIIO3UIMH s IeJieToB ¢ 2-((3-(4-umanoHad TaiuH- | -1iT) MUPUANH-4-HIT) THO )-2-METHIITIPONIaHOBON KH-
CJIOTOW B MCCIIEIOBAHUAX IO BIMSHHIO €Jbl TIPEJICTABICHO B MPUBEICHHON HIDKE TaOJIuIIe.

I Teomerpmaecioe cpeamnee
eoMeTpItIecKoe
COOTHOIICHHE
cpeanee 3Hauenne PK- y
Tlosa Exa CooTHOMEHHEe napamerpos: HATOMIAK, nocnoe npuemMa
(vr) A Ca/ AUC i (%)
Cmax AU CO-24 AUCnocne;u—mn Cmﬂx
(Hr/™M) (Hru/MT)
112 89.7
Haromak 0.178 14.8 83.5
6
Tlocme
npHEMa 0.136 13.3 98.2
THIH

He HaOmoganock 3HAYATENFHOTO BIMSHUS MUTAHUS JJI1 COCTABOB JJIS MEJUICTOB B OTHOMICHUH C i,y WITH
AUC. bonee toro, cootHomenne C,,/AUC CHUXAITOCh B PUCYTCTBUU €.
IIpumep 24. IMonmydenue coctaBa mis neswieToB (MPoQuiib BRICBOOOKIEHUS B TeUeHHE 8 9) B J103aX, CO-
crasistromux 4, 5, 6 u 12 mr.
CocTaBbl MENJIETOB TOIYYaH C TIOMOIIBIO OTIMCAHHBIX HIDKE KOMITO3HIIUH.
Kommoszuiuu mist xarcyi ¢ 4, 5, 6 u 12 Mr ¢ niesmeTaMu ¢ MOAA(QUIIMPOBAHHBIM

BBICBOOOXKICHIEM
KomMnoneHTBI KoauuecTBo Koanuectso Koanuectso IocTaBmmk
(mMr Ha kancysry) (Mr Ha KancyJy) (Mr Ha KamncyJy)
AxTuBHOC 45 6 12
coeauueHue"
Coepst MCC 0,5- 29,0 38,7 77,4 JRS
0,7 mm
HPMC ¢ 6 cIl 0,5 0,7 1,3 Dow
HPC LF 2,7 3,6 72 Ashland
EC 6,6 3.8 17,5 Dow
Sranon, 95% Qs Qs Qs Kemetyl A
OuumeHHas Boja Qs Qs Qs
Creapar maraus 0,1 0,1 0,2
Karicyna uz HPMC He onpenencHo He onpenencro He ompeaenero Qualicaps

! 2-((3-(4-1manoHa(TaMH- | -HIT)MUPHIHH-4 -HIT)THO)-2 -METHIIMPOTAHOBAS KHCIOTA

[Toydanu B m30bITKE pacTBop mosmmepa u3 155 r HPMC ¢ 6 cIl B 13950 r ounmennoit Boasl. [locie mo-
JMydeHHUs TPO3padyHOro pacTBopa moOaBmsmun 1395 r ToHKO w3MenbdeHHOU 2-((3-(4-tmanoHadTanuH-1-
W) TAPUIAH-4-1T) THO )-2-METHITIPOTIAHOBON KHCTOTHI. CyCHEeH3WIO 3alllMIaId OT CBETa W TIepEMEIIHBAIIH.
CycneHsnio BbIAEPKHUBAIN NIPU KOMHATHOHM Temiiepatype. Ilepen pacnbpuieHHEM CyCHEH3UIO IPOCEUBAIN YEpE3
CETKY ¢ pa3MmepoM siueek, coctaBisirormmuM 200 MxMm. CkopocTh pacmbuieHust coctaBisuia 90,0-95,0 T cycreH-
3UH/MUH B Te€YCHUE TIEPBBIX 18 MuH 1 mocie 3toro 96,0-97,0 T cycrieH3uu/MHH B TCUCHUE JTOTTOTHUTEIBHBIX 144
muH. Temneparypa Ha Bxoae cocraBisiia 74°C. 15530,0 r cycnensuu 2-((3-(4-unanonadranu- 1 -nin)IupuIuH-
4-nm)tno)-2-merunnponaHoBoi kuciaoTel/HPMC pacnsuisuiin Ha 9000,0 T chep MHUKPOKPHCTAIUIMYECKON Liel-
mrono3sl (MCC) B Buze nopomika (Vivapur, 500-700 mxm (JRS Pharma)) B 060py10BaHHHM C NICEBIOOKIKEHHBIM
cioeM (FBCO1). Temneparypa BBIXOZISIIETO BO3AyXa cocTaBisiia npumepHo 26,4°C (24,4-39,2°C), moTok 0xXu-
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KAIOIIEro BO3yXa COCTABIIAI npuMepHo 183 HM’/4, i 1aBjieHue BO3ayXa PaCBUIHTENS COCTABIISIIO IPHMEPHO
2,6 6ap. [TpoayKT MOKHO MONYYaTh Ha OJHOW WIIM HECKOJNBKHX CTAAMAX B 3aBHCHUMOCTH OT Pa3MEpPOB IMapPTHH.
9000 T 3THX TpaHyN MOKpeIBaIM pacTBopoM 1640 T strmemmonossl ¢ 10 cIl (EC) u 670 r ruapokcumnpo-
mesntrono3sl (HPC), pactBopenssix B 36190 T 95% staHona, B 000pyIOBaHNH C TICEBIOOKMKEHHBIM CIIOEM
(FBCO1) pu Temmniepatype BBIXOSIIETO BO3ayXa, cocTaBisromeii 23-45°C, co CKOPOCTHIO pacbICHUS B CPEJI-

HeM, cocTtaBistroniei 241,0 T pactBopa/muH. [TapameTpsl crioco6a ObUTH CIETYIOIITMH.
TTapamerpsl criocoba

T na Bxoze 100°C

T Ha BBIXOHE 23-45°C

FF 183 Hwv'/u

CKOpOCTh MOKPBITHS 235,0-245,0 r/muH (uenesas 241,0 r/mMuH)
JlaBiieHue pachblUIsIEMOro BO3AyXa 4,5-4,9 6ap

TTOTOK pacmBLIsSEMOro Bo3ayxa (usmeperbiit) 21,5-23,0 Hv/u

[MoxyueHnsle nesteTs ¢ MOAU(UIMPOBAHHBIM BBICBOOOXKICHUEM CMa3bIBAIM CTEAPATOM MAarHus U 3arpy-
»anu B kancyisl u3 HPMC.

HcnpiTanye Ha pacTBOPEHUE COCTaBa JUIS IEJUICTOB ITPOBOAMIN B COOTBETCTBUH CO CIIOCOOAMM, PacKphI-
TBIMH B TIpuMepe 8, ucnonesys 0ydep ¢ pH 6,8 (nonnas cuna 0,1, 50,0 MM KH,PO, + 23,6 MM NaOH) npu
37°C ¢ ucronb30BaHUEM CKOPOCTH JIONACTHOW MemaikH, cocramisitomeii 100 o6/muH. Ha ¢ur. 18 nokaszan
npoduik pacTBOpEHNS IS TIEJUIETOB, OyYSHHBIX, KaK OIMCaHO B JaHHOM Ipumepe 24.

DOOPMYVYIJIA N30BPETEHUA

1. ®apmameBTHYecKass KOMIIO3MIHSA C MOTU(PHUIMPOBAHHBIM  BBICBOOOXKICHHEM, COJEpIKaIias
2-((3-(4-unanonadranu- 1 -n1)IUpUINH-4-HIT) THO )-2-METHIIIIPONIAHOBYIO KUCIIOTY WIH e (hapMaleBTHYECKU
MPUEMIIEMYIO COJIb, TJIe (papMalleBTUYECKasi KOMIIO3HIIUS MPEICTABISACT COOOH KOMIIO3UIIUIO B BUJIC MaTepralia
B (hopME MHOXKECTBA YACTHII, MPEIYCMATPHUBAIOIIETO MHOXKECTBO MEIICTOB, KAXKIBIA MEIUICT COACPKUT HHEPT-
HOE $51/IpO; CJIOH JIEKapCTBEHHOTO CPENCTBa, coxepxamuii 2-((3-(4-uuanonadrain- 1 -mwn)nupuant-4-ni)Tio)-2-
METHJITIPOTIAHOBYIO KHCIIOTY WIH ¢ (PapMaleBTHYSCKU MPUEMIIEMYIO COJIb, KOTOPBIH HHKAICYIUPYET HHEPTHOE
SAAPO; M CION ¢ MOTU(PHUIIMPOBAHHBIM BEICBOOOKICHHEM, KOTOPBHIH WHKAICYIHPYET SAPO ¢ HAHECEHHBIM CIIOSIMH
JICKApCTBEHHBIM CPEJICTBOM, COJEPIKAIIUI TOTUMEP C MOAN(DHUIIMPOBAHHBIM BEICBOOOKICHHEM.

2. ®apmaneBTHIECKass KOMITO3HIUS ¢ MOIU(DHUIIMPOBAHHBIM BBHICBOOOXKICHHEM TI0 1.1, T/ 3aTpaBOYHOE
SIPO COACPKUT MUKPOKPUCTAIITHIECKYIO LIEJUTION03Y.

3. dapmareBTHYECKAsT KOMIIO3HITNS ¢ MOAU(DUITMPOBAHHBIM BBICBOOOKICHNEM 10 1.1, TIe cJoi JexapcT-
BEHHOTO CPEICTBA COACPIKUT TUAPOKCHUIIPOIMIMETHIIEIUTION03Y.

4. ®dapManeBTUUYECKass KOMITO3UIMS ¢ MOJU(DHUIIMPOBAHHBIM BHICBOOOXKICHUEM ITO 1.1, TJe CI0H ¢ MOIH-
(bUIPOBAHHBIM BBICBOOOKICHAEM COACPIKUT STHIIICILIIONO3Y.

5. dapmarieBTUYECKasT KOMITO3UIHS ¢ MOAUMDUIIUPOBAHHBIM BEICBOOOXKIICHHEM TIO 1.1, TAe cioil ¢ Moju-
(bUIPOBAHHBIM BBICBOOOXKICHUEM COACPIKUT TUAPOKCHITPOTIHIIICIUTION03Y.

6. d@apmarieBTUUCCKAsT KOMITO3UIHS ¢ MOAUMDUITMPOBAHHBIM BEICBOOOXKIICHHEM TIO 1.1, TAe cioil ¢ Moju-
(bUIPOBaHHBIM BBICBOOOXKICHUEM COACPIKUT MOTH(N-BUHUII-2-TTHPPOJIAAHHOH).

7. ®apmareBTHYeCcKass KOMIO3UITUSA ¢ MOAU(PHUITMPOBAHHBIM BBICBOOOKIEHHEM TIO 1I.1, T/Ie CJIoi ¢ MOIu-
(hUIIPOBaHHBIM BBICBOOOXKICHUEM COAEPIKUT STHIILEIUIIONIO3Y U THAPOKCHITPOIIIIIEIIIIONO3Y.

8. @apmarneBTHUECKAsT KOMITO3UIHSA ¢ MOAU(UITMPOBAHHBIM BBEICBOOOXKICHIEM 10 1.1, TAe cinoif ¢ Moau-
(bUIIMPOBAHHBIM BBICBOOOKICHHEM CONEPIKHUT dTHIILEIUTION03Y U TToJH(N-BHHII-2-TUPPOJIAITHOH).

9. ®apmareBTHUECKAsT KOMITO3HUIIHSA ¢ MOTUPHUITUPOBAHHBIM BBHICBOOOKICHHUEM TIO II. |, T7ie MHEPTHOE SAPO
COZIEPKHUT MHUKPOKPHUCTAIUIMIECKYIO IIEJUDTIONIO3Y; CIIOM JIEKAPCTBEHHOT'O CPEACTBA COACPKUT THAPOKCHUIIPO-
MUIMETHIIEIUTION03Y W CIOW ¢ MOTU(PHUIMPOBAHHBIM BBICBOOOKIICHHEM COJACPKUT ATHIIICIUTIONO3Y U THAPO-
KCHUIIPONHJILIEIIIION03Y.

10. ®apmarieBTHYECKass KOMIIO3HIUSA ¢ MOAUGHUIIMPOBAHHBIM BEICBOOOXKICHUEM T10 11.1, T/Ie MHEPTHOE si/-
PO COAEPKUT MHUKPOKPUCTAIUITMIECKYIO IEJJUTI0NO03Y; CIIOH JIEKapCTBEHHOTO CPEACTBA COAEPIKHUT THIIPOKCHIIPO-
MUIMETHIIEIUTIONO03Y M CIOH C MOIU(HUIMPOBAHHBIM BBICBOOOXKICHHUEM COACPIKUT OSTHILCIUIION03Y U
ot (N-BUHIIT-2-TTUPPOJIUTTHOH ).

11. Crioco6 nedeHust HapyIieHus] MeTaboJIn3Ma MOYEBOW KUCIIOTHI, BRIOPAHHOTO U3 TIOJTUIIMTEMHUH, MUAEIIO-
WIHOM MeTaIluIa3wH, IMOarphl, PEIMINBHPYIOMIETO MPHUCTYIIA ITOAATPHI, TIOIaTPHYECKOTO apTpHUTa, THIIEPYPHUKE-
MUH, THIIEPTOHHUH, 3a00JIEBaHUS CEPIEYHO-COCYANCTON CHCTEMBI, MIIeMHYeCKON OOJIe3HM cepAana, CHHAPOMa
Jlenra-Hatixana, cuaapoma Kemmu-Curmuiuiepa, 3a00fieBaHUs TOYEK, MOYCUHBIX KaMHEH, IMMOYEYHOW HEJI0CTa-
TOYHOCTH, BOCHIAJICHHSI CYCTaBOB, apTPHUTa, MOYCKAMEHHOW OOJIE3HH, OTPABJICHUS CBUHIIOM, THIIEPIIapaTHPEO3a,
TICOpHa3a M CapKOMI03a, Y YEIOBCKa, BKIIOYAIONINI BBEACHUE eMy (papMaIleBTHICCKON KOMIIO3HITUH TI0 JIF000-
My u3 . 1-10.

12. Cnoco6 mo .11, rae HapymieHre MeTaboIr3Ma MOYEBOM KUCIIOTHI MIPECTABISCT co00i moaarpy.

-48 -



038828

13. Croco6 mo 1.11, rae HapyuieHre MeTabom3Ma MOYEBOI KUCIIOTHI MPEICTABISCT co00M 3a00JicBaHIe
MOYCK

14. Croco6 mo m.11, rae HapymieHHe MeTaboaM3Ma MOUYEBOM KHCIOTHI MPEACTABIISIET CO00M 3a0o0ieBaHne
CEePIEYHO-COCYTUCTOMN CUCTEMEI.

15. Crioco6 1o 1.11, TOTOTHATEIHHO BKITIOYAIONTHI BBEACHNE HHTMONTOpa KCAHTHHOKCHUIA3hl.

16. Crioco6 1o 1.15, rae MHruOUTOp KCAHTHHOKCHUAA3HI MPENCTaBIsIeT co00i GedykcocTart.

17. Crioco6 1o 1.15, rae MHruOUTOp KCAHTHHOKCHAA3HI MPENICTABIISIET COO0H aJTIOMyPHHOT.
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