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HOBBIE JJEKAPCTBEHHBIE ®OPMbl C HEME/IVIEHHBIM U
MOJIUPUIINPOBAHHBIM BBICBOBOKJIEHHUEM /UL IEPOPAJIBHOI'O
INPUMEHEHMUA, COAEPKAIIIME TEBUITEHEM TUBOKCHUJI

INEPEKPECTHAA CCBIJIKA HA POACTBEHHVIO 3ASABKY

[0001] Hacrosimmass 3asiBka  MCINpalIMBaeT MNPUOPUTET B COOTBETCTBUU  C
npenBapuTesbHOM 3asBkoi Ha nateHT CIIIA Ne 62/434643, nogannoi 15 nexadpst 2016 T, u
npenBaputenbHoi 3asaBkoi Ha mateHT CIITA Ne 62/438071, nogannoii 22 nexadps 2016 r., 00e

N3 KOTOPBIX HACTOSALINM BKJIFOUCHBI ITIOCPEACTBOM CCBUIKHU BO BCEM CBOEH MOJIHOTE.

OBJIACTH TEXHUKH N30BPETEHUA

[0002] B HacTositeM m300peTeHHH MpeayCMOTPEHbI sApa JIEKapCTBEHHBIX (Gopm asst
NepOPaNbHOTO TPUMEHEHHUs U JIEKAPCTBEHHbIE (OPMBI ISl MEPOPATHHOTO MPUMEHEHHs C
HEMEJIEHHbIM BBICBOOOKIEHHEM W MOAU(PHULHUPOBAHHBIM BBICBOOOKIEHHEM, CONEpIKAIINe
TeOuneHeM MUBOKCHI. Takke BKJFOYEHBI CHOCOOBI JieueHHs] MH)EKLHUH MOYEBbIX MyTel y
MalKUEHTa C TOMOLIBIO JIEKAPCTBEHHOW (OPMBI ¢ HEMEIJICHHBIM WJIM MOIU(UIIMPOBAHHBIM

BBICBOOOXKICHUEM JUISl TIEPOPATIBHOTO IIPUMEHEHHS 110 HACTOSIIIEMY H300pPETEHHIO.

[IPEJINIECTBVIOIHI YPOBEHbh TEXHHUKU
[0003] TeOureHeM THMBOKCHJI TMPEACTABIsIET COOOW  MUBAJOUJIOKCHMETHIIbHOE
MPOJIEKapCTBO  TeOWIEeHeMa, BBOJUMOE TIEPOpPANIbHBIM  IyTEM, KOTOPOE  SIBJISIETCS

AHTUOMOTHKOM KapOaneHeMOBOH MOATPYIIIBI 3-TAKTAMHBIX AHTUOHOTHKOB:
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[0004] TeOunenem mmBOKCHMI ObUT  pa3paboTaH Ui JIEYEHHS  CEPBE3HBIX

TeOUINIEHEM TTUBOKCUIIL.

OakTepradbHBIX HMHPEKIHUH, XapaKTePU3YIOIIUXCS NPHOOPETEHHOW YCTOWYHMBOCTBIO K

AaHTUOMOTHKAM, OOBIMHO HWCHOJB3YEMbIM B MPOTHBOMH(EKIHMOHHBIX JIEKAPCTBEHHBIX
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npenaparax. Ilocie mnepopaspHOro BBEOEHHs CIOKHO3(UpPHbIE M aleTalbHble CBS3H B
NPOJIEKAPCTBE PACIIEIUIIOTCS C BBICBOOOKIEHUEM aKTHBHOTO TeOUIIEHEMA.

[0005] XOTs1 MNpONEeKapCTBO HMEET BBICOKYID PAacTBOPUMOCTb B JKHUIKOCTSX,
UMHUTHPYIOIINX JKUAKOCTH KelynodHO-kumeyHoro tpakra (GI), oHo nerko pasnaraercs npu
3HaueHusX pH 1 u pH 9 u sBysieTcs 4yBCTBUTENBHBIM K OKHUCIUTENIBHBIM YCIOBUSIM.

[0006] Takum o0Opa3oMm, CylIecTByeT MOTPEOHOCTh B CTAOMJIBHBIX JIEKAPCTBEHHBIX
dopmax, copepamux TeOUIIEHEM IHUBOKCUJ, C COOTBETCTBYIOIIMMH U HEOOXOXMMBIMU
¢u3nUecKUMU W XUMHUYECKUMHU CBOHcCTBamMu. Hacrtosimee uzoOpereHHe mpenycMaTpuBaeT
JeKapCTBEHHbIE (OPMBI, KOTOpPbIE VAOBJIETBOPSIOT 3TOH TMOTPEOHOCTH U HMEIOT

AOIOJITHUTEJIbHBIC MPEUMYILIECTBA, KOTOPHIC OITMCAHbI B HACTOALLIEM I/I306peTeHI/II/I.

KPATKOE OITMCAHUE

[0007] Hactosiuee wu300peTeHre mpenycMaTpuBaeT JieKapCTBEHHbIE (OPMBI €
HEMEJJIeHHbIM U MOAM(MUIIMPOBAHHBIM BBICBOOOXKIEHHEM I MEePOPATBbHOIO MPUMEHEHHS,
cozmeprkame tebuneneM nuBokcwil. Hacrosiiee mzoOpeTeHne mpenycMaTpuUBAaeT TBEPAYIO
JEKapCTBEHHYI0 (OpPMYy C HEMEAJICHHBIM U MOAU(HUIMPOBAHHBIM BBICBOOOXKIECHHEM MJIS
NEepPOPaNbHOTO TMPUMEHEHMs, COAEPIKALIYI SAPO JIEKApCTBEHHOH (opmbl, Tae  smpo
JIeKapCTBEHHON (OpPMBbI COmEpKUT TeOWIEeHeM TMHUBOKCUI WM ero (apManeBTHYeCKU
NPUEMJIEMYIO COJIb M BCIIOMOTATEJIbHbIE BEIIECTBA, BKJIIOYAIOIIME CBS3YIOIIEE BEINECTBO,
CMa3bIBAIOLIEE BEIIECTBO, HEOOSI3aTEIbHO pa30aBUTEITb.

[0008] Hacrosiinee n3obpereHue npeaycMaTpUBaeT TBEPAYIO JIEKAPCTBEHHYIO HOpMY ¢
HEMEIJIEHHBIM BBICBOOOKIEHUEM /ISl IEPOPATBHOTO PUMEHEHUS, COAEPKAIIYI0 TeOHTIeHEM
NUBOKCUJI, KOoTopasi odecrieunBaeT BBICBOOOXKAEHME in vitro Oomee yem 85% TeOuneHema
NMBOKCUJIA B TEYEHHE 15 MUHYT NpU H3MEPEHHH C TOMOIIBID CIocoda ¢ MpUMEHEHHEeM
nonactHou Memmanku cornacHo USP mpu 50 06./munH. B 900 M1 50 MM aneratHoro Oydepa,
pH 5,0 mpu 37°C.

[0009] Hacrosiimee n3o0pereHne Takke NMPeayCMaTPUBAET TBEPAYIO JIEKAPCTBEHHYIO
dbopMy ¢ MOITUDUIIMPOBAHHBIM BBICBOOOKAEHUEM IUJIsl MEPOPANBbHOTO TMPUMEHEHUS,
CoZieprKally0 TeOUNeHeM MUBOKCHII, KOTOpasi o0ecrneunBaeT BbICBOOOKAeH e in vitro NMT
(ne bonee yem) 50% teOunenema nuBOKCcHIA Yepe3 30 MHUHYT NMPH M3MEPEHHU C TIOMOIIBIO
criocof0a ¢ MpUMEHEeHHeM JionacTHoW Memmanku corsnacHo USP mpu 50 06./mMuH. B 900 M
50 MM aneratHoro Oydepa, pH 5,0 mpu 37°C. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHSI
JaHHAsl JIeKapcTBeHHast ¢opMa ¢ MOIU(HUIMPOBAHHBIM BBICBOOOXKIEHHEM O0eCIeunBaeT

BeicBOOOkaeHne NLT (He meHee uem) 85% ot obmero koinnyecTsa TeOUIEHEMa TMBOKCHIIA
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yepe3 4 yaca MpHU U3MEPEHHH C MOMOLIBI0 Crocoba ¢ MPUMEHEHHEM JIOMACTHOH MELIaKU
cornacHo USP mpu 50 06./mua. B 900 Mt 50 MM aneratroro Oydepa, pH 5,0 mpu 37°C.
[0010] Hacrosiimee n3o0pereHne Takke MPeayCMaTPUBAET TBEPAYIO JIEKAPCTBEHHYIO
dbopmMy ¢ OBICTPBIM MOIU(PULIMPOBAHHBIM BBICBOOOKACHHEM JJISI IEPOPATTBHOTO PUMEHEHUS,
CoZepIKaIyo TeOUNeHeM MUBOKCHII, KOTOpasi o0ecreunBaeT BbICBOOOXKAeHHe in vitro NMT
(ne bonee yem) 50% teOunenema nuBOKCHIA Yepe3 30 MUHYT NMPH M3MEPEHUU C TIOMOLIBIO
criocof0a ¢ mMpUMeHeHHeM JonacTHoW Memmanku cornacHo USP mpu 50 06./mMuH. B 900 M
50 MM aneratHoro Oydepa, pH 5,0 mpu 37°C. B HEKOTOpBIX BapuaHTaX OCYLIECTBIIEHHS
JaHHAsl JIeKapcTBeHHast ¢opMa ¢ MOIU(ULIHMPOBAHHBIM BBICBOOOXKIEHHEM O0eCreunBaeT
BbicBOOOXKAeHHEe NLT (He menee yem) 85% ot obmero konuuecTBa TeOUNeHeMa MUBOKCHIIA
yepe3 2 yaca IMPU U3MEPEHHH C MOMOLIBI0 Criocoda ¢ MPUMEHEHHEM JIOMACTHONH MEeLIalKU
coraacHo USP mipu 50 06./mun. B 900 mu 50 MM auerarnoro Oydepa, pH 5,0 mpu 37°C.
[0011] Hactosinee wu300peTeHre Takke MpenycMaTpUBaeT CIOCO0  JIeYeHUs
OakTepuanbHOll WH(PEKUUH Yy MalKUeHTa, MPEeAyCMAaTPUBAIOLINN BBEJEHHE MAIUEHTY
JIEKapPCTBEHHOW (hOPMBI JIsl NIEPOPATIBHOTO MPUMEHEHHs IO HacTosimeMy uzobperenuto. B
HEKOTOPbIX BAapUAaHTaxX OCYLIECTBJICHHS OakTepuaibHas WH(EKLUs NpencraBisieT coOoi

I/IH(I)GKLII/IIO MOYEBbIX HYTeﬁ, B TOM 4HCJIE I/IH(beKLII/IIO MOYEBbIX HYTeﬁ C OCJIOKHCHHEM.

KPATKOE OITMCAHUE 'PAOUYECKHUX MATEPHAJIOB

[0012] BrlmeykasaHHble W Apyryue acleKTbl M MPH3HAKH HACTOSLIET0 M300peTeHUs
CTaHyT 0oJiee OYEBUAHBIMH MYTEM MOAPOOHOTO OMUCAHUS €ro MILTIOCTPATUBHBIX BAPUAHTOB
OCYLIECTBJIEHHsT CO CCBUIKOH Ha Mpujiaraemble rpaduyuecKkue MaTephasibl, Ha KOTOPBIX
U300pakeHo CIeAyIoLIee.

[0013] Ha ¢ur. 1 nokasan mpoduib pacTBOpeHUs sinpa TaOJETKH ¢ HEMEIJIEHHBIM
BBICBOOOXKIEHHEM Oe3 MOKpbITHsA, copeprkamero S00 mr teObuneHema nmuBokcuia, npu pH 5.
Cocras simpa TabneTKu npencTasieH B nmpuMepe 1.

[0014] Ha ¢ur. 2 mnokasan mnpodwib pacTBOPEeHUs sapa TaONeTKu ¢
MOAU(UIUPOBAHHBIM BBICBOOOKAEHHEM Oe3 MOKPhITHS, coxepskamero S00 mr TeOuneHema
muBokcuia, npu pH 5. CocraB nekapctBeHHOW (opMbl € MOOUPUIHMPOBAHHBIM
BBICBOOOKICHHEM TIPENICTABIICH B IPUMeEpe 3.

[0015] Ha ¢ur. 3 mnokasanel npodunm pacTBOpEHHUs] TAONETKH C HEMEIJIEHHBIM
BBICBOOOXKICHHEM C KUIIEYHO-PACTBOPUMBIM MOKPBITHEM, copepskamei no3y S00 mr, mpu pH
6,8. Kommosunmst sigpa TabneTky mpencraBieHa B mpuMmepe 1, a KOMITO3UIUSI KHIIEUHO-

PacTBOPUMOTO MOKPBITHUS MPEACTABIIEHA B IpuMepe 2, Taduie 3.
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[0016] Ha ¢wur. 4 npencrasnen rpaduk 3aBUCHMOCTH KOHLEHTPALMH (MHJUTUTPAMMBI
Ha JIUTP, MKI/MJI) B Beca (MWJUTUTPAMMBI, MI') OT BpeMeHHM UMHUTauuu (4acel, 4.). I'paduk
npeAcTaBsieT CcoOOW HMHTHPOBAHHBIA  (PapMaKOKMHETHMYECKHH TPOQIIb  BBOIUMON
nepopanbHeiM myreM (PO) nmosbl ans denoseka, cocraBisiromedi S00 Mr TeOuneHema
MMUBOKCHJIA, B COCTaBE TaOJIETKH.

[0017] Ha ¢ur. 5 npencraBneHo cpaBHeHue mnpoduiein pactBopenus HBr-conm
TeOUNeHeMa NHUBOKCHIA € MOAW(ULMPOBAHHBIM BbICBOOOXKIEHHEM (Tabmuua 12A) u
CBOOOJHOT'O OCHOBaHHUS TeOMIEHEMa MUBOKCHJIA C MOIU(HUIIMPOBAHHBIM BBICBOOOXKIECHHEM
(tabmuna 7) mpu pH 5,0.

[0018] Ha ¢ur. 6 mnpencraBneHo cpaBHeHue mnpoduieir pactBopenus HBr-conm
TeOUNeHeMa NHUBOKCHIA € MOAM(ULMPOBAHHBIM BbICBOOOXKIEHHEM (Tabmuua 12A) u
cBOOOIHOrO OCHOBaHMSI TeOHMIIEHeMa MUBOKCHIIA ¢ MOAM(MUIIMPOBAHHBIM BBICBOOOXKIEHHEM
(tabmuua 7) mpu pH 6,8.

[0019] Ha ¢ur. 7 nokasan npoduiib pacTBOpeHHs siipa TAOJETKH C HEMeIJIEHHBIM
BBICBOOOXKIEHHEM Oe3 MOKphITHs, copepskamero 300 mr tebuneHema nuBokcuia, npu pH 5.
CocraB nexapcTBeHHOH (pOpMbI C MOIU(UIMPOBAHHBIM BBICBOOOKIEHHEM NPEACTABICH B
tabmuue 11B.

[0020] Ha ¢ur. 8 mokasan mnpoduiab pacTBOpEHHUs sapa TaONEeTKH ¢
MOAU(UIUPOBAHHBIM BBICBOOOKAEHUEM Oe3 MOKpbITUs, coxepskamiero 300 mr TeOuneHema
muBokcuiaa, npu pH 5. CocraB nekapcTBeHHOW (GopMbl ¢ MOIUPUIMPOBAHHBIM
BBICBOOOKICHHEM TpeCTaBjIeH B Ta0uue 12B.

[0021] Ha ¢ur. 9 nokasan mnpodmib pacTBOpeHus: sigpa TabIeTKH C OBICTPHIM
MOAU(UIUPOBAHHBIM BBICBOOOKAEHHEM Oe3 MOKpbITUs, coxepskamero 300 mr TeOuneHema
muBokcuina, npu pH 5. CocraB nekapctBeHHOW (opMbl ¢ MOIUPUIMPOBAHHBIM

BBICBOOOXKICHHEM NPEACTaBJICH B Ta0mue 13.

IMOJAPOBHOE OITMCAHHE

[0022] IMepeuncnenrie nMama3oHOB 3HAYEHUN CIYKUT TOJIBKO B KadecTBe crocoba
KpaTKoro o0O03HAYEHUs], MPEATONIaraéMoro OTAENbHOE OOpaIleHHe K KaXIOMYy OTIEIbHOMY
3HAYEHUIO, MONAJA0IIEMY B IUANIA30H, €CJIM HMHOE HE YKA3aHO B JAHHOM JOKYMEHTE, U Ka)K10€
OTAENbHOE 3HAUYCHHE BKJIOUEHO B HACTOSIIEE ONMHMCAHUE TaK, KaK €CIH Obl OHO OTAENBHO
VKa3bIBAJIOCh B JAHHOM JAOKyMeHTe. KOHeuHble TOUKM BCEX HMANAa30HOB BKJIKOUYEHBI B
IUara30H, U UX MOXKHO HE3aBHUCHMO KOMOWHHUpPOBaTh. Bce crocoObl, onmucaHHbIe B TaHHOM

AOKYMEHTE, MOXKHO OCYLIECTBJIATD B IOAXOAAIIEM MOPAAKE, €CJIN MHOC HE YKa3aHO B JAHHOM
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JIOKYMEHTE MIT UHOE SIBHO HE POTHBOPEUUT KOHTEKCTY. Mcnonp30oBaHne IFOOBIX BO3MOMKHBIX
npuMepoB WK Ppasbl, YKa3bIBAKOLIEH Ha mpuMep (Harmpumep, "Takoil kak"), mpeaHa3HauYeHO
TOJIBKO ISl WJUTIOCTPALMM M HE OTPAaHMUYMBAET OOBEM HACTOALIETO M300pPETeHHUs, €Cliu He
yTBepkaaercs nHoe. Hukakue u3 ¢pas B HACTOAINEM ONMHMCAHUHU HE JOJUKHBI TOJNKOBATHCS B
Ka4eCTBe YKa3bIBAOIIUX JIOOOH HE3asBJICHHBIH 3JIEMEHT KakK CYyIIeCTBEHHBIM ISt
OCYIIECTBIICHHS HACTOSIIEr0 N300PETEHHsI Ha MPAKTHKE.

[0023] Tepmunbl B (opMe EIUHCTBEHHOTO 4YHCJIA HE O3HAYAIOT OrpaHUYEHUS
KOJIMYECTBA, & CKOpPee O3HA4YaloT HajJIM4yue MO MEHbIIEH Mepe OJHOI0 paccMaTpUBAEMOro
o0OBbeKTa.

[0024] Tepmun "npubnusuTenbHO" HUCHONB3YETCS] CHHOHUMHYHO C TEPMUHOM
"mpumepHo". Kak OyzaeT MOHATHO CELUAIHUCTY B JAHHOM 00JIACTH TEXHUKH, TOYHbIE T'PAHULIBI
s "mpubnusurenbHO"  OyAyT 3aBHCETh OT KOMIIOHEHTa KOMIO3MLIMH. B kauecTse
WUTIOCTPALMH, UCIIOIb30BAaHUE TEPMHIHA "TIPHONU3UTEIBHO" YKa3bIBAET HA TO, YTO 3HAYCHHS,
HECKOJIbKO BBIXOJISIIINE 3a MPe/ebl YKa3aHHbIX 3HAUEHUH, T. €. Imoc win MuHyc 0,1% - 10%,
IPU KOTOPBIX TakXke MMeeT MecTo 3(h(PeKTUBHOCTD M OE30MACHOCTh, BKIIOUEHBI B 3HAUCHHE.
Takum 00pa3om, KOMIIO3MLIMK, HECKOJIBKO BBIXOASAIINE 32 MPEeAesbl YKa3aHHBIX AHANa30HOB,
TaKX€ OXBATBIBAIOTCS 00bEMOM (POPMYJIBI HACTOSIIIETO H300PETEHHUS.

[0025] Tepmunbl "copmepxamuii", "Brimouarouui' u "BMelaroumui" SBISIFOTCS
HEOrPAaHMYHUBAIOIIMMHU. B BapuaHTax OCYILIECTBICHHMs, 3asBJICHHBIX C HCIOJb30BAHHUEM 3THX
NepeXOAHbIX (Ppas, MOTYT MPHUCYTCTBOBATh APYTHE HEYKAa3aHHbIE 3JIEMEHTHI. B Tex ciyvasx,
korga 'comepxkawmuit", "BMmemmaromui" WM "BKIIOYAIOIIMI"' HCHONB3YIOT B KadecTBe
nepexonHbIx (pas, APyrue 3JIeMEHTbl MOTYT OBbITh BKJIFOUEHBI, M MPH 3TOM OOpPa3OBBIBATH
BApUAHT OCYIIECTBJICHHUS B mpeneax oobeMa Gpopmysisl n3o0pereHus. OTKpbITask epexoaHast
¢bpaza "conep:kaiquii" OXBaThIBAET MPOMEKYTOUHYIO NMEPEXONHYIO a3y "COCTOSIMUIN MO CYTH
u3" 1 3aKpeITYIO Ppasy "cocrosmuii u3".

[0026] TepmMun "¢ HeMemJIEHHBIM BBICBOOOXKIEHUEM" OTHOCHTCS K TBEpPAOU
JekapcTBeHHON (opme, kotopasi obecredrBaeT BBICBOOOXKIEHUE AKTUBHOTO HHIPEIUEHTA
TeOHUIeHeMa MUBOKCHIIA CPa3y JKe MOCIe MEPOPATHHOIO BBEICHUSI.

[0027] Tepmun "¢ MoandUUMPOBAHHBIM BBICBOOOXIEHHEM" OTHOCHTCS K TBEPIOM
JEKapCTBEHHOH (opMe s TepopalibHOTO MpPHUMEHEHHs, KOoTopas o0ecrnednBaeT
BBICBOOOKICHHE aKTHBHOTO MHIPENHNEHTa TeOUINEeHEeMa MUBOKCHJIA B TEUEHHUE JIUTENbHOTO
nepuoza BPEMEHHM IO CPaBHEHHMIO CO BPEMEHEeM, HEOOXOIHWMBIM sl BBICBOOOXKIEHUS
aKTUBHOTO CPENCTBA COCTABOM C HEMEMJIEHHBIM BBICBOOOXKIEHUEM, ISl TONJEPKAHUS

TepaneBTHuecKu 3(P(EeKTUBHBIX YpoBHEW B mia3Me KpoBu. CocTaB ¢ MOAM(UIIMPOBAHHBIM
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BBICBOOOKICHHEM MOKET MPEACTABIISITH COO0I COCTAB C KOHTPOJIHPYEMBIM BEICBOOOKICHUEM,
KOTOPBII XapaKTePU3yeTCsI MO CYyTH KUHETHKOM BLICBOOOKIEHHS HYJIEBOTO Mopsinka. OH Takke
MOKET TPEACTABIIATh COOOH COCTaB C 3aMeIJICHHbIM BBICBOOOXKIEHHEM, KOTOPBIM
XapaKkTePU3yeTCss KWHETHKOMN MePBOro MOPSiIKa.

[0028] "dapMareBTHYEeCKH MPUeMIIeMbIe COJIU" BKIIFOUYAIOT MPOU3BOAHbBIE TEOUTIEHEMA
MUBOKCWJIA, THE€ TEeOWUINEeHeM MHUBOKCUI MOAM(DHUIMPOBAH MyTeM IMOJYYEeHHUs €ro CoJieH
NPUCOSINHEHUSI KHUCJIOThI WJIM OCHOBAaHHS, M Takxke O003HA4aroT (apMaleBTHUECKH
NpUEMIIEMbIE CObBATBI, B TOM YHCJIE€ TUAPATHI, U COKPUCTAJUIbI TAKUX COEIMHEHUIH U TaKUX
coneit. [Ipumepsl papMaLieBTUUECKH PUEMJIEMBIX COJIEH BKIIFOYAIOT 0€3 OrpaHHYEHHs! COJH
MPUCOETMHEHUS] MUHEPAIbHBIX WJIM OPTaHHUYECKUX KUCIIOT C OCTATKAMU OCHOBAHHIA, TAKUX KaK
AMUHBI, IIeJIOYHBIC HJIH OPTaHUYECKUE COJI MPUCOSTUHEHHUS] OCTATKOB KHCJIOT H T. I1., @ TAKXKE
KOMOWHALINY, COAepXallue OJHy WM HECKOJIbKO W3  BBIMIEYKAa3aHHBIX  COJIEH.
dapmaLeBTHYECKHU TPHEMJIEMbIe COJIM BKJIFOYAIOT HETOKCHYHBIE COJM M YETBEPTHUYHBIC
aMMOHHEBbIE COJIM aKTUBHOTO BellecTBa TeOuNeHeMa MUBOKCUIA. Hampumep, HETOKCHUYHBIE
KUCTIbIe COJM BKJIOYAIOT COJIM, TOJIyY€HHbIE W3 HEOPraHHMYeCKUX KHCJIOT, TaKHX Kak
XJIOPUCTOBOIOPOIHAS, OPOMUCTOBOIOPOIHAS, CepHasi, Cyb(pamuHOBast, pochopHasi, a30THasI
U T. ., APYTHE NPHEMJIEMble HEOPTaHMYECKHE COJTH BKJIFOUAKOT COJIM METAJIJIOB, TAKUE KaK COJb
HATPUSI, COJIb KaJIHsI, COJIb LIE3UsI U T. 11.; ¥ COJIU LIEJIOYHO3EMENTbHBIX METAIJIOB, TAKHE KaK COJIb
KaJIbI[Usl, COJIb MAarHUs | T. 1., a TaK)kKe KOMOWHAIMK, CONEPIKALIUE OOHY WJIM HECKOJBKO U3
BBILIEYKA3aHHBIX coyiel. dapmarieBTHUECKH MPUEMJIEMbIE OPTaHUYECKHE COJIM BKJIFOYAIOT
COJIH, TIOJTyYEHHBIE U3 OPTAaHHUYECKUX KUCIIOT, TAKUX KaK YKCYCHas, POITHOHOBAsI, SIHTapHasl,
TJIUKOJIEBAsl, CTEAPUHOBAS, MOJIOUHAS, sI0JIOUHAsI, BAHHOKAMEHHAs, INMOHHAsI, aCKOPOUHOBAS,
MaMoBasi, MaJIEMHOBAsI, TUAPOKCUMAIEMHOBAs, (PEHUITYKCYCHAsI, TJIyTaMUHOBAs, OeH30MHasl,
CAJIULIMJIOBAsI, ME3UJIOBAsl, ACHJIOBAasi, OeCWJIOBasi, CyJb(paHWIOBas, 2-alEeTOKCHOEH30MHasI,
dbymapoBasi, TOMyONCYJNb(OHOBAS, METAHCYJb(OHOBAS, STAHIUCYJIb(POHOBAS, IIABENEBAs,
u3stuHoBas, HOOC-(CH2)n-COOH, raoe n paBHsiercs 0-4, U T.IL; CONU OPTraHUYECKHX
AMHUHOB, TaKHe KaK COJIb TPUITUJIAMIHA, COJIb TUPUIUHA, COJIb MUKOJIMHA, COJIb 3TAHOJIAMUHA,
COJIb TPUAITAHOJIAMKHA, COJIb TUIUKJIOTeKCHIaMuHa, colb N,N'-mHOeH3UIITHIIEHANAMUHA U
T.T.; ¥ COJM aMHUHOKHCIIOT, TaKWe€ KaK aprhHAT, aclapryuHaT, TJIyTaMmarT U T. 1., a TaKke
KOMOWHAILIMY, CONEpsKallle OJHY WJIM HECKOJbKO W3 BBIINIEYKA3aHHBIX COJIEH, COJIU
OpPraHMYECKUX aMUHOB, TAKHE KaK COJIb TPUATHUIIAMUHA, COJTb MUPUANHA, COJIb MUKOJIMHA, COJTb
STAaHONAMHUHA, COJIb TPHUITAHOJAMHHA, COJIb  JUIHMKJIOTeKCHiIaMuHa, comb N, N'-
IUOCH3WIBTIIICHANAMIHA W T. I.; U COJIM aMHUHOKHUCJIOT, TaKHUe KaK apruHaT, aclapryuHarT,

rmyramMar W T.I., a TaK¥Xe KOM6I/IHaLII/II/I, coacpxKamue OAHY UKW HECKOJIbKO U3
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BBILIIEYKA3aHHBIX coield. Bce ¢opmbl TeOumeHemMa NHBOKCHIIA BKJIIOUEHBI B HACTOSINEE
n300peTeHne, B TOM YHUCIIe BCE KPUCTAJUINYECKHE, aMOp(dHbIE U TOTUMOP¢HBIE (POPMBL.

[0029] Korna npuBoautcst Bec TeOuneHemMa MIBOKCHIIA, KOTOPBIA MOXKeT ObITh B (hopMe
COJNM, 3HAUYEHHWE OTHOCHTCS K KOJIMYECTBY TeOWINeHeMa NHBOKCHJIA, a HE K BECy COJIU
teObuneHema nmBoKcwia. Hampumep, 500 mr rteOumeHema NHMBOKCHIA, I1e TeOUIIEHEM
NMBOKCHUJI MPENCTaBlIeH B (opMe ruAPOOPOMHUIHON CONH, yKa3bIBaeT Ha nmpucyrcreue 581,2 r
ruapoOpomMuaa TeOunenema nuBokcmia. Eciy U3 KOHTEKCTa HEMTOHATHO, YTO NMPEATIONaraeTcs
cBOOOJHOE OCHOBaHHE TeOMIeHeMa IHMBOKCWIJIA, WIM SIBHO HE OIPENeNieHO CBOOOAHOE
OCHOBaHUE TeOHIeHeMa MMBOKCHUIIA, TO TEPMUH "TeOUIEeHeM MUBOKCHIT" BKIJIIOYAET CBOOOAHOE
OCHOBaHUE TeOHWIeHeMa NMUBOKCHIA M (papMaLeBTHUECKU NpPUEMIIEMBbIE CONU TeOuneHeMa
nuBOKcUia, Hanpumep, HBr rebunenema nusokcunia.

KOMIIO3HULIUA JJEKAPCTBEHHOM ®OPMbI

[0030] Bt paspaboTaHbl HOBbIE TBEP/bIE JIEKAPCTBEHHbIE (POPMBI C HEMEJIEHHBIM U
MOAH(PULMPOBAHHBIM BBICBOOOXKICHUEM, comepxaimue  TeOuneHem TUBOKCHJIL.
JlexapcTBeHHBIE (POPMBI MOTYT TPENCTABISTH COOOH Kamcyiy, paHyiy, siIpo TaOJeTKH,
NOPOIIOK, HO HE OTrPAaHMYMBAIOTCA UMH. JlekapcTBeHHBIE (JOPMBI UMEIOT PO, COAEpIKallee
TeOMIIEHeM NHBOKCHJI B Ka4yecTBE AKTHBHOTO HMHIPEIMEHTA W OIHO MM HECKOJBKO
BCTIIOMOTATENbHbIX BEINECTB. XOTS JIEKAPCTBEHHbIE (OPMBI, CoAepiKalue TeOuneHeM
NIMBOKCUJI, MOTYT BKJIFOUATh OMpPEIeSICHHbIN TUana3oH TeOUneHeMa MuBOKCHIIA, HATPUMED, OT
100 no 1200 mummurpamm (mr) uiau ot 100 1o 600 Mr TebuneHeMa MUBOKCUIIA, B KAYECTBE
npumepa mnpuBeneHbl Tabnerku, copepxkamue 100 mr, 300 Mr u S00 Mr TeOumneHema
NMBOKCHJIA.

[0031] Hacrosiimee n3o0pereHue npeaycMaTpUBaeT TBEPIbIE JJeKapCTBEHHbIE (DOPMBI C
HEMEIJICHHBIM WJIH MOAM(DHUIIMPOBAHHBIM BBICBOOOXKICHHEM JIJISl IEPOPAILHOTO MTPUMEHEHHS,
comepKalie sapo JIGKAPCTBEHHOH (GOPMBI, TAE sApPO JEKapCTBEHHOH (POpPMBI COIEpPIKHT
TeOUIEHEM MUBOKCHJI WK ero (papMaleBTHUECKH MPUEMIIEMYIO COJIb M BCIIOMOTaTENbHbIC
BEINECTBA, BKJIIOYAIOIIME CBS3YIOINEE BEIIEeCTBO, CMA3bIBAOIIEE BEIIECTBO, HEOOA3aTEIBHO
pa3baBurens. OTHOIIEHHWE BeC K Becy TeOumneHema mnuBOKcwia (B (opme CBOOOIHOrO
OCHOBaHHS1) U BCIIOMOTATENbHBIX BELIECTB B spe cocTaBisieT or 30:60 mo 60:30 mimm B
HEKOTOPBIX BapHaHTax ocyuecTieHus ot 30:45 no 45:30, wiu npubnusurensHo 50:50, umu
npubmu3uTensHo 30:40.

[0032] Hacrosiimee n3o0peTeHre BKIIOUAET JIEKAPCTBEHHBIE (POPMBI C HEMEICHHBIM U
MOAU(HUIUPOBAHHBIM BBICBOOOKIEHHEM [UII TEPOPATBHOIO TMPHUMEHEHHs], COAep Kalline

TeOUNeHeM MUBOKCUJI, TAKHE KaK JIEKAPCTBEHHBIE ()OPMBI, IPEICTABIISIOIIHE COOOM TabJIeTKH.
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[0033] JlekapcTBeHHBIE (POPMBI, comeprkalie TeOUNEHEM MUBOKCHII, N0 HACTOSALIEMY
M300PETEHNI0 XapaKTEPU3YIOTCS PANOM HEOOXOAMMBIX CBOMCTB. Hampumep, HekoTOpbIE U3
HOBBIX JIEKAPCTBEHHBIX (POPM ¢ MOAMPHULIPOBAHHBIM BEICBOOOKIEHHEM JEHCTBYIOT B TEUCHHUE
10 MEHbLIeH Mepe 6 4acoB, 4TO 0OECTIeYHBAET BO3MOKHOCTh MEHEE YaCTOTO BBEACHUS, YEM
(dopMBI ¢ HEMEINJIEHHbIM BBICBOOOKAEHHEM, M B HEKOTOPbIX BAaPHAHTAX OCYINECTBIICHUS
o0ecrieynBaeT BO3MOXKHOCTb BBEIEHHs JaBa pa3a B CyTku. JlekapcrBeHHas ¢opma ¢
MOAU(PUIUPOBAHHBIM BBICBOOOXKIEHHEM, coneprkalas TeOUIneHemM MUBOKCHIL,
xapakrepusyercs Oojee HHU3KUM 3HaueHHEM Cmax B IUIa3M€ KPOBH M 0oJiee BBICOKHM
3Ha4eHHEeM Cpin B IUIa3Me KPOBHU, YeM TAKOBbIE Y MPEIIIECTBYIOLINX JIEKAPCTBEHHBIX (HOPM,
YTO MPUBOAWT K YBEJHMYEHHOW TMPOAOJUKHTENIbHOCTH —NOAnepkaHus 3>PQekTuBHON
KOHLIEHTPALUH, YBEIUUeHHOH 3 ()EKTUBHOCTH, YBEIUUEHHON NMPOJOJIKUTENBHOCTH d(pdekra
10 CPAaBHEHHIO C JIEKAPCTBEHHbIMU (popMamMu C HEMeMJIeHHbIM BbICBOOOXKIeHueM. [locne
BBICBOOOXKICHHUSI W3 JIEKAPCTBEHHOH (OpPMBI ¢ MOIU(UIMPOBAHHBIM BBICBOOOXKICHHUEM
obecrieuynBaeTCsi BHICOKOE BCAChbIBaHHE TeOWIIEHEMa MHUBOKCHUJIA U3 JKENyIOYHO-KHIIEYHOTO
TpakTta. JlekapcTBeHHbIe (OPMBbI ¢ MOAMMUIIMPOBAHHBIM BBICBOOOKIEHHEM, COIEpIKALINe
TeOUNeHEeM NMBOKCHJI, MO HACTOSINEMY H300peTeHHI0 oOecreduBaroT AOCTIDKEHHE Cmax B
iasMe KpoBH depe3 1-4 yaca mocie NepopajbHOrO BBEOEHMs, B HEKOTOPBIX BapHaHTaX
OCYLIECTBJICHHs] JIGKAPCTBEHHbIe (GOpMBI ¢ MOAM(DULHUPOBAHHBIM  BBICBOOOKICHHEM,
comep:kamie TeOWUNEHeM TMHMBOKCHJI, IO HACTOSIIEMYy H300peTeHur0 00ecrneunBaroT
noctiokeHue Cuax B IIA3Me KPOBH 4Yepe3 2-4 yaca mocie nepopaybHOTO BBEACHHS, U B IPYTUX
BapUAHTaX  OCYLIECTBJEHUS  JieKapcTBeHHble  (GopMbl ¢ MOIU(HULIKUPOBAHHBIM
BBICBOOOXKICHHEM, COAEpKaliie TeOUIEHeM IHMBOKCWII, 1O HACTOSIIEMY H300pEeTEeHUIO
obecnieunBaroT noctkeHne Cmax B IUIA3Me KPOBHU uepe3 1-2,5 yaca mocie mepopaibHOro
BBEICHMS.

[0034] Hosgast nexapcTBeHHast popma ¢ HEeMEIJIEHHBIM BBICBOOOKIEHUEM, CONlEpIKaIlast
TeOUIEHEM MHUBOKCHII, OYEHb OBICTPO PACTBOPSIETCS B BOIE HUIM BOJHOM PACTBOPE, a TaKXkKe
o0ecreynBaeT BBICOKOE BCACHIBAHWE TEOHIEHEMa IMHUBOKCHJIA M3 JKENyJOYHO-KUIIEYHOTO
Tpakta. Takum oOpa3om, nekapcTBeHHass (OpMa ¢ HEMEIJEHHbIM BBICBOOOKIECHUEM
o0ecrieynBaeT OBICTPOE HAYaJIO ACHCTBUS JEKAPCTBEHHOTO CPEACTBA U OBICTPOE TOCTHIKEHHE
TepaneBTHueckoro 3¢dexra. JlekapcrBeHHas (popMa ¢ HEMEIJIEHHBIM BBICBOOOXKIIEHUEM,
comep:kamiasi TeOWNEHEM NHBOKCHJ, IO HACTOALIEMY H300peTeHH0 o0ecrnedynBaeT
noctikeHne Cmax B Tiazme kpoBu B TedeHue 0,5-2 gacoB wnu 0,5-1,5 wacoB mocne

niepopaiibHoro BBeneHus. Eciu B cocraBe ucnonbsyercss HBr-conb, nekapcTBeHHas Gpopma ¢
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HEMEIJIEHHBIM BBICBOOOKACHHUEM TI0 HACTOSIIEMY M300PETEHHIO 00ECTIeYMBAET TOCTHKEHHE
Cumax B TJIa3Me KPOBU B T€UCHHE MEeHee ueM 1,5 gaca.

[0035] JlekapcTtBenHass ¢opmMa ¢  HEMEMIEHHBIM H  MOAU(PHUIMPOBAHHBIM
BBICBOOOXKICHHUEM, COZep Kaliasi TeOUNeHeM MUBOKCHJI, HIMEET CPOK XPAHEHUsS MO MEHbIIeH
Mepe 12 MmecsueB W NPEANOUYTUTENBHO MO MEHbLIEH Mmepe 24 Mecsua Ipu KOMHATHOU
TeMIeparype.

[0036] JlekapcTBeHHble  (OPMBI ¢  HEMEMJIEHHBIM H  MOAU(PHUIHPOBAHHBIM
BBICBOOOXKICHHEM, COZEpKallne TEeOUNEeHeM IUBOKCHJ, XapakTepU3ylTcs NpopuissMu
PacTBOPEHHUsI, KOTOPbIE HE 3aBUCAT OT BeaW4uHbI A03bl B mpexnenax or 100 mo 1000 mr
TeOuneHemMa MUBOKCHIIA.

[0037] B HekoTOpbIX BapumaHTax OCYIIECTBJIEHUS JIeKapCTBeHHas ¢opma ¢
MOAM(ULMPOBAHHBIM BBICBOOOXKIEHHEM, COAepKalas TeOUNEeHeM MUBOKCHII, 00eCreynBaeT
Tmax B Tu1a3Me KpoBH in vivo yepe3 3-8, 3-6 mnm 3-4 yaca mocne BBeneHHUs. B HEKOTOpBIX
BAPUAHTAX OCYLIECTBJICHUS JIEKapCTBeHHast ¢opmMa ¢ OBICTPbIM MOIU(PHLIMPOBAHHBIM
BBICBOOOXKICHHEM, COZieprKalast TeOHIeHeM ITMBOKCHII, o0ecreunBaeT Tmax B IIa3Me KPOBH in
vivo uepes 0,5-4, 1-3 unu 1-2,5 vaca nmocne BBeEeHUSI.

[0038] Hactosimnee wu3oOpereHne BKIIOYAaeT COCTaBbI Ha OCHOBE TeOUNEeHeMa
NMBOKCUIIA B popme TabseToK, B KOTOPBIX MO MeHbliei mepe 30%, no meHbeit mepe 40%, mo
MeHbl1el mepe 45%, o meHbiuel mepe 50%, no menbiueii mepe 55%, no mensleii mepe 60%
WK TI0 MEeHbLIeH Mepe 65% 1o Becy TalJeTku cocTasisieT TeOuneneM nuBokcwi. Hacrosiee
u300peTeHre BKJIIOYAET JIEKAPCTBEHHbIE (OPMBL, coaeprKamue TeOWIeHEM NHUBOKCUI, B
KOTOpBIX TeOureHeM MUBOKCUI cocTaBisieT 30% - 70% wnu 40% - 60% mo Becy simpa
TaOJNIeTKH, a BCIIOMOTareNibHbIe BelecTBa cocTaBiisitoT 70% - 30% wumm 60% - 40% 1o Becy
sapa Ta0JeTku. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIIEHHs TEOMIIEHEM MUBOKCHI COCTABIISIET
45% - 55% 1o Becy siapa TaONIETKH, a BCTIOMOTaTEIbHbBIE BEIIECTBA COCTABIISIIOT OT 55% - 45%
no Becy sapa TaOJeTku. B HEKOTOpBIX APYruxX BapHaHTaxX OCYLIECTBJICHUS TeOUIIEHEM
nUBOKCUI coctaBsieT 50% sipa TaOJIeTKH, U BCTIOMOTaTeIbHbIE BEIIeCTBA COCTaBIIIOT 50%
sapa TadJeTku. B HEKOTOPBIX BapHaHTax OCYLIECTBIIEHHs TEOMIIEHEM MUBOKCHI COCTABIISIET
40% sinpa TabneTKu.

[0039] BcrnomorarenbHble  BeleCTBa BKIIIOYAIOT 0€3 OrpaHWYeHHs] OJHO WU
HECKOJIBKO M3 CBS3YIOLIErO BEIIECTBA, CPEACTBA, KOHTPOJHUPYIOLIETO BBICBOOOKICHMS,
pa3pbIxiHTeNs, pa3daBUTENs MM CMa3bIBAIOIIErO BELIECTBA. BcromoraTenbHbIE BELIECTBA
MOTYT TaK>Ke BKJIFOYaTh BEIIECTBO, CIIOCOOCTBYIOIEE CKONBKEHHIO, PACTBOPHUTEb, BEIECTBO,

peryJupyromee BsI3KOCTb, 3MyJIbratop, oydep, odbemMoodOpasyroiee BemecTBO, KPaCHUTEb,
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BEINECTBO, YJYyYIIAOIIee BKYC, CPEICTBO, MPEIMSATCTBYIOIIEE CIEKHBAHUIO MU KOMKOBAHHIO,
abcopOeHT, HO He OTPAaHUYNBAOTCS] UMU.

[0040] Hacrosiimee n3o0pereHne BKIFOYAET siipa JIEKAPCTBEHHBIX (HOPM U TabJIETKH C
NOKPBITHEM, COZEpIKaIlNe CBs3yIOllee BelecTBo. Hampumep, CBs3yrolee BEIECTBO MOXKET
NPEACTaBISATh  COOOW  MHUKPOKPHCTAJUIMYECKYIO  LEJUTFOJIO3y,  CHIIMKATHPOBAHHYIO
MHUKPOKPHUCTAUTMYECKYIO LEJUTIOJIO3Y, STUJILEIUI0JIO3Y, JIAKTO3y, Kpaxmall, >KeNaTUH WIH
Mr00yI0 KOMOMHALMIO JOOBIX JIBYX W3 BBIIIEyKa3aHHOro. CBs3yrOlIee BEIECTBO MOKET
NPUCYTCTBOBATh B siApe TaONETKU WK TabJeTKe ¢ MOKpbITHeM B Konudectse (%o Bec/Bec) oT
1% no 50%, unu ot 5% no 40%, unu ot 10% no 20%, wnu 15%. B HEKOTOpBIX BapuaHTax
OCYILECTBJIEHHs CBSA3YIOIUM BernecTBoM siByisiercs Avicel PH102, npencrasnsromuii codoit
TUI MUKPOKPHUCTAJUINYECKOHN IIEIUTIOJIO3bI.

[0041] Hactosinee  u3o0pereHne  BKIHOYAaeT  JIeKApCTBeHHble  (HOPMBI €
MOAM(PUIIMPOBAHHBIM BBICBOOOKIEHNUEM AJISl IEPOPATIBHOTO IPUMEHEHUsI, B TOM YHUCIIE Sapa
JIEKapPCTBEHHBIX (HOPM U TaOJETKH C MOKPBITHEM, COAEpIKaIlle CPEACTBO, KOHTPOIUPYIOIIee
BoICBOOOKAEeHHE. CpencTBo, KOHTPOJHPYIOLIEe BBICBOOOKACHUE, TMPEACTaBIsIeT COOOH
CPEeICTBO, KOTOpOE CIIOCOOCTBYET JOCTaBKE AaKTHMBHOIO HHIPEIUEHTAa B TEUYCHHUE
HeoOxonumoro mnepuona BpemeHu. CpencTBO, KOHTPOIMPYIOIIEE BBICBOOOXKIEHHE, MOXKET
NPUCYTCTBOBATH B siApe TaOJNETKU WK TabJjieTKe ¢ MOKpbITHEeM B KonudecTBe (% Bec/Bec) OT
1% nmo 50%, umu ot 5% no 40%, umu ot 10% no 20%, wnu 15%. B HekoTOpBIX BapuaHTax
OCYLIECTBJIEHHsI B KayeCTBE CPEACTBA, KOHTPOJHMPYIOLIETO BBICBOOOXIEHUE, BKIIFOYECHA
rugpokcunporunmetnnesuiogosa (HPMC). Tlpoaykrst HPMC copra K xapakrepusyrorcs
CTENEHBI0 3aMELIEHUsT METOKCWIBbHBIX TIPyNN, COCTaBjsomen 1,4, coaep:kaHueM
METOKCHWJIbHBIX ~ TPYII,  COCTaBSIOIUM  mpuMepHo  22%, W CcomepKaHHeM
TUAPOKCUTIPONIMIBHBIX TPYMI, COCTaBISIIOIUM npuOmmsurensHo 8,1%. IIpoaykter HPMC
copta E xapakTepu3yroTcs CTENEHbIO 3aMEIICHUSI METOKCUJIBHBIX TPYIII, COCTaBJsAomen 1,9,
CoflepKaHUEM METOKCHJIBHBIX TPYIIL, COCTAaBJISIOIUM TPUMEpPHO 29%, W comep:kaHHeM
TUAPOKCUIIPOITIBHBIX TPYIIIL, COCTABJISTFOLINM MPUMEPHO 8,5%. B HEKOTOPBIX JIEKapCTBEHHBIX
dopmax ¢ MOTUDUIIMPOBAHHBIM BBICBOOOKIIEHUEM, COIEPKAIINX TeOUTIEHEM MHUBOKCHII, IO
HACTOSIIIEMY H300pETEHHI0O B KAueCTBE CPEIACTBA, KOHTPOJHUPYIOLIETO BBICBOOOXKICHHE,
npumenstor HPMC K4M. B Hekoropbix BapuaHTtax ocyinectsieHuss HPMC K4M
NpeACTaBIsieT COOOH THAPOKCHITPONTMIMETHIILEIITIONIO3Y ¢ Pa3MEPOM YaCTHL], BAPbUPYIOIIUM
B nuanasone 170-250 MUKpOMETPOB, U BA3KOCTHIO, Bappupyrouei B auanaszone 2700-5050 cms3
npu 40°C wmmu npubnusutensHo 4000 mllasc mpu 2% B Bome mpu 20°C. B HEKOTOpBIX

BapHaHTax OCYWCCTBIICHHUA IO HACTOALIEMY 1/1306peTeHmo B KaueCTBC CPEIACTB,
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KOHTPOJIMPYIOIIUX BhICBOOOXKAeHUE, Takxke mpumeHsitor HPMC ESO LV u HPMC E3. HPMC
ES50 LV xapakrepusyercsi BSI3KOCTBbIO, cocTaBisiomed 35-65 cn3 mpu  40°C  unm
npubmusutensHo 50 mIlasc mpu 2% B Bome mpu 20°C, m HPMC E3 xapaxrepusyercs
BSI3KOCTBIO, COCTaBIsAOLIeH mpubmusutensHo 3 Mllasc mpu 2% B Boxe mpu 20°C. B HEKOTOPBIX
BapUAHTAX OCYLIECTBICHMS, KaK, HAIPUMep, B JIEKAPCTBEHHOH GopMe ¢ MOTUPUIMPOBAHHBIM
BBICBOOOKICHHEM B T€UEHHUE 2 4., MOIXOASIIEE CPECTBO, KOHTPOJIUPYIOIEe BEICBOOOKIEHHE,
npencTasisier  coOOl  MOMUBUHWINUPPONHUIOH, Takoi kak PVP K12, koropsrit
XapaKTepU3yeTCsl CpeaHerd MOJIEKYJIIpHOU maccou, coctasisitomeit 3500-6000, u saBisercs
manopactBopuMbiM (5%) B Bome. [lpyrue mnoaxonsiiue CpeACTBA, KOHTPOJIMPYHOIINE
BBICBOOOJKICHHE, BKJIFOUAIOT TUIPOKCUITPOTTUIIMETHIILIEIUTONIO3Y,
TUAPOKCUTIPOITUIILIEIUIION03Y, aleTaT-CyKIMHAT TUIIPOMEIJIO3b], MOJUBUHUIMIUPPOIUIOH U
KOTIOBHUJIOH.

[0042] HacTositnee n3o0peTeHne BKIIIOUYAET siipa JIEKAPCTBEHHBIX (POpM 1 TaOleTKHU ¢
HOKPBITHEM, cozeprKaue pazdasutens. Hanpumep, pasdaBurenb MOXKET NMPEACTABISATh COOOM
KpaxmaJl, caxapo3y, MOHOTHAPAT JIAKTO3bI, MAHHHUT, COPOUT MK JIFOOYI0 KOMOMHALIUEO JIFOOBIX
ABYX M3 BBIIIEYKAa3aHHOro. Pa30aBuTenh MOXET NPUCYTCTBOBATH B sApe TaOJeTKH WIN
TabneTrke ¢ mokpbiTueM B konmuuecTse (%o Bec/Bec) ot 1% mo 50%, wnu ot 5% no 40%, uau ot
10% mo 20%, unmu 15%. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHUS pa30aBUTEIIH MIPEICTABIISIIOT
co0O¥ MOHOTHAPAT JIAKTO3bI M MAHHUT.

[0043] Hacrosiinee n3o0peTeHre BKIIIOYAET JIEKAPCTBEHHBIE (OPMBI, B TOM HUCJIE Sapa
JIEKapCTBEHHBIX (OPM U TaOJIETKU C TOKPBITHEM, COAEpIKalIfe pa3pbixiutenb. Hampumep,
Pa3PBIXJIMTENb MOXKET MPEACTABIATh COOOH KPOCKapMeNno3y HaTpHs, KPOCIOBHIOH (TaKxke
Ha3bIBAEMbIHl KOTIOBUIOHOM), KPaXMAJIJIMKOIAT HATPUsI MM JEOOYI0 KOMOWHALMIO JTFOOBIX
ABYX MUK OOJiee 13 BBIEYKA3aHHOTO. Pa3pbIXINTEIh MOXKET MPUCYTCTBOBATH B siIPE TAOIETKU
wu TabneTke ¢ mokpbiTreM B konudecTse (%o Bec/Bec) oT 1% no 50%, wmm ot 5% no 40%, unu
oT 10% 1o 20%, unu 15%. B HeKOTOpBIX BapuaHTaxX OCYLIECTBJICHUsI pa3pPbIXIUTENEM SBIAETCS
PVPP XL-10, npencrasnsrortuii codoit Tan kpocnosunona. PVPP XL-10 npexncrasnsier codoi
CIIMUTBIN NOJUBUHWINHUPPOIUAOH, XapaKTEPU3YIOLIUICSA CPEIHUM pa3MepoM dacTul 30 MKM.
Hpyrue MOZXO/ISIIIHE Pa3PBIXJIUTETH BKJTFOYAIOT KPOCKapMeJo3y HaTpUs,
NpeKeNaTHHU3NPOBAHHBIN KpaxMaJl, KPaX MAITJIUKOJIAT HATPHsI, MAHHHUT, MAUCOBBIA KpaxMal,
KapTOoQeNbHbIA KpaxmaJl, aTbTHHOBYIO KHUCIIOTY U MIIEHUYHBIH KpaxMal.

[0044] Hacrosiimee n3o0pereHne BKIFOYAET siipa JIEKAPCTBEHHBIX (HOPM U TabJIETKH C
MOKPBITHEM, COZEPIKAIME CMA3bIBAIOIIEe BEINECTBO. BUA M KOJNMYECTBO CMa3bIBAIOIIETO

BEIIECTBA HE OIPAaHUYCHBL, IMPU YCIIOBUH HAXOXACHUA B IPEACTIAX JUANMA30HOB, MPUEMIIEMbIX
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s apMaleBTHYECKOro MpUMeHeHus. Hampumep, cMasbplBaromee BELIECTBO MOXKET
NPEACTABISTh COOOW CIIOKHBIA 3(QHp JKUPHOH KHUCIOTBI, CTEAPHHOBYIO KHCIIOTY, CTeapar
MarHusi, TIALEepUIOereHar, creapar KaibLus, creapuidymapaT HaTpus, Jaypuicyibdar
HATpWsl, JAypuiCyiab(ar MarHusi, O€H30aT HATpHs, TalbK, THAPOTEHE3UPOBAHHOE MAcIo,
KapHayOCKHMH BOCK WJIM KOMOMHALMIO JIIOOBIX IBYX M3 BbIEyKa3aHHOro. CMasbIBarolnee
BEIECTBO MOXET IIPUCYTCTBOBATD B sPE TAOJIETKH WIIN TaOJNETKE C MOKPHITUEM B KOJIUYECTBE
(% Bec/Bec) ot 0,1% mo 5%, ot 0,1% mo 2,0%, wiu ot 0,1% no 1,0%, wmu ot 0,25% no 0,5%,
win  0,375%. B HeEKOTOpbIX BapuaHTaX OCYLIECTBJICHMsI CMa3blBalOIlee BELIECTBO
npeAcTaBysieT cCOOON cTeapaT MarHusl.

[0045] B BapuaHTe OCyIIECTBICHUS PO TAOJIETKH MOKET MPEACTABIATh COOOM SO
TabNeTKn ¢ MOANDULMPOBAHHBIM BBICBOOOXKIEHUEM, KOTOPOE COIEPKUT TeOUIeHEM
MMBOKCHUJI B KAU€CTBE aKTUBHOIO UHIPEAUEHTA, THAPOKCUIIPONUIMETWILIEIUTION03Y B KAYeCTBE
CPEeNCTBAa, KOHTPOJMPYIOINEr0 BBICBOOOXIEHHE, MAaHHUT B KadecTBe pasz0aBuTeNs,
MHUKPOKPHUCTAJUINYECKYIO LEJUTFOJIO3Y B Ka4eCTBE CBA3YIOLIETrO BELIECTBA U CTe€apaT MAarHus B
KauecTBe CMa3bIBAIOLIEro BemecTBa. Hampumep, siapo tabnetku Moxer comepkarb 40-60
BECOBBIX ~ IPOLEHTOB  TeOWNeHeMa  IHBOKCHIIA, 10-30  BecOBBIX  MPOLIEHTOB
TUIPOKCUTIPOIMIIMETUIILEIUTION03b], 10-20 BecOBbIX MHpPOLEHTOB MaHHUTA, 10-20 BeCOBBIX
MIPOLIEHTOB MHUKPOKPUCTAININYECKON Leunono3el U 0,1-5 BeCOBBIX MPOLIEHTOB CTeapara
MarHusl.

[0046] U3 sappa TabneTku ¢ HEMENJIEHHBIM BBICBOOOXKIEHUEM, COIEPIKAIIErO
TeOUNeHeM MUBOKCUJI, MOXKET BBICBOOOKIATHCS MO MeHbinel mepe 80%, mo MeHbLIel mMepe
85%, o meHbLIel Mepe 90% wiu o MeHbLIel Mepe 95% ot ob1mero Koan4yecTsa TedHneHeMa
nuBokcuia B Oydepe, pH 5,0 mpu 37°C co CKOPOCTBIO BpalleHHs JIOTACTHOH MEeLIaJIKU
50 obopoToB B MuHyTY (00./MUH.) B TeueHue 30 MUHYT, B Te4eHue 15 MUHYT uiu B Teuenue 10
MHUHYT. B HEKOTOpBIX BapHaHTax OCYINECTBJICHUS U3 sApa TaOJETKH C HEMEIJIEHHBIM
BBICBOOOXKICHHEM, COIEpIKaLIero TEOUNEeHEeM IUBOKCHJ, MOXET BbICBOOOXKIATBCS IO
MeHbLIel Mepe 95% ot olmero konnvecTBa Tebunenema nuBokcwia B Oydepe, pH 5,0 mpu
37°C co CKOpOCTBIO BpalleHus JionacTHoi memanku 50 o0opoToB B MUHYTY (00./MUH.) B
tedenue 15 muHyT. M3 simpa Tabnerku ¢ HEMEMJIEHHBIM BBICBOOOXKIEHHEM, COZIEPIKAIIEro
TeOUIEHEM TMUBOKCHJI, TEOMIIEHEM MHBOKCHJI MOJKET BBICBOOOXKIATBCS 1O CYTH TakK, Kak
MOKa3aHo B mpoduiie pacTBopeHust Ha ¢ur. 1 - ¢ur. 7, B ciyydae, eciiu TeOUTIEHEM THBOKCHIT
Haxonutcs B popme HBr TeOnnenema nuBokcuia.

[0047] U3 sppa tabneTku ¢ MOAU(UIMPOBAHHBIM BBICBOOOKAEHHUEM, CONEPIKAINEro

TeOMIeHeM MUBOKCHII, MOXKET BhICBOOOXKIaThes oT 30% mo 50%, wnmu ot 35% mo 45%, unu
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NMT 50% ot obuiero konuyecTsa TeOunenemMa nuBokcuia yepe3 30 munyt B Oydepe, pH 5,0
npu 37°C cO CKOPOCTBIO BpAIIeHHs JONACTHON Memanku S0 000poToB B MUHYTY (00./MHH.).
U3 sigpa TabneTkn ¢ MOAU(UIIMPOBAHHBIM BBICBOOOKAEHHEM, COAEpKAIIero TeOUIeHeM
MUBOKCHJI, MOKET BBICBOOOKIAThcss oT 50% nmo 70%, unu ot 55% no 65% ot obmero
KonnuecTBa Teburenema muBokcwmia yepes 60 muuHyT B Oydepe, pH 5,0 mpu 37°C co
CKOPOCTBIO BpalleHusi JionacTHOH Memaiku 50 oboporoB B munHyty (00./MuH.). U3 smpa
TaOJNIeTKH, COAEePIKAIIErO TeOUTIEHEM TUBOKCHIL, MOXKET Takske BbICBOOOknaTbest NLT 85% wmu
NLT 90% ot obmero konmuecTBa TeOuneHeMa NMBOKCUa yepes 4 yaca B oydepe, pH 5,0 npu
37°C co cKOpOCTBIO BpaleHus JjonactHoi Mmemanku 50 00./muH. U3 sapa Tabnetku ¢
MOAN(PHUIUPOBAHHBIM BBICBOOOXKIEHHEM TEOUIIEHEM NMHBOKCUI MOXET BBICBOOOXKIATHCS I10
CYTH TaK, KakK IOKa3aHo B npoduie pacTBopeHus Ha ¢ur. 2 - ¢pur. 8 (ans cocraBa Ha OCHOBE
HBr-conu, packpeitoro B Tabnune 12B).

TTOKPLITUSA

[0048] JlekapcTBeHHast popMa MOKET JOTIOJIHUTENBHO COAEPIKATh MOKPBITHE.

[0049] B HeKoTOpBIX BapHaHTaX OCYLIECTBJIEHHs TMOKPBITHE MPEIACTABISET COOOM
KUIIEYHO-PACTBOPUMOE TOKpbITHE. Takue MOKPBITUS HEPACTBOPUMBI IPU KHCIOTHOM
3HayeHun pH ’kenyno4HOro coka, Hampumep, Ipu 3HaueHUM MeHee 4deM pH 3, HO nerko
pacTBOPUMBI TPHU HEHUTPAJIbHOM WM TNPUOJH3UTEIBHO HeHTpasbHOM 3HaYeHud pH
JKEYAOYHO-KHMIIEYHOr O TPaKTa, Hanpumep, npu 3HadeHusix ot pH 6,8 no pH 7.4.

[0050] Ha sinpo nexapcteeHHON GopMmbl, comepikainee TeOUNMEHEM MTUBOKCHII, MOKET
OBITh HAHECEHO KHIIEYHO-PACTBOPHMOE TMOKPBITHE, TaKOe KaK KHIIEYHO-PACTBOPHUMOE
MOKPBITHE, O0ECIeYNBANOIee HEMEIUICHHOE BBICBOOOKIACHHEM WM MOAU(HUIMPOBAHHOE
BBICBOOOXKIECHHE, C OOpa3oBaHMEM JIEKAPCTBEHHOW (POPMBI € KHIIEYHO-PACTBOPUMBIM
NOKpbITHEM. KHINEUHO-pacCTBOPUMOE TOKPBITHE BBIIIOJHEHO C BO3MOXKHOCTBIO OBITh
CTa0MJIbHBIM B KeJTyJOYHOH KUCIIOTE U HE PACTBOPSITHCS, MOKA TabJIeTKa He JOCTUTHET TOHKOH
Kumky. 3aBucuMoe oT pH mokpeiTHe MOXeT obOecrneuuBaTh 3aIUTY YyBCTBHUTEIBHOTO K
KUCJIOTe TeOWIeHeMa NMHBOKCHIIA OT HHM3KOro 3HaueHusi pH xemymounoro coka. Korma
JeKapcTBeHHass ¢opMa, copepskaiias TeOWIIEHEM IHBOKCHI, € KHIIEYHO-PACTBOPUMBIM
MOKPBITUEM JTOCTUIaeT HEHTPAJbHOW Cpenpl KHIIEYHWKA, COAEpIKAlINecs B HEeH aKTUBHBIC
UHTPEIUEHTHI 3aTEM PACTBOPSIIOTCS U CTAHOBSATCS TOCTYITHBIMHE JIJIsI BCACBIBAHHS B KPOBOTOK.
B BapmaHTe OCyIIECTBICHHS KUIIEYHO-PACTBOPUMOE MOKPHITHE MOXET MPEACTABISTh COOOH
NOJIMMEp, HAHECEHHBIN Ha siIPO, conepikaiiee TeOuneHeM nuBOKcui. [lommMep Moker ObITh
BBIOpAH M3 MoyM(aKpuiaTa), moyiu(MeTakpruiiaTa), COrnojimMepa METHIIAKPUIIaTa-METaKPHIIOBOH

KHCJIOTBI, COMIOJINMEPA MeTI/IJ'IMeTaKpI/IJ'IaTa-MeTaKpHJ'IOBOﬁ KUCJIOTHI, IICJIJIaKa, aueTaT(bTanaTa
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LEJUTEOJIO3bI (CAP), alneTar-CyKIuHaTa LIEJUTIOJIO3BI, ¢ranara
TUAPOKCUIPOITMIMETIIILIEIUIFONIO3b], aleTaT-CyKIIMHATAa TUAPOKCUIIPOIMIIMETHIILEIUTIONO3BI
(ameraT-cykumHaTta rUNpoMesuiosbl), (ramara mnonuBuHmianerata (PVAP), anerar-
TPUMEJUIUTAT IIeJUTIOJIO3bI, aJlbTMHATa HATpus, 3€MHa W ux KomOuHammu. Kumedno-
pPacTBOPUMOE TMOKPBITHE MOXKET TAK)XKE COAEP)KaTh OCHOBAHHE, TAaKOE€ Kak 0e3 OrpaHuveHust
TUAPOKCHU] LIEJIOYHOTO MeTajuia, KapOOHAT IIEIOYHOr0 MeTajlia, F’uAPOKapOOHAaT LIETOYHOTO
MeTaJlia, UX KOMOWHAIHUIO.

[0051] B HexoTOpBIX BapuaHTaxX OCYLIECTBIEHUS KULUIEYHO-PACTBOPUMOE MOKPBITHE C
HEMEJJIEHHBIM BBICBOOOXKIIEHHEM CONEPKUT MONIM(METaKpuiaT) U OCHOBaHHe. B Bapuanre
OCYILIECTBIIEHUs] OCHOBAaHHE MOXKET MPENCTaBIATh COOOH THAPOKCHA MeTajula, HamnpuMep
TUAPOKCU HATPUS WIM TMIAPOKCUA Kanus. B Apyrom BapuaHTe OCYINECTBJIEHUS OCHOBAaHHE
MOXKET MPeACTaBIATh co00i kapOOHAT MeTasuia, HampuMep KapOoHAT HaTpus WU KapOOHAT
KaJIusi, WM TUAPOKapOOHAT MeTajula, HalpuMep ruapokapOOHAT HATPHS WM THAPOKapOOHAT
kanus. Jpyrue noaxonsiiye NOKphITUS BKIIOYAIOT MOJIMBUHUIIOBBIN CIIUPT, HEKOTOPBIE COPTa
ruapoxcunponuiMermineonossl 1 cMecu HPMC u nomstunenrnukons (PEG). ITokperrue
MOXKET JIOTIOJHHUTENBHO coaepkarh IutacTudukatop. OIHAKO HOKPBITHE C HEMEIEHHBIM
BBICBOOOXKIICHHEM HE SIBJISIETCS OIPAHUYMBAIOIINM, U TPH 3TOM TaKXKe MOXXHO NMPUMEHSTH
M000€ TPATUIIMOHHOE TIOKPBITHE, KOTOPOE HE SIBJISIETCS PACTBOPUMBIM MPU HU3KOM 3HAYCHHU
pH (3Hauenun pH meHee uwem npubnusuTenbHO 3), HO KoTOpoe Oynmer obecrnevynBaTh
HEMEIJICHHOe BBICBOOOXKIIEHHE AKTHBHOTO WHTPENUEHTa MPU HEHTPAJIbHOM WJIM OCHOBHOM
sHauennn pH. KumedHo-pactBopumMoe MOKpbITHE, OOECIEYHBAIOIIEE HEMEIICHHOE
BBICBOOOXKICHHE, MOXKET HMMEThb TOJIIIMHY OT MNpHOIM3uTe bHO 20 MHKPOMETPOB MO
npubmm3utensHo 100 MUKpOMeETpOB. VBEJNWYEHHE Beca B PE3YJIbTAaTe MOKPBITHS MOXKET
NpeACTaBIsITh cOOOH yBennueHue Beca oT npudausutensHo 0,1 1o 100% B mepecyere Ha BeC
sapa TabJIETKH, UM OT MPUOIU3UTENBHO 2 10 MpUONU3UTENbHO 75%, OT MpUONU3UTENBHO 2
no mnpubmusurensHo 50%, or npubmusurensHo 2% g0 npubmusurensHo 15%, ot
npubmusutensHo 2% no npubmusurensHo 10%, wim ot mpuOmmsurensHo 4% mo
npubIu3uTeNBEHO 8%.

[0052] ITokpeiTHE MOXKET TMPEACTABISATH COOOW TMOKpBITHE, OOeCmeYnBaroIIee
HEMEIJICHHOE BBICBOOOXKIEHHE, WJIM B HEKOTOPBIX BapUAHTAX OCYLIECTBICHHS IOKPBITHE
NpeACTaBisieT COOOW MOKpBITHE, O0ecTeynBaroIee MOAN(PHIUPOBAHHOE BBICBOOOXKIECHHE.
[Nomxonsmue TOKPBITUS BKIIOYAOT THIPOMEIo3y WM runpomeriody USP, Taxoke
U3BECTHYIO Kak ruapokcunponmiMermiiemnnono3a (HPMC). HPMC mnpencrasnsier coboit

pPacTBOPHUMOEC B BOAEC BCIIOMOIraTCJIbHOEC BEIIECCTBO, KOTOPOEC MOXKHO MNPHUMEHATH B KAaUYCCTBC
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BELIEeCTBA AJI IJIEHOUHOIO MOKPBITUS, XOTs HekoTtopele copra HPMC uaie npuMeHsIOT B
kadectBe cBssyromux Bemects. PHARMACOAT (ShinEtsu Chemical-Co., Ltd.).
PHARMACOAT 603 npexncrasisieT OO0 COPT TUMPOMEIIIO3bI, XaPaKTEPU3YIOIIUNUCS THIIOM
3amewienus 2910 u 3asBIEHHON BA3KOCTHIO 3 MIla-C, KOTOpPBINA NOAXOAUT Il NPUMEHEHUS B
Ka4yecTBe MIeHouHoro nokpeitus. Ilponykuuto Toprosoit mapku OPADRY ucnons3yrot ams
pa3NIUYHBbIX (apMaleBTUYECKUX MOKPBITUH, W OHA BKIIIOYAET MOKPBITHS, 00eCneunBarone
HEMEIJIEHHOE  BBICBOOOXKIEHHE, KOTOpble conepkar rinaBHbIM  oOpazom HPMC
(TUPOKCUTTPONMMIIMETHIILIEIUTIONO3Y WM THUIPOMEIIo3y) uin PVA (IOJMBUHUIIOBBINA CIIUPT)
u PEG (nmonmstunenrnukons). PEG Moxer mpuMeHSTbCS B KauecTBe IIacTU(HUKATOpPa B
nokpbiTusix OPADRY. EUDRAGIT, takue kaxk EUDRAGIT L 100-55, sBnsiroTcst apyrum
nopxonsmuM  kiaaccom mnokpbituii.  EUDRAGIT mnpeacraBnsroT co0ol  COMONMMEPBHI,
HOJTyYSHHBIE U3 CJIOXKHBIX 3(UPOB aKPUIIOBOI M METAKPUIIOBON KHCIIOTHI C JOMOIHUTEIbHBIMU
(PYHKIIMOHAJIBHBIMU TPYIIIAMH B HEKOTOPBIX CIIYYasiX.

[0053] ITokpeiTHE MOXKET COAEPKATh JOMOIHUTEIbHbBIE BCIIOMOIAaTEIbHbIE BELIECTBA,
TaKHe KaK MJIEHKOOOpa3yroIiKe BeLIeCTBa, IeYaTHbIe KPacku, Oy(depHble BEIIecTBa, BEIeCTRa,
perynupyromue pH, KOHCEpBaHTBI, KPACUTENN U apOMATU3aTOPbl. B HEKOTOPBIX Ciy4asix OJUH
marepuan OyneT conmepkaTh JiOOble nBa Wi Oosee W3 JIHOOBIX M3 BBIMIEYKA3aHHBIX
BCIIOMOT'aTeJIbHBIX BEIIECTB.

[0054] KonudecTBo TeOureHemMa NHBOKCHIA B Tabjerke Oe3 TOKPBITHS MOXKET
coctaByisaTh 100 Mr, u Bec Tabnerku Oe3 MOKpbITHA MOXeT cocTasisitk 200 mr. B npyrom
npuMepe KOJIMYEeCTBO TeOUTeHeMa MHUBOKCHIIA B Ta0yieTke 0e3 MOKPBITHS MOXKET COCTABIISAThH
500 mr, u Bec Tabnetku Oe3 MOKpbITUS MOkeT cocTasisith 1000 mr. B npyrom mpumepe Bec
HBr tebunenema muBOkcHJia B TaOyeTke Oe3 MOKPBITHS MOXKET COCTaBJsiTh 348,9 mr, Bec
TeOuneHeMa MUBOKCUIA B TabyieTke Oe3 MOKPBITHS MOKeT cocTaisiTh 300 Mr, U oOImuii BeC
TabneTku 0e3 MOKPBITHS MOXKeT cOocTaBsITh 750 mr. TosmuHa TabneTku ¢ 10306 S00 Mr MosKeT
coctaBysiTh oT 5,00 no 8,00 mmwmmumerpa (M), wim ot 6,00 no 7,00 MM, wiu ot 6,50 mo
7,00 MM, wu ot 6,75 mo 7,00 mm. KonmdecTBo mokpwiTHst TaOneTku cocTasjsier or 1 1o S
BECOBBIX MPOIIEHTOB OT 001Iero Beca TabJeTKH, HApUMeEp, OT 2 10 3 BECOBBIX MPOLIEHTOB OT
o0rmero Beca TabJEeTKH.

[0055] BapuaHThI OCYIIECTBICHHS] MOKHO KOMOWMHUPOBATH TOJBKO MPH YCIOBUHU, YTO
B pe3yJbTaTe MOJy4aT CTaOUIIbHBIN TBEpABIH cOCTaB Wi ero sapo. "KomOnHanms mo0bx U3
BBILIEYKA3aHHOTO" BKJIIOYAET TOJIBKO KOMOWHALIMM, B pE3YJIbTaTe KOTOPBIX IONYYarOT
CcTaOUIbHYIO TAOJIETKY WK SIpO TaOJIETKH.

CIIOCOBHI JIEUEHU S
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[0056] Hacrtosimee wu3o0pereHue BKJFOYAaeT CHOCOO JiedeHWs OaKTepHATbHOM
uH(peKIn y CyObeKTa ImyTeM BBEIEHUs JIEKAPCTBEHHOM (POPMBI IO HACTOSAIIEMY H300PETEHHIO
CYyOBEKTYy, HMEIOIIEeMy pPHUCK pa3BUTUsA OaKTepUaNbHOH WH(OEKIHH WIH CTPAJA0IIEeMy
OakTepuanbHON HHDEKIHe.

[0057] B uactHOCTH, mpenycMmaTpuBaeTCsl JiedeHHe MalMueHToB-mojaeld. OnHako
JedeHne CyObeKTOB, OTIMYHBIX OT JIFOAEH, TAKUX KaK CETbCKOXO3HCTBEHHbIE JKUBOTHBIE MU
JOMAIHUE )KUBOTHBIE, HAXOAUTCA B Ipeiesiax 00beMa HaCTOALIEr0 H300peTeHusl.

[0058] B HekoTOphIX BapHaHTaxX OCYLIECTBJICHUsS OakTepuaibHas HHPEKIUS WIH
MaJIOUyBCTBUTENIbHAS K AHTUOMOTHKAM WUJIM YCTOMYMBAs K aHTUOMOTHKAM MH(EKIUs BbI3BaHA
rpaMOTpULIATENIbHON OakTepueit.

[0059] JlekapcTBeHHYIO (POpPMY C 3aMeJIEHHBIM BBICBOOOKAEHUEM JIJISI IEPOPATBHOTO
NPUMEHEHHsI, COAEPIKAINYI TeOWIIEHeM MUBOKCWII, MO HACTOSIIEMY H300PETeHHI0 MOXHO
BBOAWTDH B OTAEJIBHOCTH, TaK YTO TEOUNEHEM MUBOKCHUII SIBJISIETCS €UHCTBEHHBIM aKTHBHBIM
CPECTBOM, BBOAMMBIM CYOBEKTY, WIIN JIEKAPCTBEHHYIO (JOPMY MOKHO BBOAHTH B KOMOWHALIUH
C OJTHUM HJIM HECKOJIbKUMH JOMOJHUTEIbHBIMU aKTHBHBIMU CpefcTBaMU. KoMOnHMpoBaHHOE
BBEJICHUE BKJIIOYAET OJTHOBPEMEHHOE UJIM NOCIIEI0BATEIbHOE BBEJEHIE AKTUBHBIX CPEJICTB.

[0060] B BapumanTe ocymectBieHus JO0Or0O H3 CHOCOOOB MO HACTOSLIEMY
U300pEeTEeHNI0O MHKPOOHast WHQEKLUs SIBISETCS pPe3yJbTaTOM HWH(QEKIMH, BbI3bIBAEMOMN
natoreHHoW Oaktepueil. [IpumMepbl MaTOreHHBIX OakTepuil BKIOYAIOT 0O€3 OrpaHUYeHUs
Oaxtepuu pona Aerobacter, Aeromonas, Acinetobacter, Agrobacterium, Bacillus, Bacteroides,
Bartonella, Bordetella, Brucella, Burkholderia, Calymmatobacterium, Campylobacter,
Citrobacter, Clostridium, Corynebacterium, Enterobacter, Enterococcus, Escherichia,
Francisella, Fusobacterium, Haemophilus, Hafnia, Helicobacter, Klebsiella, Legionella,
Listeria, Morganella, Moraxella, Porphyromonas, Proteus, Providencia, Pseudomonars,
Salmonella, Serratia, Shigella, Staphylococcus, Streptococcus, Treponema, Xanthomonas,
Vibrio u Yersinia. Konkpemnvie npumepor maxux oaxmepuii exnouaiom Vibrio harveyi, Vibrio
cholerae, Vibrio parahemolyticus, Vibrio alginolyticus, Pseudomonas phosphoreum,
Pseudomonas aeruginosa, Yersinia enterocolitica, Escherichia coli, Salmonella typhimurium,
Haemophilus influenzae, Helicobacter pylori, Bacillus subtilis, Borrelia burgdorferi, Neisseria
meningitidis, Neisseria gonorrhoeae, Yersinia pestis, Campylobacter jejuni, Mycobacterium
tuberculosis, FEnterococcus faecalis, Streptococcus pneumoniae, Streptococcus pyogenes,
Klebsiella pneumoniae, Burkholderia cepacia, Acinetobacter baumannii, Staphylococcus

epidermidis u Staphylococcus aureus.
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[0061] B HEKOTOpPBHIX BapUaHTAX OCYLIECTBIEHHUs TPaMOTpPHULATENbHAS OaKTepus
npexacrasisier coboit  Pseudomonas, wuanpumep, P. aeruginosa, Burkholderia wnn
Acinetobacter, nanpumep, A. baumannii.

[0062] B HekoTOpBIX BapuaHTaX OCYLIECTBIEHHs TI'pPaMOTpULATENIbHAs OakTepus
npexncrasisier coboii Enterobacteriaceae, Hampumep, Klebsiella pneumonia, nanpumep,
Escherichia coli, unanpumep, Enterobacter cloacae, nanpumep, Serratia marcescens,
nanpumep, Salmonella typhimurium, nanpumep, Shigella dysenteriae, nanpumep, Proteus
mirabilis, nanpumep, Citrobacter freundii, nanpumep, Yersinia pestis.

[0063] B HexkoTOpBIX BapuaHTaxX OCYLIECTBJICHHsS WH(MEKLHs NPEACTaBisieT COOOM
MOJIUMUKPOOHYI0 MH(DEKIUI0, HampuMmep, HHQPEKLHIO, BbI3bIBAEMYIO 0Oojiee 4YeM OIHUM
opraHu3MoM. B HEKOTOpBIX BapHaHTax OCyLIeCTBICHHs HH(EKIMs BbI3BaHA 10 MEHbINEH Mepe
OJHUM U3 OPraHU3MOB, NEPEUYUCIICHHBIX BbIIIE, HANPUMEP, OJHUM HJIM HECKOJbKHUMH W3
Pseudomonas, nanpumep, P. aeruginosa, Klebsiella, nanpumep, Klebsiella pneumoniae, w/vnn
Acinetobacter, nanpumep, A. baumannii.

[0064] B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS CIIOCOOBI JOMOJHUTENBHO BKIFOYAIOT
BBEJIEHHE JTOMOJIHUTEIBHOIO aKTHUBHOTO CPEACTBA B KOMOWHALIMK C TBEPJOH JIEKApPCTBEHHON
¢dopmoti ¢ Moar(pHULIPOBAHHBIM BBICBOOOKIEHHEM 110 HACTOSIIEMY H300PETEHHIO, TAKOTO KaK
aHTHOUOTHK, BRIOPAHHBIN U3 IPYIIbI, COCTOsINEN Oe3 orpaHu4eHus u3 OeTa-JIakTaMOB, TAKUX
KaK TMEHUIWUIMHBL, LedanocnopuHbl, kapOanedembl, nedhaMuuHbl, KapOareHEeMbl,
MOHOOAKTaMbl, XHHOJIOHOB, B TOM 4YHCJie (PTOPXHMHOJIOHOB, U AHAJOTUYHBIX MHTHOHUTOPOB
cuaresa JIHK, TeTpanukiIvHOB, aMUHOTJIMKO3UIOB, MAaKpOJHUJIOB, TJIMKOMENTHIOB,
XJIOpaM(pEHUKOJIOB, MIUIMILUKINHOB, IMHKO3AMHUOB, JIUIIONENTHAOB, JTUMOAETICUIIETHIOB,
TaKMX KaK JANTOMHIIMH, H OKCA30JHIUHOHOB.

[0065] B HekoTOpBIX BapWaHTax OCYLIECTBICHHS OakTepuasibHas HMHPEKIUs
NPEACTaBIsIET COOOW WH(EKIUI0 BEPXHUX M HWKHUX JIbIXaTEJbHBIX IMyTEH, MTHEBMOHHIO,
OaKTepHUeMHI0, CHCTEMHYI0 MH(EKIHIO, CETICUC M CENTHYECKUH IIOK, WH(EKIMI0 MOYEBBIX
nyTel, NHPEKLUUIO JKeJTyJOYHO-KUIIEYHOTO TPAKTa, SHIOKAPANUT, HHPEKIHIO C MOPAKEHHEM
KOCTEeH, NHPEKINH C MOPaKEHNEM LIEHTPAIbHON HEPBHOM CHCTEMBI, TAKUE KAK MEHUHTHUT, WIH
UH(EKINI0 ¢ MOpaKeHHeM KOKM WM MATKOW TkaHu. Hacrosimee n3oOpeTeHHe BKIIIOYAET
cioco0 neuenusi C. difficile mytem BBeneHHs JEKapCTBEHHOH (POPMBI MO HACTOALIEMY
M300pETEHNIO0 MALMEHTY, HYXKAAIEMyCsl B TakoM JiedeHnd. Hacrosimee m3oOpereHue, B
YaCTHOCTH, BKJIIOYAET Crocod JieueHus: MH()EKIUH MOYEBBIX INyTEH C OCIOXKHEHHEM Y
naruenTa. "MHpeknusi MOYeBbIX MyTel ¢ OCIOKHEHHEeM" MpencTaBisieT COO0N KIMHUYECKUH

CHHIPOM, XapaKkTEePH3YIOIIMICS TNUypHeH W TMOATBEPXKACHHBIM HAJIWYHEM MHKPOOHOTO
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NaToreHa B KyJbType C MOYOH KPOBBIO, KOTOPBIN COMPOBOXKIA€TCS MECTHBIMU U CUCTEMHbBIMU
NPU3HAKAMH U CUMIITOMAaMH, B TOM YHCJIE JKapoM (T. €. TEMIIEpaTypol B POTOBOH MOJIOCTH HIIH
YITHOW pakoBUHe, mpeBbimaroineii 38 rpanycos Llenbcust), 03H000M, HetoMoranuem, O0JIbIO B
Ooky, Oompl0 B crnuHe, W/uiaM OOJBI0 B KOCTOBEPTEOPAIbHOM YINIy WM CHMITOMOM
NOKOJIAYMBAHUS, KOTOPble BO3HHUKAIOT Ha (hoHE (YHKIHMOHAJIBHOTO MM aHATOMUYECKOTO
HapYLIEHUsT MOYEBBIX MyTeH min Ha (oHe karerupusauuu. ITarmeHTsl ¢ MHEeTOHEPPUTOM,
HECMOTpPsI Ha JIeKallhe B OCHOBE HApYyIUIEHHUs MOYEBBIX NyTel, pacCMaTpUBAIOTCS Kak
noarpymnmna nauueHTos ¢ cUTL

[0066] B HekoTOpbIX  BapuaHTaX  OCYINECTBJIEHUS  CyOBEKTOM  SIBJISIETCS
MJIEKONUTAIOLIEE, HApUMEp, 4Y€JIOBEK MM MIEKONMTAoLee, OTJIWYHOE OT 4YeyloBeka. B
HEKOTOPbIX BapUaHTaX OCYINECTBJICHUS CIOCOObI BKJIOYAOT O00pabOTKy OOHOH WiIn
HECKOJIBKUX KJIETOK, HAallpUMep, KJIETOK B YallKe AJIs1 KyJIbTUBUPOBAHUS.

[0067] B onHOM acrniekTe HacTosiee H300peTeHre MPeayCMaTPUBAET CIIOCO0 JIEUeHHUs
uH(EKIK, BBI3BAHHOW TPaMOTPHULATEIBHON OakTepueit, y cyObekTa, MpH 3TOM CHOCOO
IpenyCMaTpUBaeT BBEACHUE YKAa3aHHOMY CyOBEKTy, HY)XIAIOLIEMyCs B TaKOM JICUEHHH,
TepaneBTUYeCKH 3P PEKTUBHOIO KOJIMYECTBA COCAMHEHHs], ONMCAHHOTO B IAHHOM JJOKYMEHTE.

[0068] B  HekoTOpBIX  BapuMaHTaX  OCYIIECTBJCHUsS  WHQEKUHUS, BbI3SBAHHAS
rpaMoTpULIATeNIbHON OakTepuel, BbI3BaHa Pseudomonas aeruginosa.

[0069] B npyrux BapuaHTax OCYINECTBJICHUS HACTOsLIee H300pEeTeHHE BKJIIOYAET
JeyeHne WHGEKUUW, BBI3BAHHOW TI'PAMITOJIOKUTEIbHBIMU — OAaKTePUsIMU, TaKUMH  Kak
Staphylococcus epidermidis v Staphylococcus aureus.

[0070] B HexoTOpbIX BapHaHTax OCYLIECTBIEHHS CYOBEKTOM SIBJISIETCS MALUEHT C
TpaBMOM WJIH MALIUEHT C 0KOTOM, CTPAJAIOIINe OT 0XKOTa U PaHbl Ha KOXKe.

[0071] B npomonHUTENBHOM acrekTe HacTosiee H300peTeHne MpeayCcMaTpUBaeT
CrOCO0 CHIDKEHHs] YCTOWYMBOCTH OaKTepHid y CyOBEKTa, MPH 3TOM CIIOcod MpeaycMaTprBaeT
BBEJICHHUE YKA3aHHOMY CYOBEKTY TepaneBTHUeCKU 3()(PEKTHBHOrO KOJUYECTBA COCTUHECHHS,
OMUCAHHOTO B JAHHOM JJOKYMEHTE.

[0072] B HEKOTOpBIX BapHaHTAaX OCYINECTBJIEHHUS] CIOCOO IOIMOIHHUTEIBHO BKIJIIOYAET
UIEHTU(PUKAIMIO Yy VKa3aHHOTO CyOBeKTa, CTPajaromero HWHQEKIueH, yCTOHYMBOCTH

OakTepuii K MPOTHBOMUKPOOHOI Tepanuu.

ITPUMEPDBI
HN3T'OTOBJIEHUE TABJIETOK
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[0073] Jnst TabneTok, comeprammux TeOUNeHeM TUBOKCHUI, PUMEHSUTH CTaHIAPTHYIO
CMECh, U3rOTOBJICHHYHK) IMOCPENCTBOM CYXOrO I'PaHyJIHUPOBaHMs], TAKONO KaK BAJIBLIEBAHUE C
NOCJIEAYIOUMM  pa3MoJioM. [IpuMeHsnm TpaauuMOHHOE OOOpPYZOBaHHME M CIOCOOBI
CMELINBAaHMA/pa3Moiia M TaONeTUPOBaHMA. TpaguIMOHHOE OOOpPYAOBAaHHWE U CIOCOOBI
HAHECEHUs IJIEHOYHOTO MOKPBITHSI MOYKHO HCIIONB30BATh [Tl TOKPBITUSA siiep TabJETOK.

[0074] Cwmecu ¢ TeOnneHeMOM MUBOKCHIIOM MOYKHO TTOJTy4aTh C IOMOLIBIO Pa3JIMYHBIX
CrOocOOOB TPaHyJSILMM, B TOM YHCJIE CYLIKOM paclbUICHHEM, BJIAXXHON TI'PaHYJSLUEH C
PacTBOpPUTEJNIEM, BJIAXKHON TpPaHYJSALMENH C BOJOW M CyXOH TIpaHyJsIUed C TMOMOILBIO
BAJIbLIEBAHMS, OIHAKO CyXas TPaHyJsALUsS C TIOMOLIBIO BaJbLEBAaHUS OOECIIeYHBAET
s¢dexTuBHOE TONy4YeHHEe CMecel IUIsi TalJeTOK, COAeprallux TeOWUNEeHeM IHUBOKCUI, C
HEOOXOIMMOMN HACBIITHOM MJIOTHOCTBIO M CBOMCTBAMH TE€KYUECTH.

[0075] Crioco® wu3rotoBjeHUsi TaOJNETOK, COAepKalMX TeOUMEHEM MHBOKCHIL,
ONITHMHU3UPOBAJIH MOCPEACTBOM OLICHKH (PH3MUECKUX CBOWCTB CMECH M TAOJIETOK, B TOM YHCIIE
MOCPEACTBOM M3MEPEHUs] HACBHIMHON IUIOTHOCTU U IUIOTHOCTU YTPSICKH, AHAIM3a TEKY4eCTH,
aHaJM3a TPAHYJIOMETPUYECKOTO COCTaBa M OJHOPOIHOCTH CMECH, TECTOB sinep TabJeToK U
Ta0JIETOK B OTHOLIEHUH BECA, TOJINHBI, TBEPAOCTH, XPYIKOCTH, JEHCTBEHHOCTH, pacraieHus,
PacTBOPEHUSI U ONHOPOAHOCTU COAEPKUMOTO.

IMIPUMEP 1. AJPA TABJETOK C HEMEJJIEHHBIM BbICBOBOXJIEHUWEM,
COAEPXAIIIME TEBUITEHEM ITMBOKCHJI

[0076] Tebunenem nuBokcwi, kpocnosunoH (PVPP XL-10), MoHOrHApaT JIAKTO3BI U
MHUKpPOKPHUCTALITHUECKYIO Lesutrono3y (Avicel PH102) B3BemmBany u nomemany B KOHTEHHED.
TU UHTPEAMEHTHI 3aTeM NPOCEUBAIN Ha CUTE C pa3MepoM oTBepcTuii 30 mer.

[0077] IIpocesiHHbIE UHTPENNEHTHI cMeluBaiu B TeueHue 10 munyT mipu 20 00./MuH.
C MOMOIIBIO CMECHTEIbHON YCTAHOBKH C (PUKCUPOBAHHBIM OYHKEPOM OJHOILJIEUEBOTO THIIA.

[0078] K nony4eHHOI B cMecUTeNie CMECH TepeMelIaHHbIX HHIPEAUEHTOB q00aBIsLIU
cTeapaTt MarHusi, CMeCh JOTOJIHUTENbHO NEPEMEIINBAIN B TedeHHe S MUHYT npu 20 00./MuH.

[0079] Cwmech mpeccoBajiv B TaOJETKU C MOMOIIBIO KPYIJIBIX MyaHCOHOB TUAMETPOM
9 MM ¢ IPUMEHEHHEM OHOIYaHCOHHOTO TabJETOYHOTO Ipecca.

[0080] Kowmmosuiinu simep TalneTOK € HEMEUICHHBIM BBICBOOOXKIEHUEM C O30
500 mr u 100 Mr nepeunciensl B Tabiauuax 1 u 2 coorBercTBeHHO. [Ipodunb pacTBopeHus
TaOJNIeTKH ¢ HEMEIJICHHBIM BBICBOOOKAEHHEM, conepskamieit S00 Mr TeOuneHeMa MUBOKCHUIIA,

npu pH 5,0 nokasan Ha ¢ur. 1.
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TABJIMLIA 1
KomnonenTel DyHKIUA Komnuectso | Konnuectso
o Ha TaOJeTKy ¢
() noson 500 mr
(mr)
TeObuneHeM  MUBOKCUI | AKTHBHOE 50,0 500,0
(cBOoOOIHOE OCHOBaHME) | BELIECTBO
Kpocnosunon  (PVPP | Paspeixnurens 5,0 50,0
XL-10)
MoHoruapar 1aKkTo3bl Pazbasurens 21,5 215,0
Mukpokpucrannuueckas | Cpazyroliee 21,5 215,0
LEJUTIOJI03a (Avicel | BemmecTBo
PH102)
Creapat marsus CwmasbiBarolee 2,0 20,0
BEILECTBO
Bcero 100,00 1000
TABJIMLIA 2
KomnoneHTbI DyHKLUS KonunuectBo | Konnuectso
o Ha TabJIeTKy C
(o) nozont 100 mr
(mr)
TeObuneHeM  MUBOKCHUI | AKTHBHOE 50,0 100,0
(cBOOOHOE OCHOBaHHE) | BELIECTBO
Kpocnosunon  (PVPP | Paspeixiurens 5,0 10,0
XL-10)
MoHoruapar J1aKTo3bl PazbaBurenn 21,0 42,0
Mukpokpucrannudeckas | Cesazyroriee 21,0 42,0
LEJUTIOJI03a (Avicel | BemecTBO
PH102)
Creapat maruus CwmasbiBaroinee 2,0 4.0
BEIIECTBO
Si0» Hanonanurens 1,0 2,0
Bcero B sAnpe cornacHo 100,00 200
Tabmuie
IIneHouHOE MOKpBITHE (cM. HIKE) 7,0 14,0
Bec Tabnerku 107,0 214,0

ITPUMEP 2. COCTAB IIOKPbITHA, OBECIIEUMBAIOINEI'O HEMEJJIEHHOE
BBICBOBOX/JIEHUE, U CITOCOBb EI'O HAHECEHW A
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[0081] Ha sppa Tabnetok ¢ HeEMeIJICHHBIM BBICBOOOKACHHEM, COJIEpIKaIIHe
TeOUIeHeM MUBOKCHJI, TAKHE KaK OMUCAHHbIE B Ta0MIax 1 U 2, MOKHO HAHOCHUTb MTOKPBITHE C
UCIIOJIb30BAHMEM COCTaBOB JUI TOKPBITHSA, TMOKa3aHHbIX B Tabmuuax 3 u 4. Ilpodub
pacTBOpeHHsT TaOJNETKHM C HEMEMJICHHBIM BbICBOOOXKIEHHEM C KHIIEYHO-PACTBOPUMBIM
HOKpBITHEM, comepskaiieit S00 mr TeOuneHemMa MUBOKCHIIa, npencrasieH Ha gur. 3. Cocras
Anpa TaOJeTKH NpENCTaBlIeH B mpuMmepe 1, a cOCTaB KUIIEYHO-PACTBOPHMOIO ITOKPBITHS
npezacTasieH B Tabnuue 3. M3 mony4eHHOH JeKapCTBEHHOHN (POPMBI € KUIIEUHO-PACTBOPHUMBIM
MOKPBITHEM MOXKeT BhIcBOOOKIaThest 100% teOuneHnema nuBokcuina npu pH 6,8 B Teuenue 45
MHUHYT, ogHako rpu pH 1,2 B Teyenue 45 MuHyT BbICBOOOXKIaeTcs MeHee 5% TeOumneHema
nuBokcuia. Mcnonb3yrores cnenyroomue cokpamenus: GMS (MoHOcTeapar riuiepuHa) u

TEC (tpusTunuurpar).

TABJIMLIA 3
WHrpenueHThl KOMIO3UIMH (T)
Eudragit L 100-55 225
Hucnepcus Eudragit (a) 2/(1)2}))01(014)1 Harpu - (somt) | 73
Bona 450
Bcero 750
TABJIUIIA 4
WHrpeaneHTsl KoMIo3uud (T)
Hucnepcus Eudragit (a) 750
GMS 11,25
TEC 225
Hucnepcus Eudragit (b) | Tween 80 45
Bona 245
Bcero 1033,25
Conep-xanune cyxux | 22,9%
BEIIECTB

[0082] Hucnepcuro Eudragit (a) monydanu cienyrommm odpasom. Eudragit L100-55
B3BCHIUBAJIU U MCIJICHHO I[O6aBJ'I$I.]'II/I B BOAY IpU MNEPEMCEIIMBAHUMH, O6eCHeLII/IBaI'OH_[eM

obpazoBanne Buxps. CMech nepememupany B TedeHre 10 MUHYT 1uisi 0OeCIeYeH sl MOJIHOTO
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cMaunBaHus monuMepa. K TOJIydeHHOW OUCTIEpCHH IO KarisiM J00aBsUTM BOAHBIA 4%
pacTBOp TMAPOKCUAA HATPHs B T€UEHHUE MEPHOJA, COCTABIISIOIIErO 5 MUHYT, U MOJYUYEHHYIO
CMECH AOMOJHUTEIBHO NEPEMELINBAIN B Te4eHue 30 MUHYT.

[0083] Hucnepcuro Eudragit (b) monydanmu cnenyromum obpazom. Cmecs Tween 80,
TEC u GMS no6Gasnsnu B Boay, Harpetyro 10 80°C, 1 mony4eHHY0 CMeCh TOMOT€HU3UPOBAIH
B TeueHne 10 mmHYT mpu ckopoctu 5000 06./mMuH. K nucnepcun mpu mnepeMennBaHUU
N00aBISAIM JOTIOJHUTENbHOE KOJIMYECTBO BObI (25% ncxomgHoro konnvectsa). [TonyueHHy0
CMeCh OXJIAKAANN 10 TEMIIEPATyPbl OKPY KaOLLEH cpenibl. 3aTeM MOJyUYE€HHYI0 JUCTIEPCHUIO TPU
nepememMBaHuM no0aBnsaan k aucnepcuu Eudragit (a), monyueHHOH Kak OMMCAHO BBIIIE.
UYepes 10 MUHYT nepeMeIMBaHKs MONYYEHHYI0 CMECh MPOIMYCKAIA Y€pPe3 CUTO C pa3mMepoM
oreepctuii 80 mer.

Iony4eHHy0 AUCTIEPCHI0 MOKHO MPUMEHSTD JJIsl TIOKPBITUS siAep TaOJNETOK ¢ HEMEAJIEHHBIM
BBICBOOOJKICHHEM, COAepKalux TeOWrnmeHeM MHUBOKCWI, (yBenmuueHue Beca 7%) B
COOTBETCTBHH C NapaMeTpaMy, MepedrcieHHbM B Tabnune 5. [Ipodunu pactBopenus sapa
TaOJETKN C HEMEIJICHHBIM BBICBOOOJKAEGHHEM, COIeprKallero TeOUIeHeM NHBOKCHI, Oe3
HOKpPBITHSA (COCTaB B puMepe 1) u Tabnerku, coneprxainel TeOuneHeM MUBOKCHIL, ¢ KUIIEUHO-

PacTBOPUMBIM ITOKPBITHEM.

TABJIULIA 5
Temnepatypa (Ha BxOze) 45-55°C
Temnepatypa (MaTepuan) 33-35°C
Yacrora BeHTUIISITOpA (HA BXOAE) 900 I'y
YacTtoTra BEHTUIISITOpPA (HA BBIXOZE) 1500 T'
Pacxon 2-5 r/muH
JlaBneHue pacmbUIeHUS 2,5 6ap
CxopocTh BpaleHus: EMKOCTH 7-15 06./MuH.

INTPUMEP 3. KOMIIO3UIIUA AHPA TABJIETKHM C MOJAUPUIIMPOBAHHBIM
BBICBOBOXJAEHUEM, COAEPXAIIEI'O TEBUITEHEM ITMBOKCHJI

[0084] Anpa Tabnerok ¢ MOAM(PHUUMPOBAHHBIM BBICBOOOXKIEHHEM, COAEpIKALIHE
TeOUNeHeM MUBOKCWII, W3 Tabmuil 6 W 7 WM3rOTaBIMBAIM clieAyromuM odpaszoMm. CHauana
NOJIOBUHY TopuuH ruapokcunponmiMerinenionodsl (HPMC ESO LV) szarpyxkamu B
CMECHTEJTb, TAKOU Kak V-00pa3Hblil CMECUTENh WK OYHKEPHBIN CMECHUTEJTb, C TIOCIENYOIIHM
nobaBneHreM TeOMNEHEMa MHMBOKCHJIA, a 3aTe€M OCTaBINYIOCS TIOJOBUHY TMOPLHHU

TUAPOKCUTIPOMUAUIMETUIILCIITFOJIO3B], d 3aTEM CMELINBAJIM MaTCPHUAaJIbL.
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[0085] Creapar MarHus MOXHO TIPOCEHBATh JUIA PA3pPYLIEHUs KaKUX-JTHOO
arJioMeparToB, Kak, HalpuMep, 4epe3 CUTO C pasMepom oreepctuil 20 mem. IIpocesHHBIM
creapaT MarHusi J00aBISLIM B CMECHTENb, COAEpXKALIMi  cMech  TeOumeHema
NMBOKCUJIA/CPENICTBA, KOHTPOJHPYIOLIET0 BBICBOOOXKIEHHE, M CMEUIMBAJIA B TEUCHHE
HECKOJBKMX MHUHYT. C(Cmech TeOuneHeMa NHBOKCHIIA/CPENCTBA, KOHTPOJUPYIOIIETrO
BBICBOOOJKICHHE/CTEapaTa MarHus BBITPY KA U3 CMECUTES.

[0086] Marepuan, BBIIPYKEHHBIM W3 CMECUTENs], IOABEPrajid BaJIbLIEBAHUIO C
NOJy4YeHHEM BAJIbLIOBAHHBIX JIGHT WM OpukeToB. BanbLoBaHHBII Marepuan 3areMm
NPOIYCKAJIN Yepe3 MENbHUILY, TAKYI0 KaKk BUOPOMENbHUIIA, YAapHasi METbHHULA U CUTOBAs
menbHuna. Hampumep, moxHO wucnonb3oBatb QUADRO COMIL (Quadro Engineering,
Onrapuo, Kanana), obopynoBaHHyt0 CHTOM C pa3MepoMm orBepctuii 20 mem. PasmomnoTsrii
Marepuas coOMpaIy U 3aTeM 3arpyXaji B cMecuTelb. Jlo0aBisiiu MUKPOKPUCTAIIIHIECKYIO
uesuttosiosy (Avicel PH102) u manuut (Manaut 200 SD) 1 cMelmMBaiym MaTepyaibl.

[0087] Creapar MarHusi MOXHO TPOCEMBATh ISl pPa3pylleHHs KaKux-JTH0o
arJioMeparToB, Kak, HallpuMep, uepe3 CUTO C pa3MepoM oTeepcTuil 20 Mell B CMECUTENb U
CMEIIHUBATh HECKOIBKO MUHYT.

[0088] ConepxumMoe CMECHUTEJNsi 3aTe€M BBIIPYKaJId B COOTBETCTBYIOIIUM 00pasom
MapKHUPOBAHHBII KOHTEHHEP, BIOKEHHBIN B IBOMHBIE MOJMITUIIEHOBBIE MEIIKH C OCYLIUTENEM
MEXIY IBYMSI CJIOSIMU MEIIKOB.

[0089] SAnpa tabnerok 3aTemM (HOpMOBaAIM Ha POTOPHOM TabJeTOUYHOM Tipecce. SAnpa
TabJIETOK MOYKHO TIOKPBIBATh C IOMOILBIO YCTPOMCTBA JIJIsl HAHECEHUS TUIEHOYHOTO TIOKPBITHSI.

[0090] Komnozuuuu sigep TadneTok ¢ MOau(UIMPOBAHHBIM BBICBOOOKIEHHEM C TO30M
500 mr (o6mwuii Bec 1000 mr) u 100 mr (oOmmii Bec 200 Mr) mepevnucieHbl COOTBETCTBEHHO B

Tabmuuax 6 u 7.

TABJIULIA 6
KomnoHneHTs! DyHKIUA Komunuectso | Konuuecrso
(%) Ha Ta0NeTKy
BECOM
1000 mr (mr)
TeOuneneM MUBOKCHUIT AKTHUBHOE 50,0 500,0
BELIECTBO
HPMC E50 LV Cpencrso, 20,0 200,0
KonTtponupyromee
BBICBOOOKIICHHE
Mannut 200 SD PaszbaBurenn 14,0 140,0
Mukpokpucramnnueckas | Cessyroriee 14,0 140,0
LIEJUTI0JI03a BELIECTBO
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TABJIMLIA 6
KomnoneHTs! DyHKIUA Komnuectso | Konnuectso
(%) Ha TalJNeTKy
BECOM
1000 mr (mr)
(Avicel PH102)
Creapar maruus CwmasbiBaroiee 2,0 20,0
BEIIECTBO
Bcero 100,00 1000
TABJIMLIA 7
KomnoneHnTsl DyHKIUA Komuuectso | Konnuecrso
(%) Ha TabnmeTky
BecoM 200 mr
(mr)
TeOuneHemM  MHUBOKCHUJ | AKTUBHOE 50,0 100,0
(cBOOOIHOE OCHOBaHHUE) | BELIECTBO
HPMC E50 LV Cpencrso, 20,0 40,0
KOHTPOJIUPYIOLIEee
BBICBOOOXKICHNE
Masnnut 200 SD PazbaBurenb 14,0 28,0
Mukpoxkpucramuyeckas | Csszyroree 14,0 28,0
LEJITF0JI03a (Avicel | BerecTBO
PH102)
Creapar maruus CwmasbiBarolinee 1,0 2,0
BEIIIECTBO
Si0, Hanonxurens 1,0 2,0
Bcero 100,00 200
[0091] TabneTky mony4anu mpsiMbIM MPecCOBaHUEM. Pa3Mep HHCTPYMEHTA COCTABIISLIT

18,9 Ha 11,0 mm. Tommuna TabneTku cocrapssiia oT 6,83 10 6,90 M.
ITPUMEP 4. PACTBOPEHHME

[0092] IMapamerpsl criocoba pacTBOPEHUS NEPEYUCIICHBI B Ta0uIe 8.

TABJIVLIA 8

JlexapcTBeHHBIH TCOUIICHEM TTMBOKCHIT
MPEerapaT/cocTas

Tabnerka: obmwuii Bec sapa 1000 mr
API: 500 mr

Cpeaa s pacTBopeHUS Aueratnbiii Oydep, pH 5.0

Kommaectso cpeabt 900 M
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3amemaeMelii 00beM 5 Mt

Cxopoctb BpALICHUS
50 06./muH. (3-4 1, 200 06./MuH.)
JONACTHOM MeIanKu

MomeHTHI BPEMEHHU
05,1,2,3u4u

otOopa 06pasios

Paz6asurens IS
Bydepnsiii pactsop, pH 5,0
CTaHIapTa

Konuenrpauus cranmapra | 100 Mxr/ma

Huanazon xonuentparmid | 11,11 — 111,11 mxr/ma (10% - 100% BricBOOOXKACHUS

obpasia JICKAPCTBEHHOT'O CPEICTBA)
Welch Ultisil, XB-C18, 250 MM x 4,6 MM, 5 MxM; Ne
Komonka naptuu 2101.102; Ne m3memus 00210-31043; cepuitabiii
Ne 211603926
50 MM amerata aMMOHUS/aLETOHUTPHIY/TPUITUIAMUH
INoasmxuas daza (58:40:2, 06./06./06.), pH 3,5 (peryaupyercs dpocdopHOit
KHCJIOTOH)
Pacxon, Ma/mMuH. 0,8
Huna BOJIHBI V-
330
H3TyYCHUS, HM
OGBeM BIPHICKA, MKIT 10

Temmneparypa kojouku, °C | 25

Temmeparypa
ABTOMATHYCCKOTO K. T.

mpoboorbopHuka, °C

Bpems nporona, MuH. 7

IMPUMEP 5. ©®APMAKOKUHETHUYECKHME  IIAPAMETPbI = TEBHUIIEHEMA
[IMBOKCUJIA, MUMUTHUPOBAHHBIE II0 OTHOHIEHMWIO K YEJIOBEKY, JJIA
JIEKAPCTBEHHOM ®OPMbI C HEMEJJIEHHBIM BEICBOBOXXJIEHUEM

[0093] dapMakOKHHETHYECKHE TapaMeTphl, MOKa3aHHbIe B Tabiuax 9 u 10, nonyvanu
U3 UMHUTALMOHHOTO UCCIIEAOBAHUS BBOAUMOH nepopaibHbM myTeM (PO) no3sl st uenoseka,
cocrapysirorneit S00 mr, B coctaBe TabNETKU ¢ HeMeQIeHHBIM BeicBOOOKAcHHeM. COCTaB siipa
5TON TabNeTKu mpencTaBieH B npuMepe 1. Mmwuranueil nmpeamnonaraiock, 4YTO pacTBOPEHHE
TabNeTKN, copepikamiel TeOMNmeHeM MHUBOKCWI, 71 ViVO aHAJIOTHYHO H3MEPEHHOMY
PacTBOPEHHUIO i71 Vilro.

[0094] HNmuTHpoBaHHbIH (papMaKOKUHETHYECKHH MPOGUIb BBOIUMOW MEPOPATbHBIM
nyteMm (PO) no3sl nis genoseka, cocrapisiomeii S00 Mr TeOuneneMa NMUBOKCHIIA, B COCTABE

TabneTkn mnokasaH Ha ¢(ur. 4. Mmurauus noka3plBaeT KOHLIEHTpaUuio TeOureHema (B
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cBOOOIHON (hopMme) B ITa3Me KPOBH JIJIsl BEHO3HOTO OTTOKA, T. €. KOHLIEHTPALHIO TeOuneHeMa

B IJIa3M€ KPOBU IJII BEHO3HOI'O KOMIIAPTMEHTA UM CUCTEMHOI'O KPOBOTOKA.

TABJIILIA 9
Bpewmst (qacer) KonuuectBo pacTBOpeHHOIO
(%0)

0,08 86,4

0,17 98,7

0,25 98.5

0,33 98.9

0,50 98.6

0,75 97.7
TABJIULIA 10
Cmax AUCo-12 AUCo.inf Cs Cn
(MKr/™mIT) (MKr9./M) (MKT9./MIT) (MKr/m) (MKT/M™IT)
12,54 22,20 22,58 0,087 0,031

IMPUMEP 6. TABJIETKHU C HEMEJJJIEHHBIM BbICBOBOXJEHWEM, COJIEPXXAIIIUE
HBR TEBUTTEHEMA ITMBOKCHUJIA

[0095] TabneTku ¢ HEMeaJIEHHBIM BBICBOOOKIEHUEM, conepskaiine HBr TeOunenema
NBOKCUJIA, M3TOTOBJSUIM C TMOMOINBIO Croco0a, m3nokeHHOro B mpumepe 1. CobomHoe
OCHOBaHUe TeOureHeMa nMUBOKCHIIA 3aMeHsin Ha HBr-conb. YuuteiBas Oonbinuii BeC COJH
TeOWneHeMa MHUBOKCHUJIA, MCIIOJB30BAJIM MEHBIIEE KOJIMYECTBO JIAKTO3bl M Avicel PH102.
Kowmmosunius TabjaeTok ¢ HEMeMJIEHHBIM BhICBOOOKAEHHEM, conepskammx HBr tebunenema
MUBOKCHITA, Oe3 MOKpbITHs npuseneHa B Tadbaunax 11A u 11B. beuto oOHapykeHo, 4To sSApo
tabnerku BecoM 750 mr (oOmuii Bec), packpeitoe B Tabnume 11B, obecneduBaer
BbICBOOOKAEeHHEe 95,0% TeOumneHeMa MHUBOKCHIIA B TEYEHHWE 5 MUHYT U mpuMepHO 95,2%
TeOUNeHeMa MHBOKCWJIA B TE€YeHHE |5 MHHYT MPU HU3MEPEHUU C TOMOINBI0 crocoda ¢
npuMeHeHneM JionactHod Memanku corjacHo USP mpu 50 06./mMun. B 900 M 50 MM
anerarHoro Oydepa, pH 5,0 mpu 37°C. IIpoduns pacTBopeHus npeacTasieH Ha ¢ur. 7. Anpo

Tabnerky, ykazaHHoe B Tabnune 11B, cogepyxur 300 Mr TeOuneHemMa MUBOKCHIIA.
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COAEPXXAIIIME HBR TEBUIIEHEMA ITMBOKCUJIA

TABJIMIIA 11A
KomnonenTel OyHKIUA Komnuectso | Konnuectso
o Ha TaOJeTKy C
%) nozoi 100 mr
(mr)
HBr TeOurneHemMa | AKTHBHOE 582 116,3
MHUBOKCHUJIA BEIIECTBO
KpocnoBunon  (PVPP | Paspeixnurens 5,0 10,0
XL-10)
MoHoruapar J1aKkTo3bl PazbaBurens 16,9 33.8
Mukpokpucrannuieckas | Ceazyroliee 17,0 42,0
LEJUTIOJI03a (Avicel | BemecTBO
PH102)
Creapat marnus CwmasbiBaroliee 2,0 4,0
BELIECTBO
Si0; Hanonuurens 1,0 2,0
Bcero B snpe cormacHo 100,00 200
Tabmmie
TABJIMILIA 11B
KomnoneHTsl DyHKLUA Konuuectso | Konmnuectso  Ha
(%) TabJeTKy ¢ J030H
300 mr
(obmuii Bec 750)
HBr TeOureHemMa | AKTHBHOE 46,5 3489
MTUBOKCHUJIA BEIIIECTBO (40%,
cBOOOIHOE
OCHOBAHUE)
PVPP XL-10 | Pa3zpbrxnurens 5,0 37,5
(KpOCTIOBHIOH)
Mamnnut 200 SD PazbaBurenb 23,2 174,3
Mukpokpucrannudeckas | Cesazyroriee 23,2 174,3
LEJUTIOJI03a (Avicel | BemmecTBO
PH102)
Creapat maruus CwmasbiBarolee 1,0 7,5
BEIIECTBO
Si0» Hanonanurenb 1,0 7,5
Bcero 100,0 750,0
IMPUMEP 7. TABJIETKM C MOJU®UIIMPOBAHHLBIM BbLICBOBOXJIEHUEM,
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[0096] Tabnetku ¢ MoauUUIMPOBAHHBIM BBICBOOOXKAEHHEM, conepkamue HBr
TeOUIeHeMa MUBOKCUIIA, U3TOTOBISUIM C TOMOLIBIO CHOco0a, M3JI0KEHHOro B mpumepe 2.
CBobonHoe ocHOBaHME TebuneHeMa MMBOKCHIIa 3aMeHsuid Ha HBr-conb. YunrbiBast Oonprunii
BEC COJIM TeOWIeHeMa MUBOKCHJIA, MCIOJIB30BAJIM MEHbIIEe KOJIUYECTBO JIAKTO3bI U Avicel
PH102. Komnosuiusi mnpumepoB TabIeTOK ¢ MOAUGULMPOBAHHBIM BBICBOOOXKIEHUEM,
copepxaumx HBr TeOunenema nuBokcuia, 0e3 NOKphITUS npuBeneHa B Tabaumax 12A u 12B.
IIpodpuns pactBopeHuss TabiaeTku ¢ MOAM(DULIMPOBAHHBIM BBICBOOOKIAEHHEM, COIEpKalleit
TeOUreHeM NMHUBOKCHII, 0€3 MOKpBITUS, yKazaHHOW B Tabmuue 12A, mpu pH 5,0 u pH 6,8
CpaBHUBAETCS C MPOoduiIeM pacTBOpEHHUs B Cliydae cO CBOOOAHBIM OCHOBAaHHEM Ha Qur. 5 u
¢ur. 6. HBr-conpb xapakTepu3oBanach HECKOJIBbKO OOJiee MENJIEHHBIM BbICBOOOKIEHUEM, YeEM
cBoboaHOe ocHoBaHue npu pH 5,0, u HeCKOabKO OoJiee OBICTPHIM BBICBOOOXKIECHHEM, YEM

cBoOoHOe ocHoBaHue mpu pH 6,8.

TABJIMIIA 12A
Komnonents! DyHKLIYA Konnuectso | Konuuectso
(%) Ha TaOJeTKy
BecoM 200 mr
(mr)
HBr TeOuneHema | AKTUBHOE 582 116,3
NMBOKCHJIA BEILECTBO
HPMC K4M Cpencrso, 20,0 40,0
KOHTPOJIMPYIOLIee
BBICBOOOJKIICHHE
Masnnut 200 SD PazbaBurenb 14,0 19,9
Mukpoxkpucramudeckas | Csssyolee 14,0 19,8
LEJUTF0JI03a (Avicel | BemecTBO
PH102)
Creapar mMaraus CwmasbiBaroiee 1,0 2,0
BEILECTBO
Si0, Hanonxurens 1,0 2,0
Bcero 100,00 200,00
TABJIMIIA 12B
KomnonenTel OyHKIUA Komuuectso | Konnuectso Ha
(%) TabJIeTKy C 1030
300 Mr  (oOmmmid
Bec 750)
HBr TeOureHemMa | AKTHBHOE 46,5 3489
MTUBOKCHUJIA BEIIECTBO (40%,
cBOOOIHOE
OCHOBAHHE)
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TABJIMIIA 12B
KomnonenTel DyHKIUA Komnuectso | Konmnuectso Ha
(%) TabJIeTKy C 1030
300 Mr  (oOmmmii
Bec 750)
HPMC E3 Cpenctso, 35,0 262,5
KOHTPOJIUpYIOLLEee
BBICBOOOJKIIEHUE
Mannur 200 SD PazbaBurens 8,2 61,8
Mukpokpucrannuieckas | Cesazyroniee 8,2 61,8
LEJUTIOJI03a (Avicel | BemecTBO
PH102)
Creapar marnus CwmasbiBaroinee 1,0 7,5
BELIECTBO
Si0; Hanonaurenn 1,0 7,5
Bcero 100,00 750,0
[0097] bbuto obHapyxkeHo, 4To sapo Tabnerku BecoMm 750 Mr, packpeitoe B TabJHie

12B, obecnieunBaer BhicBOOONKAEHUE 21,9% TeOumneHnema nMUBOKCHIA B TedeHHe 30 MUHYT,
40,9% TtebuneHema nmuBokcuia B TedeHue 1 daca, 70,7% TeOuneHeMa MUBOKCHUJIA B TEUEHUE
2 vacoB, 88,7% TebuneHemMa MUBOKCHIIA B TeueHue 3 yacoB U 100% TebuneneMa MuBOKCHUIA B
TE€YeHHEe 4 4aCOB MPHU U3MEPEHHUH C TIOMOIIBIO Criocoda ¢ MPUMEHEHHEM JIOMACTHON MEIIaiKu
cormacio USP mpu 50 06./mun. B 900 M 50 MM anieratHoro Oydepa, pH 5,0 mpu 37°C.

ITpodunb pacTBOpeHus nMpeacrasiieH Ha ¢ur. 8.

IMPUMEP 8. COCTAB C BbICTPBIM MO/INUOULTNNPOBAHHBIM BHICBOBOX/IEHUEM,
COJIEPXXAILMI HBR TEBUITEHEMA ITMBOKCUJTA

[0098] Tabnerku ¢ OBICTPBIM MOAM(PHULMPOBAHHBIM BBICBOOOXKIEHHEM, COIEpIKAIIUe
HBr TreOuneneMa nMMBOKCHIIA, U3TOTOBIISUIN C IIOMOIIBIO CITOCO0a, U3JI0KEHHOTO B IpUMepe 2.
Orot cocraB obecrieunBan BbicBoOOkAeHHe NLT 85% TeOuneHema MHUBOKCHIIA U3 siApa
JEKapCTBEHHOH (OpMbI B TeueHHe 2 4YacOB MNpPHU HU3MEPEHHWH C IOMOLIBI crocoda ¢
npuMeHeHneM JionacTHod Memanku cormacHo USP mpu 50 06./mMun. B 900 M1 50 MM
arteratHoro Oydepa, pH 5,0 mpu 37°C. CpobomHoe OCHOBaHWE TeOUIEHEMa MHUBOKCUJIA
3ameHsiin Ha HBr-comp. Komnosummss mnpumepoB TabneTok ¢ MOAU(PHUIMPOBAHHBIM
BBICBOOOXKAECHHEM, comepxkamux HBr teOunenema nmuBokcuia, 6€3 MOKPBITHS MPHUBEIEHA B
tabmuue 13. beuto oOHapykeHo, 4To siapo TabjaeTku BecoMm 750 Mmr, packpsiToe B Tadwmie 13,

obecnieunBaer BhICBOOOKeHUE 37,5% Tebunenema nuBokcuia B TedeHue 30 munyT, 69,8%

TeOuIeHeMa MUBOKCUIIA B TeueHue 1 yaca, 99,9% TeOuneHemMa MUBOKCHIIA B TEUEHHE 2 4acCOB
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u 100,0% TebuneHemMa MUBOKCUJIA B TEYCHHE 3 YACOB MPU M3MEPEHUH C MOMOIIBIO Crocoda ¢
npuMeHeHneM JionactHod Memanku cormacHo USP mpu 50 06./mMun. B 900 M1 50 MM
aneratHoro Oydepa, pHS5,0 mpu 37°C. Ilpodune pacTBOopeHHs TaONETOK C OBICTPHIM
MOAU(HUIMPOBAHHBIM  BbICBOOOXKIEHHEM, coxepkammnx HBr Tebunmenema mnmBOKCHIIA,

npesacTasieH Ha ¢ur. 9.

TABJIMUIIA 13
KomnoneHnTsl OyHKLUA Komnuectso | Konnuecrso Ha
(%) TabJeTky ¢ J030H
300 mr
(obmuii Bec 750)
HBr TeOuneHema | AKTHBHOE 46,5 348.9
MTUBOKCHIIA BEIIECTBO (40%,
cBOOOIHOE
OCHOBaHUE)
PVP K12 Cpencrso, 30,0 225,0
KOHTPOJIUPYIOLIEee
BBICBOOOJKIICHHE
Masnnut 200 SD PazbaBurenn 10,7 80,5
Muxpokpucrammuueckas | Cpsasyromee 10,7 80,6
LEJITF0JI03a (Avicel | BerecTBO
PH102)
Creapat maruus CwmasbiBarolinee 1,0 7,5
BEIIIECTBO
Si0» Hanonxurens 1,0 7,5
Bcero 100,00 750,0

IMPUMEP 9. PK-ITAPAMETPBI J1JIA ITEPOPAJIBHOI'O BBEJIEHHM A OBE3bAHAM
[0099] Tabnetku ¢ HeMemIeHHBIM BBbICBOOOXKAeHHeM, conmepxkamque 100 mr
cBobogHOoro ocHoBaHusi TeOunenema mnuBokcwia (IR, cBobomnoe ochHoBanme) u HBr
tebunenema nuBokcwna (IR, HBr), uz npumepos 1 u 6 u tabnerky ¢ MOIU(pUIMPOBAHHBIM
BBICBOOOXKAEHHEM, copepkamyo 100 mr HBr teOunenema nuBokcuia, u3 npumepa 7 (MR,
HBr) BBOmMIM mnepopaibHBIM NyTeM MakakaMm-kpadoemam (N=4 >KUBOTHBIX/TeCTUpyeMast
aekapcrBeHHas (opma). Kaxmomy >KUBOTHOMY OO€CTeUMBAIA ONHOHENENbHBIA TEePHON
BBIMBIBAHUSI TEPEA BBENEHHEM CIEAYIOLEeH 103bl, M KaXAO€ BBIIOJHIIO (PYHKIHIO
cobctBeHHOro KoHTpossi. OO6pasubl kpoBu cobupanmu B mpodupkun ¢ KoEDTA mepen
o0paboTkoii B asmy kposu. O0pa3ns! moyyanu yepes 15 munyT, 30 munyT, 1 4yac, 2 qaca, 4
qaca, 6 4acoB, 8 yacos, 10 gacos, 12 gacos, 16 "acoB u 24 yaca mocine BBeneHus. OOpasibl
IUIa3Mbl  KPOBHM AaHAJNM3UPOBAIM B OTHOIIEHWHM HAJIW4YUS TPOJIEKapCTBa, TeOUNeHeMa

MUBOKCHUIIA, U TeOurneHema nocpenctsom cnocoda tanaemuorn LC-MS. HekommapTMeHTHBIH
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aHaJIN3, MCIIOJIb3YEeMBI JJIs MONy4YeHns (PapMaKOKHMHETHYECKHUX TMapamMeTpPOB HA OCHOBAHHU
CBOAHBIX MpoduiIel 3aBUCHMOCTH KOHIIEHTPALMU OT BPEMEHH, MPOBOOWIN JJISI KaXKIOTO
ypoBHSI 1103bI ¢ mpuMeHeHHeM Phoenix Winnonlin v. 6.4. KoHnenrpanuio teOurneHema B
IUla3Me KpOBU B KaKIblil MOMEHT BpeMeHH omnpenensiu ¢ nomolipto HPLC. PK-napamerpsl
IUIl  JIEKAPCTBEHHbIX (OPM C HEMEMJICHHBIM BBICBOOOKAGHHEM U 3aMeJICHHBIM
BBICBOOOKICHHEM TIepeurciIeHbl B Tabmue 14.

[00100] MakcumanbHble 3HAYEHUs KOHIICHTpAalMH TeOHurneHema HaOMOnanu depes
npumepHo 1,5-2 gaca B rpynmax ¢ HeMeIJIEHHbIM BBICBOOOXKIEHHEM CBOOOJHOTO OCHOBAHUS U
HBr. Cmax Obli1a MOHMKEHA B ClTydae ¢ COCTABOM C MOIH(DHUIIMPOBAHHBIM BBICBOOOKIEHUEM IO
CPaBHEHHUIO C COCTABOM C HEMEIJIEHHBIM BBICBOOOXKIeHHEeM (cBoOoaHOe ocHoBaHue 1 HBr), HO
AUC,1 6bl1a OTHOCHTENBHO MOCTOSIHHO# cpernu cocTaBoB. AUC nf HeNb3si ObUIO pacCUUTATD U3-
3a UI3MEHYNBOCTH PO I KOHEYHOTO BbIBeZIeHHs. FICTIONb3y sl MOJTy4YeHHbIE paHee JaHHbIE IO
IV (13,06 mMxr*u./mn qyist 1o3bi 10 Mr/kr) ObLIO OpeeneHo, 4To OHOAOCTYTHOCTD TeOuneHeMa
BappupyeT B auanasoHe 39-50%. CpenHee Bpemsi yaepKaHus ObUIO YBEJIHMUYEHHBIM B CIIydae

cocCTraBa C 3aMECIJICHHbBIM BbICBO60)KI[eHI/IeM.

TABJIULIA 14

JTexapcTBeHHAMR Tiast (4.)  [Tmax (4.) Cuax (Mkr/min) [C12 4. AUC

4 dopma (MKT/MIT) (™ MKT/MIT)
Cpennee [SD |Cpennee [SD |Cpennee [SD |Cpennee |SD |Cpennee |[SD

IR, cBoboaHOe|],89 10 1,63 1,6 12,2 02 [0.0393 o [17.5 .4

OCHOBaHHE

IR, HBr 1.55 0.82 [1.0 0,0 13,6 0.2 [0,0178 o |19.1 6.2

MR,  HBrR.86 13 P25 13 6,04 4 144 |55

(44)

[0100] Uness  Hacrosimmero  u3oOpereHwss Oblla  OMMCaHa HAa  OCHOBAHHH
WJUTIOCTPATUBHBIX TMPUHLOUIIOB W BAPUAHTOB OCYLICCTBIICHUS, HO CIICHUAJIUCTBI B I[aHHOfI
O6.]'IaCTI/I TCXHUKU MPU3HAKOT, YTO B OTHOLICHWUH OIHNCAHHOIO MOIYT 6I:>ITb BBITIOJIHCHBI
W3MEHEHUS] M 3aMEHa Ha SKBUBAJICHTHI O€3 OTKJIOHEHHs OT 00beMa M CYITHOCTH HACTOSIIETO

nu300peTeHus, ONPEAEIEHHOTO clieayomeii popmynoit n3o0pereHus.
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POPMVYJIA U3OBPETEHUA
1. Teepmass nexapcTBeHHast popmMa C HEMEIJIEHHBIM WM MOAH(UIIUPOBAHHBIM
BBICBOOOXKICHHEM JJIsl TIEPOPAIbHOIO MNPUMEHEHMs, COAepiKalnas sapo JIEKapCTBEHHOU
(dbopMBI, TIIe AOPO JIEKAPCTBEHHON (POPMBI CONEPIKHUT:
TeOUIeHEM THMBOKCHI WM €ro  (apManeBTUYeCKH TNPUEMIIEMYIO COJlb |
BCIIOMOTaTEJIbHbIE BELIECTBA, BKIIOYAIOIINE CBSA3YIOIIEe BEIECTBO, CMa3bIBAIOIIEE BEIECTBO,

Heo0s13aTeIbHO pa3baBUTEIIb.

2. SAnpo nexapcTBeHHOI (OpPMBI, yKa3aHHOE B II. 1, I7le OTHOLIEHHE BEC K BECY

TeOureHemMa MUBOKCHIIA U BCIIOMOTATeNIbHBIX BELIECTB B siipe coctanisier ot 30:60 no 60:30.

3. Anpo nexapcTBeHHOW (OPMBI, YKa3aHHOE B I 1, I7le OTHOIIEHHE BEC K BECY

TeOUneHeMa MIBOKCUIIA U BCIIOMOTATeNIbHBIX BELIECTB B siApe coctasisier ot 30:45 no 45:30.

4. JlexapcTBeHHast popma 1o 11. 1, rae nekapcrBeHHas opma npeacTasiser codoit
JIEKapPCTBEHHYIO (JOPMY C HEMEIEHHBIM BBICBOOOXKICHHUEM U 00eCIIeunBaeT BBICBOOOKICHNE
Oonee uem 85% TeOumneHemMa NMUBOKCHIJIA WM COJNIM TeOUIEHEMa MHMBOKCUJIA B TedeHHe 15
MHHYT MPU U3MEPEHUH C MOMOILBIO CIOCo0a ¢ MPUMEHEHHEM JIOTIACTHOM MEINaJKK COTJIACHO

USP nipu 50 06./muH. B 900 mit SO MM aneratHoro Oydepa, pH 5,0 mpu 37°C.

5. JlekapcTtBeHHass (opMa C HEMENJICHHBIM BBICBOOOXKIAEHHEM IO 1. 4, rhe

BCIIOMOTaTCJIbHBIC BEIIECTBA JOIIOJHUTCIIBHO BKIIFOYAOT PA3PBIXJIUTEID.

6. JlekapcTBeHHass ¢GopMa C HEMENJICHHBIM BBICBOOOXKIAEHHEM IO M. 5, Te
Pa3pPbIXJIUTEND
npencTaBisier coO0H KpOCKapMeNio3y HaTpus, KPOCIIOBHUIOH, KPAXMAJITIHKOJISIT HATPUS WU

JTFOOYI0 KOMOMHAIIMIO JIFOOBIX ABYX MM OOJiee U3 BBIIEYKAa3aHHOTO.

7. JlekapcTeenHast popma no . 1, rae nekapcTBeHHas popma npeacTasisier codoou
JeKapCcTBeHHYI (GopMy ¢ MOAU(GHUIMPOBAHHBIM BBICBOOOKIEHHEM U O0eCreYynuBaeT
BbIcBOOOKAEeHHE in vitro NMT 50% TeOuneHemMa NMBOKCHIIA UITH COJTA TeOUITeHEMa MMBOKCHIA
yepe3 30 MUHYT TIPU U3MEPEHHH C TTOMOIIBIO CIIOco0a ¢ MPUMEHEHUEM JIONMACTHONW MEIlajIKu

cornmacao USP npu 50 06./mun. B 900 Mt S0 MM aneratHoro Oydepa, pH 5,0 mpu 37°C.
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8. JlekapctBeHHast popma ¢ MOTUPHUIIMPOBAHHBIM BBICBOOOXKIEHUEM TIO 1. 7, TIe
NLT 85% ot ofmero konnuecTBa TeOUneHeMa MUBOKCUIIA WIIH COJIM TeOUNeHeMa MUBOKCHIIA
BBICBOOOXKIaeTcss yepe3 4 dyaca NMpH H3MEPEHHH C IMOMOINBI0 crocoda ¢ MpHMEHEHHEM
nomnactHOM Memanku corinacHo USP mpu 50 06./mun. B 900 M 50 MM anerathoro Oydepa, pH

5,0 mpu 37°C.

9. JlekapcTBeHHast popma ¢ MOTUPHUIIMPOBAHHBIM BBICBOOOXKAEHUEM TIO 1. 7, TAe
NLT 85% ot o0miero konuuecTBa TebuneHemMa MUBOKCUIIA WM COJIU TeOUneHeMa MUBOKCHIIA
BBICBOOOXKIAaeTCs uepe3 2 yYaca INMpH H3MEPEHHH C IMOMOINBI0 crocoda ¢ NMpUMEHEHHEM
nomnactHOM Mettanku corinacHo USP mpu 50 06./mun. B 900 M 50 MM anerathoro Oydepa, pH

5,0 mpu 37°C.

10.  JlexapctBeHHast opMa ¢ MOAN(UIIMPOBAHHBIM BBICBOOOXKIEHNEM 1O L. 7, 8
Wil 1.9, TOe BCHOMOraTeNbHbIE BEINECTBA JOMOJHHUTENBHO BKIOYAOT CPENCTBO,

KOHTPOJIUPYIOIee BEICBOOOKAECHHE.

11.  JlekapcrBeHHas popma ¢ MOAU(ULIPOBAHHBIM BBICBOOOKAEHHEM 110 1. 10, rae
CPEeICTBO, KOHTPOJIUPYIOLIEE BBICBOOOJKIEHHE, NPEICTABJISIET coboii
TUAPOKCUTIPOITHIMETHIILIEIITFOJIO3Y, TUAPOKCHUTTPOTTHIILIEITIONO3Y, areTaT-CyKUHHaT

TUITPOMEIUIO3bI, MTOJUBUHIIITUPPOIUIOH, KOTIOBUIOH HITH JIFOOYI0 KOMOMHAIIHIO JIFOOBIX JIBYX

uau boee u3 BBIIICYKA3aHHOT'O.

12. JlekapcrBenHast popma no modomy u3 om. 1-11, roe
CBSI3YIOIlEE BEINECTBO IPEACTABIAeT COOOH MHUKPOKPUCTAUIMUECKYIO LEJUIIOJIO3Y,
CUJIMKATUPOBAHHYK) MUKPOKPHUCTAJUINYECKYIO LEJUTI0NIO3Y, JTHIJILEIUTION03Y, JAaKTO3y WIH

JTFOOYI0 KOMOMHAIIMIO JIFOOBIX ABYX MU OOJiee U3 BBIIEYKAa3aHHOTO.

13. JlekapcrBeHHast ¢opma mo m. 12, rae CBsA3yrOIIEe BEINEeCTBO IMPENCTABIISET

coO0H MUKPOKPHCTATHYECKYIO LEJITFOJIO3Y.

14. JlekapcrBenHas gopma mo mrodomy u3 mm. 1-13, roe nekapcrBeHHas dopma
CONEpP>KUT pa30aBUTENb, M NIPU 5TOM pa30aBHTENb MPEACTABIIET COOOH Kpaxmal, caxaposy,
MOHOTHJIPAT JIAKTO3bI, MAHHUT, COPOUT MitH JTF00YI0 KOMOMHALMIO JFOOBIX ABYX HJIH OoJee 3

BBILIEYKA3aHHOTO.
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15. JlekapcTBenHasi ¢opma o yrodomy u3 mm. 1-14, roe nekapcTBeHHas dopma
COIEPIKUT CMa3bIBAIOINEE BELIECTBO, M IMPH 3TOM CMAa3bIBAIOLIEE BEINECTBO MPEACTABISIET
co0Oi CNOKHBI 3(up >KUPHOW KHCIOTHI, CTEAPUHOBYK) KHCJIOTY, CTeapaT MarHusi,
rIuLepuiIOereHaT, creapar Kajblus, cTeapwiymapar HaTpusi, Jaypwicyibdar HaTpus,
naypuicysibdar Maraus, O€H30aT HATPHsL, TaJIbK, THAPOreHE3NPOBAHHOE MACIIO, KapHayOCKui

BOCK UTH JTFOOYI0 KOMOMHAIIHIO JIFOOBIX ABYX MK O0JIee U3 BBIIIEYKA3aHHOTO.

16. JlekapctBeHHas popma ¢ MOAM(HULIMPOBAHHBIM BBICBOOOXKAEHUEM 1O ml. 7, 8
W 11. 9, T AApO JeKapCTBEHHOM GopMmbl conepskuT ot 30% 1o 60% (%o Bec/Bec) TeOuneHema
MMBOKCHUJIA, oT 10% pi(e} 40% TUAPOKCUITPOMUIMETHIILIEIUTIOIO3bI 1581051
NOJMBUHUJINUPPONUAOHA, OT 5% no 20% manauTa, OT 5% 10 20% MHUKPOKPUCTAITMYECKON

nesuntos1o3el ¥ oT 0,1% 1o 5% creapara marsus.

17. JlexapcTBeHHast popMa ¢ HEMEIUIEHHbIM BBICBOOOKAEGHUEM IO 1. 4, Tae siapo
JeKkapcTBeHHOH opMel conepkuT ot 30% no 60% (% Bec/Bec) Tebunenema NUBOKCHIA, OT 1%
1o 10% xpocnosunoHa, ot 115% no 25% moHoruaparta JakTo3bl WM MaHHUTA, OT 15% 1o

25% MuKpoKpHUCTAIUTMUYECKOH 1emutos103bl 1 oT 0,1% 1o 5% creapara maruus.

18. JlekapcTBeHHasi hopMa C HEMEIJIEHHBIM BbICBOOOKIEHUEM 110 1. 6 wiu 1. 17,
I7ie OTHOIIEHUE BeC K BeCy TeOUINeHeMa MUBOKCHIIA U KPOCTIOBUAOHA cocTasJsieT oT 20:1 mo

5:1.

19.  JlekapctBeHHast popmMa C HEMEMJIEHHBIM BBICBOOOKICHHEM IO JIFOOOMY W3
mn. 4-6  wm  n 17, rae  SApO  JIGKAPCTBEHHOW  (OpMBI  HE  COHEPIKUT

THUAPOKCUTIPONMUIMETUITHECIITFOJIO3bI.

20. JlekapcTBennasi popma mo jgrobomy u3 mm. 1-19, roe TebuneHeM MHUBOKCHUT

HaxonuTcs B opMe CBOOOIHOTrO OCHOBAHUS TeOHIIEHEMA MMBOKCHUIIA.

21. JlekapcTBennasi gopma mo jgrobomy u3 mm. 1-19, roe TebumneHeM MHUBOKCHI

Haxonutcs B popme HBr TeOnnenema nuBokcuia.
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22. JlekapcTBennasi ¢opma mo jrobomy w3 mm. 1-21, rme sapo JieKapCTBEHHOU

dopmer cogepsxkut 100, 300, 500, 600, 900 mnu 1000 MUITUTPaMMOB TeOHIIEHEMA MMBOKCHUIIA.

23.  Sppo nexapcTBeHHOH (OpMBI, yKazaHHOe B Jr0OOM m3 mm. 1-22, rae sapo

JIeKapCTBEHHOHN (pOPMBI MTpencTaBisieT coO0H SApo TadIeTKH.

24.  Slpgpo nexkapcTBeHHOH (OpMBI, yKazaHHOe B J0OOM m3 mm. 1-22, rae sapo

JIEKapCTBEHHOH (DOPMBI ITPENCTABISAET COOOM IpaHyIy.

25. JlekapctBeHHast popma 1o 1. 24, rae rpaHyJbl HAXOAATCS B KaIlCyJIe.

26. Anpo nexkapcTBeHHOH (GOpMBbI, ykazaHHOe B Jrobom u3 mm. 1-23, rae sapo

AOTIOJIHUTEJIBHO COOCPKUT MMOKPBITUE.

27. Anpo Tabnerku mo m. 23, rae Ha SAPO TaOJNETKH HAHECEHO MOKpBbITHE C
00pa3oBaHHEM TaOJIETKU C MOKPBITHEM, M TMPU 3TOM TabJeTKa ¢ MOKPHITUEM UMEET TOJLIUHY

ot 6,00 no 7,00 munnumerpa.

28. JlekapcTBenHast ¢popma 1o . 27, rae Ha sapo TabJETKU HAHECEHO TMOKPBITHE,

KOTOpOe coctaBisieT oT 2% 1o 5% (% Bec/Bec) oT 0011ero Beca TabJNIETKH C TTOKPBITHEM.

29. JlekapcTBeHnHasi ¢opma mo yrodomy u3 mm. 1-28, roe nekapcTBeHHas Gopma

COCTaBJIeHa ISl BBEICHUS [1BA Pa3a B CYTKU WJIM TPU pa3a B CYTKHU.

30. Croco®  ymedeHuss  WHGpEKUMHM  MOYEBBIX  MyTell y  TAIHMEHTa,

NpeayCMaTPUBAIOINNI BBEIEHUE MMALIHEHTY JIEKapCTBEHHOH (popmbl 1o rodomy u3 mm. 1-29.
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