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OIIMCAHHUE U30BPETEHHUSA
2420-571520EA/032
PAPMAINEBTHYECKASA KOMIIO3ULUs, COAEPKAIIAA AKCUTHUHUD
OBJIACTb U30BPETEHUA
Hacrosimee wu3o0pereHre OTHOCHTCS K (hapMalleBTUUECKOH KOMIIO3ULMU B BHIE

TaOJIETKH C HEMCJICHHBIM BbICBO60>K,Z[eHI/IeM AKTUBHOI'O BCHICCTBA, coz[ep»(al_ueﬁ AKCUTHHHUO

dopmbr IV.
YPOBEHb TEXHUKH
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SIBIIIETCSI MHTUOMTOPOM HECKOJBKUX THPO3MHKHMHA3, YYACTBYIOIINX B AHTHOTEHE3E, B
4acTHOCTH Tupo3uHkuHa3z VEGFR.

AXCUTHHHO TPOJEMOHCTPUPOBAN KJIMHUYECKYI0 aKTUBHOCTb KaK OTIENbHO, TaK U B
COYETAaHUH C APYTMMHU XUMHUOTEPAIEBTUYECKUMHU CPEACTBAMU MPU HEKOTOPBIX TUIAX OMyXOJeH,
BKJIFOUass HeMeJkokyeTouHbli pak jerkoro (NSCLC), MeractaTHuecKkylo MOYEUHO-KIETOUHYIO
kapuuHoMy (mRCC), MeTacTaTuyeckuii pak MOJIOUHOM JKeJie3bl, paK MOKETYJOUHOHN JKeJe3bl 1
paK IMUTOBUAHOM JKeJe3bl, OHAKO KJIIMHUYECKHE UCCIEIOBAHMS IPOAOJIKAIOTCS.

AxcutnHuO mpomaercsi komnanuen Pfizer mox toprosoit mapkoi Inlyta® u omucan B
W02001002369. Takke ommcaHbl (papMaleBTHUECKUE KOMIIO3HMLIUH, COAEpIKAIlue aKCHUTUHUO
(Hampumep, W02013046133). Inlyta® mpenmocraBisieTcss B BuAe TaOJETOK C HEMEIJICHHBIM
BBICBOOOJKJICHHMEM AaKTHUBHOTO BELIECTBA, IMOKPBITHIX IUICHOYHOH OOOJIOYKOH, € pPas3JIM4HOM
koHneHTpanueit (1, 3, S u 7 mr). Takke ObUTH OMHMCAaHBI HECKOJIBKO KPUCTALTHYECKHX (popm
AKCUTUHUOA, XapaKTEPU3YIOIUXCS PA3JIUYHON CTAOMIBHOCTHEIO M PACTBOPUMOCTBIO (HampuUMep,
W02006048751, WO2008122858).

B mpouecce paspadorku kommosutmu Gopmer IV akcutuHuba ObUIO0 0OHAPYIKEHO, UTO
OMOSPKBUBAJIEHTHOCTh TpoAaBaeMoMy mpoaykty Inlyta® mpexncraBisier HeXapakTepHBIE
TPyAHOCTH. XOTs TMpPOTOTHIN, conepxkamuid ¢opmy IV  akcurmHmOa, mnokasan mnpoduib
pacTBOopeHHs, aHajmoruuHeli Inlyta®, mpu  HCIONB30BAaHMM  METONA  PACTBOPEHUS,
PEKOMEHyeMOro  Vipaenenuem NO KOHMPONIO 30 KAYeCMEOM NUlesvix HpOOYKmoe u
meouxamenmos (FDA), 3ToT nporotum nokasan 0ojiee BBICOKYI0 OHOIOCTYMHOCTD, 4eM Inlyta®
in vivo U, COOTBETCTBEHHO, HE NMeJI OMO3KBUBAJIEHTHOCTH B OTHOIEHNH Inlyta®.

CnenoBarenbHO, ObBUIO OBl JKENaTeNbHO HMETh KOMIIO3MLMIO B BHAE TaOJETKH,

comepxkamyro ¢opmy IV akcutuHuOa, KOTOpas sBsieTCss CTAOWJIBHOW, MOIXOMSIIEeH ISt



NPOM3BOJICTBA B MPOMBIIIJIEHHBIX MaclTadax, JEMOHCTPUPYET AOCTATOUYHOE PACTBOPEHHE U
ABJIIETCSI OMO’KBUBAJIEHTHON B OTHOIIEHHH Inlyta®.

KPATKOE OITMCAHUE HACTOAIIEI'O U30BPETEHNA

Hacrosimee n3oOpereHne OCHOBaHO Ha OOHApYKEHHUU TOrO (pakTa, YTO KOMITO3UIIHS B
BU/ie TaONETKH C HEeMEUIeHHBIM BbICBOOOXKAEHUeM, coxepkamas ¢opmy IV akcurunmOa,
ABJsieTCs OMOSKBHUBAJIEHTHOH B oTHowmeHuu Inlyta®, korma oHa AEMOHCTPUPYET CKOPOCTb
pactBopenust oT 40% no 70% B Teuenuu 30 munyT npu ucneitaHud B 900 mu 0,01 H consiHOM
kuciotsl ipu pH 2,0 u remneparype 37°C, 75 o6/mun B annapare 11, ono6penHoM papmakoneeit
CILIA (USP).

CoOTBETCTBEHHO, HacTOsIIIee H300pETeHNne 00eCIeYnBAET KOMITO3UIIMIO B BHJIE TAOIETKH
c HEMEIJICHHBIM  BBICBOOOXKIEHUEM, conepIKaIyro dbopmy IV akcutunuOa,
XapaKTEPU3YIOIIYIOCS MOPOLIKOBON PEHTT€HOrPaMMOM, BKJIKOHAIOIIECH MUKU MPUMEPHO npH 8.9,
12,0, 14,6, 15,2, 15,7, 17,8, 19,1, 20,6, 21,6, 23,2, 24,2, 249, 26,1 u 27,5+0,1 rpagycax 20 npu
u3MepeHnn ¢ ucnoip3oBanueM Cu Kol-uznydenuss u ogHoro mnm Oosee papManeBTHUECKH
MPUEMJIEMBIX HANOJHUTENEH, IPU 3TOM KOMIO3HULIMS IEMOHCTPUPYET CKOPOCTh PACTBOPEHMUSI OT
40% no 70% B Teuenue 30 muHyT npu ucneitanuu B 900 mu 0,01 H consHoM kucnots! npu pH
2,0 37°C, 75 o6/mun B anmmapate 11, ono6perrom USP.

KPATKOE OITMCAHUE YEPTEXENU

Ha ¢ur.1 npencrasnena rmonHas mopomkoBast peHTreHorpamMma gopmel IV akcutunuoba.
Ycnosust usmepenus cM. B naparpade Ilpumepst.

Ha ¢ur2 mnokazana Oyok-cxema TMPOBENEHUS] TMPOLECCa BJIAXKHOW TPaHYJISILUH,
NPUMEHSIEMOTO IS MTOJTy4deHus1 TabJIeToK npumepa 1.

IToapoOHOe onucaHue HACTOSALIEr0 H300peTeH s

Hacrosimee n3o0peTreHne OTHOCUTCS K KOMIO3ULMM B BHIE TaOJNETKH C HEMEIJIEHHBIM
BbICBOOOKIeHHEM, conepskameii ¢popmy IV akcurmHuOa, XapakTEpU3YIOIIYIOCS MOPOIIKOBOM
PEHTITeHOrpaMMOH, conepskaiie nuku npumepHo npu 8.9, 12,0, 14,6, 15,2, 15,7, 17,8, 19,1,
20,6, 21,6, 23,2, 24,2, 24,9, 26,1 u 27,5+0,1 rpagycax 20 npu usmMepeHun ¢ ucnoyibzoBanuem Cu
Kol-usnydenus: u ogHoro win Oosee GpapMarieBTUIECKH MPUEMIIEMbIX HATIOJHUTEINEH, TPH STOM
KOMITO3ULIHST IEMOHCTPHUPYET CKOPOCTh pacTBopeHus ot 40% no 70% B Teuenue 30 MUHYT TipH
ucnbitaany B 900 mi 0,01 H comstrol kucnotel pu pH 2,0 u 37°C, 75 o6/mun B anmapare 11,
onobpenHom USP.

AxcutuHuO siBnsieTcs: coenuHenueM knacca Il B coorBercTBru ¢ buodapmaiieBrudeckoit
cucremoii knaccudukarmu (BCS), mosTomy oH obnanaer HU3KOH pacCTBOPHUMOCTBIO; OH XOPOLIO
pacTBopsieTcsi TOJAbKO B xkenyake npu pH, cocrasmsromem 1,7. Inlyta® copepskur
kpuctamueckyro  popmy XLI axcurmHmOa (cMm. skcmeptHeIi  otder Kommrera mo
JIEKapCTBEHHBIM CpencTBaMm st MeaunuHckoro npumenenus: (CHMP) Esponeiickoro areHrcrsa
no JieKapcTBeHHbIM cpenctBaMm). ®opma XLI sBisercs Haubojiee TEPMOIUHAMUYECKH
crabupHOM nomuMopdHOH Gopmoii.

Hpyrue ¢opmbl akcuTHHHOA OBIIM OMMCAHBI B IPEIIECTBYIOLUIEM YPOBHE TEXHHKH.

TaOnerka ¢ HEMeNIEHHBIM BBICBOOOXKIEHHUEM I10 HACTOSIIEMY M300PETEHUIO CONEPKUT (hopMy



IV akcutnanOa, KOTOpas ABNIsAETCS MeHee (POTOCTAOUIBHON MO CPABHEHHIO C KPUCTAJUTMYECKON
¢dopmoii XLI akcutunHnba, HO IEMOHCTpUPYET B 2-3 pasa Oojee BBICOKYIO PacCTBOPUMOCTH B
BOJIE.

ITopomkoBasi peHTreHOrpamma akcutunnoa gopmsl 1V nokazana Ha ¢ur. 1. I[Topourkosast
PEHTreHorpamMma BKJIOUaeT Muku npu okoio 8,9, 12,0, 14,6, 15,2, 15,7, 17,8, 19,1, 20,6, 21,6,
23,2, 242, 249, 26,1 u 27,5+0,1 rpanycax 20 npu usMmepenun ¢ ucnonb3oanueM Cu Kal-
u3nyuyenus. [lopomkosass peHTreHorpamMMa (opmbl IV akcutuHHOAa MOXKET IOMOJHHUTENBHO
COZIepIKaTh XapakTepHbIe MUKU Npu ciaenyromux 2 tera (+ 0,1) yrnax: 9,5, 14,9, 16,5, 17,3, 19,3,
20,3, 24,6 u 26,4, usmMepeHHbIX ¢ ucnonb3oBanueM Cu Kol-uznyuenus.

U3BecTHO, 4YTO pasziuuHble MONMUMOPQHBIE (OPMBI  OKA3bIBAIOT BJIUSHUE HA
CTa0MJIBHOCTb, PAaCTBOPEHHE M OMO’KBHUBAIEHTHOCTh JIEKAPCTBEHHOrO Npernapara, HO IpH
UCTIONB30BaHUN (GopMbl IV akcuTuHHOA Ui MOJNYyYEHUs] KOMIO3ULUHM B BHIE TaOJNETKU C
HEMEJUIEHHBIM BbICBOOOKIEHHEM BO3HUKAIOT MPOOJIEMBI, BEPOSITHO, BCIEICTBHE OOJIee BHICOKOM
pactBopumocTH (popmsl IV akcurnanba o cpasuenuto ¢ popmoit XLI. B wactrHocTH, nmpoToTH,
conepxauuii popmy IV akcutuHnOa, MOKazan mpoduiib pacTBOPEHUs], aHAIOrHYHbIH Inlyta®, ¢
UCTIONIb30BAHUEM METOJa pACTBOPEHHUS, OMUCaHHOrO B 0Oa3ze maHHbIXx FDA (ammapar II,
onobpennsnii USP (;omactu), 75 o6/mun, 900 mn 0,01 5 HCI), HO BMecTe ¢ TeM moKa3ai
3HAYUTENBHO OO0JIee BBICOKYIO OMOIOCTYITHOCTD U OTCYTCTBHE OMO3KBUBaNIEHTHOCTH Inlyta®.

ABTOpPBI HACTOSIIIETO U300PETEHUST HEOXKUIAHHO OOHAPY KUJIH, YTO KOMIIO3HMLIUS B BUAE
TabJIETKN ¢ HEMEJICHHBIM BBICBOOOXKAEHHEM, coneprxkamas Gopmy IV akcutnHMOAa M ONMH WU
Oonee papmaneBTHYECKN MPUEMIIEMBIX HAMOJHUTENEH, TeMOHCTPUPYSl CKOPOCTh PACTBOPEHHS
ot 40% no 70%, mpeamnoyYTUTENbHO CKOPOCTh PAacTBOpeHHUsi cocTaBysier oT 45% po 65% B
tedenre 30 MuHyT npu ucnbiranuu B 900 mu 0,01 H conanont kucnors! npu pH 2,0 u 37°C, 75
06/mun B anmapare 11, onoopernom USP, siBisercs 6GnosksuBaneHTHoi Inlyta®.

Komnosunuss B Buae TaONeTKH IO HACTOSIIIEMY H300pPETEHHIO SIBISIETCS BBICOKO
CTa0WJIbHOW W, Ja)ke TOCJe XPAHEHUs MPHU TOBBIIEHHOW TEeMIIEpaType WM TOBBILIEHHOM
OTHOCUTEJIbHOW BJIAJKHOCTH, HE MOKa3biBaeT npespamenus ¢popmel IV akcutunmnda B popmy XLI
aKCUTHMHUOA WM B JIOOYIO IPYIYIO KPHUCTALUTHYECKYI0 (OPMY AKCUTHHHOA WIIM YBEIHYEHHS
IpUMeECe.

Kommosuiuss B Buae TabNETKH TO HACTOSIIEMY H300PETEHUIO MPEACTaBIsIET COOOM
KOMIIO3UIIMI0 B BUAE TaOJNETKH C HEMEMJIEHHBIM BBICBOOOXKIAEHHEM. Hcmonp3yemblii B
HACTOSIIEM JOKyMEHTe TepMHUH “‘TabjieTKa ¢ HEeMEIJIEHHbIM BBICBOOOXKIEHHEM OTHOCUTCS K
TabyeTke, KoTopasi ObBICTPO pacnagaercs (B TeueHue 30 MUHYT, IPEANOYTHTENBHO B TEUEHHUE 5
MHUHYT) U paCTBOPSIETCS C BBICBOOOKIEHUEM JIEKAPCTBEHHOTO CPENICTBA.

B Hacrosimem n3obpereHnn cKopocTb pacTBOpeHHs Boime 70% BBI3bIBAET in vivo Oornee
BbICOKYIO Cp,x u Oomee Boicokme 3HaueHuss AUC, Ttabnerkw, comepsxkamei ¢opmy IV
aKCUTHHNOA, IO cpaBHEHHIO C Crax 1 AUC, Inlyta®.

2

Hcnonp3yemblii B HacTOsIIEM AOKYMEHTE TePMUH “Cpay OTHOCUTCS K MaKCHUMAJIbHOU
KOHLIEHTpALUl B IUIa3Me, KOTOPYIO JIEKAPCTBEHHOE CPENCTBO JOCTUraeT IOCjie TOro, Kak

JekapcTBo ObLIO BBeneHo, mpu 3ToM TepMuH “AUC,” OTHOCHTCS K IUIOIIANU TOJX KPUBOH



3aBHCHMOCTH KOHIIEHTPALMU B IUIa3M€ OT BPEMEHH, ONpeNesieMyl0 OT MOMEHTAa BBEACHUS IO
KOHLIEHTPALUH B MOMEHT BPEMEHH t.

Cxopoctp pactBopeHusi B auarnazone oT 40% no 70% mno3BOMSIET MOJMYYUTh 3HAUEHUS
Cmax 1 AUC; Tabnerkum ¢ HEMEIJIEHHbIM BBICBOOOXKIEHHEM, conepxkameii ¢opmy IV
akcuTHUO0a, aHAOTHUHYI0 Cpax 1 AUC, Inlyta®.

Tunu4HO, pacTBOpEHUE JIEKAPCTBEHHBIX CPEICTB OINPENENAeTCs] METOAaMHU PACTBOPEHM,
U3BECTHBIMH CIIEIMAJIUCTy B pAaHHOH oOmactu. Cnoco0 pacTBOpeHMs, HUCIONb3yeMbIH B
HACTOSIIEM M300PETEHUH, BKJIIOYAET PACTBOPEHHE JIEKAPCTBEHHOTO MPONYKTa aKCUTHHHOA TPU
temrieparype 37°C B 900 mn 0,01 uH consnoi kucnotsl, umeromneit pH 2,0, u nepemernuBanue ¢
UCTIONb30BaHUeM JionactHoro ammapara I, omobpennoro USP, u ckopocTeto BpamieHus 75
00/MuH.

Tunwuno, obmas macca Tabietku (0e3 MOKPBITHS) IO H300PEeTEeHUI0 cocTaBisieT oT S0 110
900 wmr, npennoututenbHO oT 90 no 800 wmr, maxe Oonee mpennourutenbHo, or 100, 300, S00
unu 700 mr.

Komnosuuus B Buae TaONETKH MO HACTOALIEMY HU300PETEHUIO COAEPIKUT aKCUTHHUO B
kosmaecTse oT 0,5 10 5% 1mo Macce OTHOCUTENBHO 001Iel Macchl TAOIETKH O€3 TOKPBITHSL.

CnenoBarenbHO, XOTs1 comepxaHue (opmbl IV akcutuHHOA B KOMIIO3UIMHM B BHJE
TabJNIETKH TIO HACTOSIIEMY H300PETEeHHI0O HE3HAYUTEIbHO, HCIIONB30BAHUE AKCUTHHHOA B
nonumopproit popme IV wmmeno Oonpiioe BiIusHHE Ha OHOAOCTYMHOCTb TaONETKU C
HEMEJJIEHHBIM BBICBOOOXKICHHEM.

Komnosuuus B Bupe TabieTku Mo M300pETEHHI0 MOXKET COAEpIKaTh IOIMOJHHUTEIbHbIE
(dapmarieBTUYECKH NpHEMJIEMbIE BCIIOMOTaTeIbHbIE BELIECTBAa. BcCroMorarenbHble BEIIECTBA,
UCTIONBb3YEMbIE B COOTBETCTBUM C HACTOSIIMM HM300pETEHHEM, XOpOLIO H3BECTHBI H
NPEACTAaBISIIOT  COOOM  BCIIOMOTATENbHBbIE BELIECTBA, KOTOpPbIE OOBIYHO HMCHOJIB3YIOTCS
CIEeLMAICTOM B JaHHOW oOmactu. PapmaneBTHYECKM NpUEMJIEMble BCIIOMOTATEIbHbIE
BEIIECTBA MOTYT OBbITh BbIOpAaHbI K3 OJHOrO WJIM OoOJiee HAIMOJHUTENEH, CBSI3YIOIINX,
Pa3pbIXJIUTENEH, CKONB3SIIMUX BELIECTB MM CMa3bIBAIOIIUX BELIECTB. BcmomorarenbHbIe
BEIIECTBA ONTUMHU3UPYIOT codyeTaHue CBOWUCTB (opmbl IV akcuTmHHMOa B JIEKaPCTBEHHBIX
(opmax ¢ HeMeJICHHbIM BBICBOOOKIIEHHEM, HE B3aMMONEHCTBYS ¢ (hopmoii IV akcutunuOa.

HanonHuTtenp, UCHONB3YEMBIH B COOTBETCTBHHM C HACTOSIIIUM H300PETEHHEM, MOXKET
OBITH JTFOOBIM HAIOJHUTEIEM, U3BECTHBIM CIIELHAIUCTY B JaHHOW obmactu TexHUKH. OOBIMHO
HATIOJIHUTEINb, UCTOJNB3YEMBIi B COOTBETCTBHM C HACTOSIIUM H300pETEHHEM, IMPENCTaBIISET
co0oli 1akTo3y, caxapo3y, KapOOHAT KaJIbIIHsI, MAHHHT, LIEJUTI0JIO3Y, MAJIbTO3y, COPOUT, Kpaxmal
WK X cMech. [IpennouTUTeNnbHO NpeAcTaBiIsieT COO0H MOHOTHAPAT JTAKTO3BL.

Cesi3yroiee, HCIONIb3yeMOE B COOTBETCTBHH C HACTOSIIIIMM HM300pEeTEHUEM, MOKET OBITh
TFOOBIM CBSI3YIOIUM, H3BECTHBIM DPSJOBOMY CIIEHHAINCTY B AaHHOW obmactu. Ilomxomsimum
CBSI3YIOIUM SIBJIIETCS] MUKpOKpHCTaHyeckas neiunoiosza (MCC), kapOOKCHMETHIILENTION03a
HaTpusi, noguBHHUIIHpponuaoH (PVP), konoBuaoH, comonuMmep MOJIMBUHUIIHAPPOIUAOHA U
BuHmnanerata (PVP/VA), ruapokcUnponminesuiroiao3a, TI'MApOKCHIPOIUIMETHIILEIUIION03,

OTHUIILCIUIKOJIO3a, TUIIPOMEIIO3a HUJIN UX CMECH. MI/IKpOKpI/ICTaJ'IJ'II/ILIeCKaH LOEJI0JI03a ABJIACTCA



0COOEHHO MPEANOYTUTENIbHBIM CBSI3YIOIIIHM.

Heobs13aTennbHO MOKeT OBITH MCTOJIB30BAH PA3PLIXIIUTENb. Pa3pbIXIUTENb MOKET OBbITH
JEOOBIM Pa3PBIXJIUTEIEM, H3BECTHBIM PSIOBOMY CIELUAINCTY B JaHHOU oOnactu. [Tonxonsmmm
Pa3pBIXJIUTENIEM JJIsl UCTIOJB30BAaHUSI B COOTBETCTBHM C HACTOSIINM H300PETEHHEM SIBIISIETCS
KPOCKapMeJuio3a HaTpusi, KPOCHMOBUIOH, THUAPOKCUMPOINUJILEIUIIOI03a € HU3KOH CTENEHBIO
3aMeLIeHUs], HAaTpUsl KPaXMAaJIIJHUKOJAT WM uX cMmecb. Kpockapmesosza HaTpus sIBISETCS
0COOEHHO TIPEANOUTUTEIBHBIM Pa3PbIXJIUTENEM. Pa3pbIXJIUTENIb MOXKET OBITh pa3MelleH
BHYTPUTPAHYJIIPHO WJIM BHETPAHYJISIPHO, B MPEANOYTHTEIIbBHOM BapUAHTE OCYIIECTBJICHHS IO
U300PETEHHUIO CONEPIKUT PA3PBIXJIUTEIb BHETPAHYJISIPHO.

Heo0si3aTelbHO BEIIECTBO, CIIOCOOCTBYIOMIEE CKOJIbKEHUIO, MOXKET OBbITh UCIIOJIB30BAHO
B COOTBETCTBUHM C HACTOSIIUM H300peTeHneM. BelecTBo, cnocoOCTByIOIIEe CKOJBKEHUIO,
MOJKET OBITh JIFOOBIM BEIIECTBOM, CIIOCOOCTBYIOIINM CKOJIBKEHHIO, H3BECTHBIM CIEIHANIUCTY B
OaHHOW oOnacth TexHUKH. KONJOUIDHBIM  JAMOKCHI KPEeMHHs  SIBJIIETCS  OCOOEHHO
MPEIMOYTUTENbHBIM BEIECTBOM, CITIOCOOCTBYIOLITUM CKOJIbKEHHIO.

CwmasbiBaroinee BeIecTBO, UCTIONb3yeMOe B COOTBETCTBHH C HACTOSIIUM U300pETeHHEM,
MOJKET TIPEACTaBIATh CcOoOOH Jr00Oe CMasbIBarOlee BEIIeCTBO, H3BECTHOU PSIOBOMY
CHEeNUaNUCTy B JaHHOW oOmactu TexHuku. CTeapaT MarHusi sBIIIETCS  OCOOEHHO
MPEATIOYTUTEBHBIM CMa3bIBAIOLIUM BEIIECTBOM.

[IpenmoyTuTePHO KOMIO3WLUS B BHUAE TaOJETKH IO HACTOSAIIEMY HU300PETEHHIO
COZIEPIKUT:

BHyTpUrpanyiasipHo:

0,5-5% dopwmsl IV akcurunnbda
25-35% mno macce ogHOro Win OoJiee HAIOHUTENEH, TPEANOYTHTEBHO JIAKTO3BI
20-30% mo mMacce omHOTO MK OoJjiee CBA3yIUX, npeanodyrutesisno MCC

BuerpanyiasapHo:

30-50% mo macce omHOTO WM Oosee CBSI3YIOLINX, npennoututeabao MCC

0,1-10% mno Mmacce oOnmHOro wiaM Oojiee pa3pbIXJIUTENEH, MPEIIOYTHUTENBHO
KPOCKapMeJUIO3bI HATPHSI.

u 0,1-10% mno macce omHOoro mwim Oojiee CMa3bIBAIOIIMX BEINECTB, MPEANOYTHTEIHHO
creapara MarHus,

IZle BCE YyKa3aHHbIE INPOLIEHTHBIE KOJIMYECTBA MPEACTABICHbI OTHOCHUTEIBHO OOIIeH
Macchbl TaOJIETKH 0€3 TTOKPBITHS.

ABTOpBI M300peTeHusi OOHApYXMJIHM, 4YTO, IJIsI 3TOr0 KOHKPETHOrO BapHaHTa

)
OCYIIECTBJICHUS, BHYTPUTPAHYJSIPHOE OTCYTCTBUE PAa3PBIXJIUTENS CHOCOOCTBYET CHIKEHUIO
Chax 1 AUC, koMro3uiuu B Buje TabJETKU ¢ HEMEIJICHHBIM BBICBOOOKICHHEM, COIep Kamei
dopmy IV akcutnnuba, ciocodcTByst OroskBuBaieHTHOCTH Inlyta®.

Kommosuinss B Bume TabNeTKH C HEMENJICHHBIM BBICBOOOXKIEHHEM IO HACTOSIIEMY
M300pETeHHIO TOJIyYeHa CIIOCOOOM BJIAKHOHN TPaHYJISIUH, BKIIOYAIOIUM BHYTPUTPAHYJISIPHYIO
¢dasy u BHerpaHyJsipHyro ¢asy. HMcnonab3yemblii mporece sSBsieTCst HaleKHbIM U 3(heKTUBHBIM

C TOYKH 3pPCHUA 3aTpart. Hpouecc BJIAKHOH rpanyJisiiu BBINIOJHACTCA C PACTBOPUTECIIEM JIA



rpaHyJALNH (YBIAXKHSIOIEE BEIECTBO), BHIOPAHHBIM M3 IPYIIIBI, COCTOSAIIEH U3 BOABI, alleTOHA,
STaHONA, M30MpONaHoyna MM uX cMmecd. OOBIMHO B KAdecTBE YBJIAXKHSIOLIETO BEIIECTBA
UCTIONB3YETCA BONA, KOTOpask MMEEeT MPEeHMYILIECTBO B TOM, YTO C Hell Oe3omacHee paboTaTh.
Brnaxnas wacca, mnoiydeHHas mpu J00aBIEHMHM OSKUAKOCTH K TIOPOIIKOBOM CMecH,
I'PaHyJIUPYETCS U CYLIUTCS.

[Tpomecc rpaHysIsLHM MOXET IMPEACTaBJIATh COOOI MPOLECC BIAXHOH TpaHYJSIIHUU C
HU3KUM YCHUJIMEM CJIIBUTa, MPOLIECC BJAKHONW TPAaHYJSALUU C BBICOKMM YCHJIMEM CABHMra WIH
IPaHyJISALHUS B NICEBAOOKMKEHHOM ciioe. [IpennouTuTenbHo mporece rpaHy sy MPEeICTaBIIseT
cO0OM BJIAKHYIO TPAHYJISILUIO C BBICOKHM YCHUJIMEM CIIBUTA.

Buytpurpanynspaas ¢asa srmouaer ¢opmy IV akcutunHmbGa m omgHO wim Oonee
(apMaleBTHYECKH TMPUEMJIEMBIX BCIIOMOTATENIbHBIX BEINECTB M BBINOJHIET (YHKIIHIO
yJIYUIIeHUS] CBOHCTB TEKY4eCTH M pPaBHOMEpHOro pacmpeneneHus ¢Gopmel IV akcutuHnOa B
komno3uii. Kpome Toro, B HacrosieM H300peTeHMH, BHYTPUIpaHyJsipHas (asza Takke
BBIMOJIHSAET (PYHKIIMIO MOIYJUPOBAHUS MPOQHIel pacCTBOPEHUSI KOMITO3UIIMH B BUAE TaOJETKH,
coxepxauieit popmy IV akcutuHHOA, MPH MONYYEHUH yTEM BJIAKHOHW IPaHYJISILINAH.

Tunuano, QyHKIMS BHErPaHYJSIPHOH (ha3bl 3aKIIOYAETCS B YIYUIIEHHH XapaKTEPUCTHK
NPEeCCYyeMOCTH KOHEYHOH cmecn. B Hacrosimmem wu3oOpereHuH, BHerpaHyysipHas ¢asa He
BKJIFOUaeT popmy 1V akcurunmnbda.

TabOnerku HeoOsA3aTeTPHO MOIYT OBITH  JOMOJHUTENBPHO TMOKPBITHI  IUIEHOYHOMN
o0onoukoii. ITokpeITHE CIYKUT B OCHOBHOM AJIsl KOCMETHUYeCKUX Lienel. [TIokpbITie MoKeT OBbITh
BBIOPaHO M3 ONHOTO WM OoJyiee MOAXOASIINX MaTepHAIOB MOKPBITHS, U3BECTHBIX B JAHHOH
00J1aCTH TEXHUKH.

ITokpeiTHe MOXeT OBITb BBINOJHEHO IyT€M HAHECEHWs OOHOrO WM  Oosee
TUIEHKOOOPa3yIOLINX MOJIMMEPOB c APYTUMH dapmaneBTHUECKH UHEPTHBIMU
BCIIOMOT'aTeJIbHBIMU BEIECTBAMH WM O3 HUX B BHJE pacTBOpa/cycreH3un. IIokpeiTie HaHOCAT
JFOOBIM OOBIMHO UCTIOIB3YEMBIM CIIOCOOOM HaHECEHUsI MOKPBITHSI, XOPOIIO U3BECTHBIM B TAHHOMN
00J1aCTH TEXHHMKH, TAaKUM KaK HAHECEHUE TOKPBITHS PACIBUICHHEM B OOBIYHO HCIIOJIB3yEeMOMt
MaIlUHE JJIsi HAaHECeHUs TaOJIETOYHOrO MOKPBITUS MM B YCTPOWCTBE s 0OpabOTKU B
TICEBJIOOKIDKEHHOM CJIO€ WJIM HAHECEHHE TTOKPBITUSI METOJIOM MTOTPY KEHUSI.

Komnosuuus B Bue TaONEeTKU MO HACTOSIIEMY M300pPETEHUIO YIIAaKOBAHA B MEPBUYHBIN
yIIaKOBOYHBIA MaTepual, Harpumep, onucrepbl. Kommosumust B Buae TaONEeTKH 1O HACTOSIIEMY
N300pETEHNIO MPEINOYTUTENBHO yrakoBaHa B Onucteprl u3 [IBX/TID/TIB/IX (Tpuruiekc) wumm
AFOMUHUSL.

B omHOM H3 BapMaHTOB OCYILIECTBICHHMS H300pETEHHs] BHYTPUTpPaHyJsipHas ¢asza
BKJIFOYAET AKCUTUHUO, HATTOJIHUTENb U CBS3YIOIIEE.

AxcutuHUO MPUCYTCTBYeT B KommuectBe OT 0,5 mo 5%, 6onee mpenmoututenbHo OT 0,5
no 3%, naubonee npeanouyrurenbHo ot 0,5 o 1,5% mo Macce OTHOCHTENBHO OOIIeH MacChl
TabneTku O3 TOKPBITHS, HAIOJHUTENb MPUCYTCTBYET B KonudecTBe OoT 16 mo 42%, Oonee
npeanoututensHo ot 21 go 37% mno Macce OTHOCUTENbHO oO0med macchl TabneTku Oe3

MOKPBITHUS, U CBA3YIOIIEe MPUCYTCTBYeT B konudecTse oT 0,5 1o 38%, Oonee mpeanodYTUTENbHO



ot 0,5 mo 33%, maxe Oonee mpenmodTuTenbHO OT 15 o 25% 1Mo mMacce OTHOCHTENBHO OOIei
Macchbl TaOJEeTKH 0€3 OKPBITHS.

B npennoyruTenbHOM BapHaHTE OCYIIECTBIICHUS N300peTEeHNs BHYTPUTpaHyIsipHas daza
BKirouaeT popmy IV akcutunnba B koimuectse ot 0,5 1o 5%, Gonee npeanodrurenabHo ot 0,5
10 3%, Haubonee npeamnourutesibHo ot 0,5 1o 1,5% mo Macce OTHOCHTEIBHO OOLIEH MacChl
TabneTkn 0Oe3 TOKPBITUS, MOHOTHAPAT JAKTO3bl B KOJWMYECTBO OT 16 nmo 42%, Oosnee
npennoutuTenpHo oT 21 mo 37% mo Macce OTHOCHTENbHO o0meid Mmaccel Tabnetku Oe3
MOKPBITHUS, a TAK)Ke MHUKPOKPUCTAJUTMYECKYIO LEJUTI0I03y B KonmudectBe oT 0,5 no 38%, Gonee
npennoututesibho ot 0,5 mo 33%, eme Oonee mpenmouTuTeNbHO 15 1o 25 mo Macce
OTHOCHUTEJIbHO 00111el Macchl TaOJIETKH O3 OKPBITHSI.

BrerpanysipHas gaza KOMIO3ULUY B BUIE TAOJIETKU C HEMEIJIEHHBIM BBICBOOOKICHUEM
1o M300PETeHHI0 BKIIIOYAET ONHO WM Oojiee (hapMaleBTHYECKUX BCIIOMOTATENbHBIX BEIIECTB.
BcnomorarenbHble BEIIeCTBa, WCIOJb3YEMble B COOTBETCTBHHM C HACTOSIIMM H300pETEHHEM,
XOpOLIO H3BECTHBI U TPEACTABISIOT COOOH BCIIOMOTaTebHBIE BEIECTBA, KOTOPbIE OOBIYHO
UCTIONB3YIOTCSL  CIEUAIUCTOM B JaHHOW obOmactn. PapManeBTHUECKH IPHEMJIEMbIE
BCIIOMOTATEIbHBIE BELIECTBA MOTYT OBITh BBIOpaHBI M3 CBS3YIOIIHMX, Pa3pbIXJIHUTENCH W
CMa3bIBAIOLIETO BEINECTBA. B NPEANOYTUTENIPHOM BapHAaHTE OCYLIECTBICHHS H300pETEHHS
BHyTpUrpanyjsipHas ¢asza comepxxutr 30-50% mno macce omgHOro wuim 0Oojee CBS3YIOLINX,
npennoututesibpho  MCC, 0,1-10% mno Macce omgHOro wind 0OoJjiee  paspbIXJIUTENEH,
NPEATIOYTUTENBHO KpockapMesuio3el Hatpusi, u 0,1-10% mo macce omHoro wnu Oonee
CMa3bIBAIOIINX BEIIECTB, MPEANOYTHTENILHO CTeapaTa MAarHus, NpPUYEeM BCE IPOLIEHTHBIE
KOJINYECTBA BEINECTB II0 Macce IpPENCTaBJIeHbl OTHOCUTENbHO oOImeil macce Tabnerku Oe3
TOKPBITHS.

Hacrosiee n3o0pereHne WnmoCTpUPYeTCsl CISAYOIUMHI TPUMEPaMH.

ITPUMEPBI

ITonHast mopormukoBasi peHTreHorpamma ¢Gopmbl 1V akcuTuHHOa, TPENCTaBIEHHAs Ha
¢ur.1, Obuta MONyYeHa C HCMOJb30oBaHMEM nudpakromerpa Bruker-AXS D8 Vario ¢ 6/26-
reoMeTpuell (peXuM OTPaKEHUs), OCHAIEHHOTO OeTeKTopoM Lynxeye, w mpu cOONIOIEHUU
CNIEAYIOLIHX YCJIOBUI U3MEPEHUSI:

Havanbheiii yron (20): 2,0°

Kowneunsiii yron (20): 35,0°

IMupuna wara ckanuposanus: 0,02°

Bpewms mara ckanuposanus: ot 0,2 10 2,0 cex

Tun uznyuenus: Cu

Jlnuna BomHb! m3nydenus: 1,5406 A (Kal), ucrmonb3yercst mepBHYHbIH MOHOXPOMATOP

Bexognas menb: 6,0 MM

[lens ¢poxycupopku: 0,2 MM

[lens pacxomumocth: nepemerHas (V20)

AHTupacceuBaromas mesb: 11,8 mm

IIpuemnas wenp: 20,7 mm



IIpumep 1: ®apmaneBTHYEeCKAS] KOMIIO3ULHS, coaepxkamasi popmy IV akcuTunuda
Tabnerku, copepxamue ¢opmy IV akcutuHuOa, TOMy4YaId METOIOM  BJIAXKHOU

IpaHyJIALNYU, U UX COCTaB NpHBeneH B Tabmuie 1.

Tabnuya 1
Komno3uumusi B Buae TadjieTKu ¢ aKCUTHHHOOM
Kommnonent mr/Tabaerka %
Buympuepanynsapnvie komnonenmuol
®opwmbr IV akcutnamnba 7,000 1,00
MoHoruapar JakTO3bI 224,000 32,00
MukpokpucTaIInIecKast 162,750 23,25
LIEJUTI0JI03a
Buezpanynspusie komnonennoi

MukpokpucTaIndecKas 294,000 42,00
LIEJUTI0JI03a
Kpockapmeniosa HaTpust 7,000 1,00
Creapar maraus 5,250 0,75
O6mas macca sigpa TabdJjieTku 700,0 100,0

pumep 2:

Komnosuuuss mnpumepa 1 mnokpeita 1uéHouHON oOomoukoit ¢ 39% ITIMILL, 28%
MOHOTHUJpaTa JakTo3bl, 16% nuokcuna turana, 9% oxcupaa xenesa KpacHoro, 8% TpualeTuHa ¢
MOJIy4eHHEM KOHEYHOH TabJETKH ¢ TIEHOYHBIM MOKPBITHEM.

IIpumep 3

bbuta oLeHeHa CTa0WJIBHOCTH TaOJNETKH C IUICHOYHBIM IOKPBITHEM mpumepa 2 B

AJTFOMUHHUEBON YIIAKOBKE.

6 MecsLeB

40°C/75% BnaxHOCTD OrcyrcTBue npumeceii Boie 0,1%

25°C/60% BnaxHOCTb OrcyrcTBue npumeceii Boie 0,1%




®OPMYVYJIA H30BPETEHUA

1. Komnosunust B Buze TaOJNETKH C HEMEJIEHHBIMO BBICBOOOXKIEHHEM, COIEp Kalast
dopmy IV akcutnHuba, XapakTepU3yIOIIYIOCS MOPOIIKOBONW PEHTT€HOrPaMMOH, BKIIFOYAOLIEH
nuku npu okono 8,9, 12,0, 14,6, 15,2, 15,7, 17,8, 19,1, 20,6, 21,6, 23,2, 24,2, 249, 26,1 u
27,5+0,1 rpanycax 20, npu usmepenun ¢ ucnonb3opanueMm Cu Kal-usnyuenus, u onHO wiu
Oonee (apmManeBTHYECKH NPUEMIIEMBbIX BCIOMOTATENbHBIX BEINECTB, NMPUYEM KOMIIO3ULHS
JIE€MOHCTPHUPYET CKOPOCTh pacTBopeHus: oT 40% no 70% B Teuenne 30 MUHYT NPU UCTIBITAHUU B
900 mi 0,01 u comstHOM KucaoThl pu pH 2,0 u 37°C, 75 06/mun B anmaparte 11 cornacuo USP.

2. Komnoswuusi B BHAe TaONETKH C HEMEUICHHbIM BBICBOOOXKIEHHEM 1o 1.1,
cozieprkaliasi BHyTPUTPAHYJISIPHYEO a3y ¥ BHETPAHYISIPHYIO (a3y.

3. Komnosuiusi B Buae TaONETKH C HEMEIJIEHHbIM BBICBOOOXKIEHHEM MO 112,
OTJIMYAIOINASCS TEM, YTO BHYTPUTPaHyJsipHas (asa BKIIOUAET AKCUTUHUO, HAMOJHHUTEb U
CBSI3YIOLIEE.

4. Komno3wuusi B BHAE TaOJNETKU C HEMEUICHHBIM BBICBOOOXKIEHHEM 110 1.3,
OTJIMYAIOINASCS TEM, YTO aKCHUTUHHO NpPUCYTCTBYyeT B KosnmdectBe oT 0,5 mo 5% mo macce
OTHOCHUTEJNIbHO 001Iel Macchl TabIeTKu O0e3 MOKPBITHS.

5. Komnosumusi B BUAe TaOJNETKH C HEMEIUIEHHBIM BBICBOOOXKIIEHHEM IO JIIOOOMY H3
nn.3-4, oTIuyaroLiasics TeM, YTO HAIMlOJHUTENb IMPUCYTCTBYET B KojiuuecTse oT 25 a0 35% mo
Macce OTHOCUTENbHO 00Iel Macchl TaOJIEeTKH O€3 IOKPBITHSL.

6. Komnosumusi B BUAe TaOJNETKH C HEMEIUIEHHBIM BBICBOOOXKIIEHHEM IO JIIOOOMY H3
nmn.3-5, OTIMYAKIIAsAci TeM, YTO CBsA3YHOIee NPUCYTCTByeT B KoiuuecTse oT 20 mo 30% mo
Macce OTHOCUTENBbHO 00Imel Macchl TabJIeTKH O€3 MOKPBITHSI.

7. Komnosuuusi B Buze TaOJNETKH C HEMEIUIEHHbIM BBICBOOOXKIEHHEM MO JII00OMY U3
nm.3-6, OTIMYAINasiCs TEM, 4YTO HANOJHHUTENb MPEACTABIsAeT COOOH JIaKTO3y, caxaposy,
KapOOHAT KaJbLUS, MAHHWT, LEJUIFOJIO3Yy, MajbToO3y, COpOHMT, Kpaxmal WM HX CMeCh, U
CBSI3YIOIlEE  BELIECTBO  TMPEACTaBsAeT COOOH  MHUKPOKPUCTAJUIMYECKYHO  LIEJUTHOJIO3Y,
KapOOKCUMETHIILIEIUTIONIO3y  HATPHsl,  MOJMBHHWIMUPPOJHUIOH,  KOMOBHIOH,  COMOJHMEp
MOJIMBUHUJIITUPPOIUIOHA u BHUHUJIALIETATA, T'UIPOKCUTTPOTTUIILIEIITIO03Y,
TUIPOKCUTTPOIUIMETHIILIEIUTIONO3Y, 3THIILEIUIION03Y, TUIIPOMEIIIO3Y WU UX CMECh.

8. Kommosumust B Buae TabNeTKM C HEMEMJIEHHBIM BBICBOOOXKICHHEM MO 1.7,
OTJMYAIOINASACS TEM, YTO HAMOJHUTENb NPEACTaBIieT COoOOH MOHOTHIPAT JIAKTO3bI, |
CBSI3YIOIIEE BELIECTBO MPENCTABISET COO0H MUKPOKPUCTAIUIMIECKYIO LIEJUTIOJIO3Y.

9. Komnosumusi B BUAE TaOJIETKH C HEMEIUIEHHBIM BBICBOOOXKIIEHHEM IO JIFOOOMY H3
nm.2-8, OTIIMYA0IIAsICsl TEM, YTO BHETPaHYJIsIpHAs (pa3a COMEPIKUT CBS3YIOIIEE, Pa3PhIXJIUTENDb U
CMa3bIBarolIlee BELECTBO.

10. Kommosuiusi B BuAe TaOJNETKH C HEMEUIEHHBIM BBICBOOOXKIEHHEM MO 1.9,
OTJIMYAIOLIASACS TEM, YTO KOJMYECTBO CBs3ywouiero cocrasiasier or 30 mo 50% mo macce
OTHOCHUTEJIbHO 001Iel Macchl TabIeTKu 0e3 MOKPBITHSI.

11. Komno3uuusi B Buae TaOJNETKH C HEMEAJEHHBIM BBICBOOOXKIEHHEM IO JIFOOOMY U3

nmn.9-10, oTauyaromasicss TeM, UYTO KOJIMYEeCTBO paspbrxyiurens cocrasiuser oT 0,1 go 10% mo
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Macce OTHOCUTENIbHO 001el Macchl TabneTKu 0e3 OKPBITHS.

12. Komno3uuusi B Buae TaOJNETKH C HEMEMJIEHHBIM BBICBOOOXKIEHHEM IO JIIOOOMY W3
nm.9-11, oTnuuaromasicsi TeM, YTO Pa3pbIXJIUTENb MPEACTABIIET COO0H KPOCKapMeslio3y HaTpus,
U CBS3YIOLIEE MPEACTABIAET COO0M MUKPOKPHCTAIUTMYECKYIO LIEJUIIOJIO03Y.

13. Kommo3uuust B BUIEe TaONETKH C HEMEIUIEHHBIM BBICBOOOXKIEHHEM MO JIFOOOMY U3
NPEAIIECTBYIOIIUX IyHKTOB, COAEPIKaIlasl BHYTPUTPAHYJISIPHO:

0,5-5% dopmsl IV akcutnanba

25-35% mo macce oHOTO Wik O0Jiee HAMTOJHUTENEH, MPEATIOYTHTEIBHO JIAKTO3bI

20-30% mo mMacce oHOTo Uik OoJiee CBA3YIOLINX, peanouTuteibho MCC

BHETPAHYJISIPHO:

30-50% mo macce omHOTO Win Oosee CBI3YILNX, npennoututeabao MCC

0,1-10% mno w™macce oOnmHOro WM Oojiee pa3pbIXJIUTENEH, MPEANOYTUTENBHO
KPOCKapMeJUIO3bl HATPUsI

u 0,1-10% mo macce omHoro mwim Oojiee CMa3bIBAIOIINX BEIIECTB, MPEATOYTHTEIHHO
creapara MarHus,

IZle BCE YKa3aHHbIE INPOLIEHTHBIE KOJHYECTBA MPEIACTABICHBI OTHOCHUTENIBHO OOIIeH
Macchbl TabJIETKH 0€3 TOKPBITHS.

14. Komno3uuusi B BuAe TaOJNETKH C HEMEMJIEHHBIM BBICBOOOKIEHHEM IO JIIOOOMY W3
NPEAIIECTBYIOIINX yHKTOB, KOTOPAs HOMOJIHUTENBHO MOKPHITA IUIEHOYHONH O0OJIOUKOH.

15. Komno3uuusi B Buae TaOJNETKH ¢ HEMEMJIEHHBIM BBICBOOOXKIEHHEM IO JIIOOOMY U3
NPEAIIECTBYIOIIUX ITyHKTOB, MOJyY€HHAs! TyTeM BJIAXKHOH IPaHyJISLIH.

ITo noBepennocTn
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