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—IIPUMEP 1 -+ TTIPUMEP 2
—— INPUMEP
—-—IIPUMEP 3 CPABH. 1
-=--- [IPUMEP ITPUMEP
CPABH. 2 CPABH. 3
—-—IPUMEP —--—[IPUMEP
CPABH. 4 CPABH. 5
—--—TIPUMEP
CPABH. 6

1204

1004

80

501

40

PACTBOPEHUE, %

20

BPEMSI (mui)

IV 99106020¢



PCT/KR2018/011528 MIIK:
AG61K 9/20 (2006.01)  A6IK 9/48 (2006.01)

A61K 9/28 (2006.01)  A61K 31/4439 (2006.01)

®APMAIEBTHUECKASI KOMIIO3UIIU, BKJIFOUA FOIIAS
MHOI'OKOMIIOHEHTHYIO TABJIETKY CO®EPOUTHON ®OPMBEI,
COJIEP)KAIIYIO 330MEINPA30. U ETO ®PAPMAIIEBTHYECKHA
HNPHEMJIEMYIO COJIb COEPOHIHOM ®OPMbI, 1 CITIOCOB MPUT'OTOBJIEHUA
TAKOH ®APMAIEBTHYECKON KOMITIO3HIIUA

00/1a¢TL TEXHUKH

OIHO WM HECKOJIBKO BOIUIOLIEHHUIH OTHOCSTCS K (PapMalleBTHUECKONH KOMIO3HLIHH,
BKJIFOYAIOIIEH KOMIIO3ULIMIO B (pOpME MHOTOKOMITOHEHTHOH TabneTku cheponnHoit Gopmel
(MUST), conepakarieii 330Menpasof u ero GapMareBTHUECKH MPUEMIIEMYIO COJIb, U CITOCOOY

NPUTOTOBJICHHUS TAKOH (hapMaLeBTHUECKONH KOMITO3UIIUH.
IIpeamecTByOmuUil ypoOBeHb TEXHUKH

I3omenpazon ((S)-5-meTokcu-2-[(4-MeTOKCH-3, 5S-TUMETUIIITHPUANH-2-FJT)METHIICY Ib(UHILI |-
3H-0eH3uMUa301T) PEACTABIISIET COOOM COeNUHEHNE, PeACTaBIeHHOe (POPMYIIOH 2, KOTOpOe

siByisieTCs (S)-oNTHYECKUM U30MEPOM OMENPa3oia, PEACTaBICHHOTO (hopMyJioi 1:
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HWHrubutopsl MpOTOHHOTO HACOCA, TAKHE KaK 330MEIpa3oii, 00manaroT 3G pexrom
I/IHFI/I6I/IpOBaHI/I$I CCKPECLUUHU KHUCTIOTHI KEITYAOUYHOI'0 COKa Y MJIICKOIIUTAOINUX, B TOM YHUCJIC
JIFOJIEH, PETYUPYS CEKPEIHIO KUCIOTHI JKENMYA0YHOrO COKa Ha KOHEUHOM CTauu MyTH CEKPELIUN
Tako# KUCIOThL. Tak, HHrUOUTOPBI MPOTOHHOTO HACOCA MOKHO MCIIOJIB30BATh IS
penynpexIeHus U iedeHus 3a00IeBaHMM, CBSI3aHHBIX ¢ U3OBITOYHON CEKpelrei KHCIOThI
JKEJTy TOYHOTO COKA, TAKUX Kak ractpos3odareanpHast pedIrokcHas OOe3Hb, TAKUX KaK
pedIrOKCHBIN 330(haruT, TaCTPUT, AYONCHHUT, SI3BA JKEJyAKA, 3B IBEHAIATUTICPCTHON KUIIKH

U NENTUYCCKas A3Ba.

C npyroii CTOpPOHBI, MOCKOJIBKY 330MEIPa3oi 00a1aeT BOCIPUUMYNBOCTBIO K TUCCOLIALINN

WA MOTU(UKALINH B KUCIBIX YCIOBHUSX, IEPOPATbHbIE KOMITO3UIIMH, COAEPIKALIIE 330METpa3ol,
HEOOXOIMMO JOCTABJIATD B T€ OOJIACTH KeJTyJOUHO-KUIIIEYHOT O TpakTa, rae pH coorBeTcTByeT
MOYTH HEUTPAIIbHON CPeNie U e MOKET MPOUCXOANTD HX ObICTpOe BcachiBaHHE. B CBsI3M ¢ 3TUM
Obu1a pazpaboTaHa KOMITO3ULHS, Y KOTOPOH BO3MEHCTBHE KUCIIOTHI JKEIYyIOYHOTO COKA B
JKENTyIKe MPEAYIIPEKISHO U Y KOTOPOH 00pa3oBaH SHTEPOCOTIOOMITBHBIN MOKPBIBAOIINN CIIOH
11 o0ecrieueHrs1 BcachlBaHMs B kumedHuke. Yepes 12 gacos nocne npuema 0ObIMHOTO
330MeMNpas3oia CEKPETUPOBANIACH KUCIIOTA JKEIYJOYHOrO COKa, U 3HaueHue pH cHuxkanocs,

BbI3bIBAas B PE3YyJIbTATC TAKUEC CUMIITOMBI, KaK U3XKO0ra.

K Tomy e, simpo, MpUrOTOBJICHHOE U3 OOBIMHO 330MeMpa30Jjia, OrPAHUISHO KOMIO3UIMSIMH B
dopme nemner. Takre KOMIO3ULMH B (pOpME MEJUIET XapaKTEPU3YIOTCS TUIOXOH
BOCIPOM3BOANMOCTBIO TTPH M3TOTOBJICHUH, HU3KUM BBIXOJIOM U MPOOIeMaMHU CO CTaOMIIbBHOCTBIO
330MeTpa3oiia v ¢ HAJIMYHUEM OCTABLINXCS] PACTBOPUTENIEH, O0YCIIOBIEHHBIM HAHECEHHEM

MOKPBITHUA Ha JICKAPCTBEHHOC CPEACTBO.

Takum o0pa3om, cymecTByeT NoTpeOHOCTh B pa3pabOTKe HOBOW KOMITO3UIIMU HA OCHOBE
H30MeMnpasoia, KOTOpasi XapakTepPU3yeTCsi KAPTHHOW ABOMHHOTO BHICBOOOKAEHHS, C LIETBIO
YIy4UlI€HUA CO6J'II'OI[€HI/I$I NalMEHTOM PEXKUMa NNPHUEMA JICKAPCTBCHHOI'O CPEACTBA U

3¢ (HeKTUBHOCTH JIEKAPCTBEHHOTO CPEACTBA, U JJII KOTOPOH MOTYT OBITh YIJIyUIIEHBI

BOCIPOU3BOAUMOCTD U BbIXOA MPU U3TOTOBJICHUMU.



Onucanue uzodpereHus
Texnnueckas npodaema

IpennoskeHa papmalieBTHUECKAsT KOMITO3HUIIMS, KOTOpasi obecrneunBaeT ObICTPOe paCTBOPEHHE

330MeTpa3oia Ui ero papMareBTUIECKH MPUEMIIEMOH COJTH.

[IpenynoxkeH ciocod MPUTroTOBJICHUS (papMaLleBTHIECKOH KOMITO3ULIMH, KOTOpast 00eCcTieYnBaeT

ObICTpOE PACTBOPEHHE 30MENpPa30ia Wi ero (papMaleBTHIECKN IPHEMIIEMON CONH.
Pemenue TexHuueckou npodiemMsbl

CoriacHO OTHOMY U3 aCMEKTOB MpeIoKeHa (hapMaLeBTHUECKass KOMITO3HLIMS, BKJIFOYAOIIAS
sipo B (hOpMe MHOTOKOMIIOHEHTHOM TabneTku chepounnoi popmbel (MUST), conep:xaineit
H30MEMNPa3oJl UK ero (papMaleBTHYECKH MPUEMIIEMYIO COJIb, MPUYEM JaHHAS
(dapmarneBTHUECKAsT KOMITO3HUIUS pacTBOpsieTcs mpuMmepHo Ha SO mpoueHToB (%) wiu 6osee B

TEUEHUE MPUMEPHO 15 MUHYT B IPOBOAUMOM /71 VifF'0 UCTIBITAHUU HA PACTBOPUMOCTD.

D30Menpazon Wik ero GapMareBTHUECKH MPUEMIIEMYIO COJIb MOJKHO MPUMEHSITh Oe3 KaKoro-
OO0 OrpaHUYEHUS MPHU YCJIOBHH €ro OOBIMHOTO MPUMEHEHUS B JAHHOH O0JIaCTH TEXHUKH.
[TpumepsI conell BKJIIOYAIOT COJIb METAJIJIOB, HANPUMEp, MarHueByto (Mg) colb, CTPOHLIMEBYIO
(Sr) conb, nutuesyro (Li) conb, Hatpuenyto (Na) conb, kanueByro (K) conb win kanbuueryro (Ca)
COJIb 330MeTpa3osia, MO0 aMMOHHEBYIO COJIb 330Mernpa3oia. Hampumep, papMarieBTHUECKH

IPUEMIIEMOH COJIBEO H30MeTpa3oiia MoxeT ObITb Mg conb Miu St coutb 330Menpasona.

D30Menpa3o uin ero hapMaleBTHUSCKU MpUeMIIeMasi COJIb MOKET ObITh B (popme aHruapuaa

WJIM TUApaTa.

D30Menpa3on uir ero apMareBTHIECKH MpUeMIIeMasi COJIb MOKET ObITh B (popme cyxoi
rpaHyJibl. YToJ eCTeCTBEHHOTO OTKOCA TaKOH CyXOH IpaHyJibl MOXKET COCTaBJIATh MpUMepHO 40°

HUJIN MEHEC.

MUST mosxeT npencTaBiaTb cOOOH MUKPOTaONETKy chepudeckoi GopMbl WK TTIOYTH
LIMHAPHYECKON (popMbl. MukpoTtabierka MoxeT ObITh HeOObLIOH TadneTkol. [unamerp
MUKPOTAOJIETKU MOYKET HAXOIUTHCS B AUANa30He OT MpUMEPHO |1 MuunMeTpa (MM) 110
MIPUMEPHO 6 MM, OT NPUMEPHO | MM 10 MPUMEPHO 5 MM, OT NIPUMEPHO 1 MM 70 IPUMEPHO 4 MM
i ot npumepHo 1,0 MM 1o mpumepHo 3 MM. B cniydyae mukpoTadierku ¢ ruamerpoM meree 1
MM MOJKET OBbITh 3aTPyIHEHO U3TOTOBJIEHHE NyaHCOHA JUISI PUTOTOBJICHUS TAOJETOK, TAKOH

MyaHCOH MOKET JIOMAThCA, IMOCKOJbKY IMyaHCOH YTOHYCH, U B TaOJIETOYHOH MaIlIMHE MOKET



POU30HTH cOOM BRIrpy3ku TabyeTok. B ciiyuae mukporabietku ¢ auamerpom Oojiee 10 MM
MIPOLIECC PACTBOPEHUS MOXKET 3aMEIATHCS NIPU YCIOBUHM PACTBOPEHUS, OCYLIECTBIIIEMOrO IIPU
HU3KOH CKOPOCTH MEPEMEIINBAHMSL, YTO MOYKET IPUBOJUTH K M30BITOUHON AUCCOLUALIIH
330MeTpa3oiia Uil UHIMOUTOPOB MPOTOHHOTO Hacoca (PPI) mon meficTBreM KHCIOTHI
JKEJIyJOYHOIO COKa, UMEIOIIe HU3KOoe 3HaueHne pH, cienoBaTenbHO, BbI3bIBAsk CHUKEHUE
OMOIOCTYITHOCTH JIEKAPCTBEHHOTO cpencTa. Koraa karcysa 3amnoiHeHa MUKPOTa0IeTKOH,
umerorieit muametp 10 mm wim 6onee, ynoOCTBO preMa JIEKapCTBEHHOTO CPEACTBA MAIUEHTOM
MOXET OBITh YXYILIEHO BCJIEACTBHE YBEIMYSHHOTO pa3Mepa KarcyJibl, U ITOCKOJIbKY
CoZiepKaHNe OCHOBHBIX HHI'PEINEHTOB, COAEPKAIINXCS B OJHON TaOJeTKe, YBEINYCHO, H3-32
OLMOKH MPU YIIAKOBBIBAHUU MOXKET OBITh MOJYYE€HA KAaICyJja ¢ BBICOKUM WJIM HU3KUM
conepxanueM. Kpome Toro, Koraa MUKpOTa0JIeTKa MOKPhITA KOMITO3UIHEH C IBOMHBIM
BBICBOOOXKIEHHEM, TabseTka ¢ nuamerpom 10 MM mitn Gosiee He MOXKET TUIABHO IBUTATHCS B
YCTPONCTBE JIsI HAHECEHUS! TIOKPBITHSI B IICEBAOOKIKEHHOM CJIO€, YTO HEOJIArONpUATHO BIHUSET
Ha CTaOUIIBHOCTH TAKOW KOMIIO3ULIMH H3-32 TPYIHOCTEH B MPOLIECCE HAHECEHUS TIOKPBITHS,

HEPAaBHOMEPHOCTU HAHECCHUA MOKPBLITUA U KECTKUX YCJ'IOBI/II\/'I HAHECCHUA MMOKPBITUA.

TepMI/IH «AAPO» B KOHTCKCTEC HACTOALICTO I/1306peTeHI/I$I MOKET 6bITb NMPUMEHEH
B3aMMO3aMEHSEMO C TEPMHHOM «CePALIeBUHAY. AP0 MOKET BKIIFOUATh B CeOst 330MEIPa3ol MK
ero (papMaleBTUYECKH PUEMJIEMYIO COJIb, KOTOPBIE MPENCTABISIFOT CO00M (hapMarieBTHUECKH

AKTUBHOC BCIICCTBO.

HcnpiTanne Ha pacTBOPUMOCTb MOKET OBITh IPOBEIAEHO C UCTIOIB30BAHUEM JIOTTACTHOMN
Mermanky. McnbITanne Ha paCTBOPUMOCTD MOYKET OBITh ITPOBEACHO B MPHUCYTCTBUU
HCKYCCTBEHHOT'O KHIIEYHOTO COKa (MCKYCCTBEHHOH KUIIEYHOH cpenbl). 3HaueHue pH
HCKYCCTBEHHOI'O KMIIEYHOI'O COKAa MOXKET HaXOJUThCS B TUAIa30He OT MPUMEpHO 6,5 1o
npuMepHo 7,0 uimm ot npuMepHo 6,7 1o npuMmepHo 6,9. McnplTaHne Ha paCTBOPUMOCTb MOKET
OBITh IPOBEACHO MPU 3HAYSHUH YUCIa 000OPOTOB B MUHYTY (00/MUH) OT pumepHo 20 10
npumepHo 30 00/MuH. McnibITaHNe Ha PACTBOPUMOCTD MOXKET OBITh ITPOBEACHO MPH
TeMIiepatype B aAuanasone ot npumepHo 30°C no npumepHo 40°C, ot npumepHo 32°C 1o
npumepHo 40°C, ot npumepHo 34°C o npumepHo 40°C unu ot npumepHo 36°C 10 npuMepHO

40°C nubo mpu 37°C.

[IpucyrcTByromuii B papManeBTHIECKONH KOMITO3UIIMH 330METIPa30il UK ero (papManeBTHIeCKU
npUeMIIeMasi COJIb MOXKET PacTBOPATHCS MpuUMepHO Ha 50% unu Gonee B TedeHne nmpumepHo 20

MHUHYT, IPUMEPHO 15 MuHYT unu npumMepHo 10 MUHYT B HCIIBITAHUH HA PACTBOPUMOCTD.



dapmaneBTHYECKasT KOMIIO3ULIUS MOXKET IPEACTABIATh COOOH KOMITO3ULIUIO C OBICTPBIM

BBICBOOOXKIEHUEM.,

Bpewmst pacmagaemMocT sijpa MOXKET COCTaBJIATh HE 0oJiee MPUMEPHO 1| MUHYTBI, TPUMEPHO 45
cexkyHJ, npuMepHO 30 cekyHA, NPUMEpPHO 25 cekyHA, NpUMepHO 20 CeKyHJ WK NPUMEpHO 18
cexyHn. Hanpumep, BpeMs pacrafiaeMOCTH siipa MOXKET COCTaBJIATh He Oosnee mpumepHO 30
cekyHA. B ciydae gpapmanieBTHUECKONH KOMIO3ULIMH PO MOXKET ObICTPO pactanaThCs B
TE€YEeHHE KOPOTKOTO NMPOMEKYTKA BPEMEHH, TAKUM 00pa30M, yBEIUYHBas CTAOUIBHOCTD

(bapManeBTHYECKON KOMITO3HIIUU.

SAnpo MoxeT TOMOTHUTENBHO BKJIFOYATh TIO MEHBIIIE Mepe OMH SKCIUIHEHT, BEIOPAHHBIN 13
pa3baBUTEINs, PA3PBIXJIUTENS], CBA3YIOMIETO BEIIECTBA, CMA3bIBAIOIIETO BEIECTRA,

MOBEPXHOCTHO-AKTUBHOI'O BCUICCTBA, aAHTUOKCHUAAHTA, KOHCCPBAHTA U CTa6I/IJ'II/ISaTOpa.

PazbaBuTenb MOXKET NMPEACTaBISTh COOON MO MEHbINEH Mepe OIHO, BBIOPAHHOE U3 MAHHUTA,
MHUKPOKPHUCTANINUECKON LENIIOI03bI, JaKTO3bI, LEJUTI0JIO3b] U €€ IPOU3BOJHOTO,

IBYXOCHOBHOTO MJIM TPEXOCHOBHOTO (pocdaTa KaJbIHs, SPUTPUTA, THAPOKCHUIIPOTHILIEIUTIONO03BI
¢ Hu3KoH crenenbro 3amenienns (L-HPC), npexxenaTHHU3HPOBAHHOTO Kpaxmana, cCopouTa u
kcumrta. Hanpumep, pasbasureneM MokeT ObITh MAHHUT M MUKPOKPHUCTAJUINYECKAS LIEJUTFOJIO3a.
Conepsxanne pa30aBUTEINST MOXKET HAXOAUTHCS B UANa30HE OT MPUMEPHO | mpoIieHTa o macce
(macc.%) no nmpumepHo 50 macc.%, ot nmpumepHo 10 macc.% no nmpumepno 40 macc.% wnu ot

npumepHo 20 Macc.% no npumepHo 40 macc.%, ucxoas u3 odIero couaepKaHus sapa.

Pa3pbixnuTenb MOXKET MPeACcTaBIsITh COOOH MO MEHbINEH Mepe OTHO, BEIOPAHHOE U3
KPOCKapMeJUI03bl HaTpHsl, KYKYpPy3HOIrO Kpaxmalia, KpOCIOBHUIOHA, MUAPOKCUIIPONIIILIEIIIIONO3BI

C HU3KOH CTEINEHbIO 3aMelleHuUs U NpekeNaTHHU3UPOBaHHOTO KpaxMmana. Hanpumep,
Pa3PBIXJIUTENEM MOXKET OBITh THAPOKCHITPOITIIILIEITION03a C HU3KOH CTENEHBIO 3aMEIIeHUS U
Kpockapmesio3a HaTpus. CopeprkaHue paspbIXJIUTENs MOXKET HAXOAUTBCS B UANa3oHe OT
npumepHo 1 macc.% no npumepHo 40 macc.%, ot npumepHo 10 macc.% no nmpumepHo 30 macc.%
i ot npumepHo 20 mace.% a0 mpumepHo 30 mMacc.%, uCXos U3 00IIEero CoAepsKaHus sapa.
CopnepxaHue ruAPOKCUNIPONIIILIEIIIIONO3bI C HU3KON CTENEHbIO 3aMEIeHNs] MOXKET HaXOAUTHCS

B vamna3oHe ot npuMepHo 12 macc.% no npumepHo 30 macc.%, ucxons u3 o0IIero copeprkaHus

spa.

Cas3yrolee BEIEeCTBO MOXKET TPEACTABISITE COOOH 1O MEHbIIEH Mepe OHO, BRIOpaHHOE M3
TPYIIBL, COCTOSIIEH U3 ruapokcunponminesuioiaosdsl (HPC), konoBunoHa (cononumepa

BUHHUJIITUPPOJIUAOHA U APYTOr0 BUHUIIBHOT'O HpOI/ISBOI[HOFO), TUAPOKCUIIPOITUIT-



metmneuosio3el (HPMC), monuBuHIIIMUPPOIUAOHA (TTOBUIOHA), TPEKETATHHH3HPOBAHHOTO
KpaxMaJia ¥ TUAPOKCUTTPOTIIIILIEITIONO3bI ¢ HU3KOH CTeTeHbI0 3amenienns. Hanpumep,
cBsyromuM BermecTsoM MoskeT Obith HPC. ConepskaHue CBS3YIOIIETO BEIEeCTBA MOKET
HaXOIUTBhCS B IUara3oHe ot mpumepHo 1 macc.% no npumepHo 30 macc.%, ot npumepHo 1
Macc.% no npumepno 20 macc.% unu ot npumepHo 1 macc.% go npumepno 10 macc.%, ncxons

13 00IIEero CoAep KaHus siapa.

CMmasbIBaro1ee BeeCTBO MOXKET PEACTABIATL COOOH MO MEHbINEH Mepe OTHO, BEIOPAHHOE U3
cTeapuidymapara HaTpus, CTeapaTa MarHus, TaibKa, MOJUATUICHIJIUKOJIS, OereHaTa KajbIus,
cTeapara KajbLUs U THAPOTeHU3UPOBAHHOIO KACTOPOBOro Macia. Hampumep, cMa3bIBatoIum
BEIIECTBOM MOXeT ObITh cTeapuidymapar Hatpusa. ConepkaHie CMa3bIBAIOIIETO BEIIECTBA
MO)KET HaxXOAUTHCS B ANana3oHe ot npuMepHo 1 macc.% mo npumepno 30 macc.%, OT mpuMepHO
1 macc.% no mpumepno 20 macc.% wnu ot npumepHo 1 macc.% no npumepno 10 macc %,

UCXOIIS U3 O0IIEero comepskaHus supa.

AHTHOKCHIAHT MOXKET NPEACTABIISITh COOOH MO MEHBILEH Mepe OTHO, BEIOPAHHOE U3
OyrunuposarHoro ruapokcuronyona (BHT), OyrunuposanHoro rugpokcuaansona (BHA),
acKOpOMHOBOH KHCJIOTHI, aCKOPOMINAIBMUTHHOBON KUCIIOTHI, STHJICHINAMHHTETPAYKCYCHON
kucinotsl (EDTA) n mupocynbdara Hatpust. ComepkaHue aHTHOKCHAAHTA MOYKET HAXOIUTHCS B
nuanasone ot npuMmepHo 1 macce.% no npumepno 30 macc.%, ot npumepHo 1 macc.% o
npumepHo 20 macc.% mu ot npumepHo 1 macc.% no npumepno 10 mace.%, ucxozns u3 oduero

CoZiep>KaHus sapa.

Crabunm3aTopom MOKeT ObITb aHTHOKCHIAHT, MOAKUCIIIOIUI areHT WIIN MOALIENIaYHBAI0 LI
arent. CoxepskaHue cTabUIN3aToOpa MOXKET HAXOIUTBCS B TUANAa30He OT npuMepHo 1 macc.% 1o
npumepHo 30 macc.%, ot npumepHo 1 macc.% no npumepHo 20 Macc.% unu ot npuMepHo 1

macc.% o npumepro 10 mace.%, ucxozas u3 o0Iero conep Kanus sapa.

Ha simpo MoryT ObITh HAaHECEHBI SHTEPOCOOOUITEHBINA MOKPBIBAIOIINHN CJIOH, 00eCTIeYMBAFO IIIHI

MEJIEHHOE BBICBOOOKIEHNE TTOKPBIBAOLIII CJION, WJIK X KOMOWHAITHSI.

Anpo Mosker OBbITh YIIAKOBAaHO B Karcyy. Takoii kancysaoi MoskeT ObITh Jr00ast MoaXosIast
KarcyJja, OObIYHO UCIIONIb3yeMast B JaHHOM 00J1aCTH TeXHHUKH. JlaHHas Karcysia MOXeT ObITh
TBEPAOU KarcCyJjoi WK MATKOHN Kancyjaoi. UUcno sanep, ynakOBaHHBIX B KaICyJly, MOXKET
BapbUPOBATH B 3aBUCUMOCTH OT HEOOXOIMMOI marueHTy n1o3upoeku. Karmcyna moxer
cozepkaTb OT IPUMEPHO 5 saaep 1o npumepHo 80 saep, OT NpUMEPHO S sanep A0 npumepHo 40

SIEp WK OT IPUMeEPHO S sinep no npumepHo 20 simep. B cnyuae papmanesTudeckoit



KOMITO3ULINH, BKJIFOYAOLIEH PO, YIIAKOBAHHOE B KAICYJy, PO MOXKET MOJHOCTBIO
pacnaaaTbCsi B T€YeHUE NPUMEPHO | MUHYTBI, NpUuMepHO 45 cexyna, npuMepHo 30 cexyHnA,
MPUMEPHO 25 ceKyHJ, npumepHO 20 CeKyH WM NPUMEPHO 18 cexyHA mocie pacnana KamncyJibl.
B ciiydae HaHeCEHUs MOKPBITHSI ¢ UCTIOJIb30BAHUEM SIIEP MITH COEPIKAIINX SApPa TaONIETOK,
Ka)Xasi U3 KOTOPBIX UMEET Pa3HbIE Pa3MeEPHI, JIEKaPCTBEHHOE CPEACTBO HA OCHOBE 330MEIPA30JIa

MOYKET XapaKTepHU30BaThCsl KAPTUHOM TBOWHOTO BBICBOOOKIEHUSI.

PapMaleBTHYECKYI0 KOMITO3ULIUIO MOXKHO MPUMEHSATD [JIs NPeNypexKIeHNUs U JIEUeHUs]
ractpodsodareaibHON pedhIFOKCHON Ooe3HH uin 3a00JIeBaHMIA, CBSI3aHHBIX ¢ U30BITOYHOMN
CeKpeLMel KUCIIOThI JKeJlyJOUHOro coka. PapmMalieBTHdecKkast KOMIO3ULMS MOXKET MPeICTaBIsTh
co0oi (papMalieBTUIECKYI0 KOMIIO3HLIMIO JJIS IPERYNPEKASHNUS WIH JICUeHUs Pe(IFOKCHOTO
s30(aruTa, racTpuTa, TIyOACHUTA, 3B JKEJTY/IKA, SI3BbI IBEHAALATHUIIEPCTHON KHUIIKH
MENTUYECKOH S13BbL. TePMUH «IIPEeAyNpPEKAECHUE» O3HAYAET BCE BO3MOXHbBIE NEHCTBHUS, B
pe3yJbTaTe OCYLIECTBICHHS KOTOPBIX MOsBIIEHHE 3a00JI€BaHUs CEPKUBAETCS Oaronapst
BBEACHUIO (hapMaLIeBTHUECKONW KOMITO3ULINH. TepMHUH «JIeUeHHE» O3HAYaeT BCE BOZMOXKHBIC
IEeMCTBUS, B pe3yJIbTaTe OCYLIECTBICHUS KOTOPBIX CUMITOMBI 3a00JI€BaHUS] H3MEHUJIHCH B
JYYLIYIO0 CTOPOHY WM ObUTH OJIArONOIyYHO MOAU(ULIMPOBAHBI OJarogapsi BBEACHUIO

(dhapManeBTHYECKON KOMITO3HIIUU.

dapmaneBTHYECKAsT KOMIIO3HLIUS MOXKET IPEACTABIATh COOOH KOMITO3UILIHIO JJIsI TEPOPATIBHOTO
BBeIeHUS. BBOMMMast 1o3a (hapMaLeBTHUECKOH KOMIO3HLIMK MOKET HAXOIUThCS, HAIPHMeED, B
auanaszoHe ot npuMepHo 0,001 MmMrpaMma Ha OUH Kujiorpamm (MI/Kr) o npuMepHo 100
mr/kr, ot npumepHo 0,01 mr/kr no npumepro 10 mMr/kr unm ot npumepro 0,1 mMr/kr 1o
NPUMEPHO | MI/KT JUTs B3pOCTIBIX, OJUH pa3 B CYTKH, HECKOJIBKO pa3 B CYTKH, OJIUH pa3 B

HEJZIeNI0, OJIUH pa3 B 2 HeJeNU, OUH pa3 B 3 HeJeIu, ONUH pa3 B 4 HeAeIH WIH OJUH pa3 B TOx.

CornacHo apyromy acrekTy MpeuIoskeH Criocod MPUroTOBIeHUS (papMareBTUIeCKON
KOMTIO3HUIINH 110 KAKOMY-TTHOO aCTeKTy, BKIFOYAIOIINIA: MPUTOTOBJIEHUE CMECH MTyTEM
CMEIINBAHMS H30METPa3oia WK ero (papManeBTHIeCKH MPUEMIIEMON COJTU 110 MEHBLIEH Mepe C
OITHUM 3KCI[UTTHEHTOM, BHIOPAHHBIM M3 pa3OaBHUTEIS, Pa3pbIXJIUTENS, CBA3YIOIMEro BEIIeCTRa,
CMa3bIBAIOIIETO BEIIECTBA, MOBEPXHOCTHO-AaKTUBHOTO BEIIECTBA, AHTMOKCUIAHTA, KOHCEPBAaHTA

u crabunmszaropa; u

CyXOe rpaHyJINpOBaHHE U TA0JIETUPOBAHUE CMECH C MOJIyUeHHEM siapa B popme

MHOTOKOMIIOHEHTHOMU TabneTku chepounroi popmbl (MUST).



D30Menpaszo, ero papMaleBTHUECKH PUEMIIEMAst COJb, pa30aBUTENb, PA3PBIXJIUTEND,
CBA3YIOLIEE BEIIECTBO, CMA3bIBAIOLIEE BEIECTBO, NOBEPXHOCTHO-aKTUBHOE BELIECTBO,
AHTHUOKCHJIAHT, KOHCEPBAHT, cTabmnn3arop, cyxas rpanyia, MUST, snpo u apmaneBTiaecKast

KOMIIO3UILUA OMPEACTICHBI AHAJIOTUYHO TOMY, KaK YKA3aHO BbILIC.

[IpuroToByiieHre CMeCH MyTeM CMEIIMBAHUS 330MeTpasoia Uik ero hapMareBTHIEeCKH
MPUEMJIEMOM COJI TIO MEHBIIIEH Mepe C OMHUM SKCLUITMEHTOM, BEIOPAHHBIM U3 pa30aBUTEs,
Pa3pBIXJIUTEJIS], CBA3YIOLErO BELIECTBa, CMa3bIBAIOLIEr0 BEIECTBA, [IOBEPXHOCTHO-AKTUBHOIO
BEIECTBA, AHTHOKCUAAHTA, KOHCEPBAHTA U CTAOMIN3aTOPa, MOXKET OBITh OCYIIECTBIICHO

OOHOBPEMEHHO UJIHU MMOCJICAOBATCIIBHO.

JlaHHBIH crIOcO0 MOKET NOTOJHUTENBHO BKIIIOYATh HAHECEHUE TMTOKPBITHSI Ha SIIPO C
HCTIOJIB30BAHUEM SHTEPOCOIOOMIBHOTO IOKPBIBAIOLIETO CIIOS, MMOKPBIBAIOIIETO CIIOA,
00ecTeYnBaroIero MeIJIEHHOE BBICBOOOKICHHE, WM UX KOMOMHauuu. HaneceHne mokpeITust

MO3KHO OCYIIECTBUTH, HCIIONB3Ys CIIOCO0, U3BECTHBIN B TAHHOH OONACTH TEXHUKH.

JlaHHbBIH cIocO0 MOXKET TOTIOIHHUTENBHO BKIIIOUYATh YITAKOBBIBAHUE siipa B Karcyy. Takoe
yIaKOBBIBAHHE MOKHO OCYILIECTBHTD, HCIIONB3Ys CIIOCO0, U3BECTHBIN B JAHHOH 00JacTu

TEXHUKH.

CoriacHO IpyroMy acrnekTy MpensioKeH Crocod MpenynpekaIeHus Wi JICUSHUs
ractpossodareabHON pedroKCHON Ooe3H win 3a00JIeBaHHIA, CBI3aHHBIX ¢ N30BITOYHON
CeKpelreit KMCIOThI KeJTyA0YHOI0 COKa, BKJIIOUYAIOIIN BBeIeHHE CyOBeKTy (hapMalieBTHUECKOMH

KOMITO3UILIUH 110 KAKOMY-JTHOO aCTeKTy.
IIpenmymecTBeHHbIE 3 PeKThI

B cootBercTBHU ¢ papmaneBTHUECKO KOMIIO3UIMEH, coneprKaleii 330Menpasosl Wil ero
(papMaLieBTHYECKH IPUEMJIIEMYIO COJIb IO KAKOMY-JTHOO0 acrekTy, U CIIoCOOOM MPUTOTOBJIEHHS
(bapMaLieBTHYECKOI KOMIIO3ULIMHU B CIydae, Koraa papManeBTHYeCKas KOMIIO3HLIUS
pa3paboTaHa B BU/I€ BBILIEYIOMSHYTOH MHOTOKOMITOHEHTHOH Ta0neTku ceponnHoit popmsl
(MUST), nporiecc pacTBOPEHHUST MOKET ObITh YCKOPEH B YCJIOBHSIX OoJiee HIU3KOH CKOPOCTH
nepeMeIIBaHMsI [0 CPABHEHHUIO ¢ OOBIYHON KOMIO3ULIMeH B (popMe meieT ik B opMe OHOI
tabnetku. Kpome Toro, iekapcTBEHHBIE CPEACTBA HA OCHOBE HHTHOUTOPOB MMPOTOHHOTO HACOCA
(PPI), conepkariue 330Memnpas3odl, MOI'yT AUCCOLIUUPOBATH MO NeHCTBUEM KHUCIOTHI
JKEJIyIOUHOTO COKa, UMeroLel HU3Koe 3HadeHue pH, BbI3bIBasi TEM CAMbIM YMEHbBIIECHHE
OHMOIOCTYITHOCTH JIEKAPCTBEHHOTO CPEACTBA, OMHAKO B Cly4ae (papMaleBTUIECKOH KOMITO3HLIUH

10 JAHHOMY M300peTeHHI0 3TOT 3P (HEKT MOKET OBITh CBEZIEH K MUHUMYMY.



KpaTtkoe onucanue rpaguueckux MaTepuaioB

OTH W/HIH Opyrye acrekThl CTAaHYT OYEBHAHBIMU U O0JI€€ IOHATHBIMH U3 CIEAYIOIIETO Jaee

OIMHCaHusA BOHJ'IOLLIGHI/Iﬁ B COUCTAaHUU C IIpHUJIATaCMbIMHU Fpa(bI/ILIeCKI/IMI/I MaTepuaiaMuy, TAC:

OUTI". 1A mpencrasisier cobol rpaduk 3aBUCHMOCTH CTEIIEHU PaCTBOPEHUs (B TpoLeHTax, %o)
330MeIMpas3oiia OT BPeMEeHH PacTBOPEHUsI (B MUHYTAX, MIH) KOMITO3UIUH, MPUTOTOBJIEHHBIX B

npumepax 1-3 u npumepax cpasHeHus 1-6;

OUI". 1B npencrasnsier coboii rpadyuk 3aBUCUMOCTHU CTenieHH pacTBopenus (%) 330Menpasona
OT BPEMEHH pacTBOPEHUs (MUH) KOMIO3HLIMH, MPUTOTOBJIEHHBIX B ipuMepax 1, 4 u 5 u npumepe
CpaBHEHHUs 8, MPH U3MEHEHNH AUAMETPa IMyaHCOHA I MHOTOKOMIIOHEHTHBIX TaOJIeTOK

cepounnoii popmel (MUST);,

OUI". 1C npencrapnsier coboii rpaduk 3aBUCUMOCTHU CTenieHH pacTBopenus (%) 330Menpasona
OT BPEMEHH pacTBOPEHUs (MUH) KOMIIO3ULIUHU B (popme Tabnerku (13 npumepa 1) 1 KOMIO3UIMU

B (hopMe TeJJIeT; u

OUI". 2 mpencrasisier cobol rpaduk BpeMeHU pacranaeMoCTH (B CEKYHIAX, C) KOMITO3UIIUH,

MIPUTOTOBJIEHHBIX B puMmepax 1-3 u npumepax cpaBHeHHUs 1-6.
Croco0 ocyuecTBaeHus1 H300peTeHUs

Hanee Hacrosimee nzodbperenue Oyner omucaHo 0osee MoAPOOHO CO CCHUIKON Ha TPUMEPHI.
OnHako Moapa3yMeBaeTCsl, YTO 3TH IPUMEPHI HE OTPAHUYUBAIOT 00BEM OJHOTO U GoJiee YeM

OJHOI'0 BOINUIOIICHHA HACTOALICTO I/1306peTeHI/I$I.

IIpumep 1: npuroroBJaeHre TA0JeTOK HA OCHOBE MATHHEBOH COJIH 330Menpa3oJia

Kak mokazano B Tabnmie 1, cHayama MarHMEBYIO COJIb H330MENpPa3oja CMEIUBAIA ¢ MAHHUTOM U
3aTeM NPOCEUBAJIN YEPE3 KPYrjioe CUTO ¢ pasMepoM ssueek 30 mem. B mycroii cmecuTens
A00aBJISIA TPUTOTOBIEHHYIO CMECh, THAPOKCHITPOITMIILIEIUTIONO3Y ¢ HU3KOH CTETIEHBIO
3aMeIIeHUs], KPOCKApMEIIO3y HAaTPHsl, THAPOKCUIIPOIMIILEIUTIONO03Y B cTeapuidymapar HaTpus,
3aTEM MEPEMECIIUBAJINA B TCUCHUEC 15 MUHYT, IIoJiy4das TEM CaMbIM OKOHYATCJIbHYHO CMECH.
OxoHUATENBHYIO CMeCh TOOABIISUIA B POJIMKOBBIN NPECC VISl CYXOTO TPaHyIMPOBAHUS.

[NonyueHHble TpaHyJbl TPOCEUBANU YEPE3 KPYTIIOE CUTO € pa3MepoM siueek 30 mer.

ITocne 3Toro Ha TabJIETOYHOH MAIIMHE TOTOBWIHM TAOJETKH, UMEIOIIUE TPOYHOCTh OT IPUMEPHO
1 kunonorza (kir; 9,8067 HBIOTOH) 0 MPUMEPHO 2 KIT U Maccy MPUMEPHO 75 MUIJUTUTPAMMOB

(mr) u3 pacyera Ha 10 Tabnerok, ucronb3ys nmyancos aist MUST, umerommii nuametp 2,0 Mm.
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Tabauna 1
Hnrpenuent Macca IIpouent no macce
(mr/10 TabneTok) (%)
Tpuruapat MarHueBO COJIM A30MeNpasoa 223 29,7
MaHHUT 28,7 38,3
I'uapoxcunponuiLesuirono3a ¢ HU3KOu 13,8 18,4

CTCIICHBIO 3aMCEIIICHUA

Kpockapmennosa Hatpus 4,8 6,4
I'uapoxkcunponuiILesuIoao3a 2,4 3,2
Creapundymapar HaTpusi 3,0 4,0
Bcero 75,0 100,0

IIpumeps! 2 1 3: OPUTOTOBJEHHE TAOJIETOK HA OCHOBE MATHUEBOH COJIH I30MENpPAa30Ja

TabneTku TOTOBIIIN MO CYIIECTBY TEM K€ CIIOCOOOM, UTO U B puMepe 1, 3a UCKITIOUEHUEM TOTO,
YTO U3MEHSJIN KOJIMYECTBO THAPOKCUITPOMUIILIEIUIIONO3bI C HU3KON CTETEHBIO 3aMEILCHUS.

CocTtaBbl MONy4eHHBIX TaOJETOK Moka3aHbl B Tadnuie 2.

Tabauna 2
Hurpenuent ITpumep 1 IIpumep 2 ITpumep 3

(mr/10 tabnerok) |(mMr/10 Tabnerok) |(mr/10 Tabnerok)
Tpuruapar MarHueBou Coau 223 223 223
330Menpasona
MaHHUT 28,7 32,9 24.5
I'uppoxcunponunuenitoao3a ¢ 13,8 9,6 18
HU3KOM CTENEHBIO 3aMEIEHUs
Kpockapmennosa Hatpust 4,8 4,8 4,8
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I'uppoxcunponuiesronosa 2,4 2,4 2,4
Creapundymapar HaTpus 3,0 3,0 3,0
Bcero 75,0 75,0 75,0

IIpumepnl 4 U 5: OPUroTOBJEHHE TAOJIETOK HA OCHOBE MATHUEBOH COJIH I30MEnpas3ojaa

TabneTku TOTOBHIIM TIO CYLIECTBY TEM K€ CITOCOOOM, YTO U B puMepe 1, ¢ TeM ke COCTaBOM,

YTO U B puMepe 1, 3a HCKIIIOYeHHEM Toro, 4to auamerp nyancona aist MUST Obut gpyrum.

- IIpumep 4: TabneTku roToBwIN, HCTONbB3ys myancoH st MUST, umeromuit nuametp 1 MM, B

pesyabrate yero macca 40 TabneTok COCTaBIsIa MPUMEPHO 75 MT.

- IIpumep 5: TabneTku roToBwM, HCnonb3ys nmyancoH st MUST, umeromuit nuametp 4 MM, B

pe3yJbTaTe 4ero Macca 2 TabJIeTOK COCTaBIIsIa MPUMEPHO 75 Mr.

IIpumMep cpaBHeHMs 1: MPUIOTOBJEHHE TA0JETOK HA OCHOBE MATHHEBON COJIH

30Menpasoia

Kak nokazano B Tabnmiie 3, cHadaja MarHUEBYIO COJIb 330MEIpPa30iia CMELIUBAIN C MAHHUTOM U
3aTeM NPOCEUBAJIN YEPE3 KPYrjioe CUTO ¢ pasmepoM ssueek 30 mem. B mycroii cmecuTens
I00aBJISIIN IPUTOTOBIEHHYIO CMECh, KPOCKApMEIIO3Y HATPHs, THAPOKCUIIPOITHIILEIUTION03Y U
cTeapuiymapar HaTpHs, 3aTeM MePEeMEIINBAIN B TeUeHHE |5 MUHYT, IOJTydasi TEM CaMbIM
OKOHYAaTeNbHYI0 cMech. OKOHYATENbHYIO CMECh JOOABIISUTH B POJIMKOBBIH MPECC ISl CYXOTo
rpanyJiupoBanus. llogyueHHble rpaHy bl NPOCEUBAIN YEPE3 KPYIJIOe CUTO C pasMepoM stueek 20

MCIII.

ITocne 3Toro Ha TabJIETOYHOH MaIIMHE TOTOBWIIN TaOJETKH, UMEIOIUE TPOYHOCTb OT PUMEPHO
1 k1 0 mpUMepHO 2 KIT ¥ MacCy MpUMEpHO 75 Mr u3 pacyera Ha 10 TaOneTok, HCHONb3ys

nyaHcoH st MUST, umerouii nuametp 2,0 Mm.

Tabauua 3
Hurpenuent Macca IIpouenT no macce
(%)
(mr/10 TabneTok)
Tpurnapat MaraueBoOU COIU 330MeNpas3ona 223 29,7
MaHHUT 29,7 39,6
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MukpokpucTasInuecKas LHeJUTI0J103a 15,2 20,3
Kpockapmennosa Hatpust 2,4 3,2
I'uppoxcunponuiesronosa 2,4 3,2
Creapundymapar HaTpus 3,0 4,0
Bcero 75,0 100,0

IIpumepnl cpaBHeHHS 2-6: NPUTOTOBJEHHE TA0JETOK HA OCHOBE MATHHEBOH COJIH

30Menpasoia

TabneTku TOTOBIIIN MO CYIIECTBY TEM K€ CIIOCOOOM, UTO U B puMepe 1, 3a UCKITIOUEHUEM TOTO,

YTO U3MEHAIHU KOJIMIECTBO THAPOKCUTIPOMUILICIIIFOJIO3bI C HU3KOM CTENEHBIO 3aMCIICHUA . Hx

COCTaBbI NOKa3aHbl B Ta0uue 4.

Tabauua 4

Hurpenuent Ilpumep (lIpumep |IIpumep |IIpumep |IIpumep
cpaBH. 2 |cpaBH. 3 |[cpaBH.4 |cpaBH.S5 [cpaBH. 6
(mr/10 (mr/10 (mr/10 (mr/10 (mr/10
Tabserok) |TabneTok) |Tabnerok) |TabneTok) |TabneToK)

Tpuruapar MarHueBou Coau 223 223 223 223 223

330Menpasona

Manuaut 27,3 243 37,7 19,5 -

I'unpat nakTo3bl - - - - 273

MukpokpucTamIniecKas 15,2 - - - 15,2

LIEJUTI0NI03a

be3BoaHBIN ABYyXOCHOBHBII - 13,8 - - -

docdar kanus

I'uppoxcunponunuenitoao3a ¢ - - 4,8 23,0 -

HU3KOM CTENEHBIO 3aMEIEHUs

Kpockapmennosa HaTpus 4,8 4,8 4,8 4,8 4,8
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I'uppoxcunponuiesronosa 2.4 2.4 2.4 2.4 2.4
Creapundymapar HaTpus 3,0 3,0 3,0 3,0 3,0
Bceero 75,0 75,0 75,0 75,0 75,0

(ITpumep cpaBH.: MpUMep CpaBHEHUS])

IIpumepsn! cpaBHeHust 7 1 8: NpUroToBJIeHHE TA0/1€TOK HA OCHOBE MATHHEBOMH COJIH

3oMenpasonia

TabneTku TOTOBIIIM TIO CYIIECTBY TEM K€ CITOCOOOM, YTO U B IipuMepe 1, ¢ TeM ke COCTaBOM,

YTO U B IpuMepe 1, 3a HCKIIFOYeHHeM Toro, 4to auamerp nyancona aist MUST Obut apyrum.

- IIpumep cpaBHEHUs 7: TaOJIETKHU TOTOBUIIH, UCTIONB3Ys myaHcoH it MUST, numeromuii

arametp 0,7 MM, B pe3yJIbTaTe 4ero Macca 75 TabieTok COCTaBIsiIa MPUMEPHO 75 MT.

- IIpumep cpaBHEHUs 8: TaOJIETKHM TOTOBUIIH, UCTIONB3Ys myaHcoH it MUST, numeromuii

arametp 7,0 MM, B pe3ysibTaTe 4ero macca 1 TabiaeTku cocTaBisiia MPUMEPHO 75 MT.

IKcnepuMeHTANbHBIN npuMep 1. HenbiTaHne HA PACTBOPUMOCTD NPeNapaTa Ha 0OCHOBeE

330MenpasoJa
(1) CpaBHenue npumepos 1-5S ¢ npumepamu cpaBHeHnust 1-8

B YCJIOBUAX PAaCTBOPCHUSA U YCJIOBUAX aHAJIN3a, U3JIOKCHHBIX B JAHHOM OMUCAHUU, U3MEPIINU
CTENEHU PACTBOPEHHUsI 330MeENPas3oiia B COCTABE KOMITO3ULIUMI U3 TPUMEPOB 1-5 1 mpumMepos

cpaBHeHus 1-8.

Yenosus pacmeopenus

QmoeHT: 900 MIJTHITUTPOB (MJT) HCKYCCTBEHHOTO KuIieuHOTo coka (pH 6,8).
OObopynoBaHue: onacTHas Meanka, 25 00/MuH.

Temneparypa: 37°C.

Bpewmst pactBopenusi: 5 munyT, 10 MunyT, 15 MunyT, 30 MUHYT 1 45 MUHYT (MaKc.).

(ITo mpomectBun 30 MUHYT CKOPOCTD TIEPEMELTUBAHNS KOpPeKTHPOoBau 10 150 06/MuH).

Venosus ananuza




14

Hcnonpzyemoe ycTpOHCTBO: 1Jisl BBICOKO3(HEeKTUBHOMN kuakocTHON XxpomaTorpaduu (HPLC,

cepuu Hitachi 5000, AAnonus).

Herekrop: yaprpaduoneTossiii abcopOuuomMeTp (A1 U3SMEPEHHs IPU AJTMHE BOJHBL 302

HaHOMeTpa (HM)).

KosoHka: kooHKa U3 TPyOKH U3 Hep KaBEIOLIeH CTall, IMEIOLIeH BHYTPEHHNUH THaMeTp
npuMepHo 4,0 MM U JuIMHY npuMepHO 10 cM, KOTOpast ymakoBaHa CHJIMKAresaeM s

JKUIKOCTHOHN XpoMaTorpaduu, MIMEIOIINM JHAMETP YaCTHUI] S MKM.

IMonswxuas daza: Harpuii-pocdaTHblil OydepHbIid pacTBOp

(pH 7,3):anieToHATpHI: ANCTIIIMPOBaHHAs Boga = 50:35:15.
Ckopoctb noroka: 1,0 MIIITHIIUTP B MEHYTY (MJI/MHH).
Temneparypa xononku: 30°C.

H3mepeHHble 3HAYEHUs CTETIEHN PaCTBOPEHUS 330Menpa3oia nokasanbl B Tabmuue 5, Tabnuue 6

u Ha Our. 1A.

Taéauua 5

CreneHb pacTBopeHusi 330Menpasoa (%)

ITpumep 1 [Tpumep 2 [Tpumep 3 [Tpumep 4 ITpumep 5
Bpems

AVG S.D. |AVG [SD. AVG SD. AVG SD. |AVG [SD.
(MuH)
0 0,0 0,0 0,0 0,0 0,0 0,0 0 0 0 0
5 33,6 12,4 30,7 2,7 36,7 2,9 39,8 1,4 243 4,2
10 47,7 B,7 45,8 1,6 50,8 3,1 53,3 1,7 40,3 2,8
15 54,0 2,1 59,8 1,8 60,3 1,3 58,8 2,2 52,1 2,3

2 2 2 2 2

30 60,1

2

1,3 67,1 2,1 68,9 1,2 67,2

2 2 2

0,6 63,2 2,6

2

45
101,4 1,0 99,6 2,0 98,9 1,4 09,4

2 2 2

0,4 99,5

2

0,2
(Maxc.)

(AVG: cpennee 3nauenue, S.D.; ctannapTHOE OTKIIOHEHHE)
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Taéauua 6

Crenennb pacTBopeHusi 330Menpasosa (%)

Ilpumep  |IIpumep  (IIpumep |IIpumep  |IIpumep |IIpumep  |IIpumep

cpaBH. | |cpaBH.2 |cpaBH.3 |cpaBH.4 |cpaBH.S5 |cpaBH.6 |CpaBH. 8

B

e AVG|SD. |[AVG|S.D. |[AVG|SD. [AVG|SD. |[AVG|SD. |AVG|SD. |AVG|SD.
(MuH)

0 0,0 10,0 [0,0 (0,0 |0,0 (0,0 |0,0 (0,0 |O 0 0,0 10,0 |0 0
5 11,6 16,5 (10,9 (3,8 156 (1,3 (143 (1,9 |31,2 (2,1 |13,1 |1,9 |13,2 |7,6
10 20,0 14,9 (19,9 |46 224 (2,8 (22,8 (2,7 |483 |2,6 (24,8 |3,1 (24,7 |5,6

2 2 2 2 2 2 2

15 277 6.4 [30,6 (3,6 |28.7 [2.9 (289 [3,7 |57.7 |23 [27.8 (2.7 |28.6 |45
30 439 [3.8 [459 [3,4 418 [3.0 [37.9 [1,9 |682 [2,7 [40,2 [2,5 [36,6 |4.5
45

97,5 12,9 |100,6(2,4 |98,9

2 2

1,8 (100,8(2,2 (99,5

2

1,1 |100,1{1,4 |99,4

2

0,4
(Makc.)

(ITpumep cpasH.: mpumep cpaBHeHus, AVG: cpennee 3HaueHue, S.D.: cTaHIapTHOE OTKIOHEHHE)

Kak nmokazano B Tabnmuax S u 6, a takke Ha @UI'. 1A u 1B, xomnosuiun u3 npuMepos 1-5 u
npUMepa CPaBHEHHS S MPOSIBIISUIA CBOWCTBA JIEKAPCTBEHHBIX CPEACTB C OBICTPBIM
BBICBOOOXKIICHHEM, B TO BPEMsI KaK KOMITO3ULIMH U3 MPUMEPOB cpaBHeHus 1-4, 6 u 8
JNEMOHCTPUPOBAJIA HU3KHE CTENEHU PACTBOPEHUS, & TAKKE MEUIEHHYIO PaclaagaeMoCTh

TabJIETOK.

B ciydae kommosuun U3 npuMepa CpaBHEHUs1 7 B mpouecce TabJIETHPOBAHUS HEBOOPYKEHHBIM
rJ1a30M HaOJIFOIATN HEHAJIE)KAINYIO0 YIIAKOBKY IPaHyJI B MaTPHULE C OTBEPCTHEM, U B TIPOLIECCE
TabJIETUPOBAHNS CTAJKUBAINCH C TPYIHOCTSMH, O0YCIIOBIEHHBIMHU CKOJIOM Kpasi TyaHCOHA

BCJIEZICTBHE HEOOJBIION OIHUOKU MPH MOHTAXKe 00OPYIOBAHHUS.

Korzaa ckopocTh pacTBOpeHUs IEKAPCTBEHHOI'O CPEJCTBA CHUKAETCSI BCJIEACTBUE 3aMEAJIEHHOTO
BPEMEHHU PaclagaeMOCTH, TAKOE JIEKAPCTBEHHOE CPECTBO MOXKET AUCCOLMUPOBATH MO
NENUCTBUEM KHCJIOTBI KEJTYJOYHOTO COKA 10 MOMEHTA BCAChIBAHUS MAaTePUEH JKUBOTO OPTaHU3Ma,
YTO YMEHbBINAET TAKUM 00pa3oM OHOAOCTYITHOCTD JIEKAPCTBEHHOTO cpencTra. s npeomoneHus

3TOr0 HEOOXOMUMO 00eceunTh OBICTPYIO pacnagaeMocTb TabneTku. B ciyuae koMno3uimii us
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npuMepoB 1-3 sekapcTBeHHBIE CPEACTBA OBICTPO PACTBOPSUINCH, U TOITOMY TaKHe
JIEKapCTBEHHbIE CPEACTBA BCACHIBAJIMCH MaTEPUEH KIBOTO OpraHu3Ma 0e3 THUCCOLUALIUH MO
IEeMCTBHEM KHCIIOTHI XKeJTyJOYHOTO COKa MK 0e3 BBIBEIEHUs JIEKapCTBEHHOTO cpencTea. U
HAoOOPOT, B CiIydae KOMITO3ULMH U3 IPUMEPOB CpaBHEHUs 1-6 ObIII0 OOHAPYKEHO, YTO
KOMITIO3ULIMHU U3 PUMEPOB CpaBHEHUsI 1-6 He SIBJISIUCH NOAXOAAIMMHU BCIEACTBHE 3a/1€PKKU
pacrnagaeMoCTH JeKapCTBEHHbIX CPENICTB, YTO MOXKET IPUBOIUTD K BHIBEAEHUIO JIEKAPCTBEHHOTIO

CpeICTBa U3 MaTepUH *KUBOTO OpraHu3Ma.
(2) CpaBHeHue koMIo3uLIUM B opMe Ta0JeTKH ¢ KOMIIO3HIHell B (popMe mes1eThbl

UtoObl CpaBHUTH CKOPOCTH PACTBOPEHHS] KOMIIO3ULMI HA OCHOBE 330MeIpa3oia, FOTOBUIIN
KOMITO3ULIMIO B (popme TaOJIeTKH, Kak B IpuMepe 1, 1 KOMIO3HULUIO B (JOpME MENJIETH HA OCHOBE
33oMernpasona (20 Mr 33omenpaszona). Uto kacaeTcsi KoMno3unuii B (hopMe mejuieT Ha OCHOBE
330MeMnpasoia, TO AJIsl MPOBEACHUS CPABHUTENLHOIO TecTa ObuIo nmpuodpereHo 20 Mr HeKCHyMa

(mocrapnsieMoro Astrazeneca), B HACTOSIIEE BPEMsI HIMEIOLIETOCs Ha PhIHKE.

CKOpOCTH pacTBOPEHHsI H330MEMNPa30ia U3MEPSLII, CIeAys Crioco0y, OMUCAHHOMY B

skcnepuMeHTabHOM npumepe 1(1). 3tu pesynbrars! nokasansl B Tabmune 7 u va ®UTT. 1B.

Tabauna 7
Komno3umus B popme nesiieTsl
IIpumep 1
(Ha ocHOBe 330Menpaso.ia)
Cpennee CrannapTHOe Cpennee
Bpewms (Mun) Bpewmst (MuH)
3HaueHHE OTKJIOHEHHE 3HAYCHHE
0 0,0 0,0 0,0 0,0
5 33,6 2,4 9,8 53
10 47,7 3,7 19,9 2,9
15 54,0 2,1 24,0 3,1
30 66,1 1,3 54,9 2,9
45 (maxc.) 101,4 1,0 101,3 1,3

Kak nokazano B Tabnuue 7 u Ha @ur. 1B, Obu1o oOHapyskeHO, 4TO KOMIO3ULIUS B (popme

TabseTKu u3 npuMepa 1 JeMOHCTPUPYET MOKa3aTeu ObICTPOTO BBICBOOOKAECHHUS IO CPABHEHHIO
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¢ KoMmno3unuen B popme nesieTsl. B 4acTHOCTH, MO MPOIIECTBUH MPUMEPHO 15 MUHYT
CKOPOCTb PACTBOPEHHUSI KOMITO3ULIMH B (hOpMe MeJUIeThl COCTaBIIsIA PUMepHO 24%, OJTHAKO,
CKOPOCTb PACTBOPEHUSI KOMITO3ULINH B (hopMe TabJIeTKH COCTaBIsIa MpuMepHO 54%, uTo

NPUMEPHO B 2 UK OoJiee pa3 BBILIE TAKOTO MOKA3aTENs Al KOMITIO3ULMH B (POPME MEILIETHI.

JKcnepuMeHTANbHBIN npuMep 2. HcnbiTaHne npenapaTa Ha 0CHOBe 330MeNpa30Ja Ha

pacnagaemMocCTb

UroObI CpaBHUTH BpEMEHA PaciaiaeMOCTH KOMITO3ULIMN U3 IPUMEPOB 1-3 ¢ TaKOBBIMU AJIsI
KOMITO3ULUI U3 TPUMEPOB CpaBHEHMsI 1-6, ObLI MPOBEAEH SKCIIEPUMEHT B COOTBETCTBHH CO
CHOCOOOM TECTUPOBAHUS PACTIaaeMOCTH ISl IPENapaToB ¢ OOBIYHBIM BBICBOOOKIIEHUEM,
onucanHbM B @apmakonee Kopen (KP). M3amepsiin BpeMs paciagaeMOCTH KaKIOH 13

KOMITO3UIUH, U 3TH pe3yJIbTaThl okaszaHel B Tabmuue 8 u Ha @ur. 2.

Tabauua 8
Komno3unus Bpems pacnagaemoctu (¢)
ITpumep 1 15,3
ITpumep 2 16,1
ITpumep 3 14,9
ITpumep 4 10,4
ITpumep 5 25,6
IIpumep cpaBHeHus 1 49,6
IIpumep cpaBHeHus 2 50,3
IIpumep cpaBHeHus 3 49,9
IIpumep cpaBHeHus 4 45,7
IIpumep cpaBHeHus 5 13,1
IIpumep cpaBHeHuUs 6 52,1
IIpumep cpaBHeHus 8 63,1
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Kak nokazano B Tabnuue 8 u Ha @ur. 2, KOMIO3ULNHU U3 TPUMEPOB 1-3 U MpUMEPOB CPaBHEHUS
1-6 He sBIAOTCS OOBIMHO pa3padaThIBAEMBIMU KOMITO3UIUSIMU B (hopMe TabNeTKH, BpeMst
pacnagaeMoCTH KaXXA0H U3 5TUX KOMIIO3HULIUH COCTABIUIO He Oonee 1 MUHYTHI, 32
UCKJTFOUEHHEM €IMHCTBEHHOHN TabJIETKN U3 CPaBHUTENBHOTO NprMepa 8. B yacTHOCTH, Kaxnas

KOMIO3ULIMS U3 IpuMepoB 1-5 umena BpeMst pacnaiaeMOCTH B Mpefesax NpuMepHo 15 cekyHa.

UroOb1 0becneunTh MoKasaTesu ObICTPOro BEICBOOOXKIASHHS B MATEPHH JKHBOT'O OPraHU3Ma,
HEeoOXOANMO, YTOOBI MPOLECC PACHafaeMOCTH JIEKAPCTBEHHOTO CPECTBA 3aBEPIIANICS IIPUMEPHO
yepe3 30 cexynn. Takum 00Opazom, B 3TOM cMbIciie Oblia 0OOHApYKEHA IPUTOAHOCTh

KOMITO3ULIUHA U3 MPUMEPOB 1-5.
IKcnepuMeHTANbHBIN npuMep 3. OueHka (pU3HYECKUX CBOMCTB rpaHy.JI

IIpoBoauM OLIEHKY (PU3MUECKUX CBOWMCTB I'PaHyJl, IPUTOTOBJICHHBIX B MpuUMepax 1-3 u
npumMepax cpasaeHus 1-6. [Ipu TabnernpoBanuu, mockodbKy 19 TadneTok TabneTHpyoT
OJTHOBPEMEHHO, ChIITy4eCTb I'PAaHYJI IPEACTaBIIsAET COOOH BaXKHYIO IEPEMEHHYIO IJIs
o0ecrieueHns1 KOHTPOJISI OTKJIIOHEHHSI MacChl U KOHTPOJISI OMHOPOIHOCTHU Ta0JIeTOK. Pe3ynprarsl

OLIEHKH (PU3NYeCKX CBONCTB moka3aHbl B Tabmure 9.

Tabauua 9
Komno3unus Cpiny4ecTb rpaHyJ (yroji eCTECTBEHHOTO
oTKOCa, ©)
ITpumep 1 38,0
[Tpumep 2 39,0
[Tpumep 3 39,5
[Ipumep cpaBHeHus 1 36,0
IIpumep cpaBHEHHUA 2 35,1
[Ipumep cpaBHeHus 3 37,9
IIpumep cpaBHeHus 4 37,9
IIpumep cpaBHeHHUs 5 42,3
IIpumep cpaBHEHUs 6 38,8
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Kaxk nokazano B Tabnuiie 9, yroy eCTeCTBEHHOTO OTKOCA, TOIXOASIIUN 1Jisl TaOJIETUPOBAHUS,
Haxonwics B nuana3one 40°. [TockonbKy HEOOXOAMMO BBITIOJIHSTH TaOJETUPOBAHHUE
MUKPOTAOJIETOK, TUAMETp ITyaHCOHA MOXKET ObITh HEOOJIBIINUM B JHAMETP MATPHULIBI C
OTBEPCTHEM, Yepe3 KOTOPOE OCYIIECTBIIACTCS 3alIOJHEHNE TPaHYJI, TAKKE MOXKET ObITh
HeOombiuM. [T0CKOTBKY HCIIONB3YeTCsl TyaHCOH MaJIoTo pasMepa, ObLIo 0OHAPYIKEHO, YTO
CBINYYeCTh IPAHYJI SBISIETCS BAKHBIM (PAKTOPOM I U3TOTOBIIEHHS TaOJIETOK, MMEIOIITHX
OIHOPOJHYI) MacCy U NPOYHOCTh. B TOM citydae, KOraa yrojl €CTeCTBEHHOIO OTKOCA COCTABIISIET
40° unu OGoree, paBHOMEPHAs YIIAaKOBKA TPaHYJI 3aTPYIHSAETCS U, TAKUM 00pa3oM, TPYAHO
00ecTieuynTh KOHTPOJIb 32 MOJyYEeHHEM OJHOPOAHON MacChl M MPOYHOCTH TabseToK. bbuto
OOHAPY’KEHO, YTO KOMIIO3ULIUH U3 IPUMEPOB 1-3 XapakTepu3yrTCs COOTBETCTBYIOIIEH
TpeOOBaHUSIM CBITy4eCThIO rpaHy B Auamna3one 40°. C npyroii CTOPOHBI, KOMITO3HIIUS U3
npUMepa CPaBHEHHS 5 UMea Yrodl €CTECTBEHHOro oTkoca 40° wu Ooree, MOITOMY SIBIISLIACH

HETPUTOHOM 151 Ta0IETUPOBAHMS OHOPOIHBIX MUKPOTAOJIETOK.

Hecmotpst Ha TO, 4TO AaHHOE U300peTeHHe KOHKPETHO MOKA3aHO M OMHUCAHO MPUMEHHUTEIBHO K
€0 NMPEANOYTUTECIIbHBIM BOTUIOLCHHUAM, CIICLIUATIUCTAM B I[aHHOfI O6J'IaCTI/I TEXHUKHU 6YI[6T
MOHATHO, YTO B HEM MOT'YT 6bITb BBITTIOJTHCHBI Pa3JIMYHbIC UBMEHEHUA B (1)opMe n aerandax 663
OTCTYIUIEHUS OT CYLTHOCTH U 00BheMa H300peTeHNs, KaK ONpeesieHo puiaraeMoi Gpopmyoi
I/I306peTeHI/I$I. PaCKprTble BOIJIOMICHUA CIICAYET PAaCCMAaTPUBATD TOJIBKO B ONMUCATCIIBHOM
CMBICJIE, a He [t orpanndeHus. Takum oOpazom, 00beM JaHHOTO M300PETeHUs OTIPENENseTCs
He NOAPOOHBIM OMUCAHNEM U300pETeHus], a mpuiaraeMoi popmyJiol H300peTeH s, U BCe
pa3jiniuda B Ipeacjiax JaHHOTO O6”beMa 6YI[YT HUCTOJIKOBBIBATHCs KaK BKIIFOUEHHBIE B HACTOAIICC

nu300peTeHue.



®OPMYJIA U30BPETEHUS

1. ®apmaneBTuyeckass KOMIIO3ULMA, conepskamas sapo B (opMe MHOTOKOMIOHEHTHOMN
tabnetku cpepounnoit popmer (MUST), conepkarueil 330Menpason wiv ero GpapMaeBTUIECKU
IPUEMIIEMYIO COJIb, NPUYEM JaHHas (papmaueBTHYECKas KOMITO3ULMS pacTBopsiercs Ha S0
npoueHToB (%) uinu Gonee B TeueHHe 15 MHHYT MCHBITAHUS HA PACTBOPHMOCTD B MPUCYTCTBHU
UCKYCCTBEHHOT'O KHIIEYHOTO COKa mpu 25 oboporax B MUHYTY (00/MHH).

2. @apmaneBTHYECKAsT KOMIIO3HMLMS 110 M. 1, Tie 930Menpason Wik ero GapManeBTHIECKU
npuemMIeMasi COJIb HAXOIUTCS B (POPME CYXOH rpaHyJIbL.

3. ®apmarieBTHYECKass KOMIIO3HMLUS O M. 1, IIe BpeMsi pacragaeMOCTH siipa COCTABIISIET
He Oonee 30 cekyH.

4. ®apmaneBTHdeckass KOMIO3ULUSA NO M. 1, rae sapo JONOJHUTENBHO COINEPXKHUT IO
MEHbIIEH Mepe OOUH SKCLUMHEHT, BHIOPAHHBIA M3 pa30aBUTENs, Pa3pBIXIIUTENS, CBSA3YIOIIEro
BEIIECTBA, CMAa3bIBAIOLIETO BEINECTBA, MOBEPXHOCTHO-aKTUBHOIO BEINECTBA, AHTHOKCHIIAHTA,
KOHCEpBaHTa U cTabmin3aropa.

5. ®apmanerrueckas KOMIIO3UIUS TO M. 4, rIe Pa3pbIXJIUTEIb MPEACTABISET COOOM
THIPOKCUITPOTIMIILIEIUTIONO3Y ¢ HU3KOH CTENEHbIO 3aMeIleHus.

6. dapmareBTHUECKAs KOMITO3U LU o . 5, rae cofieprKaHue
THAPOKCUIIPONIMILIEIUTIONO03bl ¢ HU3KOH CTEMEHBIO 3aMeIleHHs] HAaXOOUTCS B JWAna3oHe OT
npuMepHo 12 mporeHToB no macce (Mace.%) no npumepHo 30 macc.%, ucxons u3 oduieit Maccol
Anpa.

7. ®apmaneBTHYeCcKas KOMIO3WLMS NO M. 1, rae auameTp WM JJIMHA HAuOOJbLIeH
JAVaroHaJHU siipa HaXOAUTCS B JUanasoHe oT npumepHo 1,0 mumumerpa (Mm) 1o npumepHo 6,0
MM.

8. dapmaueBTuyeckass KOMIIO3UIMS MO M. 1, rae AuaMeTp WK JJIMHA HauOOJIbLIEH
JUArOHaNIU pa HAXOAUTCS B AMana3oHe ot npumepHo 1,0 MM 1o npumepHo 5,0 Mm.

9. dapmaueBTHUecKash KOMIIO3UIMS MO M. 1, rae AWaMeTp WK JJIMHA HauOONbLIEH
AVArOHaNU Ipa HAXOAUTCS B AMana3oHe ot npumepHo 1,0 MM 1o npumepHo 3,0 Mm.

10. Criocob mpurorosneHus GpapMareBTUIECKOW KOMIO3UIUH 1O 1. 1, BKITFOYAOIIUA:

NPUTOTOBJICHHE CMECH MYyTEM CMELIMBAHUS 330MEIpas3oja WM ero (papMareBTHYECKH
NPUEMIIEMON COJIM TIO MEHbLIEH Mepe C OJHUM SKCLIMITUEHTOM, BBIOpPAaHHBIM M3 pa30aBUTEN,
Pa3PBIXJIHUTENS, CBA3YIOLIETO BELIECTBA, CMAa3bIBAIOINETrO BEIIECTBA, MOBEPXHOCTHO-AaKTUBHOTO
BEIIIECTBA, AaHTHOKCU/IAHTA, KOHCEPBAHTA U CTaOUIN3aTOopa; U

CyXxOe IpaHyJIMpOBaHHE U TabIeTHPOBAHUE AAHHOW CMECH C MOJy4eHHeM siipa B Gopme

MHOTOKOMIIOHEHTHOH Tabnetku chepounnoit popmer (MUST).



1 dapmManeBTHYECKAs] KOMIIO3ULIUS,

BKJIFOYAIOLIasi MHOTOKOMITOHEHTHYIO TaOJIeTKy

chepounHOil POpPMBI, COIepIKALIYIO S330MEMPa3o

U €ro apMalieBTHIECKH IPUEMIIEMYIO COJIb ChepOonIHON POPMBI,
U Croco0 MPUroOTOBJIEHHS TaKOH (papMaLeBTHUECKONH KOMITO3UIIUH
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2 dapmManeBTHYECKAs] KOMIIO3ULIUS,

BKJIFOYAIOLIasi MHOTOKOMITOHEHTHYIO TaOJIeTKy

chepounHOil POpPMBI, COIepIKALIYIO S330MEMPa3o

U €ro apMalieBTHIECKH IPUEMIIEMYIO COJIb ChepOonIHON POPMBI,
U Croco0 MPUroOTOBJIEHHS TaKOH (papMaLeBTHUECKONH KOMITO3UIIUH
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3 ®dapmarieBTHYECKash KOMIIO3ULUS,

BKJIFOYAIOLIasi MHOTOKOMITOHEHTHYIO TaOJNETKy

chepounHOi POPMBI, COIEPIKALIYIO S330MEMPA30JT

¥ ero (papMalieBTHIECKH MPHEMJIEMYIO COJIb CheporTHON GOPMBI,

Y CrIoco0 MPUTrOTOBJIEHHS TaKOH (papMaleBTHUECKONH KOMITO3ULIUH
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