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CBOMCTBAa OTCPOYEHHOI'O BBICBOOOXKACHHS IIPU BBEJCHWM B BHJIC IIEJIBIX WIM IIOJOBUH TaOJIETOK.
W3o0peTeHne Tarkke OTHOCHUTCA K TabJIeTKaM C OTCPOYCHHBIM BBICBOOOXKICHHEM, COAECPIKAIIUM
JedepuIpoH T IepopaTbHOTO BBEICHHMS, ISl KOTOPBIX BBEACHHE JIBa Pa3a B JICHb OMOIKBHBAIEHTHO
TOW K€ CYTOYHOM 103¢ TaONETKH C HEMEMJICHHBIM BBICBOOOXKICHHEM, BBOAMMOI TpH pa3za B JCHb.
N300peTenne Takke OTHOCUTCA K clIoco0aM MX TMOITyYEeHUs U IPUMEHEHHSL.
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OIIUCAHUE U30BPETEHUA
2420-562365EA/081
TABJETKHN JE®EPUITPOHA C OTCPOYEHHBIM BBICBOBOXJIAEHUEM U
CIHOCOBbBI UX MTPUMEHEHUA

Ccbuika Ha pOACTBEHHBIE 3asIBKH

[0001] Hacrosias 3asiBKa UCMpALINBAET MPUOPUTET COTJIACHO MPEABAPUTENILHON 3as1BKE
CIOA No. 62/577055, noganHo# 25 oktsiOpst 2017 roga, u 62/596043, nomanHo# 7 nexaOpsi
2017 ropa, kaxknas M3 KOTOPBIX BKJIIOYEHA B HACTOSALIMN TOKYMEHT IOCPENCTBOM CCBUIKM B
MIOJTHOM O0beMe.

YpOBEHb TEXHUKHU

[0002] Hedepunpon npencrapiiseT coOOH XenaTop Kejes3a, UCTOIb3yeMbIi ISl JIEYSHHSI
reHepPaTM30BAHHON MePErpy3Ku Kejie30M, OCOOEHHO B YCJIOBHSIX, KOTJA 4YacThle TepEeTHBAHMS
KPOBH MPUBOMAST K TMeperpy3ke keyie3oM, BKIrouas, Hanpumep, tajaccemuto (Renzo Galanello,
Ther Clin Risk Manag. 2007 Oct;3(5):795-805), cepnoBunHo-ki1eTouHyto Oonesnp (Ware and
Kwiatkowski, Pediatr Clin North Am. 2013 Dec;60(6): 1393-406) u muenonucmiasnto ((Sheth,
Curr Opin Hematol. 2014 May;21 (3): 179-85) (xaxnplii BKJIIOYEH B HACTOSIIEE ONMUCAHUE
MOCPEICTBOM CCBUIKUA B TIOJTHOM 00BeMe). JledepurnpoH Takke UCTONB3YETCsl IPU COCTOSTHUSIX
JIOKQJIbHOU TIeperpy3KH JKeJIe30M B TKAHSIX MM KJIETKAX, NaXe B OTCYTCTBHE T€HEPATN30BAHHOM
neperpy3ku  JKeJIe30M, TaKhX KaK HeWpoIereHepaTHUBHbIe 3a00JIeBaHUs, TINIe HapyLICHHE
oOpalneHus: KJIETOYHOTO Kejle3a sIBISIETCS 3aMETHBIM TIPU3HAKOM, BKIIIOYAs, HATIPUMEP, aTAKCUIO
Opunpeiixa, 6one3Hp [TapkuHCOHA, TAHTOTEHATKMHA3A-ACCOLMUPOBAHHYIO HEHPOIEreHeparyio
(PKAN) u npyrue ¢opmbl HeiipomereHepalnud ¢ HakoruieHHeM skene3a B Mmosre (NBIA),
paccestHHbIN CKJIePO3, BO3pPACTHAsE MaKyJIsIpHAsl JereHepalusi U MOBEPXHOCTHBIN cumepo3. Cu.
Kakhlon et al, Can J Physiol Pharmacol. 2010 Mar;88(3): 187-96; Cabantchik et al, Front
Pharmacol. 2013 Dec;4: 167; Cossu et al, Parkinsonism. Relat Disord., 2014 Jun; 20(6):651-4;
Weigel et al, ASN Neuro. 2014 Jan;6(1); Song et al, Free Radic Biol Med. 2012 Jul;53(1):64-71;
and Levy and Llinas, Stroke. 2012 Jan;43(1): 120-4 (xaxnplii U3 KOTOPBIX BKJIFOYEH B HACTOSIIIIEE
OMKCAHUE TIOCPENICTBOM CChUIKH B TIOJTHOM OOBEME).

[0003] Hdedepunpon nponaercst B CIITA u B apyrux crpanax B Bume 500 mMr TabieTok ¢
HeMemJieHHbIM BbicBoOOkAeHueM (IR), Hampumep, mox TOproBeiM HanMeHOBaHueM Ferriprox®,
KOTOpBIH Takxke noctyneH B Buae 1000 mr tadnerok IR u skuakoit nekapcreenHoi ¢opme 100
MT/MJI B HEKOTOPBIX TOCYAapPCTBaX.

Kpatkoe onucanue

[0004] OmnpeneneHHbIe aCMEKThI HACTOSIIETO W300PETEHHs] OTHOCSTCS K TalleTke C
OTCPOYEHHBIM BBICBOOOKICHHEM, COAepKalle aeepunpoH sl MepOpPaNbHOTO BBEIACHHS
CyOBEKTY-4eNIOBEKY, TIe BBEACHHE TaOJIETKH ¢ OTCPOYSHHBIM BHICBOOOKIEHUEM JIBA Pa3a B ICHb
SIBJISIETCS] OMOSKBHBAJIEHTHBIM B PABHOBECHOM COCTOSIHUU K TOW K€ CyTOYHOM J03€ TabJIeTKU C
HEMEJIEHHBIM BBICBOOOKIIEHUEM, coneprkalieil ned)epunpoH, BBOIUMOM TPH pa3a B JICHb.

[0005] B ppyrom acmekte HacTosmee H300pPETeHHEe OTHOCHTCA K TabieTke Juist

NnepopanbHOrO BBEACHHS AKTHBHOI'O (I)apMaLIeBTI/ILIeCKOFO UHTpEAUCHTA (B YJaCTHOCTH,



nedepunpona) CyoObeKTy-4eJIOBEKY, rae TabyeTka ComepkuT: (a) sAapo, coaepsKaiiee akTUBHBIN
dapManeBTHUECKU  MHIPEAHUEHT B  TepameBTUYeCKd S((EKTUBHOM  KOJHYECTBE |
SHTEPOCONIOOMIBbHBIN TouMep, u (b) SHTEPOCOMIOOMIBHOE TOKPBITHE, TAe TaljeTka UMeeT
pHCKy TakuM 00Opa3oM, 4YTO €€ MOKHO BBOJAUTh B BHIE LEJIOH TaONETKH WM TOJOBUHBI
TabNeTKu, u rae, eciau TabNeTKy BBOAST B BHAE OMHOM HJIM HECKOJBKUX IMOJIOBHHBI TaOJETOK,
NIOJIOBMHA TaOJNeTKH OMOKBHBAJICHTHA LIEJIOH, HAIIPUMEp, B NCCIEIOBAHNE OJTHOKPATHON J03bI B
COCTOSIHUHM HATOLIAK, MOCJIe MPHUEeMa MHIIH HJIH B 000UX CIIyYasiX.

[0006] B npyrom acmekte u300peTeHHE OTHOCUTCS K TaOJeTKe i MEPOPaibHOTO
BBENIEHHsI aKTHBHOTO (hapMaleBTHYECKOrO MHIPEIUEHTa, COAepKalleii: (a) simpo, comeprkaiiee
aKTUBHBINA (apMarleBTUYECKUH HHTPETHEHT B TepaneBTUYeCKH d(PQPEKTHBHOM KOJUYECTBE U
SHTEPOCOJIIOOMITBHBIN mouMep, U (b) SHTEPOCOMOOMIBHOE TOKPBITHE, TTpUYEM TabJIETKA HMEET
PHCKU Ha MOBEPXHOCTH [UTsl 00JIerdyeHust pa3ioMa Ha MOJOBUHBI TAONETOK, TIe KakK Iiefiasi, TaK u
MOJIOBHHA TaOJNIETOK UMEIOT MPOQUIIb PACTBOPUMOCTH C OTCPOUEHHBIM BHICBOOOKIEHUEM.

[0007] B nmpyrom acmekTe u300peTeHHEe OTHOCUTCS K TaOJeTKe sl MepOpajbHOrO
BBEJICHUsI, coeprkaineii: (a) sapo, comepxkainee aedepuripoH B TepaneBTudecku 3pdexTuBHOM
KOJIMYECTBE M OHTEPOCONIOOWIbHBbI mnojuMep; U (b) 3HTEPOCOMOOMIBHOE TMOKPBITHE,
cozeprKallee SHTePOCOTIOOMIbHBIN MONMUMep, Tae TabjeTka MOAXOAUT AJisl BBEISHHs 1B pa3a B
TICHb.

[0008] B ngpyrom acmekTe wW300peTeHHE OTHOCHTCS K TalleTke, CoIepsKaliei
nedepunpoH, Ui TMEepOpajbHOTO BBEOSHMS [Ba pa3a B JeHb CYObEKTY-uelIOBEKYy, TIIe
OIHOKpaTHas no3a Tadnerku obecrneunBaer cpennee orHomenne AUC,/Cy,x oT 3,5 gacos 1o 6,0
9YacoB, KaK HATOILIAK, TaK U TOCJIE MPUeMa MUIIH.

[0009] B nmpyrom acmekTe u300peTeHHEe OTHOCHUTCS K TabjeTke sl MepopajbHOrO
BBENEHNs, conepxkamedl: (a) sagpo, comepxkamee 1000 mr mmm 600 mr nedepunpoHna,
SHTEPOCONIOOMIIbHBINA TIOMMEp, CPEACTBO IJIsl peryiupoBanus pH, rTUaaHT U CMasbIBarolIee
BelecTBO; U (b) 3HTEPOCOMOOUIPHOE TIOKPBITHE, COAeprKallee IACTU(PUKATOP, pa3OaBUTEb,
NPENATCTBYIOIIUN MMPUINIIAHAID areHT, W SHTEPOCOIOOMIbHBIN MMOJUMED, NpUYeM TalJIeTKa,
MPECTaBIISIIONIAst COOOM 1eNyr0 TaONeTKy, UMeeT PUCKH il OOJIerdyeH s pa3jioMa TabJNeTKH Ha
MOJIOBUHBI TaOJIETKU.

[0010] B npyrom acmekTte M300peTeHHE OTHOCHTCS K CIOCOOY JieueHUsi CyOBeKTa C
neperpy3koil Jkejae3oM WM HelpoaereHepaTWBHbIM 3aboyeBaHueM (Hampumep, OOJe3Hb
lentuarrona wium OOKOBOW aMHOTPOGUYECKUI CKJIEpO3), BKJIIOYAIOIIEMY IMepOpabHOe
BBEJIeHUE CYOBEKTY, HYKIAIOLIEMyCsl B 3TOM, Ta0neTku nedepunpona (Hampumep, TabOJNETKH C
OTCPOYEHHBIM BbICBOOOKIEHNEM), OMIMCAHHON B HACTOSIIIEM JOKYMEHTE.

[0011] B ompeneneHHbIX acmekTax U300peTeHHEe OTHOCUTCS K CTIOCO0Y JiedeHHs O0Ie3HH
XaHTUHITOHA y CyObeKTa, HYXKOAIOINEroCs B 3TOM, BKIIOYAKOIIEMY BBENEHHE CyOBEKTY
KOMITO3UIHH, CoAepaKaliei nedepurnpoH.

[0012] B ompeneneHHBIX acmeKTax HM300peTeHHE OTHOCUTCS K CIIOCOOY JICUCHHS
ookoBoro ammorpopuueckoro ckiepo3a (ALS) y cyObekra, HyXKHAOIIErocs B OSTOM,

BKJIIOYAIOLIIEMY BBEIEHUE CYOBEKTYy KOMIO3HUIHH, coxepxkameil nedepunpoH. Hekoropsie



BApPUAHTBl OCYINECTBJIIEHHUS OTHOCATCA K CIOco0aM  YMEHbIIEHHS WM 3aMEIJICHHS
IIPOrPeCcCUPOBAHUS HHBAIMIHOCTH, CBsA3aHHON ¢ ALS. B HEKOTOpBIX BapHaHTaxX OCYLIECTBICHMUS
CYyOBEKTY OTOJIHUTENBHO BBOIAT PUITY30JI.

[0013] B ompeneneHHbIX acmekTax H300peTeHHE OTHOCUTCS K CIOCOOY JICUeHHs
cyOBeKTa-4esoBeKa ¢ meperpy3Koi Keye3oM, BKIIOYAoIeMy epopaibHOe BBEIeHHE CYObEKTY,
Hykpaoomemycss B 3toMm, 3000 wmr/meHp nedepunpoHa, mpu KOTOPOM CYyOBEKTY BBOASAT
nedepunpoH aBa pas3a B I€Hb.

[0014] B omnpeneneHHbIX acrmekTax H300peTeHHE OTHOCUTCS K CIOCOOY JICUeHMsI
CyObeKTa-4eJIoBeKa C MePerpy3Koi JKeyle30M, BKIIOYAIIIEMY MepopaibHOE BBEACHUE CYOBEKTY,
Hy»naromemycst B 3toM, 1200 wmr/meHp pedepunpoHa, HpU KOTOPOM CYOBEKTY BBOIST
nedepunpoH a8a paza B I€Hb.

Kpatkoe onucanue ueprexei

[0015] Ha ¢wur. 1 moka3aHO pacTBOpEHHE LIEJBIX U MOJOBUH TabJIETOK C OTCPOYSHHBIM
BbicBOOOknerHneM (DR) B 0,11 HCI, oTpakaroiee pacTBOPEHHE B JKEJTyTOUHOH KUCIIOTE.

[0016] Ha ¢wur. 2 nmoka3ano pacrBopeHue neibix U nojoBuH DR tabnerok mpu pH 6,8,
OTpaXkarolllee PaCTBOPEHHUE B TOLIEH KUIIKE U MOAB3AOLIHON KUIIKE.

[0017] Ha ¢wur. 3 nmoka3aHo pacTBOpeHue Lenbix u moysioBuH DR Tabnerok mpu pH 4,5,
OTpa’karollee paCTBOPEHUE B IBEHAILATHIIEPCTHON KHUIIIKE.

[0018] Ha ¢ur. 4 mnokasansl npodpuin CpeaHed KOHLEHTPALMH B CBHIBOPOTKE
nedepunpona DR TtabieTok u TadneTok ¢ HeMenIeHHbIM BbIcBoOOKneHneM (IR).

OIIMCAHUME M30BPETEHMA

I. Onpenenenus

[0019] Kak wucnosnp3yercsi B HACTOSIEM AOKyMeHTEe, (OpMbl €AMHCTBEHHOIO 4YHCIA
CllenyeT MOHUMATh KaK OTHOCSIIHECS K «OJHOMY HMJIM HECKOJIbKAMY JIIOOOMY ONMHCAHHOMY WJIH
nepeyrciIeHHOMy KOoMIToHeHTy. Hampumep, "TaGnerka" OTHOCHTCSI K OIHOW WMJIM HECKOJIBKUM
TabJIeTKaM.

[0020] Taxke, kaKk HCIONB3YETCS B HACTOSIIEM IOKYMEHTE, «W/WIN» OTHOCUTCS H
OXBaThIBAET JIIOObIE M BCE BO3MOXKHbIE KOMOWHAIIMM OHOTO MJIM HECKOJBKUX CBSI3aHHBIX
NEPEYNCIICHHBIX 3JIEMEHTOB, a TakKK€ OTCYTCTBHE KOMOWHAIMHA TpPU WHTEPIpPETaluu B
anbTepHaTUBHOM BapuaHTe ("'ummn").

[0021] Korma TepMuH «IpUOJM3UTENILHO» HCIIONB3YETCS B COYETAHUU C YHCIOBBIM
3HAYEHHEM WJIM AHANa30HOM, OH M3MEHSET 5TO 3HAU€HHE WM TUANa30H, PACLIAPSST TPAHHUIIBI
BBILIE U HIDKE YKA3aHHBIX YHCIIOBBIX 3HaYeHMH. TePMHMH «IPUONU3UTENBHO» HUCIOIB3YETCS B
HACTOSIIEM JIOKYMEHTE JJIsl M3MEHEHHs YHCIOBOTO 3HAYEHHs BBIIE W HI)KE YKAa3aHHOTO
3HaYeHHs Ha OTKJIOHeHHe 10 MpomeHTOB, BBEPX WM BHU3 (BbILIE WK HIDKE), T.€. £10%, ecinm He
yKa3aHO Apyroe oTkioHeHue (Hanpumep, = 30%, + 20%, + 5%, = 1% u t.1m.).

[0022] Besnme, rme acmekTbl OMNHCAHbl B HACTOSIIEM JOKYMEHTE C TMOMOLIBIO
dbopmyupoBKH "comeprKaImii”’, TakKe MPeIyCMOTPEHbl aHAJIOTHYHbIE aCTeKThl, OMHCAHHBIE B
TEPMUHAX “COCTOSIIUN M3~ W/WiM “cocTosimuil mo cymecTBy u3”. B Toli cremeHu, B KOTOpOH

TePMHUH «BKJIIOYAeT» WIH «BKIIOYAIOIINI» UCHOJB3YyeTCs B OMHCAHUH Wik (Qopmyre



n300peTeHus, OH TMpeNHAa3HAa4deH Uil BKIOYEHUS TaKUM ke OOpa3oM, Kak M TEepMHUH
«COnepIKaIIMiy, TTOCKOJIBKY 3TOT TEPMHUH HHTEPIIPETUPYETCS MPH HCHOJIb30BAHUU B KAUYECTBE
NePeXOAHOTO CJI0Ba B (popMyie H300peTeHus..

[0023] «[ledepunpon», Kak HCHOJB3YEeTCS B HACTOSIIEM ITOKYMEHTE, OTHOCHUTCS K
nedepunpoHy UM ero GpapMareBTUIeCKH IPUEMIIEMO COH.

[0024] Tepmun «papmaLeBTHUECKU PUEMIIEMAsi COJIbY TaHHOTO COEIMHEHUSI OTHOCUTCSI
K COJSIM, KOTOpbIE COXPAaHSIOT OHoNormdeckyro 5((eKTUBHOCTb U CBOHCTBA JAHHOIO
COEAMHEHUs] U KOTOpbIe HE SIBJISIOTCS OWOJIOTHYECKH I UHBIM O0pa3soM HEKeNaTeNIbHbIMU.
«®apManieBTHUECKH TPHEMJIEMbIE COJI» BKIIIOYAIOT, HANpPUMEP, COJM C HEOPraHHYeCKUMHU
KUCJIOTAMH M CONU ¢ opraHudeckoil kucioroi. Comm nedepurnpoHa MOTryT BKIKOYATh
(bapMaleBTHYECKH TpPUEMJIEMbIE COJIM, OCOOEHHO COJM C OCHOBAHMSMHU, TaKHE€ Kak COJIU
COOTBETCTBYIOIUX [IEJOYHBIX WM LIEJOYHO3EMENbHBIX METAJUIOB, HallpUMep, COJM HaTpus,
KaJ¥si WM MarHus, $papMaleBTHYECKH MPHEMJIEMbIE COJM MEPEXOAHBIX METAJUIOB, TaKHE Kak
COJIM IIMHKA, WJIM COJHM OPraHWYECKHUX AMHUHOB, TAKHX KaK IHKJINYECKHE aMHHBI, TaKUe Kak
MOHO-, AW- WM TPHU-HU3LIME AJKWIAMHHBI, TaKHE€ KaK THAPOKCH-HU3ILINE AJTKUJIAMUHBI,
HAIpuUMep, MOHO-, JW- WIH TPUTUAPOKCH-HU3LINE AJKUJIAMHHBI, THUAPOKCH-HU3IINE AJKUII-
HU3IINE AJKWJIAMHUHBI WM TOJUTHAPOKCH-HU3IINE AJKUIAMUHBL [{UKINYecKMMH aMHHAMU
SIBJIIIOTCSI, HApUMep, MOP(OIHH, THOMOPQOINH, MUIEPUANH I MHPponuaAnH. [IpuronHsivu
MOHO-HU3LIMMHU AJKIJIAMHHAMH SIBJSIFOTCS, HANPUMep, 3TWI- U TPeT-OyTHIIAMHH, AU-HU3IIUMHA
ANKWJIAMMHAMH  SIBJSIFOTCS, HANpUMeEp, AMITHII- W IUU3ONPONWIAMUH, U TPU-HU3IIUMHU
ANKWIAMMHAMHU  SIBJIAIOTCS, HAnpuMep, TPUMETWI- U TpudTHiIaMHUH. COOTBETCTBYIOIIMMU
TMIPOKCU-HU3LIMMU QJKWJIAMHHAMU SIBJISIFOTCS, HAIpUMeEp, MOHO-, OU- U TPHUSTAHOJAMUH,
TMAPOKCU-HU3LIMMU  aJIKWJI-HU3MIMMHU  aJKUJIAMUHAMH  sIBJsArOTCs, Hampumep, N, N-
auMmetwinaMuHo- U N,  N-IMATHJIAMHHOSTAHOJ,  MPUTOAHBIM  MOJUTHAPOKCU-HHU3LIUM
AJIKUJIAMUHOM SIBJISIETCS, HAIIPUMED, INIFOKO3aMHH.

[0025] TepmuH «smpo» WM «IApO TaONETKW», KaK HCIONb3YeTCs B HACTOSIIIEM
JIOKYMEHTE, BKIIFOUAET aKTUBHBIA WHTPEIUEHT, HAlpuMep, Ae)epUIpoH, U OUH WA HECKOJBKO
SKCLUMHUEHTOB, CIPECCOBAHHBIX B TabjeTky Oe3 mokpeiTus. SAnpo MokeT OBITH MOKPBITO
Pa3JIMYHBIMH MOKPBITUSMH, BKJIOYAst SHTEPOCOTOOMIIBHOE TIOKPBITHE.

[0026] «OtcpouenHoe BbicBOOOKIEeHUE» MM «DR», Kak HUCMONB3YETCs B HACTOSIIEM
IOKYMEHTE, OTHOCHUTCS K 3allUTe AKTUBHOIO HHIPEAMEHTa, Harmpumep, aedepurpoHa, OT
ObICTpOro BBICBOOOXIEHHUS TpU KuciaoM pH, Hampumep, B Kenyake, MO MeHbIIEH Mepe B
COCTOSIHUM HATOLIAK, TMpH OOECNeueHUH BO3MOXKHOCTH  BBICBOOOKAEHHS AKTHBHOI'O
UHIpenuenTa ¢ 0ojiee BBICOKOH CKOPOCTHIO Ipu Oosiee BeICOKOM pH, Hampumep, B kuieyHnke. B
HEKOTOPBIX BapuaHTax ocyuiecTBieHus nog DR ciaenyer nonumats, uto npu ucneitaauu B USP
ycrpoiicte 2 nipu 75 00/MuH crenenb pactBoperus Oynet Huxe 20% 3a 1 wac B 0,1 5. HCL, n
CKOpPOCTb pacTBOpeHUs1 OyJeT CylLIeCTBEHHO Bbille (Hampumep, Oonee 30%, Hampumep, Oonee
40% B Teuenue 1 gaca) B docharaom Oydepe ¢ pH 6,8, uem ckopocts pacrBopenus B 0,1 H
HC1.

[0027] «Pa3pbIxnuTenb», Kak HCHOJb3YEeTCS B HACTOALIEM AOKYMEHTE, OTHOCHUTCS K



SKCLUMHEHTY, KOTOPbI HEPACTBOPUM B BOZE, HO HaOyXaeT NMpH yBJIAKHEHUH, BbI3bIBAs pacmaj
TabJEeTKH.

[0028] «PactBOpeHHe», Kak HCHOJb3YETCS B HACTOSINEM JOKYMEHTE, OTHOCUTCS K
IPOIIECCY, MOCPENCTBOM KOTOPOTO PaCTBOPEHHOE BELIECTBO OOpa3yeT pacTBOP B PaCTBOPHUTETIE.

[0029] "KumeunopactBopumasi 000j04Ka" WK "IHTEPOCONOOMIBHOE MOKPBITHE', Kak
UCTIONB3YeTC B HACTOSILEM JOKYMEHTE, OTHOCUTCS K IIOKPBITHIO, COAEpKalleMy
SHTEPOCONIOOMIIBHBIA  MTOUMEP. DHTEPOCOMIOOMIBHOE IOKPBITHE MOXKET CIYXKUTh  JUIs
NPEAOTBPALICHUST UJTH 3aMEJJICHUS] PACTBOPEHHS HITH pacriana TabJeTOK BO BHYTPHIKETYAOYHOM
cpene.

[0030] «TabneTka ¢ SHTEPOCOMOOMIBHBIM MOKPHITHEM» O3HAYAET TA0JIETKY, UMEIOLIYIO
PO, CONEpIKaIee AKTHBHBIA UHTPEIUEHT, KOTOPBIH MOKPBIT SHTEPOCOTFOOMIBHONH 000I0UKOH.

[0031] «2HTEpOCOMOOMIBHBIN OJMMEPY», KaK HUCIONb3YETCS B HACTOSIIIEM JIOKYMEHTE,
O3Ha4yaeT NOJHMEP, KOTOPBIH SBISIETCS OTHOCHUTENbHO HEPaCTBOPHMBIM Ipu Kuciom pH
xKenyaka Haromak (Hampumep, npudmmsurensHo pH 1 go npubmusurensHo pH 4), HO
pactBopuM mipu Oojiee BbicokoM pH (Hampumep, mpudmmsutensuo pH 4,5 no npubnusurensHO
pH 8), xortopwiii coorBercTByer pH B TOHKOW KHIIKE WM TIOCIHE€ Hee, OCOOEHHO B
IBEHALATUTIEPCTHON KUIIKE WM MOJB3OLTHON KUIIKE.

[0032] «CocTosiHue HATOIAKY, KaK UCIOJb3YeTCs] B HACTOSIIEM JOKYMEHTE, OTHOCUTCS
K BO3JIEP)KAHUIO OT IMHUINM B T€YEHHE ONPENEICHHOIO Nepruoaa BPEMEHH IOCie MpHeMa MUIIN
(oObI4HO, IO MeHbIIEH Mepe, B TeUeHHE HECKOJIbKHX 4acoB, Hampumep, 4 uian 6 4acoB Imocie
npuema Mun).

[0033] «Ilocne mocne mpuemMa NMINUY», KAK UCIOJIB3YETCS B HACTOSIIEM AOKYMEHTE,
OTHOCHUTCS K BBEJICHUIO BO BpeMs IPHeMa MUIIU UM BCKOpPE IOCIe IprueMa MUIIH (HarmpuMmep, B
TeueHHne NPUOIU3UTENBHO 1 Yaca).

[0034] «KenymouHoe pacCTPOHCTBO» OTHOCHTCSI K JUCKOMGOPTY KeIyAOYHO-
kumneyHoro tpakta (OKKT), Hampumep, K OZHON MM HECKOJBKUM OOJISIM, CYyAOpPOraM, B3AYTHIO
JKUBOTA, TOLITHOTE, PACCTPONCTBY MUIIEBAPEHHUS, U3KOT'€ U ra3am.

[0035] «ITonoBuHA TaOJETKW», KaK HMCIOJNB3YETCS B HACTOSIIEM IOKYMEHTE, O3Ha4aeT
mo0yI0 U3 ABYX 4YacTed TaOJeTKH, MOJYYCHHYIO paszesieHneM TaOJeTKH Ha JBE YacTH PaBHOMN
WIA TPHOJM3UTENBHO PAaBHOW Macchl. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHHUs] MOJOBHHA
TabneTku cocrtaBisieT OT npubmusutensHo 40% po mpubmusurensHo 60% 1o Macce Bcei
TabJIETKH, U3 KOTOPOH ObLIa MojyueHa MOJOBHHA. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHUS
NpUOJTM3UTENILHO PaBHAS Macca KaX IO MOJIOBUHKH TaOJETKU COCTABJISIET MPUOIU3UTEIBHO 45 -
55% ot obwieit Macchl Leol Ta0NeTKH.

[0036] «IIpoueHT» nnu «%», Kak UCHOJB3YETCS] B HACTOSIILEM JIOKYMEHTE, OTHOCUTCS K
MacCOMY MPOIEHTY (Macc./Macc.), €CJIM He YKa3aHO HHOE.

[0037] "TabneTka ¢ pUCKOU", KaK UCIOIB3YETCsS B HACTOSIIIEM JOKYMEHTE, OTHOCUTCS K
TabJieTKe, HA KOTOPYIO HAHOCST OJHY WJIM HECKOJIbKO JIMHHH, TaKXe€ HAa3bIBAEMBIX «JIMHHS
paznomay», 1y OOJerdeHus: pasjoMa TaOJNeTKH, HampuMmep, Ajsd oOecredeHus: BO3MOXKHOCTU

BBCACHUA IMOJIOBHUHDBI Tabnerku. B HEKOTOPBIX BapHAaHTaX OCYHICCTBICHUA TabJIeTKa MOKET OBbITh



ZeuMa ¢ TIOMOIIBIO JIBYX, TPEX, UETBIPEX HIIM OoJiee TMHUN pa3jioMa.

[0038] «TabneTkay, KaKk UCIONb3YyEeTCA B HACTOSINEM JTOKYMEHTE, OTHOCUTCS K TBEPIOM
nepopambHO  (hapMaleBTUYECKON  JIeKapCTBeHHOH (¢opme. B HEKOTOpBIX  BapHaHTax
OCYIIECTBJIEHUs TaOJeTKa MPeACTaBIsieT coOO0N MPEeCCOBAaHHYIO TaOIETKY .

[0039] «llenass TabneTka» O3HA4YAaeT MOJHYIO TaOJETKy, TO €CTh HE CIOMAHHYI MU
pa3zeJeHHYIO Ha YacTH.

[0040] Takme TepMHHBI, Kak <JICUEHUE» WIN «Tepamusyy WIH «JIEYUTb» WIH
KyJNydlIeHWe» WIH «OOJierdeHue» WM «o0yierdarb» MOTYT OTHOCHUTBCS Kak K 1)
TEPANeBTHUECKUM MepaM, KOTOpble JiedaT, NPHOCTAHABIMBAIOT, YMEHBINAOT CHMIITOMBI,
PEBEPCHPYIOT W/ OCTaHaBJIUBAIOT NPOTrPeCCUpOBaHUE OUAarHOCTHPOBAHHOTO
NAaTOJIOTUYECKOTO COCTOSIHMSI WJIM PAcCTPOWCTBA, TaK M K 2) MNPOPHIAKTUYECKUM MU
NPEBEHTHBHBIM Me€PaM, KOTOPBIE MPEIOTBPAIIAOT, YMEHBINAIOT PACTIPOCTPAHEHUE, YMEHBIIAIOT
PHUCK W/WIHM 3aMeUIIIOT Pa3BUTHE LEJIEBOrO MATOJOTHMYECKOrO COCTOSIHUS WIJIM PAacCTPOMCTBA.
Takum 00pa3oM, K HYXKAAOLIUMCS B JICUEHHH OTHOCSTCSA T€, Y KOTO YXe €CThb pacCTPOHCTBO;
CKJIOHHBIE K pAa3BUTHIO pACCTPOMCTBA, W Te€, Yy KOrO0 pacCTPOHCTBO IOJDKHO OBITH
npeaoTBpalieHo. braronpusTHeie WK KenaTedbHble KIMHUYECKUE Pe3YJIbTaThl BKIFOYAIOT, HO
HE OrPaHWYMBAIOTCS HMH, OOJIerdeHHEe CHMIITOMOB, VMEHBIIEHHE CTEeINeHU 3a00JeBaHus,
crabunmm3anuio (T.e. He YXYOIIeHHWE) COCTOSIHHS 3a00JIeBaHUs, 3aIepPiKKy WIH 3aMelJICHHe
NporpeccupoBaHust 3a00OJNE€BaHUs, YIYYIIEHHE WM BPEMEHHOe OOJierdeHne COCTOSHHS
3a0oneBaHMss, W PEMUCCHIO (JYaCTUYHAS WJIM T[IOJIHAsA), Kak OOHApyKMBAaeMbIX, TaK U
HeoOHapyXHBaeMbIx. «JleueHne» TaKke MOXKET O3HAuaTb YBEIMYEHHE BBDKUBAEMOCTH IIO
CPaBHEHMIO C OKH/Ia€MOW BBDKHMBAEMOCTBIO, €CIIU JieueHHe He npoBoxutca. K duciy Tex, Kro
HY>KZIa€TCsl B JIEUEHUH, OTHOCSTCA T€, Y KOTO YK€ €CTh 3a00JIeBaHIe HIIN PACCTPONCTBO, a TAKKe
T€, KTO CKJIOHEH K Pa3BUTHIO 3a00JI€BaHMS MM PACCTPOMCTBA, WM T€, Y KOro 3TO 3a00yeBaHue
WIIN PacCTPONCTBO HEOOXOUMO MPENOTBPATHTD MM CHU3UThH YaCTOTY BO3HHUKHOBEHHUSI.

[0041] ITom «cyObekTOM», «HHAMNBHAYYMOMY» WJIH <IALEHTOM» MOAPa3yMeBaeTCsI
M000i1 4enoBeK-CyOBeKT, Uil KOTOPOT'O JKEIATENIeH TUArHo3, MPOrHO3, JISYUEHUE MITH TEPaITusl.

[0042] Tloxm «repameBTHYeCKH O(PGEKTUBHOW HO30H WM  KOJHYECTBOM»  HJIH
«3(h(EeKTUBHBIM KOJHYECTBOMY MOAPA3YMEBAECTCS KOJHMUYECTBO AKTUBHOTO (HapMaleBTHYECKOTO
UHTPEIUEeHTa, Hampumep, AeepurnpoHa, KOTOPOE MPH BBEACHUU BbI3BIBAET IMOJIOKUTEIbHBIN
TEpaNeBTHUECKUH OTBET B OTHOLICHWU JICUCHMS WM YMEHbIICHHsS pHCKa 3a00yieBaHUsS Y
CyOBbeKTa, MOJIeKAIIErO JICYCHHUIO.

[0043] TlonstHO, uto Tabnerku IR ¢ medepunpoHOM, HCIIONB3yeMble B HACTOSLIEM
JOKYMEHTE B KAdeCTBE «3TAJIOHA» WIH «PePepeHTHOro NPOAYKTa», MPENCTABISIOT COOOH
tabnetku IR Ferriprox® (500 mr), onodpennasie FDA u nponaBaembie B CoenunenHbix LllTaTax.
Hanpumep, «3TajoH» WM <«3TAJIOHHBIH TPOXYKT» B HACTOSIIEM JOKYMEHTE MOXKET
npeacTasisTh coboit Tadnerky IR Ferriprox® c (1) ssmpom, coneprxamum 500 mr nedepunpona,
MHUKPOKPHCTAIMUECKYIO LEJUII0JIO3Y, KOJUIOMIHBIM TUOKCHI a30Ta U CTeapaTr MarHus, u (2)
MOKPBITHE, COAEpIKalee TUAPOKCUIPOMIIIMETUIILEIUIIONO03Y, MOJUITUIICHITIUKONb U JHOKCUT

THUTaHA.



II. Tabnetku

[0044] B ompeneneHHBIX acCHeKTax 3asBKa OTHOCHTCA K TabJieTKe C OTCPOYCHHBIM
BBICBOOOKIEHHEM, copepxkamed nedgepunpod B cBoeM siape. OTCpOUeHHOE BBICBOOOXKIEHUE,
Hampumep, 00ecrneunBaeMoe JSHTEPOCONIOOMIBHBIM TIOKPBITUEM, CIYKUT I 3aIepPIKKH
pPacTBOpEHHsI aKTHBHOTO HHIPEAMEHTa, Hampumep, nedepunpoHa, u3 sapa Tadnerku. B
HEKOTOPbIX BapUAHTaX OCYIIECTBJICHUS OTCPOUEHHOE BBICBOOOXKACHHE >KENaTeNbHO JHMO0 B
cllyyae JIeKapCTBEHHOI'O HHIPEIUEHTa, KOTOPBI BBI3BIBAET pasApakeHUE SKeNylIKa IIpU
BBICBOOOJKIICHUH B JKEJYAKE HATOIIAK, V/WJIU B CIy4ae JIEKApCTBEHHOTO MHTPEIUEHTa, KOTOPBIH
SIBJIIETCSI KUCJIOTO-HEYCTOMYMBBIM U, CJIEAOBATENIbHO, OyAET pa3pyIuaThCsi MPU BHICBOOOKIEHUH
B JKEJIyJKe HATOLIAK.

[0045] HekoTopsie papmarieBTUIeCKre TabJETKH ISl TEPOPATBHOIO BBEACHUS MTOKPBITHI
SHTEPOCONIIOOMIBHON 00O0JIOUKOM AJis1 00ECTIeYeHNsT OTCPOUEHHOTO BICBOOOXKIeH!sI. HekoTopbie
apyrue QapmMareBTHYeCKre TaOJETKH JJIsi TEepOpPaIbHOTO BBENEHHs A€OOCCHPYIOT JIMHHEH
pazyioma, 4ToObl MALUEHTY OBLIO JIETKO pa3fesuTh TAOJNETKH Ha JBE MPUMEPHO PaBHbIC YacCTH,
9ToOBl 00ECTIeYNTh BO3MOXKHOCTb BBEIEHHs] TOJOBUH TaOJETOK, Hampumep, AJisi THOKOTro
nosuposanusi. OQHAKO TPYOHO OOBEIUHUTH 00€ QPYHKIMH B OJHY TaOJNETKY, TO €CTh MOJIYYUTh
TabJIeTKy, KOTOpasi MOKPhITA SHTEPOCOTIOOMIIBHON 000I0UYKOM, HO MOKET OBbITh pa3buTa Ha JBe
yactu Oe3 paspymeHuss PYHKIMH OTCPOUYEHHOTO BBICBOOOXKIEHHUS. JTO CBSI3aHO C TEM, YTO
NOBEPXHOCTh ~ HAa  TOBEPXHOCTHM  CIIOMAHHOW  TabmeTku  Oojplie  HE  3alUINeHa
SHTEPOCONOOMIIBHBIM TOKPBITUEM. JTO TPUBOOUT IO MEHbIIEH Mepe K CIenyHIIuM
npobnemam: (1) Ecnu He3amuiieHHOE sIPO pacmagaercs Wuianm OBICTPO PacTBOPSIETCS,
pacTBOpEHHE CIOMAHHOM TaOJETKU B JKEIYyAOYHOM KHCIOTe OyIeT NMPOUCXOAUTH ObICTpee, ueM
nenol TabjeTku, TaK 4YTO 3allMTa OT pa3gpakeHWst Jkeiaynka Oyner motepsiHa; (2)
ANBTEpHATUBHO, €CJIM HE3aLIMIIEHHOE SAPO TaONeTKH pacrafaeTrcss W/WIH pacTBOPSIETCS
AOCTATOYHO MEJICHHO, YTOOBI MPENOTBPATHTh Pa3ApaKeHHE JKeNyOKa, Hake 0e3 3aluThl
SHTEPOCONIOOMIIBHBIM TOKPBITUEM, TOTJA PACTBOPEHHE W BCACHIBAHME B KHIIEUHUKE TAKXKe
MOTYT OBITh OTHOCHUTEJIBHO MEIJICHHBIMH, BbI3bIBas CHIKCHHE CTEIIEHH BCACBIBAHUS H/HIIU
IIUKOBBIX YPOBHEH B ChIBOPOTKE; U (3) Pa3znenennas tabnerka Oosbie He TOCTABIISIET JIEKAPCTBO
C TOH XK€ CKOPOCTBIO M, BO3MOXKHO, B TOH K€ CTENEeHHM, 4TO U Iieyasi Tabnerka. DTH mpodieMbl
MOTYT MPHUBECTH K TOMY, YTO IIOJOBUHBI TaOJETOK He OyayT OHMOSKBHBAJICHTHA LEJBIM
tabnetkam. Hanpumep, B mnartentHoil 3asBke HMpana 90-07-27-71996 omnucan cocraB
nedepunpoHa, KOTOPBIH MOKPBIT SHTEPOCOMOOMIBHON 000510uKoii. OHa pacKpbIBAET 3AIMUTY OT
JKEJyJJOYHOTO PacCTPOHCTBA MyTEM HCIOJIb30BAHUS COMOJMMEPAa METAKPUJIOBOW KHUCIOTHI AJIS
SHTEPOCONOOMIBHOTO TOKPBITUS TaONEeTKH nedepunpoHa, MpUYeM IOKPBITHE COCTAaBISAET
npubnusuTensHo 7,4% ot obmmel maccel Tabnerku (800 mr Tabnetku siapa, copepskamueii SO0 Mr
nedepurnpona). CoctaB TaOJIETKH ¢ SHTEPOCONOOUIBHBIM MOKPBITHEM, OIMUCAHHBINA B 3asBKE HA
nareHT Mpana 90-07-27-71996, TepsieT npeuMy11ecTBO 3HTEPOCOMOOUIBHOTO MOKPBITHS, KOTa
TabneTKu paznesnsroT win aenst nonojaMm. Tadbnerka EC u3 3asBku Ha natent Mpana 90-07-27-
71996 (Avicenna Lab) Bxmouana sagpo Ttabmerkn u3 500 mr nedepunpona, 290 wr

MUKDPOKPUCTAJUIMYECKON LEJUTIOJIO3bI, | MI KOJUIOUAHOTO AUOKCUIA KPEMHHUsI U 9 MI cTeapara



marHust (800 mr obmeil Maccel sipa); U TOKpbITHE U3 34,68 Mr comommMepa METaKpUJIOBOM
kucaotel, 15,56 wmr Ttampka, 3,61 mr II9I° 6000, 4,38 wmr nuokcuma TuTaHa, 4,93 wmr
runpomensiossl, 6 cMm Poaz u 0,82 mr OuxapOoHnara HaTpus (oOuast Mmacca MOKpeITUS 63,98 Mmr).
Macca mokpeITusl cocTaBisgeT npubnusutenvHo 7,4% ot obmeit maccel Tabnerku EC. B
OIPENENCHHBIX BapUAHTAX OCYLIECTBJICHHUs TAOJETKU MO HACTOSIIEH 3asiBKE OTJIMYAIOTCS OT
tabnerok EC u3 3asBku Ha matent Mpana 90-07-27-71996. Hanpumep, B HEKOTOPBIX BapHAHTAX
ocymectBieHus tabiaerku DR, onmcaHHble B HAcTOsIIEM AOKYMEHTe, He BKIOYAT 290 mr
MHUKPOKPUCTAJUTMYECKOW LEJUTIOJIO3bl, 1 Mr KOJJIOUJHOTO IHUOKCHAA KpeMHusi w/wimu 9 wmr
creapara marHusi (800 mr oOmel macchl siapa); U B HEKOTOPBIX BapUAHTAX OCYILECTBJICHUS,
nokpbiTHe TabyneTok DR, ONuCaHHBIX B HACTOSIIEM JIOKyMeHTe, He BKIOudaeT 34,68 wmr
COTIONIUMEPA METAKPUJIOBOM KHUCIOTHI, 15,56 mr Tanbka, 3,61 mr 121" 6000, 4,38 mr guokcuna
tuTaHa, 4,93 Mr runpomeiossl, 6 cMm Poaz, w/unmu 0,82 mr OukapOonara Hatpus (obmas macca
nokpbITus 63,98 mr). Kpome TOoro, B HEKOTOpBIX BapHaHTaX OCYILECTBIEHMsI Macca MOKPBITHS
tabnetok DR, ommcaHHBIX B JaHHOM IOKYMEHTE, HE COCTaBisieT mpuOmusutTensHo 7,4% ot
obmeii maccer Tabnerku EC.

[0046] B onpeneneHHBbIX aclieKTaX HACTOsIIEee M300PETEHNE OTHOCHUTCS K KOMITO3ULINH,
Harnpumep, TabneTke, conep:kamed aeQepunpoH Al MEepPOPajbHOrO BBENEHHS CyOBEKTY-
4eJoBeKy. B 0THOM BapHaHTe OCYINECTBIICHUS] KOMIIO3HLIMS MPENCTABISAET COOON TaONeTKy st
NepOpaIbHOTO  BBEACHWsI, coaepkamyr (a) sapo, coxepxkamee aedepuripon u  (b)
SHTEPOCONMOOMIbHOE  TOKpbITHE.  llpeamoutuTtensHO — TabneTka  MpegHasHaueHa Ui
BBICBOOOXKIEHHS NeepUnpoHa B MOCT-XKENYJOUYHBIX OTAENaX JKEJIyAOYHO-KUIIEYHOTO TPaKTa
(OKKT). B HekoTOpbIX BapMaHTax OCYINECTBJICHUs TabjieTka NMPaKTUUECKHU HE Pacraiaercs B
JKeNyaKke WM, 1O KpaliHel Mepe, B JKelyJKe HAaTOLIaK, T.e. TaOleTka NpPaKkTHYeCKH He
pacTBOpsieTCs, 10 TeX IMOp, MOKa TalJeTka He JOCTUIHET KHIIeYHUKA. B HEKOTOphIX BapHaHTax
OCYILLIECTBJIEHHsI 110 MeHblIel Mepe 75%, no meHbluel mepe 80%, mo MeHblueil mepe 85%, 1o
MeHbLIei Mepe 95%, no menbiuel Mmepe 99% unu 100% TabnaeTku pacnafaTcs B KULICYHHKE.

[0047] B HekoTOpBIX BapHUaHTaX OCYIIECTBJIEHUs TaOJETKy BBOIST B BHIE LEJIOH
TabneTku. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUs TabJeTKa MMEEeT PUCKY MJIi BBEACHHUS
NPUOJU3UTENBHO TOJIOBUHBI 03Bl LENOH Ta0neTku. B HEKOTOPBHIX BapHaHTax OCYIIECTBIICHUS
TabJIETKy BBOJST KaK MOJOBUHY TaOJNETKU. B HEKOTOPBIX BapHaHTaX OCYINECTBIIEHHS TaOJETKY
BBOJIAT B BHJI€ OHOHN MJIM HECKOJIbKHUX LIEJBIX TAOJIETOK B COUETAHUU C OHOM MJIH HECKOJIBKUMHU
NOJIOBUHAMH TaOJIETKH.

[0048] B ompeneneHHBIX acmekTax TadjeTKa MO HACTOSIIEMY M300PETEeHUI0 COCTABJICHA
TakK, 4TOOBI UMETh OTHOCUTENIbHO HeOosbinoe (Harmpumep, Meree 20%), eCciii TaAKOBOE UMEETCS,
pacTBOpeHHE B JKENyAKe HATOLIak, HO Oymer Oonee OBICTPO PacTBOPSTHCS B KHIIEYHHKE U,
TakuM 00pa30M, MOKET Ha3bIBAThCS KaK KOMITO3HLHS C OTCPOUEHHBIM BBICBOOOXKIEHHEM. B
HEKOTOPBIX BapUAHTAX OCYINECTBJIEHUsS TaOJNeTKa MO HACTOSIIEMy H300peTeHHI0 oOecreunBaeT
OJIMHAKOBYIO CKOPOCTb PACTBOPEHMS Ul MOJIOBHHHBIX U IIEJIBIX Ta0JNETOK, He3aBucumo ot pH
pacTBopsifolei cpenbl. B HEKOTOpBIX acmekrax TalJeTka IO HACTOSAMEMY H300pEeTEeHHIO

OXBAaTbIBACT IMMPU3HAKU TaOJIETKH C 3HTepOCOJ'II-O6I/IJ'II:>HbIM MOKPBITUEM oe3 HEOOCTATKOB, TaK 4YTO



Ta0JIETKH MOTYT OBITh YMEHBIICHBI BIBOE, YTOOBI 00ECIIEUUTh BO3MOKHOCTb TOYHON HACTPOHKHU
J03bl JUISl BBENEHUs LENbIX TaOJETOK, IMOJIOBHUHBI TAONETOK WM JIFOOOH HMX KOMOWHAIIUH.
ITonoBuHKHM TabJIETOK MO M300PETEHUIO MPOTHBOCTOST pacTBOpeHuro B kucioit cpene (0,1 H.
HCI), npencrasmsronieit conepKUMoe Kenyika HaTOIAK, Kak U Iieyible TabneTKu, U mpu donee
BbICOKOM pH, mpencraBisiomeM COAep>KUMOE TOHKOW KHIIKH, TaKXKe MPOSIBISIFOT CKOPOCTH
pacTBOpEHMSI, aHAJIOTHYHYIO LIETbHBIM TaOJETKaM.

[0049] B HEKOTOpBIX BapUaHTaX OCYILIECTBJICHUS SHTEPOCOTIOOUIBHOE TMOKPBITHE
cocraisieT npubnmusurensHo 1-20%, 1-15%, 1-10%, npubnusurensHo 1-9%, npubIM3UTENbHO
1-8%, npubnusurensHo  1-7%, npubnusutenvHo  1-6%, npubnusutensHo  1-5%,
npubm3uTeNnsHo 1-4%, npubnusurenbHo 1-3%, npubmusurtenbio 1-2%, npubnusurensHo 0,5-
5%, wma npubmusurenbHo 0,5-2% ot obmell macchl TaOneTku. B HEKOTOpPBIX BapHaHTaX
OCYILIECTBJIEHUS MIOKPBITHE COCTABIIsIET MeHee 7%, meHee 6%, menee 5%, menee 4%, menee 3%,
MeHee 2,5%, menee 2.4%, menee 2,3%, menee 2,2%, menee menee 2,1% wunu menee 2% ot
o01mieit Macchl TaONETKY, W/ WU TTOKPBITHE cocTaBisieT Oonee 1% ot obmeli maccel Tabietku. B
HEKOTOPBIX BapHaHTax OCYIIECTBJICHUS TIOKPBITHE COCTaBisier npubnusutensHo 1,0%,
npudmsuTensHo 1,1%, npubdmusurensho 1,2%, npubmusurensao 1,3%, npudmusurensHo 1,4%,
npudmmsuTensHo 1,5%, npubdmusurensho 1,6%, npubmusurensao 1,7%, npudmusurensao 1,8%,
npudmmsuTensHo 1,9%, npubdmusurensro 2,0%, npubmusurtensao 2,1%, npudmusurensHo 2,2%,
npuOIM3UTEeNBbHO 2,3%, mpudmusutenbHo 2,4%, npubdmusutenbHo 2,5%, npudmusurensHo 2,6%,
npuOIM3UTENbHO 2,7%, npubnusutenbHo 2,8%, npubmusurenbHo 2,9% wnn npuOIU3UTETBHO
3,0%, nnu nuanazoH Mexy JIFOOBIME IBYMS MPEAbINYIIUMU 3HaYeHUsIMH, Hanpumep, 1,0-1,8%,
1,0-2,0%, 1,0-2,4%, 1,2-1,7%, 1,5-2,0%, 2,0-2,5%, 2,2-2,7% wmm 2,5-3,0% ot obmeli macchbl
TabnieTKku. B HEKOTOPBIX BapUaHTAX OCYIIECTBJIEHHUS MOKPBITUE COCTABIISAET MPUOIUZUTENBHO
1,5% ot oOmeit Maccel TabneTku. B apyrux BapuaHTax OCYINECTBIIEHUS, TOKPBITHE COCTABIISET
npubIU3uTENBHO 2,5% OT 0011t MacChl TAOIETKH.

III. Anpo

[0050] Hacrosimmee wu3oOpeTreHHe OTHOCUTCS K KOMIIO3HMIIMH, HAmpuMep, TalJeTke ¢
OTCPOYEHHBIM  BBICBOOOJKIEHHEM,  BKJIIOYAKOIIEH  SApO,  COomepikamlee  aKTHUBHBIM
(apMaleBTHUECKUIT WHTPENUEHT, Hampumep, AeGepunpoH WM ero (apMalneBTHUECKU
NPUEMIIEMYIO COJIb.

[0051] B HekoTOpBIX BapUaHTAX OCYLIECTBJICHUS SIIPO TaOJNETKH COAEPKHUT OT
npubnusutensHo 100 mr mo mpubmmsurensro 1500 mr, or mpuOmmsurensHo 250 Mr mo
npubnusutensHo 1250 mr, wiu ot npubnmsurensHo 900 mr mo mpubmusutensHo 1100 mr
nedepunpona. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHs TaOJeTKa COAEPXKUT MPUOIU3UTEITHHO
100 wmr, mpubmmsurensho 200, npubmusurensHo 250 wmr, mnpubnusurenshHo 300 wr,
npubnusutensHo 400 mr, npubmmsurensHo 500 mr, npubnusurtensHo 600 Mr, MPUOIH3UTEIBHO
700 wmr, mpubmmsurensHo 750 wr, npubmusurensHo 800 wr, npubmusurensHo 900 WM,
npubnusutensHo 1000 mr, npuOmmsurensho 1100 wmr, mnpubnusurensHo 1200  wr,
npubnusutensHo 1300 wmr, npubmusutensHo 1400 mr wnm npubnusurensHo 1500 wmr

nedepunpona. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUs Ta0JEeTKAa COAEPKUT MPUOIUZUTEITHHO
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1000 Mr nedepunpona.

[0052] B HekoTOpbIX BapUaHTaX OCYLIECTBIEHHUsS AaKTUBHBIA (hapMalleBTHUECKHUIT
UHTPEIUEHT, Hanpumep, AedepunpoH, cocraBisieT npuOIm3uTenbHo 75-95% (manpumep, 80-
95% nmm 85-95%) ot ol01melt Macchl sapa. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIECHHs aKTUBHBIN
(apmaneBTHYECKUH WHTPEOHEHT, Hampumep, Ae(pepurnpoH, COCTaBIsieT NPHOIM3UTENbHO 85%,
npubausutensHo 86%, npudnusurenbHo 87%, npudmusurensHo 88%, npubnusurensHo 89%,
npubmmsutensHo 90%, npubnusurensHo 91%, npudmsurensHo 92%, npubnusurensHo 93%,
npuOIM3UTENBbHO 94% wnu npubIM3uTeNbHO 95% OT 00IIel MAcChI Sapa.

[0053] B HekOTOpBIX BapuaHTAax OCYIIECTBJIEHUs sapo TabjneTku omHou Tabnetku DR
IUTs. OMHOKPATHOTO, ABYKPATHOT'O WJIA TPEXKPATHOTO €KEIHEBHOTO TO3UPOBAHMS COCTABIISIET 110
MeHbIIel Mepe npuOmmsutenbHo 200 Mr, mo MeHbined mepe npudmmsurensao 300 mr, mo
MeHbIIel Mepe npudbmusutensHo 400 Mr, mo MeHblued Mepe npuOmsuTenbHo 500 Mr uiau mo
MeHbIIel wmepe npubmusurensHo 600 wr gedepunporHa. B HEKOTOpPBIX BapHaHTaX
OCYILIECTBIIEHHs SAPO TabneTkn omHOW Tabmetku DR nmnst omHOKpaTHOTrO, OBYKPATHOTO HIIH
TPEXKPATHOTO €KEAHEBHOTO JO3MPOBAHUS COCTABISIET IO MEHbIIEH Mepe npuonm3uTensHo 600
Mr aedepunpona. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHHS PO TabneTku ogHoi Tadnerku DR
IUI. OMHOKPATHOTO, ABYKPATHOTO WJIM TPEXKPATHOTO €KEIHEBHOTO TO3UPOBAHUS COCTABISIET 110
MeHbIIel wmepe mnpuOmusurensHo 500 wmr gedepunpora. B HEKOTOpPBIX  BapHaHTaX
OCYIIECTBJICHUS] SIAPO TAONETKH CONEP:KUT OT npudiusurenbro 200 Mr no nmpuOIU3UTENBHO
1500 mr, ot npubnusurensHo 300 mMr no npubnusutensHo 900 mr, ot npudbauzutensHo 300 Mr
no npudmmsutensHo 700 mr, ot mpubmusurensro S00 mr no mpubmusurensHo 700 wmr, oT
npudmmsurensio 500 mr go 1500 wmr, or npubmusurensHo 500 Mr go 750 wr, ot
npubmmsutensHo 900 mr  po npubmmsurensHo 1100 mr, npubmmsurensHo 300 M,
npubmmsurtensHo 400 mr, npudnusurensHo S00 mr, npubmusurensHo 600 Mr, NPUONU3UTETBHO
750 wr, npubmusutensHo 800 wmr, npubmmsurenbHo 1000 mr, npubmusurensHo 1200 wr,
npubnusutensHo 1250 mr, wiu npubmusurensho 1500 mr gedepunpona. B HekoTopbIx
BapHUAHTAX OCYINECTBJICHUS sapa TabneTok, copepkammue 600 mr wim 1000 mr nedepunpona,
SIBJITFOTCS] TIPEITOYTUTEIIbHBIMH.

[0054] B HekOTOpBIX BapuaHTAaX OCYIIECTBJIEHUs sapo TabneTku omHou Tadnerku DR
IUT. OMHOKPATHOTO, ABYKPATHOTO WJIA TPEXKPATHOTO €KEIHEBHOTO TO3UPOBAHMS COCTABIISIET 110
MeHbIIel Mepe npuommsuTensHo 200 Mr, o MeHbled Mepe npudnmsurensao 300 Mr, wiu mo
MeHbInel wmepe mnpubmusurensHo 400 wr gedepunporHa. B HEKOTOpPBIX BapHaHTaX
OCYIIECTBIIEHHs SAPO TabneTkn omHOW Tabmetku DR nmnst omHOKpaTHOro, OBYKPATHOTO HIIH
TPEXKPATHOTO €KEAHEBHOTO JO3MPOBaHUS coCTaBisieT mnpubmusurenpHo 200 wMr  go
npubnusutensHo 500 wmr, mnpubmusurensHo 200 Mr go nmpubmusurensHo 400 M,
npubnusutensHo 200 wmr, npubmusurensHo 300 wr, npubmmsurensHo 400 Mr wim
npubnusutensHo 500 mMr nedepunpona. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHS SIIPO
tabneTkn oxHoM Tabnerkm DR nans mpuema aBakapl B JIeHb BKIIIOYAET IO MEHbLIEH Mepe
npubnusutensHo 500 mMr nedepunpona. B HeEKOTOpBIX BapHaHTaX OCYINECTBJIEHHUS SIIPO

TabNeTKH copepskuT oT npudausutenbHo 200 mr no npudnuzurensHo 1500 Mr, npuOIU3UTENBHO
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300 mr mo mpubmmurensHo 900 mr, mpudmmsurensHo 300 mr no npubnusurensHo 600 Mr,
npudmmsuTensio 300 mr go npudmmsurensHo S00 mr, npubmmsurensHo 500 mr no 1500 wr,
npubnusutensHo 500 mr no 750 mr, npubmusurensHo 900 mr mo npubmmsurensHo 1100 wr,
npubnusutensHo 600 mr, npubnusurensHo 750 mr, npubnusutensHo 800 Mr, MpUOIU3UTEIBHO
1000 mr, npubmusutensro 1200 mr, npudmuzurensHo 1250 mr, niu npudnusurtensro 1500 mr
nedepunpona.

[0055] B HeKOTOpbIX BapHaHTAX OCYIIECTBIEHHUsS SAPO TaOJNETKH CONEPIKUT
SHTEPOCONOOMIIbHBIA TOJMMMEP B KadecTBe SKcuunueHta. Jo Hacrosimed 3asBKH, KOrjaa
TabJieTKa C SHTEPOCOTFOOMIIBHBIM MOKPBITHEM OblIa pa3ioMaHa, HapuMep, TOMoJaM Mo JTHHUH
pasyiomMa, NIOBEPXHOCTh HA FPAHHIIE JJMHUU Pa3jioMa, HApUMeEp, ABYX MOJIOBHH, OoJblie He Obluia
3alUINEHa HHTEPOCONOOMIBHBIM TMOKPBITHEM. B HEKOTOpBIX BapuUaHTAaX OCYIIECTBJICHUS
BKJIFOYEHHE SHTEPOCOOOMIBHOTO TMOJMMEpa B PO MOMOTAeT MOANEPKUBATh OTHOCHTEIBHO
HU3KyI0 ckopocThb pactBopenus B 0,1 H. HCI nns pasnenenHoit TabneTku, HampuMep, MOJIOBUHBI
TabJIETKH, TaKUM OOpa3oM OrpaHUYMBAas PACTBOPEHHUE B JKENYJIKE HATOLIAK, B TO K€ BPEMs
obecrieunBast ObICTPOE pacTBOpEHHE MpH KumeuHoM pH.

[0056] B HeKOTOpbIX BapHAHTAaX OCYIIECTBIIEHUS OSHTEPOCOTIOOMIBHBIN MOJIHUMED
cocrasiisieT OT npudm3uTensHo 1% no 20%, 1% - 15%, 1% - 10% wuma 1% - 5% no macce siipa.
B HEKOTOpBIX BapHaHTax OCYLIECTBIEHHS JSHTEPOCONMOOMIBHBIA TOJMMEP COCTABISIET
npudmmsuTensHo 1%, npubnusurensHo 1,5%, npubmusurensHo 2%, npubnusurensHo 2,5%,
npuOIM3uTeNbHO 3%, npubnusurensHo 3,5%, npubmusurensHo 4%, npubnusurensHo 4,5%,
NPUOTH3UTENBHO 5%, PUOIU3UTENBHO 5,5%, npudausurenbHo 6%, npubausureabHo 6,5% umu
npuONU3NUTENBbHO 7% 1O Macce sAapa, WM AMANAa30H MEXTy JIOOBIMH ABYMS MpEAbITyIUMH
3HAYEHUSIMHU, HaTpUMep, npuoau3uTenbuo 2-2,5%, 2,5-3%, 3-3,5%, 3,5-4%, 4-4,5% v 4,5-5%
O Macce siipa. B HEKOTOpBIX BapuaHTax OCYINECTBJEHUS SHTEPOCOTIOOMIIBHBIN IMOJMMEp
COCTaBJISIET MPHUONU3UTENBHO 2,5% 1O Macce sapa. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS
SHTEPOCOJIFOOUIIBHBIN MOJUMEP COCTaBJIsIeT MPUOIM3UTEIbHO 4,5% 1o Macce sipa.

[0057] B HEKOTOPBIX BapUaHTAX OCYIIECTBJIECHHSI YHTEPOCOTIOOMIBHBIN MOJUMED B siIpe
BBIOpaH M3 TPYIIBL, CcOCTOsEHd u3 ruapokcunpormmMermiienonossl (HPMC), anerara
cyknuHara (1., HPMCAS), HPMC ¢ranara, nomuBuHWIanerata ¢ranara, COMOJIMMEPOB
METAaKPUJIOBOH KHCJIOTBI, MX TMPOM3BOAHOTO M WX KOMOMHAIMM. B HEKOTOPBIX BapUaHTax
OCYIIECTBIIEHHS SHTEPOCOIFOOMIIbHBIN TOJIUMED B sipe npeacrasisier coboit HPMCAS.

[0058] B HexOTOpBIX BapHaHTaX OCYLIECTBJICHUS sipO TabNeTKu TaOJeTKH, Harmpumep,
TabJIETKH C OTCPOUYEHHBIM BBICBOOOKIACHHEM, OMMCAHHON B HACTOSILIEM JOKYMEHTE, BKIFOYAET
ot npudmsuTenbHo 900 mr go npudnmsutensHo 1100 mMr nedepunpoHa u OT MPUOTUIUTENBHO
10 mr no mpubmmsurensao 80 mr, ot npubmusutensHo 20 Mr xo npubmmsurensHo 80 Mr, OT
npubnusutensHo 20 Mr go npubnusurensHo 60 wMr, ot npubmusurensHo 20 Mr go
npubnusutensHo S50 wr, ot npubmusurensHo 20 Mr go npubmmsurensHo 40 wMr, oT
NPHUOIM3UTENIBHO 25 MT 10 NMPUOIU3UTENBHO 35 MI SHTEPOCOIIIOOMIBHOTO MTOJIUMEPA, HATIPUMED,
HPMCAS. B HekoTOpbIX BapHaHTaX OCYLIECTBIEHHS sIPO TaONETKH TaOJETKH, HaIrpumep,

TabJIETKHU C OTCPOYCHHBIM BbICBO60)KI[eHI/IeM, OITMCAaHHON B HACTOALIEM JOKYMECHTEC, BKIIFOYACT
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ot npubnusutenbao SO0 mMr go npudnusurensao 750 mr gedepurnpona u ot npudauuTenbHo 10
mr po npuommsurensHo 80 mr, ot mpuOimsurensHo 20 mr go npubmmsurensHo 80 Mr, OT
npubnusutensHo 20 mr go npubnusurensHo 60 wMr, or npubnusurenpHo 20 Mr go
npubnusutensHo 50 wr, ot npubmusurensHo 20 Mmr go npubmmusurensHo 40 wmr, oT
NPUOTU3UTENBHO 25 MI 10 IPUOIU3UTENBHO 35 MI' SHTEPOCOFOOMIIBHOTO TOJMMEpPa, HAIpUMep,
HPMCAS. B HEKOTOpbIX BapHaHTaX OCYIIECTBJEHUS SAPO TaONeTKu TabJeTKH, Harpumep,
TabJIETKN C OTCPOYEHHBIM BBICBOOOJKAEHHEM, OITMCAHHON B HACTOSINEM JOKYMEHTE, BKIIFOUAeT
or mnpubmmsutenbHo 400 mr go npubmmsutensHo 800 wmr gedepunpoHa (Hampumep,
npubnusutensHo 600 mr) u or mpubmusurensHo 10 mr no npubmmsurensrHo 80 Mmr, OT
npubnusutensHo 20 mr go npubnusutensHo 80 wMr, ot npubmusutensHo 20 Mr ao
npubnusutensHo 60 wr, or npubmusurensHo 20 Mr go npubmmsurensHo S50 Mr, OT
npubnusutensHo 20 Mr no npuOmmsuTenbHo 40 Mr, WIM OT NPHONM3HTENbHO 25 Mr 10
NPHUOJIM3UTENILHO 35 MT 3HTEPOCOOOUITBHOTO oiuMepa, Hanpumep, HPMCAS.

[0059] B HekoTOpBIX BapHaHTaX OCYLIECTBJICHUS sipO TabneTKu TaOJeTKH, Harmpumep,
TabJIETKN C OTCPOUYEHHBIM BBICBOOOXKICHHEM, ONMHUCAHHON B HACTOSINEM JOKYMEHTE, BKJIIOYAeT
ot npubnusutensHo 200 Mr o npubamsurensro S00 mr aedepunpona u ot npudbausutensHo 10
mr po npuommurensHo 80 mr, ot mpubimmsurensHo 20 Mr mo npubmmsurensHo 80 Mr, OT
npubnusutensHo 20 Mr go npubnusutensHo 60 wMr, or npubmusurensHo 20 Mr go
npubnusutensHo 50 wr, ot npubmusurensHo 20 Mr go npubmmsurensHo 40 wMr, oT
NPHUOIH3UTENBHO 25 MT 10 NMPUOIU3UTENBHO 35 MI SHTEPOCOIIIOOMIHPHOTO TTOJIMMEPA, HATIPUMED,
HPMCAS.

[0060] B HexOoTOpBIX BapHaHTAaX OCYLIECTBJIICHUS SAPO TaOJIETKU TaOJIETKH, HAIPUMED,
TabJIETKN C OTCPOYEHHBIM BBICBOOOJKAEHUEM, OIMMCAHHON B HACTOSINEM JOKYMEHTE, BKIIFOYAET
npubmmsutensHo 1000 mr nedepunponHa u npuGnusutensHo 30 MI SHTEPOCOMOOHIBHOTO
nonumepa, Hanpumep, HPMCAS. B uactHocTH, siapo Tabnerku Tabnerku Bmowaer 1000 mr
nedepunpona u 28,5 mr HPMCAS.

[0061] B HexOTOpBIX BapHaHTaX OCYLIECTBJICHUS siApO TaONeTKu TaOJeTKH, Harmpumep,
TabJIETKU C OTCPOUYEHHBIM BBICBOOOKIACHHEM, OMUCAHHON B HACTOSIIEM JOKYMEHTE, BKIFOYAET
npubnusutensHo 600 mr nedepunpona u npuOmusuTenbHO 30 Mr 3HTEPOCOTHOOMIIBHOTO
nojumepa, Hanpumep, HPMCAS. B uactrOoCcTH, sigpo TabneTku Tadnetku Bkirodaer 600 mr
nedepurnpona u 29,5 mr HPMCAS.

[0062] B HexOTOpBIX BapHaHTAaX OCYLIECTBJICHUS SAPO TaOJNETKH TaONEeTKH, HAIPUMED,
TabJIETKN C OTCPOUYEHHBIM BBICBOOOKIACHHEM, OMMCAHHON B HACTOSIIEM JOKYMEHTE, BKIFOYAET
ot npudmmurensao 400 Mr nedepunpona u ot npudam3uTeasHo 20 10 npubdausutensHo 30 Mr
SHTEpoCcOMOOMmIbHOrO  monuMepa, Hanpumep, HPMCAS. B HekoTOopbIXx  BapHaHTax
OCYWIECTBIIEHHUsT sipO  TaONeTku TaOJeTKu, Hampumep, TaOIETKH C  OTCPOUYEHHBIM
BBICBOOOKIICHHEM, OMHMCAHHON B HACTOSIIEM IOKYMEHTE, BKJIOYaeT npudiusuteapbHo 600 mr
nedepunpona u ot npuOnu3uTeNnsHO 20 Mr A0 npuOIM3UTENbHO 30 MI HSHTEPOCONOOMIBHOTO
nonumepa, Hanpumep, HPMCAS.

[0063] B HEKOTOpBIX BapHaHTAaX OCYLIECTBJICHUS SAPO COAEPKUT OAHO WM HECKOJIBKO
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OCHOBHBIX JKCIMITMEHTOB. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHsS OCHOBHOM 3KCLUIHEHT
BbIOpPAaH M3 TIPYIIbL, COCTOSIIEH M3 MEIrJIOMHHA, OKCHAOB METAJJIOB, THAPOKCHIOB METAJUIOB,
OCHOBHBIX coJiell cnabbIXx KHCIOT M uX kKomMOumHaumu. OKCHI METajulOB BKJIOYAKOT, HO HE
OrPaHUYMBAIOTCS UMH, OKCUJ MarHusi, OKCUJ aJIOMUHUS U OKCHJ LMHKA. [ Mapokcuasl MeTama
BKJIFOYAIOT, HO HE OrPaHUYUBAIOTCA MMM, THIPOKCUA HATPHs, TUAPOKCUA Kajus, THIPOKCHU
MarHusg W THAPOKCHUA Kaimbius. OCHOBHBIE COJMM  CIA0BIX KHCJIOT BKJIOYAKOT, HO HE
OTpaHMYMBAIOTCS MMH, HaTPHEBbIE WM KajueBble conu kapOoHara, OmkapOoHara, anerata u
nuTparta. B HEKOTOPBIX BapUAHTAX OCYIIECTBJICHHUS, OCHOBHBIM 3KCIIUIUEHTOM SIBIISIETCS OKCH
MAarHusi, MErJIIOMHH WM UX KOMOMHAIUsS. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHS OCHOBHBIM
SKCLUIMHEHTOM SIBJSIETCS] OKCHUJ] MATHHSL.

[0064] B HekOTOpBIX BapuUaHTaX OCYILIECTBJICHUS OCHOBHON SKCLHUIHEHT COCTaBJISET
npubnusutensHo 1-10%, npubnusurensHo 1-5%, npubmusurtensHo 1-4%, npubnuszurenbHo 2-
8%, npubmusnutenbHo 2-6%, NpudIM3UTENsHO 2-5%, npubmusuteabHo 2-4%, NpUOIH3UTENBHO
3-5%, npubnmzurenbHO 3-4% nnn npubausuTenbHo 4-5% ot odiuel Macchl siapa. B HEKOTOpbhIX
BAPUAHTAX OCYIIECTBJICHUS SAPO TAOJNETKHU TAOJNETKH, Hampumep, TaOJNETKH C OTCPOUYEHHBIM
BbICBOOOXKIICHHEM, ONHMCAHHOW B HACTOSIIEM JOKYMEHTE, BKJIIOYAeT OKCHJ MarHus B
KOJINYECTBE MPHUOIM3UTENBHO 3%, mpubmmsuTensHo 4%, i npuOIM3uTeNnbHO 5% OT o0mei
Macchl siipa. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHS OCHOBHOH 3KCIMIIUEHT COCTABJISET
npubnusutensHo 4,5% ot oOmel Macchl siapa. B HEKOTOpBIX BapuaHTaxX OCYIIECTBIICHUS
OCHOBHOI 5KCLIMITUEHT COCTABIISIET NMPHOIM3UTEIBbHO 3,7% OT 0o01ueii Maccel siapa.

[0065] B HexOTOpBIX BapHaHTaxX OCYLIECTBJIECHUS siipO TabieTku TaOJeTKu, Harmpumep,
TabJIETKH C OTCPOUYEHHBIM BBICBOOOKIAEHHEM, OMHCAHHON B HACTOSALIEM JOKYMEHTE, BKIKOYAET
npuOamsuTensHo S mr, 10 mr, 15 mr, 20 mr, 25 mr, 30 mr, 35 mr, 40 mr, 45 mr, 50 mr, 55 wmr, 60
mr, 65 mr, 70 mr, 75 mr, 80 mr, 90 Mr wiau 100 Mr OCHOBHOrO SKCLMITMEHTA, WX JHAIa30H
MEKy JFOOBIMH AByMsI TIPEIBIAYIIUMH 3HAYSHUSAMH, Harpumep, npudausurensHo 5-100 mr, 5-
80 mr, 10-60 mr, 40-60 mr uau 20-30 Mr OCHOBHOI'O DKCIIUITUEHTA.

[0066] B HexOTOpBIX BapHaHTaX OCYLIECTBJICHUS siApO TaONeTKu TaOJeTKH, Harmpumep,
TabJIETKH C OTCPOUYEHHBIM BBICBOOOKIACHHEM, OMUCAHHON B HACTOSIIEM JOKYMEHTE, BKIFOYAET
npubnusutensHo 1000 mr pedepunpona u npuOIM3UTENBHO 50 MI OCHOBHOTO 3KCIMITUEHTA,
HarpuMep, OKCHIa MarHusi. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHHS SIAPO TAOJNETKH TaOJIeTKH,
Hanpumep, TabJIETKH ¢ OTCPOYSHHBIM BbICBOOOKIEHHEM, ONTMCAHHOW B HACTOSIIEM JIOKYMEHTE,
BKJIFOUaeT mnpuOmmsutensHo 600 mr nedepunpona u npuOIM3UTENBHO 25 MI OCHOBHOTO
SKCLUUMHIEHTa, HalmpuUMep, OKCHAa MarHus. B HEKOTOpBIX BapHaHTaxX OCYLIECTBICHHUS SAPO
TabneTku TabJNeTKH, Hampumep, TabJIETKU ¢ OTCPOUYSHHBIM BBICBOOOKIEHHEM, OMHCAHHOW B
HACTOSIIEM JOKYMEHTEe, BKIIOYaeT mnpuommsurensHo 400 wMr gedepunpora u  OT
npudmmsuTensHo 10 o npubnmusutenbHo 20 M OCHOBHOTO SKCLMWITMEHTA, HANPUMeEp, OKCHIA
MarHusl.

[0067] B HeKOTOpBIX BapUaHTaX OCYLIECTBJICHUS sAPO TabJIETKU HE COINEPIKUT
Pa3PBIXJIHUTEND.

[0068] B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHUS siAPO TabJIETKU  TOKPBITO
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SHTEPOCONOOMIBHBIM TOKPBITHEM, ONMUCAHHBIM B HACTOSALIEM JOKyMeHTe. B HeKOTOpbIX
BapHaHTaX OCYIIECTBJICHUS PO CONEPKUT TAKOU K€ FIJIM WHOU SHTEPOCOTIOOMIIBHBIN MOUMeEp,
YeM SHTE€POCOIOOUIIBHBII IMONUMED B TOKPBITUH.

[0069] B HexkoTOpBIX BapHaHTaxX OCYLIECTBJIEHUS SAPO COCTABJSAET, O MEHbIIEH Mepe
90%, mo menbiel Mepe 91%, mo menswel Mepe 92%, no menblieit Mmepe 93%, MO MeHbIIeH
mepe 94%, mo MmeHbiueil mMepe 95%, mo MeHbiuelt Mepe 96%, mo meHblied mepe 97%, 1o
MeHblIel Mepe 98% mu o MensLIel Mepe 99% ot oOmeit Macchl TaONIeTKy.

[0070] B HekOTOpBIX BapHaHTAaX OCYLIECTBJEHUs IPYTryue 3KCLUIHUEHTHI, BKIIOYEHHBIE B
sapo TaOJIeTKH, BEIOPAHBI U3 HATIOJHUTENEH, CBI3YIOIUX BEeIECTB (HAPUMeEp, AJIsl TOBBIIECHUS
TBEPIOCTU TAOJIETKH), CMA3bIBAIOLINX BELIECTB, TAKUX KaK CTeapaT MarHus (Hampumep, AJs
NPEAOTBPALICHUS TPUIIUIIAHUS K HHCTPYMEHTY BO BpPeMsl IIPECCOBAHUS B TAOJIETKH), TJIHIAHTOB,
TAKUX KaK KOJUIOWIHBIN JHOKCUA KPeMHHs (HAIIpUMep, JJIsl YJIYUIIeHUs] TEKy4eCTH B Mporecce
Ta0JIeTUPOBAHMUS ), 1 UX KOMOWHAIUH.

[0071] B HexkoTOpbIX BapuaHTaxX OCYILECTBJIEHUS sIpPO COAEPKUT INIMAAHT, TaKOH Kak,
HanpuMep, KOJUIOMHBIN AUOKCUI KpeMHUsI. B HEKOTOpBIX BapUaHTaxX OCYIIECTBJIEHUS TIIUAAHT
cocrasyisieT npudmsuTensHo 1%, 0,5%, 0,45, 0,4%, 0,35%, 0,3%, 0,25%, 0,2%, 0,1% no macce
Aapa, WIM OWana3oH MEeXIy JIOOBIMH JBYMS NPEABIAYIIUMH 3HAUYEHUSIMH, HampuMep,
npudmmsurensuo 0,2-0,5%, 0,2-0,4%, 0,2-0,3%, 0,3-0,5%, 0,3-0,4%, v 0,4-0,5% mno macce
saapa. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIECHHUS sIpo comepxkur npudmmsurensro 0,45% mo
Macce INIMJaHTa (Hanpumep, KOJUIOMAHBIM THOKCHI KpeMHMs). B HEKOTOpBIX BapHUaHTax
OCYIIECTBJIEHUsS] siApO conmepkut npudmmsutenbHo 0,3% mno macce riaupanta (Harpumep,
KOJUIOUIHBIM TUOKCHUJI KPEMHUSA).

[0072] B HEKOTOpBIX BapHaHTAaX OCYLIECTBJICHMS SIIPO TAOJNETKH TabJIEeTKH, HAaIpUMep,
TabJETKN C OTCPOYEHHBIM BBICBOOOJKAEHHEM, OIMMCAHHON B HACTOSINEM JOKYMEHTE, BKIIFOYAET
npubmmsutensHo 1000 mr pedepunpoHa u mpuOIM3HTENPHO 5 Mr TJIMJAHTA, HANpUMeED,
KOJUJIOUJHBbIM TUOKCHI KPEMHHUs. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHs SAPO TaOJETKU
TabJIeTKH, HampuMmep, TabJETKH C OTCPOYCHHBIM BBICBOOOXKICHHEM, OMHMCAHHOW B HACTOSIIEM
JIOKyMEHTe, BKJIOYaeT npubmusutenpHo 600 mr nedepunpoHa W NpHONHU3HTENBHO 2 MT
IJIUIaHTa, HAmpUMep, KOJUIOWAHBIA JUOKCHI KPEeMHHS. B HEKOTOpbIX  BapHUaHTax
OCYIIECTBIIEHHUsI  siIpO  TaOJeTku TaOyieTKu, Hampumep, TaOJeTKu C  OTCPOUYEHHBIM
BBICBOOOXKIICHHEM, OMMCAHHOW B HACTOALIEM IOKYMEHTE, BKJItouaeT npuoimmsurensHo 400 mr
nedepunpoHa u OT MPUOTUBUTENBHO 1 Mr A0 NPUONU3UTENBHO 2 M TJIMIOAHTA, HAMPHUMED,
KOJUIOUTHBIN JHOKCU KPEMHHS.

[0073] B HexkoTOphIX BapuaHTax OCYIIECTBJIECHHS SIAPO COAEPIKUT CMAa3bIBAIOIIEE
BELIECTBO, TAKOE KakK, HalpUMep, CTeapaT MarHus, cTeapaT KalbLius, CT€apUHOBas KHUCIOTA,
creapmipymMapar HaATPUs WM TaJbK. B HEKOTOPOM BapHaHTE OCYIIECTBIEHHS SAPO COAEPIKUT
cTeapaT MarHus B Ka4eCTBE CMAa3bIBAIOILErO BEILIECTBA.

[0074] B HekOTOpBIX BapHaHTAaX OCYIIECTBJIEHHUS CMAa3bIBAIOIEE BEIIECTBO COCTABJISET
npubnusurensHo 0,5%, 0,6%, 0,7%, 0,8%, 0,9%, 1%, 1,1%, 1,2%, 1,3%, 1,4%, 1,5%, 1,6%,

1,7%, 1,8%, 19% wmm 2% mno wmacce siipa, WU JOUANIA30H MEXAY JIOOBIMH IBYMSI
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MpenbAyIUMU 3HadeHusiMu, Hanpumep, 0,5-1%, 0,5-2%, 0,6-2%, 0,7-2%, 1-1,5%, 1,2-1,7%
wim 1,5-2% no macce sAgpa. B HEKOTOpBIX BapuaHTax OCYILECTBJIEHMs SIIPO COAEPKUT
npudmmsuTensHo 0,6% 1o mMacce CMasbIBAIOLIErO BelLIeCTBa (HANpuMep, creapar Maraws). B
HEKOTOpBIX BAapUAHTaX OCYILIECTBIEHUs SIIPO COAEPKUT mnpudamsurenbHo 1,5% mno macce
CMa3bIBAIOLIETO BELIECTBA (HapuMep, cTeapaT MarHus).

[0075] B HEKOTOpBIX BapHaHTAaX OCYLIECTBJICHMS SIIPO TaOJNETKH TabJEeTKH, HAIpUMep,
TabJIETKN C OTCPOYEHHBIM BBICBOOOJKAEHHEM, OITMCAHHON B HACTOSINEM JOKYMEHTE, BKIIFOUAeT
npuOM3uTeNbHO 2 Mr, 3 mr, 4 mr, 5 mr, 7 mr, 8 mr, 9 mr, 10 mr, 11 mr, 12 mr, 13 mr, 14 mr, 15
mr, 16 mr, 17 mr, 18 mr, 19 mr, 21 mr, 22 mr, 23 mr, 24 Mr uiii 25 Mr CMa3bIBAIOIIETO BEIECTBA,
WIA JHanma3oH MEXAy JIOObIMH  OBYMs  MPEAbIAYIIMMH  3HAYEHUSIMH, Hampumep,
npubmmsutTensuo 2-25 wr, 2-10 mr, 2-8 wr, 2-6 wmr, 7-20 wmr, 10-20 mr wiu 15-20 wmr
CMa3bIBAIOLIETO BEIIECTBA.

[0076] B HexOTOpBIX BapHaHTaX OCYLIECTBJICHUS sipO TabNeTKu TaOJeTKH, Hampumep,
TabJIETKH C OTCPOUYEHHBIM BBICBOOOKIACHHEM, OIMCAHHON B HACTOSIIEM JOKYMEHTE, BKIFOYAET
npubnusutensHo 1000 mMr pedepunpona U npubIU3UTENBFHO 17 Mr CMa3bIBAIOLIETO BELIECTBA,
HampuMep, creapara MarHus. B HEKOTOpPhIX BapHaHTax OCYINECTBICHHUS SAPO TaOJETKH
TabNeTKH, HampuMep, TaOJETKH C OTCPOUYEHHBIM BBICBOOOXKIACHHEM, OMHMCAHHONH B HACTOSIIEM
IOKYMEHTe, BKJIOYaeT mnpudbmusutenpHo 600 mr nedepunpoHa u mnpuOnusuTensHo 4 Mr
CMa3bIBAIOIIErO BEINECTBA, HANpUMeEp, CTeapara MarHus. B HEKOTOPBIX BapuUaHTax
OCYIIECTBIIEHHsI  siApO  TaOJNeTku TabneTku, HampuMmep, TaOJNeTKu C  OTCPOUYEHHBIM
BBICBOOOXKJIEHHEM, OMHMCAHHOW B HACTOALIEM IOKYMEHTE, BKIouyaeT npuonmsurenbHo 400 mr
nedepunpona u npuOIM3UTENBHO 1 Mr 10 NMpUOIU3UTENHPHO 4 MI' CMa3bIBAIOLIErO BELIECTBA,
Harpumep, cTeapaTa MarHusl.

[0077] B HekoTOpbhIx BapuaHTax ocyuecTBieHus supo coxpepxur HPMC anerar
CYKIIMHAT, OKCHJI MarHusi, KOJJIOUIHBIA ANOKCUA KPEMHUS, CTeapaT MAarHus, 1 MPHOINU3UTEIBHO
1000 Mr nedepunpona.

[0078] B HekoTOophIx BapuaHTax ocyuiecTBieHus sapo coxepxkur HPMC anerar
CYKLMHAT, OKCUJI MAarHHsl, KOJUIOMIHBIA JUOKCUJ KPEMHHS, CTe€apaT MarHusi, ¥ MPUOIH3UTEIHHO
600 mr nedepunpona.

[0079] B HekoTOphIX BapuaHTax ocyuiecTBieHusi supo coxepxkur HPMC anerar
CYKLMHAT, OKCHJI MAarHMs, KOJUIOMIHBIA TUOKCHI KPEMHHS, CTe€apaT MarHusi, ¥ MPUOIH3UTEIBHO
400 mg mr nedepunpoHa.

IV. DHTEpOoCOMOOMIbHOE TOKPBITHE

[0080] B HEKOTOpBIX acmeKTax HACTOSIMIEro H300pPETeHUs KOMITO3ULMS, HarpHMep,
TabJIeTKa, MOJKET COIEPIKATh SHTEPOCOTIOONIIBHOE TIOKPBITHE. TaKkoe MOKPHITHE MOKET CITYKHUTh
IUT YMEHBLICHHS Pa3APaKEHUs JKeNyaKa. JHTEPOCONIOOMIBHOE IOKPBITHE MOXKET 33€PKUBATh
pacTBOpeHHE spa CepILEeBUHBI, IOKa TalOJeTka He MOCTUTHEeT KHUIledyHuka. Hacrosimee
n300peTeHrne  OTHOCHUTCS K  KOMIIO3UIMM, Hampumep, TableTke ¢  OTCPOYEHHBIM
BBICBOOOKIEHHEM, COIepKalled  sAapo, comepskaliee aKTHBHBIA  (papManeBTUYECKUi

UHTPEIUEHT, HampuMmep, AepepunpoH wiu ero (papmManeBTUYECKH IPUEMIIEMYIO COJIb, |



16

SHTEPOCONOOMIBHOE TIOKPBITHE.

[0081] TIlomxonsimme >HTEPOCOTIOOMIIbHBIE TMOJIUMEPBl MJII  3HTEPOCOTIOOHIBHOTO
MOKPBITHUS BKJIFOYAIOT, HAPUMED, THIPOKCUIPOIIIMETHIILICIUTIONIO3b] alleTaTa CYKLHUHAT (TaK»Ke
HasbplBaeMblii rumpomesioda auerar cykiuuHat win HPMCAS), HPMC ¢ranar (taxoke
Ha3bIBaeMbIi THIpoMeIio3a (ranar), moJuBHHUJALETaTa QTanar, anerardranaT HeJUTFOIO3bI,
aleTaT-TpPUMEJUINTAT LEJUIIOJIO3bl, INeJUIaK, 3€WUH, COINOJUMEpPbl METaKpUJIOBOH KHUCIIOTHI
(HampuMep, comosumMep MeTakpuiaoBoil kuciaotel Tuna C, aucnepcust 30%), UX MPOU3BOIHBIE U
X KOMOWHALIVH.

[0082] B  HekoTOpbIX  BapuUaHTaxX  OCYIIECTBJIEHUS  MPEANOYTUTEIbHBIMU
SHTEPOCONIOOMIBHBIMU MTOJIMMEPAMH B SHTEPOCOTIOOMIBHOM MOKpbITHHU siBIsitoTCs HPMC
arletaT CYKUMHAT ¥ COMOJMMEPBl METAKPWIOBOW KHCJOTBI, HAlpHMeEp, COMOJHMEp
MeTaKpHJIOBOM k1cnoThl THNa C B BOAHON AUCIIEPCUH.

[0083] B HeKOTOpbIX BapHAHTAX OCYIIECTBIEHHUS SHTEPOCOTIOOWIBHBIA IMONIUMED B
MOKPBITUH COCTaBJIsieT mpubnusutensHo 0,5%, 0,6%, 0,7%, 0,8%, 0.9%, 1%, 1,1%, 1,2%, 1,3%,
1,4%, 1,5%, 1,6%, 1,7%, 1,8%, 1,9%, 2%, 2.5%, 3%, 3,5% wnu 4%, OoT Macchl TaONETKU, WA
IUana30H MEKAY JFOOBIMU OBYMsI MPEABIAYIIUMU 3HaYeHuUsIMH, Harpumep, 0,5-1%, 0,5-2%, 0,5-
3%, 0,5-4%, 0,6-1%, 0,6-2%, 0,6-3%, 0,6-4%, 0,7-1%, 0,7-2%, 0,7-3%, 0,7-4%, 1-1,5%, 1,1-
1,7%, 1-2%, 1,5-2%, 1-3%, 1-3,5% v 1-4%, ot maccel TabneTkn. B HEKOTOPBIX BapHaHTaX
OCYIIECTBIIEHHUS] SHTEPOCONIOOMIBHBIA TOJUMEP B TOKPHITHM (HampuMep, COMOJHMEP
METAKPIJIOBOUM KUCIIOTBI) cocTapiisieT npudmusureapHo 0,8% ot macchl TabneTku. B HEKOTOPBIX
BapUAHTaX OCYLIECTBIEHHS SHTEPOCONOOMIBHBIN MOIUMED B MTOKPHITUHN (HAIIPUMED, CONOJIIMED
METAaKpUJIOBOW KUCJIOTHI) COCTaBsAeT MpuOausutenbHo 1,4% ot Macchl Tabnerku (Hampumep,
COIOJIUMEP METaKPHJIOBOH KHUCIIOTBI).

[0084] B HeKOTOpBIX BapUaHTaX OCYIIECTBJICHUS SHTEPOCOTIOOMIBHOE TMOKPBITHE
COAEPKUT MPUOTM3UTEIBHO 5 MT, 5,5 Mr, 6 mr, 6,5 mr, 7 mr, 7,5 mr, 8 mr, 8,5 mr, 9 wmr, 9,5 wr,
10 mr, 11 mr, 12 mr, 13 mr, 14 mr, 15 mr, 16 mr, 17 mr, 18 mr, 19 mr, 20 mr, 25 mr wim 30 mr
SHTEPOCOJIOOMIBPHOTO TOJIUMEPA, WM IHAMA30H MEXKAY JHOBIMU ABYMS MPEObIIYLIHMU
3HAYEHUsIMHU, Hanpumep, npudmusutenbHo 5-20 wmr, 7-20 wmr, 7-30 wr, 8-15 wmr, wiu 8-10 mr
SHTEPOCOIFOOMIIBHOTO MOJIHMEPA.

[0085] B HexoTOpBIX BapHaHTax OCYyINeCTBIeHHs TabyeTka, Hampumep, Tabnetka DR ¢
OTCPOYEHHBIM  BBICBOOOKIAEHHEM, ONHCAHHAST B  HACTOSINEM JOKYMEHTE, BKIIFOYAeT
npubnusutensHo 1000 mr npedepunpoHa W mpUOTMBUTENHHO 9 M 3HTEPOCOTHOOMIBHOTO
MOJIUMEPA B TTOKPBITUH, HATTPUMED, COMIOJIUMEP METAKPUIIOBOH KUCIOTHI (M3 MpUOIH3UTENBHO 3 1
MT aucrepcur). B HEKOTOPBIX BapHaHTAX OCYIIECTBIICHUS siAPO TaOJIeTKH TabNeTKH, HApUMep,
TabJIETKN C OTCPOUYEHHBIM BBICBOOOKIACHHEM, OMMCAHHON B HACTOSIIEM JOKYMEHTE, BKIFOYAET
npubnusutensHo 600 mr nedepunporHa U NPUOIMZUTENBHO 9 Mr 3>HTEPOCOTHOOMIBHOTO
TIOJIUMEPA B TTOKPBITUH, HATPUMED, COMTOJIMMEP METAKPUIIOBON KUCIIOTHI (M3 MPHOIU3UTENBHO 3 1
MT aucrepcun). B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS siAPO TaOJIeTKH TabeTKH, HapuMep,
TabJIETKN C OTCPOUYEHHBIM BBICBOOOKIAEHHEM, OIMMCAHHON B HACTOALIEM IOKYMEHTE, BKIKOYAET

npubnusutensHo 400 mr nedepunpoHa U NpHOIMBUTENBHO 9 MI 3HTEPOCOTHOOMIBHOTO
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MOJIIMEPA B MOKPBITUH, HAIIPUMED, COMTOJIUMEP METAKPHIIOBOH KUCIOTHI (M3 MPUOIU3UTENHHO 3 1
MT IHUCTIEPCUN).

[0086] B HeKOTOpBIX BapHaHTAaX OCYLIECTBICHHUS HSHTEPOCOJIOOMIBHOE ITOKPBITHE
COZIEPIKUT, B IOTIOJIHEHUE K SHTEPOCOTIOOUIBHOMY MOJIUMEPY, APYTUe SKCLUITHEHTHI, BKIFOYas,
Hanpumep, IJIaCTU(PUKATOP, CMAa3blBAIOLIEE BEIIECTBO WJIM MPENATCTBYIOIMUNA NPUIUIIAHHIO
areHT, TaKOH KakK TaJIbK, ONMAJECHUPYIOUINH KOMIOHEHT, KpacuTelb, pa30aBUTeNb WIH JTHOOYIO
UX KOMOWHALIHIO.

[0087] B  HekOTOpHIX  BapuaHTax  OCYLIECTBJIIEHUs  IUIACTU(UKATOP IS
SHTEPOCONOOMIIBHOTO TMOKPBITHS TPEACTABIACT CO00M nuaTHiadTanar, CiaokHbie 3(HUPHI
JUMOHHOH  KHCIOTHI  (HampuMmep, TPUATHILMTPAT), TOJUITUICHIJIUKONb,  [JIHLEPHUH,
alleTUJIMPOBAHHBIC TIHIEPHUIbI, ALETUIMPOBAHHBIE CJIOKHBIE 3(PUPbI JTUMOHHOH KHCIIOTBHI,
nuOyTHIICE0aIMHAT, KACTOPOBOE MACIIO HITH JIFOOYIO UX KOMOWHAIIHIO.

[0088] B HeKOTOpBIX BapHaHTAX OCYIIECTBICHHUS SHTEPOCONIOOUIBHOE TOKPBITHE
conepskut npubsmsurensHo 0,5 mr, 0,6 mr, 0,7 mr, 0,8 mr, 0,9 wmr, 1 mr, 1,1 mr, 1,2 mr, 1,3 wr,
1,4 mr, 1,5 mr, 2 mr, 2,5 wmr, 3 mr, 3,5 mr, 4 mr, 4,5 Mr win 5 Mr mactudukaTopa, Wil IUana3oH
MEXAY JFOOBIMU ABYMS MPEABIAYIINMHI 3HAUEHUSIMH, Hanpumep, npudausurensHo 0,5-5 mr, 0,7-
2 mr i 0,8-1,2 mr ractugukatopa.

[0089] B HeKkOTOpBIX BapHaHTAX OCYIIECTBICHHUS HSHTEPOCOJIOOMIBHOE TOKPBITHE
comep:kuT pazdaBuTeb (HampuMep, JIAKTO3a, caxaposa, PpykTo3a, MAHHUT U TOMY MOIOOHOE
WM uUX KoMOumHanmmu). B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHsS 3HTEPOCOIIOOMIBHOE
IOKPBITHE COAEPKUT TallbK B BHJIE CMa3bIBAIOINEro BEINEeCTBA WJIM MPENSATCTBYIOINErO
NPUJTUIIAHUIO areHTa.

[0090] OnpeneneHHble aceKThl 3aBKU OTHOCATCSI K KOMIO3UIMU (HampuMep, TabieTka
C OTCPOYEHHBIM BBICBOOOXKACHUEM), COAepsKaleil simpo, comepsxkameii 1000 mr nedepunpona,
SHTEPOCONIOOMIBHBIA MONIUMEP, CPEACTBO AN peryaupoBanus pH, rimpaHT M cMasbiBaroinee
BEIIECTBA, W TIOKPBITHE COACPKUT IulacTH(UKAaTop, pa3daBUTENb, NPEMSTCTBYIOIIUN
NPUIMIIAHUEO  areHT, W OHTEePOCONIOOMJIBHBIN monuMep. B HEKOTOpbIX  BapuUaHTax
ocywmectBieHust siapo coxmepxkut 1000 mr nedepunpona, HPMCAS-LF, oxcun marHws,
KOJUIOU/IHBIM JTUOKCHJ KPEMHHsI, CTeapaT MarHus; W MOKPbITUE CONEPXKUT TPUITHILUTPAT,
caxapo3y, TajJbK M AHCIEPCUIO0 COMNOJHMEpPa METAKPUIOBOW KHCIOTBHL. B HomosHUTETHHOM
BAPUAHTE OCYIIECTBJIICHUS SAPO KOMIIO3MIMHU (Hampumep, Ta0ieTka C OTCPOUYEHHBIM
BbICBOOOXKIeHHEeM) coxepxkut 1000 mr nedepunpona, 28 mr HPMCAS-LF, 50 mr okcuna
marHus, 4,8 mr (2,6 Mr+2,2 Mr) KOJIJIOUTHOTO AMOKCHAA KpeMHHus, 17,2 Mr creapara MarHus; u
nokpeitre comepxkut 1,03 mr tpustunuutpara, 3,09 mr caxapossel, 3,09 mr taneka, u 31 mr
IUCTIEPCHUU COTIOTMMEPA METAKPUIIOBOH KHCIIOTHIL.

[0091] OtnenbHbIe acmekThl 3asBKU OTHOCSTCA K KOMITO3UIMU (Hampumep, TabjeTka C
OTCPOYEHHBIM BBICBOOOKIECHHEM), COAepKaliei siapo, comepxkamed 600 mr medepurnpona,
SHTEPOCONOOMIBHBIA TIOIUMEp, CPEACTBO I peryiupoBanus pH, riupaHT u cmasbiBaroliee
BEIECTBO; U IOKPBITHE COAEPXKHUT IUIacCTU(HUKATOP, pa3daBUTENb, NPENSATCTBYIOIIUIN

NPUJMIIAHUIO areHT U SHTEPOCOTIOOUIBHBIN MonnmMep. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
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sinpo comepxkutr 600 mr nedepunipona, HPMCAS-LF, okcun Marausi, KOJUIOUOHBIA TUOKCH]
KPEMHHUsS U CTeapaT MarHus; W TOKPBbITHE COAEPIKHUT TPUAITHILUTPAT, Caxapo3ly, TaJIbK U
JUCTHEPCUI0  COMOJMMEpPa  METAKPWJIOBOW  KUCJAOTBl. B [OMNOJHUTENBHOM  BapUaHTE
ocymecTsiieHus siipo copepxkut 600 mr nedepurnpona, 29,5 mr HPMCAS-LF, 24,5 mr okcuna
maraus, 2 mr (1 mr+l Mr) KOJUIOMIHOTO JUOKCHAAa KpeMHusl, U 4 Mr creapara MarHusi; u
nokpeiTHe copepxut 1,03 mr tpustwianurpara, 3,09 mr caxapossl, 3,09 mr tambka, u 31 mr
IUCTIEPCUU COTIOJIMMEPA METAaKPUIIOBOM KUCJIOTHI.

[0092] B HekOTOpBIX BapHaHTaX OCYLIECTBICHUs sapo coaepxkut 600 mr nedepunpona,
TUNpOMeJIIo3a arerar cykuuHaT AS-LF, nerkuii okcua MarHusi, KOJJIOMIHBIN THOKCHI KPEMHUS
U CTeapaT MarHusi; W TOKPBITHE COAEPKUT TPUSTHIIUTPAT, Caxapo3y, TajbK, JUCIEPCHIO
COMONIMMEpPa METAKPUJIOBOH KHCJIOTBI M JUOKCHJA THUTaHA. B JOMOJHHUTENLHOM BapUaHTE
ocyuiecTBiieHus, sapo comepxkut 600 mr nedepurnpona, 29,5 Mr THIPOMENIO3bI aleTaT
cykuuHat AS-LF, 24,5 mr nerkoro okcuaa maraus, 2 mr (1 mMr+1 Mr) KOJJIOMTHOTO JUOKCHIA
KpeMHusi, U 4 Mr cTeapaTa MarHusi; U nokpbitue coaepxxut 1,032 mr tpustunnurpara, 3,09 mr
caxaposbl, 2,09 mr tanbka, 30,96 Mr gucnepcuu COnoJiMMepa METaKPUIIOBON KUCJIOTHI, U 8,5 Mr
TUOKCHJIa TUTAHA.

[0093] B HeKOTOpBIX BapHaHTAX OCYIIECTBICHHUS SHTEPOCOIOOMIBHOE TOKPBITHE
cocraysier npudmmsuTensHo 1-20%, 1-15%, 1-10%, npubmusurensao 1-9%, npuOIM3UTENBHO
1-8%, npubmmzurensHo  1-7%, npubnusurensao  1-6%, npubmusurensHo  1-5%,
npuOmm3uTeNnsHo 1-4%, npubmusurensHo 1-3%, npudmusurtensio 1-2%, npubmusurensHo 0,5-
5% wma npudmusurensHo 0,5-2% ot obmieit maccel TaOneTku. B HEKOTOpBIX BapHaHTax
OCYLIECTBJIEHUS] TIOKPBITUE COCTaBIisieT MeHee 7%, MmeHee 6%, meHee 5%, menee 4%, meHee 3%
wiu Mmenee 2% oT oOuieit Macchl TaOneTku. B HEKOTOpPBIX BapuaHTaX OCYIIECTBIICHUS
SHTEPOCONIOOMIIbHOE MOKpbITHE cocTaBisier oT 0,5% mo 5% ot obuieir maccel Tabnetku. B
HEKOTOPBIX BapPUAHTAX OCYIIECTBJIEHHUS] YHTEPOCONOOMIbHOE MOKpbITHE cocTasisieT oT 0,5% no
3% ot ofuieit Maccel TabNeTKU. B HEKOTOPBIX BapUaHTAX OCYIIECTBIEHUS SHTEPOCOTIOOMIbHOE
nokpeitue cocrasisier ot 0,5% no 2% ot ofuieit macchl TabjaeTkn. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHUS] SHTEPOCOTIOOMIbHOE MOKpbITHE cocTaBisieT oT 0,5% o 1,5% ot obield Macchl
TabseTkn. B HEKOTOPBIX BapHAHTAX OCYIIECTBJICHUS MOKPBITHE COCTABJISET MPUOIU3UTETHHO
1%, npubnusurenbHo 1,5%, npubmusurtenbHo 2%, npubnusuteabHo 2,5%, NpUOTU3UTEITHHO
3%, npubnusurensHo 3,5%, npudnmsurensHo 4%, npudbnusurenbHo 4,5%, NpUOIU3UTETHHO
5%, npubnusurenpHo 5,5%, wiu npudm3uTensHo 6% oT 001Ielt Macchl Ta0IeTKY.

[0094] B  HekoTOpbIX BapuaHTaX  OCYILECTBIEHHs  MOKPbITHE  COCTaBISAET
npubnusuTensHo 1,5% ot obuieil Maccel TabneTku. B HEKOTOPBIX BapHaHTax OCYIIECTBIICHHUS
MOKPBITHE COCTABJISIET MPUOTU3UTENBHO 2,5% OT 0011el Macchl TabJIETKH.

[0095] B HekoTOphIX BapuaHTaxX OCYIIECTBJICHUs TaljeTka, Hampumep, TadyieTka ¢
OTCPOYEHHBIM  BBICBOOOKACHHEM, OINHCAHHAST B  HACTOSIIEM JOKYMEHTE, BKIIIOYAeT
npubnusutensHo 1000 Mr nedepunpona u npubmmsurenbHo 1,5% 3HTEPOCOTOOUIBHOTO
TIOKPBITUSI OT MacChl TaOJIETKU. B HEKOTOPBIX BapraHTaX OCYIIECTBJICHUS TaOJieTKa, HAIPUMep,

TabyeTKa ¢ OTCPOYCHHBIM BbICBO60)KI[eHI/IeM, OnrcCaHHast B HACTOAIIEM AOKYMECHTC, BKIIKOYUACT
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npubnusutensHo 600 Mr nedepunpona u npubmU3UTENBEHO 2,5% 3HTEPOCOTHOOMIBHOTO
MOKPBITHS OT MACChl TAOJIETKH.

[0096] [pyroit acmekT U300peTeHusi OTHOCHTCA K  CIOCO0y  OTCPOUEHHOTO
BBICBOOOXKIEHNs nedepunpoHa y cyObeKTa-4eoBeKa, BKIIOYAIOLIEMy BBEIEHUE TAONETKU I10
HacTosAeMy HM300peTeHHI0 CyOBeKTy, rae TabjieTka CONEpXKHUT SAPO M SHTEPOCOTIOOMIBbHOE
NOKPBITHE, KaK OIMMCAHO B HACTOSILIEM IOKYMEHTE, M BBOAWTCS B BHUAE LEJOH TaONeTKH,
MIOJIOBUHBI TAOJETKH WJIA UX KOMOWHALIWH.

[0097] Hpyroii acriekT M300peTeHUs OTHOCUTCS K CIOCO0Y YMEHBLIEHHS KNIy TOUHOTO
paccTpoiicTBa y  CyObeKTa-uelioBeKa, HYyXIAKOWIerocs B  JIeUeHUH  Je(epHUrpoHOM,
BKJIFOYAIOLIIEMY BBEACHUE TAOJETKU MO M300PETEHUIO CYOBEKTY, Tae TabJeTKa COAEPIKUT SIAPO U
SHTEPOCONIOOMIIBHOE MOKPBITHE, KaK OMKMCAHO B HACTOALIEM JOKYMEHTE, U TaOJEeTKy BBOIST B
BHJIE LIEJION TaOJIETKH, MOJOBUHBI TAOJETKH MJIM UX KOMOMHAITHH.

V. Jlo3upoBanue

[0098] Hacrositee n3o0peTeHue MPeaOCTaBISET PEKUMbI JTO3HUPOBAHMSI, TOJIE3HbIE IS
CHOCOOOB  HCMONIb30BaHMS  (papMalleBTUYECKUX  KOMIIO3MLMH, Hampumep, TalJNeToK C
OTCPOYEHHBIM BBICBOOOXKIEHHEM, OIMCAHHBIM B HACTOALIEM JOKYMEHTe. B HEeKOTOpbIX
BaPHUAHTAX OCYLIECTBIIEHHSI KOMITO3ULHIO Ne(epUnpoHa 1Mo HaCTOALEMy H300PETEHHIO BBOIST
HY>KZAIOLIEMYyCsl B 3TOM CYOBEKTY ONIMH, ABAa WM TPHU pa3a B AeHb. B 4aCTHOCTH, KOMITO3ULIUIO
10 M300PETEeHHI0, CONMEePKAIMYI0 AeQepUnpOH, BBOIAT HYKTAIOIIEMYCsS B 3TOM CyOBEKTY /ABa
pasa B JI€Hb.

[0099] B HekoTOpBIX BapUaHTaX OCYIIECTBICHHUs CYOBEKT, HYKTAIOIIHICS B 3TOM,
CTpajiaeT OT Teperpy3ku >Kene3oM (Hampumep, TpaHC(Qy3HOHHAs TNeperpyska >KeJIe30M,
HampuMep, y CyOBEKTOB, CTPAJAIOIIMX TallacCeMHel, MHUENOAMCIUIA3uel WM CeprIOBUIHO-
KJIETOYHOI 00JIe3HBI0). B HEKOTOPBIX BapHaHTaxX OCYINECTBJEHUS CYOBEKT, HYXXTAIOIUICS B
5TOM, CTpajgaeT HeHpoxereHepaTUBHBIM 3a0oneBaHueM (Hampumep, Ooje3Hb I[lapkuHCOHa,
OokoBoii amuorpoduueckuii ckiepo3 (ALS), Oonesubp I'enruHrrona, arakcusi Ppunpeiixa,
MaHTOTEHaTKUHAa3a-accolrupoBanHas Helponerenepauusi (PKAN), unu HelipoaereHepanus ¢
HaKOIIeHHEeM 3keyie3a B mo3re (NBIA)).

[0100] B HekoTOpBIX BapHaHTaX OCYLIECTBICHHS CYOBEKT, HYKTAIOIIHUNCS B 3TOM,
CTpajiaeT OT Neperpy3Kd >Kejle3oM, TO €CTh TPaHCPY3MOHHOH meperpy3koil xenesom. B
OTNpENEeNeHHBIX aCMeKTax CyObeKT CTpajaeT TPaHCPY3UMOHHOH Meperpy3koil JKeie3oM H
NPEAIIECTBYIOINAsl XeJlaTHAasl Tepamusi KOTOPOro SIBJSIETCS HEaJeKBaTHOH. B ompeneneHHbIX
acmekTax cyOBeKT cTpanaeT TpaHC(y3UOHHOM meperpy3koi skene3om u umeer MPT cepnua T2*
20 mc wu MeHee (Hanpumep, 10 mc).

[0101] B HekoTOpBIX BapHaHTax OCYLIECTBICHHUS (HapMaLeBTUUECKAsT KOMITO3ULIHSI
NpeaHa3HadeHa ISl TepopajbHON JOCTABKH, Hampumep, TaOJNeTKH 1O HACTOALIEMY
U300pETEHHIO.

[0102] B Hekoropeix acmekrax kommnosuumipo DR nedepunpona (B wacTHOCTH,
KOMITO3UIINH Ta0JIETOK) MO M300pETeHHIO BBOAAT ABa pas3a B neHb. Tabnerku IR medepumnpona

HEeYIOOHBI JUIs MALIMEHTOB, TaK KaK OHU TPEOYIOT BBEAEHUE 103bI TP pasa B I€Hb (I03UPOBaHUE
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TID). ITanreHTH! OOBIMHO MPEAIOYUTAIOT PEXKUM MpUeMa ABaKAbI B AeHb (2 pa3a B neHn(BID))
WIN OAMH pa3 B AeHb. OQHON U3 MPHUYUH, IO KOTOPhIM Tpedyercs nozuposanue TID, sBisercs
TO, YTO MEPUON NOJyBbIBeAEHHA Ae(epurnpoHa COCTaBIseT Bcero okosno 2 yacos. [locie
npornateiBanus Tadnetku IR nepepunpona, conepkanue negepunpoHa ObICTPO BCACHIBAETCS U3
BEPXHEN YacTH >KEeJIyJOYHO-KMIIEYHOIO TPaKTa, MOSBJSSICH B KPOBU B TeueHue 5-10 MHHYT
nocjie NepopasbHOro npuema. IIukoBble KOHLEHTpaLUUM B CHIBOPOTKE BO3HHMKAKOT MPUMEPHO
yepe3 1 9ac mocie OAHOKPATHOTO MpHeMa Y 3I0POBbIX CYOBEKTOB U MAIIMEHTOB, HATOLIAK, U 110
2 4acoB IOCJI€ OJHOKPATHOW A03bI Mocje npema nuinu. I1ockofbKy mepuosn MoJyBbIBENEHUS
KOPOTKUM, KOHLIGHTpalUs B CHIBOPOTKE CHIDKAETCS A0 YPOBHEW HIDKE TepaneBTHUYECKU
3¢ (eKTUBHOTO 330JIT0 10 CIEAYIOIIEH A03bI, €CJIN T03UPOBKa MeHee JacTast, ueM TID.

[0103] Hpyroit mpobnemoii, cBszaHHOUW ¢ IR nedepunpoHOM, SBISIETCS OCTpPOE
JKEJTyI0YHOE PacCTPOICTBO, KOTOPOE MOXKET COXPAHAThCS B TE€UEHHE HECKOJBKUX JHEH WU
JOJbINE. DTO SBJISETCS OTPAHUYHBAIOIIUM IMOOOYHBIM SIBICHHEM JUIsI 3HAYUTEJIBHOrO YHCIA
NAalMEeHTOB, HalpuMep, MAaLUEHTOB, KOTOpblE MpPEKpalaloT IpPUEM JIeKapcTBa B IEPBbIE
HECKOJIbKO JTHEH B pe3yJIbTaTe JKEIyIOYHOTO PACCTPONCTBA M, TAKUM OOPa3OM, OTKa3bIBAKOTCS
OT MPEUMYIIECTB e epUIIPOHa.

[0104] Beutn pa3paboTanbl JieKkapcTBeHHbIE (POPMBI ¢ 3aMEIJIEHHBIM BBICBOOOKIEHUEM
(ER), no3Bossironiue BBOJUTH HEKOTOPBIE JIEKAPCTBEHHBIE CPEICTBA JABAKIBI B ACHb WM OIHUH
pa3 B neHb. Takue nexkapcTBeHHbIE (POPMBI MpeIHA3HACHBI ISl TOCTENEHHOTO BBICBOOOKIECHNUS
AKTUBHOTO JIEKAPCTBEHHOI'O CpPEACTBA B TEUEHHE MPOAOJIKUTEIbHOIO IEepHUoJia BpPEMEHH,
00BIMHO NMpUOIM3UTENBHO OT 5 10 10 YacoB A JIEKapCTBEHHON (POPMBI, PeAHA3HAYSHHOMN IS
npremMa 1Ba pasa B JIeHb, U B T€UEHHE MPUOIN3UTETHHO OT 8 10 20 4acoB sl JIEKapCTBEHHOM
(dopMbl, mpenHa3HAaYeHHOH AU MpueMa OIWH pa3 B AEHb. JTO, KaK NPAaBUJIO, MOXET ObITh
CAENIaHO TOJBKO MJIsl JIEKAPCTBEHHBIX CPENCTB, KOTOPBIE BCACBIBAIOTCA 4epe3 MOJB3AOLIHYIO
KUIIKY ¥ ABEHAJLATHIIEPCTHYIO KHUINKY, TaK YTO CTeNeHb abcopOumm He Hapymaercs
MIOCTETIeHHBIM BbICBOOOKIICHHEM, KOT/Ia JIEKapCTBEHHAs (popMa MPOXOIUT Yepe3 KULICYHHK.

[0105] IIpobnema ¢ nexapctBeHHbIMU (popmamu ER cBs3ana ¢ MakcMManbHOW (WITH
NUKOBOI) KoHUeHTparmeld B ChIBOPOTKE (Cpax). Ilpu yBemuuenun mnepuoma abcopObumm,
HampuMep, € HCMOJb30BAHUEM KOMIIO3HMLUU C 3aMEIUICHHBIM BBICBOOOKAEHUEM, Cnax Oyner
HAMHOTO HIDKe, 4yeM ¢ Tabnerkoil IR. 310 MokeT ObITh MPoOIEMOi B JOCTHIKEHUH JKETAEMbIX
3¢ (eKTOB HEKOTOPBIX JIEKAPCTBEHHBIX CPEACTB, TAKUX KaK X€JIaTOPHI jkene3a, rae Kak Cp,y, Tak
U TUIOLIA/Ib O/ TPadpIKOM 3aBUCUMOCTH KOHLIEHTpPAaUU B ChIBOPOTKe OT BpeMer:n (AUC) moryT
BJIHATDH HA 3P (PEKTUBHOCTD.

[0106] Hexkoropble acCHeKThl HACTOSIIEr0 W300pPETEeHHsI OTHOCSTCS K Tadjerke
nedepunpoHa 1uIsi TO3UPOBaHUs ABa pas3a B aeHb (BID), xotopast siBisieTcss OMOSKBUBAJICHTHOU B
paBHOBECHOM coctosiHuy, K Tabnerke IR nmust nmosuposanumst TID ¢ mcmonb3oBaHHEM TOH ke
oOmell cyTouHOW [103bl. B HEKOTOpBIX BapuaHTax ocymecTBieHus, BID sBisercs
OMOSPKBUBAJIEHTHBIM B PAaBHOBECHOM COCTOSIHWHM, TZi€ TOCJTE IO MeHbIIeH Mepe Tpex aHel
BBeneHus 103 cpenHee orHoueHne AUC (B TeueHue 24 1yacoB) u cpenHee oTHOUEHUE Crax IS

tabnetok A nosupoBanus BID orHocurensHO Tabnerok IR mia TID mHaxoxmutest B mpenenax
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80%-125%. Tabnetku myis NO3UPOBAHUS JABA pasa B J€Hb, TAKUM 0O0pa3oM, OOECHeunBaIOT
CyOBEKTy TO Ke MPEeUMYIIECTBO XeJaTHpOoBaHUs, uTo W Tadnerku IR, HO ¢ ompeneneHHbIMU
NpeuMyIIeCcTBaMU JO3UPOBAHUS JBa pa3a B AeHb. B nonomHenue k ynoocTsy nosuposanus BID,
STOT PEXXUM IOBBIIIAET KOMIUIAEHTHOCTD y MALUEHTOB, HATIPUMED, Y T€X, KTO MPEANOYUTAET HE
NPUHOCHUTH CBOK THEBHYIO 103y B LIKOJYy HJIM Ha paboOTy M, TakuM OO0pa3oMm, TepsieT
NPEUMYIIECTBO OT MOJHOW CYTOYHOH 103bI AeepHIpoHa.

[0107] B omnpeneneHHBIX acCNeKTax PaCKPBITbIE COCTAaBbl MCMOJB3YIOTCS  IJIA
HaIeJIMBAHUSI HA KOHKPETHbIE MPOQUIM KOHLEHTPALMU B CHIBOPOTKE - BPeMsl M JOCTHIKEHUS
YJIYYIIEHHBIX CBOHCTB, PACKPBITBIX B HACTOSIIEM JOKYMEHTE.

[0108] HekoTtopbie acmekTbl U300pETEHUST OTHOCSTCS K TMPEONOJIEHUIO MpooeM,
CBsI3aHHBIX C jpo3upoBanueM TID, Ge3 ymepOa mns npeumymectB AOCTHXKEHHS Cpa, MyTEM
MpenoCTaBlieHus] TaOJeTKu Uil MpuemMa JBa pa3a B JeHb, KOTopas oOecmeuumBaeT oba wu3
HIKECTIeAYIOIINX, MO CpaBHeHUIO0 ¢ Tabnerkoi IR, BBogmmotli TID, umeromell aHaJIOTHYHYIO
OOIIyI0 CYTOYHYIO J03Y:

i. Crenenp abcopOuuu, aHajgoruunas tabnerkam IR, u, Takum oOpa3oM, aHAJIOTUYHAS
CpenHsisl KOHLEHTPALHs B CBIBOPOTKE; U

1. AHaJOru4HAasl MUKOBAsl KOHLEHTPALMs B ChIBOPOTKE, HO C MUKaMH, BO3HHUKAIOIINMHU
IIBa pa3a B I€Hb BMECTO TPEX pa3 B JE€Hb.

[0109] Hekotopbie acmekTbl H300pETEHHUs] OTHOCATCA K MPEOAOJICHHIO Mpodiiem,
CBsi3aHHBIX C posupoBanueM TID, Ge3 ymepba mis npeuMymnectB HOCTIKEHUS Cray, MyTEM
NpenoCTaBleHus] TaONeTKH JUIsl MpueMa JBa pasa B JIeHb, KOTopas obecreumBaer oba wu3
HIDKECTIeAYIOLINX, MO0 cpaBHeHuto ¢ Tabnerkoi IR, BBogmmoli TID, umeromel aHaJIOTHYHYIO
O0IIYI0 CYTOYHYIO JI03Y:

i. DxBuBaJNeHTHasi creneHb abcopOumm B Buae Ttabnerok IR, u, Takum oOpasom,
AHAJIOTUYHAs CPENHssI KOHLIEHTPALUs B CBIBOPOTKE; U

ii. DKBUBAJIEHTHAsI TUKOBAsi KOHLIEHTPALUS B CHIBOPOTKE, HO C MUKAMHU, BO3HUKAIOIIMMHU
IIBa pa3a B I€Hb BMECTO TPEX pa3 B JAE€Hb.

[0110] [Hdpyrum acrnekToM HACTOSIIEr0 HW300pETEHUs] SBISIETCS MPENOCTaBIIEHUE
TabJIeTUPOBAHHOM JIeKapCTBEHHOU (POpPMBI, conepskaieii negepunpoH, Ay BBEIeHUs 1Ba pa3a B
JeHb, KOTOpasi IEMOHCTPHUPYET 3aMeIICHHOE HAa4dajio BBICBOOOXKIEHUS, a TAK)KE yBEIMYHBAET
MPOAOKUTEILHOCTh BBICBOOOKIEHUS, HO HE BIUSET HAa KOHEUHBIM MEPUOJ IMOJIyBbIBEICHUS,
TakuM oOpa3om, obecreunBasi JOCTHKEHUE MTUKOBBIX 1 MUHHMAJIbHBIX 3HAYEHUN B CHIBOPOTKE.
DTO NPEeUMyIIECTBO PACIPOCTPAHSIETCS KaK Ha LIEJIbIe, TAK U Ha MOJOBUHBI TA0JIETOK, TOCKOJIBKY
CKOPOCTb PaCTBOPEHUS MOJIOBUH TA0JIETOK aHAJIOTMYHA CKOPOCTH PAaCTBOPEHUS LIEJIbIX TaOJIeTOK
MIPH BCEX COOTBETCTBYIOIIMX 3HA4YEeHUsSX pH, Tak 4TO MOJOBUHBI TabJEeTKH OMO3KBUBAJICHTHBI
LebIM TalJeTKaM B HCCICNOBAHUSIX OHOSKBUBAJICHTHOCTH OJHOKPATHBIX 103 B 00OMX
COCTOSIHMSIX HATOIIAK U MOCJIE MPUeMa MULIH.

[0111] IlpencraBneHHble B HACTOALIEM JTOKYMEHTE Pe3yJIbTaThl TAKXKe JEMOHCTPUPYIOT,
YTO B PABHOBECHOM COCTOSIHHUHM TaOJIETKH C OTCPOYEHHBIM BBICBOOOXKIEHHUEM IO HACTOSIIEMY

nu3zobpereHno npu BeeneHurd BID Obuté CrIOCOOHBI TOCTUTaTh TEX K€ MAKCHMAJBbHBIX MHKOBBIX
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kKoHueHTpauuil (Cpax), uTo 1 Tabnerku IR Ferriprox®, korna tabnerku IR maBamu Tpu pasa B
neHb, U obmee nornouieHHoe koandecTBo (AUC) ObUIO OAMHAKOBBIM Uil OOOHMX MPOAYKTOB B
TedeHue 24 vacos. TakuM 00pa3oM, MOJyYaKOT ONpeAeNeHHbIe NMPENMYINECTBa OT MpUeMa J1Ba
pasa B JIeHb, U B HEKOTOPBIX CJY4asiX MEHbIIE JKeyA0YHO-KHUIIEYHbIX PACCTPOICTB, Oe3 yimepoa
1151 5 HEeKTUBHOCTH.

[0112] «bHO3KBHUBAJIEHTHOCTb» OTHOCUTCA K OTCYTCTBHIO CYLIECTBEHHOH pPa3HULIBI
MesKy OMOIOCTYITHOCTBIO, T.€. CTENEeHbI0 aOCOPOLINY U TMKOBOW KOHLIEHTPAIMEH, MEKAY ABYMS
(bapMaleBTHYECKUMH JIEKAPCTBEHHBIMH TMpenapaTtamMu (HarnpuMep, TECTUPYEMbIM IpenapaToM U
STAJIOHHBIM MPENapaToM) B TE€YEHUE MEPHOAA BPEMEHH, MPH TOH e 103€ U B TEX XKe YCIOBUSX.

[0113] OmnpeneneHue TOro, SIBISETCS JIU TECTUPYEMBIH MpenapaT OHO3KBHUBAJICHTHBIM
STAJIOHHOMY Tperapary, ONpeNeseTcss MyTeM MPOBEOEHHs] HCCIIENOBAHMS, Ha3bIBAEMOIO
UCCIIEIOBAHNEM OWOSKBHBAJICHTHOCTH WJIM CPAaBHHUTENBHOH OHMONOCTYIIHOCTH, B TpyIIe
CyOBeKTOB, 00OBIYHO PUMEPHO 18-36 cyOBekTOB WiH OoJiee, B KOHTPOJIHPYEMBIX YCIOBHSIX.

[0114] HccnenoBanue MOXET OBITh BBIIOJHEHO B «IIEPEKPECTHOM» HCCIENOBAHHH, YTO
O3HA4aeT, 4TO MCCIEIOBAHNE MPOBOIAT B 2 MUK OoJiee CTaauy, OOBIMHO C UHTEPBAIOM HE MEHee
HeNeH, B 3aBUCHMOCTH OTYACTH OT MEPUONa TOJYBBIBEACHHs JIEKAPCTBEHHOTO cpencTtsa. Ha
NEepBOIl CTAaAMM TOJIOBUHE CYOBEKTOB CiydaliHIM 00pa3oM Ha3HA4YalOT TNPUEM CHadaia
TECTHPYEMOro Tpernapara, a Apyras MOJOBHHA CHadaja MPUHUMAET STAJOHHBIA mpemapar. Ha
BTOPOM CTAIMH KAXKbIH CYOBEKT MPUHUMAET aJIbTEPHATUBHBIN Ipenapar.

[0115] Ha xaxxgo¥i ctaguu y Kakaoro cyobekra codupanu oOpasnbl KPOBH MO 3apaHee
yCTaHOBIIEHHOMY TpauKy mocie mpuema Tectupyemoro mnpenapara. OOpasubl KpOBH 3aTeM
AHATM3UPYIOT JJIs1 ONpENeNeHUs] KOHLEHTPALMHM JIEKAPCTBEHHOT'O CPEICTBA B CBIBOPOTKE
(TecTupyeMblil Ipemapar, Hampumep, AepepUnpoH) B KaKAbIH MOMEHT BpPEMEHU. 3aTeM
pe3ysibTaThl Uil KaXIOro cyObekTa, Kak Uil TEeCTUPYEeMOro Ipemapara, TaK H JUL
pedepeHTHOro npenapara, KOMIMIMPYIOT ISl ONPEeIeHHs! CIEAYIOIIX TapaMeTpPOB:

« AUC - ompenensieTcst Kak IUIOAAb MOJX KPUBOW KOHIIEHTpAIUs B CHIBOPOTKE B
3aBHCUMOCTH OT BPEMEHH B TE€UEHHUE BHIOPAHHOTO MEepPHOIa BPEMEHH TOCie MPUeMa, HalpuMmep,
24 yaca.

 AUCT wmmu AUCr - ompepensercs Kak IUIOLIaAb MMOJX KPUBON KOHLIEHTpaLUs B
CBIBOPOTKE B 3aBHCHMOCTH OT BPEMEHH C MOMEHTa MpHeMa 10 BPEMEHH MocienHero 3adopa
npod.

 AUCI umn AUC; - onpepensercs Kak IUIOLIaAb IOJ KPUBOH KOHLEHTpaLus B
CBIBOPOTKE B 3aBHCHUMOCTH OT BPEMEHH OT MOMEHTa BpPEMEHHM IpUeMa BHYTPb MO
OeCKOHeUHOCTH, KOTOpast oumeHuBaeTcs ¢ ucrnonb3oBaHueM AUCT B CKOpPOCTH TepMUHAIBHON
3JMMUHALH.

* Cpnax - OIIPEAEISIeTCs KaK MUKOBAasi KOHLIEHTPALUS B CBIBOPOTKE.

* Otnomenne AUC - onpenensercs kak otHowmeHue AUC oT TecTupyemoro npemnapara K
AUC ot peepeHTHOro npemnapara, paCCUUTaHHOE I KaXKI0ro CyObeKTa.

* OtHowmenue Cpgy - onpenensercs Kak oTHOIEHUe Cax OT TECTUPYEMOTO Ipenapara K

Cmax OT pedepeHTHOTO mpemnapara, TAkke pacCCUUTaHHOE JJIs KaKIOro CyOBeKTa.
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» Cpennee otnomenne AUC - ompenensercss Kak aHTHIOrapupM CpeIHEro 3HA4YEHUs
norapudmos orHomennii AUC s Bcex CyObeKTOB.

» Cpennee otHomeHue Cp,, - ONpeneNsercs Kak aHTHIOTapu(M CpenHero 3HauYeHUs
norapumoB oTHOmEHUN Cpax A BCEX CYyOBEKTOB.

[0116] «DxBUBaNeHTHasi CTemeHb aOCOPOLMUY OMPENeNseTcsl Kak CpeHee OTHOLICHHE
AUC or 80% no 125%, paccunrtaHHOe Al TECTHPYEMOro Ipemnapara MO CPAaBHEHUIO C
pedepeHTHBIM IpernapaToM, B HCCIENOBaHMH, OOBIMHO mpoBOoAMMOM Ha 18 wmm Gonee
cyOBeKTax.

[0117] «DOxBuBanmeHTHass TMKOBas KOHLIEHTPALUs» OMNpPEAeNsieTcss Kak CpeaHee
otHomeHue Cpyx 0T 80% 1o 125%, paccunTaHHOe A TECTHPYEMOro Mpenapara o CpaBHEHUIO
C pedepeHTHbIM NpenapaToM, B HCCIEIOBAHMM, OOBIYHO NpPOBOOUMOM Ha 18 wmimm Oonee
CcyOBeKTax.

[0118] Kak »skBuBajieHTHasi cTeneHb aOCOpPOLMM, TaKk W SKBUBAJICHTHAs IMHKOBAsI
KOHIIEHTPAIUS TOJDKHBI OBITh JOCTUTHYTHI, YTOOBI CUUTATHCS OMO3KBUBAJICHTHBIMH.

[0119] JIns moboro mapamerpa OMOMOCTYIMHOCTH «HCTHHHOEY» CpelHee OTHOIIEHUE
nmapamerpa, H3MEPEHHOTO B TECTUPYEMOM Iperapare, K 3HAYEHHUIO, HW3MEPEHHOMY B
pedeperTHOM mpemnapare, OmpenessieTcs Kak CpedHee OTHOIIGHHE, KOTOPOE€ MOXKHO HAaWTH B
UCCIIEIOBAHUHA C OECKOHEYHBIM YHUCIOM CyOBeKTOB. ITOCKONBKY HHMKAaKO€ HCCIENOBAaHHME HE
MOXeT OBITh TpPOBEAEHO Uil OECKOHEYHOro 4Yucia CyOBeKTOB, CpeAHee COOTHOLICHHUE,
OTNpeNeNIeHHOe B JIFOOOM HCCIENOBAHWUM, SBJSIETCSl JIMIIb OLEHKOW HCTHHHOTO CPEIHEro
otHoweHus. ITo mMepe yBenndeHus 4ucia CyObEKTOB B HCCIEIOBAHUU PE3YJIBTATBl CPEIHETO
OTHOLIEHHUsT OOBIYHO CTAHOBATCS Jydlled OLIEHKOH MCTUHHOIO CpefHero orHouleHus. Ecmu
3/1eChb HE YKa3aHO MHOE, CChUIKA Ha IMpernapaT, UMEIOIUN KOHKPETHOE OTHOLIEHHE MapaMeTpa K
pebepenTHOMY mpenapary, OyneT NOHUMATBCS KaK CpelHee 3HaueHHe, OIpeNeNeHHOEe B
UCCJIEIOBAaHHUH 110 MeHbIIel mepe 18 cyOBeKToB.

[0120] UccnenoBanusi OMOSKBUBAJIEHTHOCTH MOTYT MPOBOIUTHCS B BHAE UCCIIEAOBAHUIA
C OIHOKpAaTHOW 1030M, JMOO HaTomak, JUOO TMOcjie mpueMa MUIIH. B HcclenoBaHuw,
NPOBEIEHHOM B COCTOSIHUM HATOLIAK, MperapaThl MPUHUMAIOT BHYTPb 0€3 MUINU U OOBIYHO, IO
MEHbLIEH Mepe, 3a HECKOJIbKO 4YacoB JO WM MOcjie mpuema nuimu. Eciu ucciaenoBaHue
NPOBOJUTCS B COCTOSIHMM TOCJE TMpUeMa MUINM, Mpernaparbl MPUHUMAKOT BO BpeMs Ipuema
NUIOM  WJIH  BCKOpPE IIOC€ TMpHeMa MNUINH. B  HEeKOTOpPhIX BapHAHTaX OCYINECTBIICHHS
UCCIIEIOBAaHU OMOKBUBAJIEHTHOCTH MOTYT TIPOBOIAUTBCS C OOHOKPATHBIM BBEIACHUEM
npenapara Wik B PaBHOBECHOM COCTOSIHMU. B mcciegoBaHMM ¢ OJHOKPATHOM A030M KaKIbId
CyOBEKT IMOJIydaeT TOJBKO OJHY AO03Y IMpernapara, MPUHUMAeMOro BHYTPb Ha KaKAOH CTanuu,
XOTSl 3Ta 7032 MOXKET BKJIIOoUaTh Oojiee 1 TabieTku B 3aBUCHMOCTH OT pa3Mepa HCCIenyeMOn
1036l B nccnenoBaHnu B paBHOBECHOM COCTOSIHUU CYOBEKTbI MPUHUMAIOT 103l B COOTBETCTBUHU
C PeXHMMOM CXE€MbI J03UPOBaHUs (HAIpUMep, ABa WM TPU pas3a B IEHb) IO MEHbIIEH Mepe
HECKOJIbKUX /103 10 AOCTIDKEHHsI PAaBHOBECHOI'O COCTOSIHMSA, a 3aTeM OepyT oOpasiibl KpOBU B
TE€UYEHHE 3apaHee ONPEAENIEHHOro Iepuona, OObIYHO B TEYEHHWE ONHOro aHs. [l oumeHku

npenapaToB ¢ MOAM(PULHMPOBAHHBIM BBICBOOOXKAEHUEM, OYy/ib TO OTCPOUYEHHOE BBICBOOOXKIEHHE
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WIN 3aMeJIEHHOe BBICBOOOXKIEHHE, YacTO NMPOBOAST HCCIECAOBAHUE B NMPUCYTCTBUH IHIIH H
NOCJIE HECKOJIbKUX 7103 JJISI JOCTH)KEHHUs] PABHOBECHOTO COCTOSIHMA (Ui mMuTanuu 3¢dexron
IPY NOCTOSIHHOM JI03UPOBAHHH).

[0121] BBenenue TabneTKud NALMEHTy, KOTOPBIH HENABHO MNPHHSJI IHILY, MOXET
U3MEHUTh CKOPOCTb U CTENeHb a0COpOLMHU, U, €CiU JEKApCTBO CleAyeT MPUHHMATh BO BPEMs
npueMa IMHIIH, BAKHO ONPENEIUTh XapaKTePUCTUKY CKOPOCTH U cTeneHn abcopOiun TabieTku ¢
OTCPOYEHHBIM BBICBOOOXKIEHUEM C MHUIIEH, MO CpaBHEHUIO ¢ TabseTkol IR ¢ mumeit.

[0122] HccnenoBanusi OMO3KBUBAJIEHTHOCTH MOTYT TakKXKe TMPOBOAMTBCS B BHIE
UCCIIEIOBAHHH C HECKOJBbKUMH J103aMH, TIPOBOAMMBIX B TEYCHUE MO MEHBIIEH Mepe HECKOJIbKUX
IHEH NO3UPOBAHMsS, YTOOBI OMPENENUTh, SIBJSIFOTCS JIM J1Ba Mpemnapara OMOSKBHUBAJIEHTHBIMH B
«PaBHOBECHOM COCTOSIHUU» TOCJI€ HECKOJbKUX THEH No3upoBaHus. «PaBHOBECHOE COCTOSHUEY,
KaK HCIOJNB3YyeTCsl B HACTOSIIEM JOKYMEHTe, JOCTHraercsi, KOrJa CKOpPOCTb BBEACHMUS
JIEKapCTBEHHOI'O CpPEJCTBA paBHA CKOPOCTH 3JIUMUHALMU JIEKAPCTBEHHOIO CpEACTBA, YTO
onpenensercs OTCYTCTBHEM JalbHEWINEro YyBEJUMYEHHs KOHLEHTpaLul JIeKapCTBEHHOIO
cpeacTtBa y CyObeKTa TIOCiE BBENEHHUS MOBTOPHBIX n103. llog «OHMOIKBHBAJIEHTHOCTHIO B
PABHOBECHOM COCTOSTHHH» CJIEAYeT MOHHMAaTh, YTO IIOCNE 1O MEHbINEH Mepe Tpex IHeH
BBEICHUS TecTHpyeMoro npenapara cpenHee otHomenne AUC (B Teuenune 24 4acoB) U cpenHee
orHomenne Cp,, Haxomutcs B mpenenax ot 80% no 125% oT TakoBbIX 1t pedepeHTHOTO
npemnapara.

[0123] B HekoTOpbIX BapHaHTAX OCYIIECTBJIEHUS  HAcTosAllee H300peTeHue
NPEAOCTABISAET KOMITO3HUIIMIO, HAmpuUMep, TaOJEeTKy C OTCPOYEHHBIM BBICBOOOXKIEHHMEM, IS
JO3UPOBAHUS J1BA Pa3a B I€Hb, KOTOPAs SIBJISIETCS] OMOAKBUBAJIEHTHON B PABHOBECHOM COCTOSIHUU
K TOH ke CyTOYHOH fo3e TabneTku IR, mpuHUMaemMoli Tpu pas3a B A€Hb, HAIIPUMeEp, KaK MOKa3aHO
B IIpUMepax HIDKeE.

[0124] OmnpeneneHHble aCIEKThI H300PETEHMI OTHOCATCS K TaOJIETKe AJIsl IEPOPATBHOTO
BBEICHMUS, BKJIFOYAIOLIEH nedepunpoH, Ui KOTOPOH BBEIACHUE IBa pa3a B JeHb 00eCreunBaeT
SKBHUBAJICHTHYIO CTeNeHb abcopOImu, MO MEHbLIeH Mepe B HCCIEAOBAHUHM B PAaBHOBECHOM
COCTOSIHUH, IO CPABHEHUIO C TOH k€ OOIIeH CyTOYHOH A030#, BBOIUMOW TPU pa3a B J€Hb, KaK
tabnetku IR.

[0125] OnpeneneHnable aCIEKThl U300PETEHUST OTHOCSTCS K Ta0JeTKe I NIEPOPATIbHOTO
BBEICHUS, BKJIIOYAOLIEH nedepunpoH, Uil KOTOPOH BBEACHUE ABa pa3a B JeHb 0OECIeYnBaeT
SKBHUBAJICHTHYIO NMHUKOBYIO KOHLEHTPALMIO B CHIBOPOTKE, MO MEHBIIEH Mepe B MCCIEJOBAHUU B
PABHOBECHOM COCTOSTHHH, IO CPAaBHEHHIO C TOM JKe 00Iell CyTOYHOI 10301, BBOAUMOMH TpH pas3a
B JI€Hb, Kak Tabnerku IR.

[0126] OnpeneneHnable aCEKTH U300PETEHUST OTHOCATCS K TaOJIE€TKE U IEPOPATIbHOTO
BeneHust BID, conmepskamed nedepunpoH, ANl KOTOPOH XapaKTEPHCTHKH 3KBUBAJIEHTHOM
cTerieHrn adCopOLHH W/ UITH CKOPOCTH a0COPOLHH, KaK YKa3aHO BbIIIE, COOTBETCTBYIOT HE TOJIBKO
nenplM TabjeTkaM, HO TakKe M IOJIOBHHAM TabJeTKH, 4YToObl MOKHO OBLJIO J03UPOBATh
IOJIOBUHBI Ta0eTOK. B HEKOTOPBIX BapHaHTaxX OCYILIECTBIECHUS TAOJNETKU MPEANIOUTHUTEIBHO

ne00CCUPYIOT C MOMOIIBIO JIMHUU pas3jioMa sl OOJIerdeHus pasjioMa Ha IOJOBUHBI TaOJIETOK.
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Hampumep, ecnu nenast tTabnerka copep:xutr npudnmmsutenbuo 1000 mr gedepurnpona, Tak 4To
noJioBUHa TabyeTkn comepkut npubmmsurensHo 500 mr  pedepunpona, Torma osa
npubnusuTensHo 1500 Mr MoxeT ObITh MPUHATA KaK ONHA Liejiast TabjeTKa IJII0C OIHA NOJIOBUHA
tabyneTku, U oOmas aHeBHass A03a 3000 Mr MosKeT OBbITh JOCTUTAETCsS C IMOMOIIBIO BBEIEHUS
BID.

[0127] B HekoTOpbIX BapuUaHTaX OCYIIECTBJICHUS I JOCTIIKEHHS KEJAeMBbIX
XapakTepucTuk  abcopOuum  TabneTku 1O  W300PETEHHIO  COCTAaBJIEHbI TaK, YTOOBI
NPOIEMOHCTPUPOBATH JKEJIAeMble CKOPOCTH PACTBOPEHHSI, KaK MOKA3aJId TECThl PACTBOPEHHS in
vitro. Ilon cchUlKaMM Ha TECTBl PACTBOPEHHUS B HACTOSILEM IOKYMEHTE CJIeAyeT MOHHMATh
tectupoBanue B ycrpoiicte 2 USP mpu 75 o6/mun, B 900 mu cpenpl, T.e. 0,1 H. consiHOM
kuciotsl (HCI), 0,5 M ¢docdarnoro Oydepa mpu pH 4,5 u 0,5 M docdaraom Oydepe mpu pH
6,8, ecnu He ykasaHO uHoe. [lox 3asBIEHHBIM pPE3yJbTATOM PACTBOPUMOCTH TOHHUMAETCS
CpenHui pe3ynbTat 6 uiu 0osee TabJIEeTOK.

[0128] OmnpenenenHble acrekTbl H300pPETEHHsT OTHOCSTCS K TOJIOBHHE TaOJIETKU WJIH
1enoi TalneTke ISl TMEePOPANIbHOTO BBENCHHS CYOBEKTY-UENIOBEKY, BKIIOYAIOIIEH siIpo,
conepskamiee aedepurpoH, st KOTOpolt pacteopernne npu 60 munytax npu pH 4,5 cocrasmsier
or mnpubmmurenbHo 55% no mpubmusurensHo 90%, ot mnpubmusurensHO 60% nmO
npudmm3uTenbHo 90%, uiu ot pudIM3UTEeNbHO 65% 10 TPUOIU3UTENHEHO 85%.

[0129] OmnpenenenHble acreKkTbl U300pPETEHHs] OTHOCSATCS K TOJIOBUHE TaOJETKU WU
1enoi TalneTke ISl MEepOpPalbHOTO BBEIACHHS CYOBEKTY-UENIOBEKY, BKIIOHAIOIIEH siipo,
conepskamiee aedepurpoH, st KOTopoit pacreoperue npu 60 munyrax npu pH 6,8 cocrasmisier
oT mnpubmmurenbHo 55% npo npubmusurensHo 90%, ot npubnusurensHo 60% no
npubnusuTensHo 90%, uinu ot npudIM3UTENbHO 65% 10 Npudbau3nuTensHO 85%.

[0130] B mexoropeix acniektax npudanzutensHo 100% nedepunpona BEICBOOOXKIAETCS B
TeueHne npudan3uTensHO 90 MUHYT NMPH U3MEPEHMH C MOMOIIBI0 Crocoda ¢ UCIIONBb30BAHNUEM
aonactHoit memanku USP Apparatus Type II npu 75 06/mun B 900 ma mpu pH 6,8 wnu 4,5. B
HEKOTOpBIX acmekTax mnpudmmsureabHo 50% nedepunpona BBICBOOOKAAETCS B TEUSHHE
npubIU3NTENEHO 30 MUHYT NP U3MEPEHUH € MOMOIIBIO CIIOCo0a ¢ UCTIONB30BAHUEM JIOMIACTHOM
memanku USP Apparatus Type II mpu 75 06/mun B 900 M ipu pH 6,8 wnu 4,5.

[0131] Kpome Toro, HEKOTOpbIE aCTIEKThI U300PETeHHsI OTHOCSITCS K MOJIOBHHE Ta0JIETKH
WM 1enoi TabjeTke Ui MEepOpPaNbHOTO BBEACHHS CYyOBEKTY-4eJIOBEKYy, COIepsKaiuei sizpo,
comepskamiee nedepunpoH, s KOTopoi pactBopenue B Teduenue 60 mmuyt B 0,1 H. HCI
cocraBisieT MmeHee 20% unu mexee 10%.

[0132] B HeKoTOpBIX BapuaHTaX OCYLIECTBICHHUS pa3oBast J03a TaOJETKH TI0
HacTosmemMy u3odperenuto obecneunBaer cpenHee orHomenne AUC,/Cp,, oT 3,5 gacoB a0 6
94aCcOB B COCTOSTHMM HATOINAK, ITPU BBEACHUHN TAOJIETKU CYOBEKTY-4EJIOBEKY.

[0133] B HekoTOphIX BapWaHTaX OCYILIECTBJIEHUS pa3oBasi 1o03a TabJeTKU M0
HacTosemy uzooperenuto obecneunBaer cpenHee orHomeHne AUC./Cpax OoT 3,5 gacoB a0 6
4acoB B COCTOSHUH IIOCJIE€ TpUeMa IUINM, NPU BBEACHUU TaONETKU CyOBeKTy-denoBeky. B

HEKOTOpBIX BapHaHTax ocyllecTBieHus Tabnerka comepxur 1000 mr nedepunpona. B
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HEKOTOpBIX BapHaHTax oOcCyllecTBieHus Tabnerka comepxxur 600 wmr nedepumnpona. B
HEKOTOPBIX BapUaHTaxX OCyuLiecTBIeHUs cpenussa Cp,x coctasiser oT 2,670 mo 13,232 mkr/mi,
IpU BBENEHUH TaONEeTKU CyOBEKTy-4eJoBeKy. B HEKOTOpBIX BapHaHTax OCYIIECTBIICHUS
menuaHa Tpax coctaBmsieT otT 1,33 no 4,00 yacoB, npu BBeEHNH TaOJIETKU CyOBEKTY-4EIOBEKY.
B HexoTOpBIX BapuaHTax OCyIeCTBICHHsS Meanana Ty,.x cocrasiser ot 2,00 no 8,00 uacos, npu
BBEIEHNU TaOJEeTKH CyOBeKTy-ueloBeKy. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS MEAMaHa
Tmax coctaBnsier ot 1,33 no 6,03 uacoB, mpu BBeneHUH TaOJEeTKU CyOBEKTy-ueJoBeKy. B
HEKOTOpbIX BapuaHTax ocyuectsieHus: otHomeHue AUC/Cy,.x cocrasnser ot 2,858 mo 6,596
YacoB, NMPH BBEACHUH TaOJETKH CyObEKTY-4eIOBeKY. B HEKOTOpPBIX BapHAHTAX OCYIIECTBJICHHUS
orHomenne AUCY/C, coctaBiser ot 3,225 no 8,506 yacoB, mpu BBEIEHUU TaOJETKH
CYOBEKTY-4ENIOBEKY .

[0134] B HekoTOpBIX BapuUaHTaxX OCYIIECTBICHHUsS MO3UPOBKA TMpEeNHAa3HA4YeHA IS
JeyeHuss CyOBeKTa, CTPajaroLIero Meperpy3Koi kene3oM (Hampumep, TpaHC(y3HOHHAsS
neperpysKa Jeje3oM, HalmpuMep, V CYObeKTOB, CTPAAOIUX TalacCeMUuel, MUEJIOANCIUIa3HEH,
WIN CEPIIOBUIHO-KIETOUHOH Oone3Hpro). OmpeneneHHble acleKThl N300pETeHHsT OTHOCSTCS K
pe’KUMaM J03UPOBAHUS, MOJIE3HBIM JIJIsI CIOCOOOB JICUEHHsI NIEPErPY3KH JKEeNe30M, KaK OIMHCAHO
B HACTOSIIEM JOKYMEHTe. B HEKOTOpPbIX BapUaHTAaX OCYLIECTBIECHUS CIOCOOOB JIEUEHHS
NEepPerpy3Ku JKeie3oM o0Iee KOJUYecTBO Ae(epurnpoHa, BBOIUMOIO B CYTKH, COCTaBIISIET
npubnusuTensHo ot 1 Mr/kr/neHp no npubnusurenbHo 200 Mr/Kr/neHsb, OT npuOIU3UTENbHO 1
Mr/kr/nenp no npubmusurensbHo 150 mr/kr/menb, ot mpubmmsurensHo 20 MI/KI/meHb 10O
npubnusutensHo 150 mMr/kr/nenp, or npudamsurensHo 50 Mr/Kr/neHp 10 npuOaM3uTenbHo 125
MI/KI/neHb i oT npudnusurenbHo 50 mr/kr/aenp no npubnusutensHo 100 mr/kr/nens. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJECHUS BBEJEHHE OCYINECTBJSIIOT OAMH, JBA WM TPU pas3a B
IeHb. B HEKOTOpBIX BapuaHTaxX OCYIIECTBJICHUS AO3UPOBKA Ul JIEUEHMs MEPErpy3KH >Kele30M
COCTaBJISIET OT NpUOIM3UTENBHO 1 MI/KT 10 mpubmausurensHo 150 Mr/kr, ot npubnusurtensHo 20
MI/KT 10 npubmusurensHo 150 wmr/kr, 25 wr/kr go npubmusutenbHo 125 wr/kr, oT
npubnusuTensHo SO Mr/kr no npudimsurenbHo 100 mMr/kr aBa pasa B neHs (BID).

[0135] B HekoTOpbIX BapuUaHTaxX OCYIIECTBICHHS] IO3UPOBKA TMpeIHAa3HAYeHA IS
JeueHus cyObeKTa, CTPaaroIero HelpoaereHepaTHBHBIM 3a00IeBaHNEM, HATPUMED, OOJIE3HBIO
IMapkuHcona, OokoBbIM amuotrpoduueckum ckiepo3om (ALS), Oone3npto ['eHTHHITOHA,
atakcueil @puapelixa, NAaHTOTEHATKUHA3a-aCCOLMUpPOBaHHON Helpoaerenepauueit (PKAN) nnun
HelpojereHepanuel ¢ HakoreHueM skene3a B mosre (NBIA). B HexkoTOpbIX BapuaHTax
OCYIIECTBJICHUS] KOMMO3WIMIO nedepurnpoHa mo mn3odperenuto (kommozumuoo IR wmu DR)
BBOIAT ONWH, /IBA WJHM TPU pa3a B JE€Hb CYOBEKTy, CTpajarolleMy HEeWpOAereHepaTHBHBIM
3aboneBanneM, Harnpumep, Oonesnpto IlapkuHcona, ALS, Oonesnpto ['eHTHHrTOHA, aTakcuen
@puapeiixa, MNaHTOTEHATKMHA3a-aCCOUMUPOBaHHON  HeunponereHepauuein (PKAN), wunu
HelpojereHepauuenn ¢ HakomjaeHueM skene3a B mosre (NBIA). B HexkoTOpbIX BapuaHTax
ocyuiecTBieHHst cyObekT crpanaer ALS. B HEKOTOpBIX BapuaHTaX OCYINECTBIEHUS CYyOBEKT
crpanaer Oone3Hbro ['eHTHHITOHA. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHS CYOBEKT CTpataeT

6one3nbro [TapkuHCOHA.
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[0136] OmnpeneneHHble acnekTbl M300PETEHHS OTHOCATCS K PEXKHUMaM HO3UPOBAHUS,
MOJIE3HBIM JUJIsT  CIIOCOOOB  JIEYEHUs] HEHpOJereHepaTUBHOrO 3a00JeBaHUs, ONHCAHHBIX B
HACTOSIIIEM JOKYMEHTe. B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHHS CHOCOOOB JIEUEHHS
HelpoJereHepaTUBHOrO 3a0oJieBaHMsl O0Iee KOJIMYECTBO BBOAMMOIO AedepurnpoHa B J€Hb
COCTaBJsSIET OT mNpHONM3UTENbHO 1 Mr/kr/meHb no mnpuOmmsutenbHo 200 Mr/Kr/meHs, OT
npubau3utensHo 1 Mr/kr/aenp no npubiamusurenpHo 150 Mr/kr/meHs, OoT npuOMU3UTENHHO |
mr/kr/nesp 1o mnpubmmsurensHo 100 mr/kr/meHp, oT mnpubam3uTeNnbHO 1 MI/KI/AEHb 10
npubnusutensHo S0 Mr/kr/meHb, ot mpuOnmu3uTeNnbHO 1 Mr/kr/meHp 10 mpubnusutensHo 40
MI/KT/ieHb, OT mnpubnu3utenbHo 1 Mr/kr/aenp a0 npuOam3uTenbHo 30 MI/KI/meHb, OT
npubnusuTensHo 1 Mr/kr/meHp a0 npuOnusurenbHo 20 MI/KI/oeHb, OT NpUONU3UTENBHO 1
MI/KT/IeHb 10 TPHUOJM3UTENbHO 15 MI/KI/neHb, OT npuOnm3uTensHo 1 MI/Kr/oeHs 1o
npubnusuTensHo 10 Mr/Kr/neHp WM OT mpuOJU3UTENbHO | MI/KI/IeHb 10 MPUOTU3UTETBHO 5
MI/KT/neHb. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS BBEIEHHE OCYIIECTBIISIIOT OAWH, JIBA MU
TP pa3a B J€Hb. B HEKOTOPBIX BapHaHTaX OCYILIECTBICHUS 1032 MU JICUEHHS
HeMpoaereHepaTHBHOTO 3a00JI€BAHUS COCTABIISCT MPUOIM3UTENBHO 1 MI/KT 10 MPUOIH3UTEIHHO
100 mr/kr, mpubnmsurensbHo 1 mMr/kr 1o npudausutensHo SO Mr/kr, 1 MI/Kr 10 npuOIU3UTENTBEHO
40 mr/kr, npubIU3UTENBHO 1 MI/KT 10 PUONU3UTENBHO 25 MI/KT, WIH NPHOIM3UTENBHO 1 MI/KT
no npubnusuTensHO 20 Mr/Kr 1Ba pasa B neHb (BID).

[0137] B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHHs CIIOCOOOB KOJIMYECTBO AedepunpoHa B
KOMIO3UIMK  (Hampumep, TabneTke) cocraBiseT oOT npubmusurensHo 100 wmr mo
npubnusutensHo 1500 mr, ot mpuOmusurensHo 200 mr po mpubmmsurtensHo 1500 wmr, or
npubnusutensHo 400 mr no npubmmsurensHo 1500 mr, or mpuOmmsurensHo 600 mr nmo
npubmmsutensHo 1500 mr, or mpubmusurensro 800 mr mo npubmmsurensHo 1500 mr, or
npubmmsutensHo 1200 mr go mpubnmusurensHo 1500 mr, or mpubmmsurensrHo 200 Mr o
npubmmsutensHo 1200 mr, or mpuOmusurensro 400 mr mo npubmmsurensHo 1200 mr, or
npubnusutensHo 600 mr no npubmmsurensho 1200 mr, or npubmmusurensHo 800 mr nmo

npubnusutensHo 1200 mr, ot mpuOmusurensho 200 mr po mpubmusurtensHo 1000 wmr, ot

>
npubnusutensHo 400 mr no npubmmsurensho 1000 mr, or mpubmmusurensHo 600 mr nmo
npubnusutensHo 1000 mr, ot mpuOmusurensHo 800 mr mo mpubmusurtensHo 1000 wmr, ot
npubnusutensHo 200 mr go npudmmsurensao 800 wmr, or mpubnusurensHo 400 Mr mo
npubnusutensHo 800 mr, or mpubmmsurenpsHo 600 mMr mo npubmmsurensro 800 wr, or
npubnusutensHo 200 mr go npubmmsurensao 600 mr, or mpubmusurensHo 400 Mr mo
npubnusutensHo 600 mr, wim ot nmpubmusutensHo 200 mr go npubmmsurensao 400 mr. B
HEKOTOPBIX BApPHAHTaX OCYLIECTBJICHHsS CIOCOOOB KOJHYECTBO Ne(pEepHUIIpOHA B KOMIIO3ULIUH
(mampumep, Tabnerke) cocrapnser npuOmmsurenbHo 100 wmr, npubmmsurensHo 200 M,
npubnusutensHo 300 mr, npubmmsurensHo 400 mr, npubmusutensHo SO0 Mr, PUOIH3UTEIBHO
600 wmr, mpubnusurenpHo 800 wr, mpubmusurenpHo 1000 mr, mpubmusurensro 1100 wr,
npubnusutensHo 1200 mr, npuOmmsurensHo 1300 wmr, mnpubnusurensHo 1400  wr,
npubnusutensHo 1500 mr, wnu mro6oi nuana3oH uX 3HaveHuil. B wactHOCTH, KOIMUYECTBO

nedepunpona B kommo3uuuu (Hampumep, Tabnerke) cocrasyisier 600 mr wumm 1000 mr
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nedepunpona. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHUS KOJUYECTBO NepepurpoHa B TabneTKe
coctayisier 1000 mr nmedepunponHa. B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHUS KOJMYECTBO
nedepunpona B Tabnerke cocrasusier 600 Mr nedepurnpoHa.

[0138] B HekoTOpbIX BapHaHTAaX OCYIIECTBIEHHs CHOCOOOB oOMmasi CyTOYHasl J03a
nedepunpona cocrasisier ot npudam3uTenbHo 100 mr/aens no npubnusutensHo 3000 mr/oeHs,
ot npudmmsutensHo 200 mr/mens no npubnmsurensHo 3000 Mr/nens, ot npudimsutensao 400
mr/aeHp 1o npubnusurensHo 2400 wr/mens, ot npubmmusurensHo 600 Mr/meHp 1o
npubnusutensHo 2400 mr/nenp, ot mpubnusutensHo 800 mr/aeHb no mpubmusutensHo 2400
Mmr/nenb, ot npubamsutenbhHo 1200 wmr/mens a0 npubmusutensHo 2400 wmr/meHsb, OT
npubnusutensHo 1600 mr/nens no npubmusurenvHo 2400 mr/pens, ot npudmmsurensHo 1800
mr/neHp 10 npuOmusurenbHo 2400 wmr/menp, ot npubmmsurensHo 2000 wr/meHs 1o
npubnusutensHo 2400 mr/nens, ot npubmusurensHo 400 Mr/aeHp no npubmusutensHo 2000
MI/neHp, OT mnpubnusutensHo 600 wmr/menp po mnpuOmmsurensro 2000 wmr/meHs, OT
npubnusutensHo 800 mr/meHp o mpubmusurensHo 2000 mr/oens, ot mpubnusutensHo 1200
mr/nenp 1o npubnusurenpbHo 2000 wmr/gens, ot mnpudmusutensHo 1600 Mr/meHp 1o
npubnusutensHo 2000 mr/aens, ot npubausurenbHo 1800 mr/mens no npubmmsurensro 2000
Mmr/nenb, ot mnpubnusutensHo 400 wmr/mens o npuOmmsutenshHo 1800 wmr/meHb, OT
npubnusutensHo 600 mr/mens no mpuOmusurensHo 1800 mr/mens, ot mpubmusurensHo 800
mr/nenp 1o mnpudbnusurenpbHo 1800 wmr/menb, or mnpubmusurensro 1200 wmr/mesp 1o
npubnusutensHo 1800 mr/mens, ot npubnausurensHo 1600 mr/nens no npudmusurensro 1800
Mmr/neHb, oT npubnusurensHo 400 wMr/menp po npuOmmsurensHo 1600 mr/meHs, OT
npubnusurensHo 600 mr/mens no mpubmusurensHo 1600 mr/nens, ot npubnausurensHo 300
Mmr/neHb 10 npuomusurenbHo 1600 mr/mens, ot npubmmsurenbHo 1200 wmr/meHs  no
npubmusutensHo 1600 mr/nens, or npubmusurensHo 400 mr/aens no nmpubmusurensHo 1200
Mmr/aeHp, oT mnpuoOmmsutenpHo 600 wmr/mens po npubmmsurensHo 1200 Mr/meHs, ot
npubnusutensHo 800 mr/menp no mpubnusurenbHo 1200 Mr/nens, ot mpubmusutensHo 400
mr/menp no npuommsutenbHo 800 wmr/menb, or npubnausutenbHo 600 wmr/meHp 0
npubnusutensHo 800 Mr/neHp, uiau ot npubmmsutensHo 400 Mr/neHs 1o npudmsurenasao 600
MI/neHb. B HEKOTOpbIX BapHaHTaX OCYILIECTBIECHUS CHOCOOOB oOmias CyTodyHas J103a
nedepunpona cocrapisier npudOmmsuTensHo 200 mr/meHb, npubmmsutensHo 400 Mr/neHs,
npubnusutensHo 600 mr/nens, npubmusutensHo 800 Mr/neHs, npubmmsurensHo 1000 mr/ness,
npubnusutensHo 1200 mr/nens, npubmusutensHo 1400 mr/mens, npubnusurensHo 1600
mr/nennb, npudmmsurensHo 1800 mr/mens, npubnusurenpbHo 2000 Mr/meHb, NPUOIM3UTENBHO
2200 wmr/menb, mnpubmusurenvHo 2400 wMr/menb, npubmuzurensHo 2600  Mr/nmeHs,
npubnusutensHo 2800 mr/nenp, npubmmsurensHo 3000 mr/meHp, wim Mr000H OUama3oH HX
3HA4YECHUM.

[0139] B HekoTOpBIX BapuaHTAaX OCYLIECTBIEHHs CIIOCOOOB KOMMIO3MLMIO (HArpHMep,
TabNEeTKy) BBOAAT OAMH, [1BAa WM TPH pas3a B JA€Hb. B HEKOTOPBIX BapUaHTAaX OCYIIECTBIICHUS
KOMIo3uLus (Hampumep, Tadnerka) cogepxut npudnmmsurensHo 100 mr, npubmmsurensao 200

mr, npubmmsurensHo 400 wr, npubmusurensro 600 wmr, npubmmsurensHo 800 wr,
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npuOmmsurensio 1000 wmr, mnpubmumsurensho 1200 wmr, npubnusurensHo 1600  wr,
npudmmsutTensio 1800 wmr, npubmusurensHo 2000 wmr, npubmmsurtensho 2200 mr, wiu
npudmmsurensao 2400 mMr pedepurnpoHa W BBOOUTCS ONWH, ABa WIM TPU pasa B ACHb. B
HEKOTOPBIX BapHaHTax OCYINECTBJIECHUS KOMIIO3MIMA (Hampumep, TabJeTka) COXEPIKUT
npubnusutensHo 600 Mr nedepunpoHa U BBOAUTCSA OJUH UJIH [1BA pa3a B JI€Hb.

[0140] B HeKOTOpBHIX BapHMaHTaX OCYLIECTBJIECHUS KOMMO3ULUS (Hampumep, TabieTka)
copepsxut npudbamsurensHo 100, 200, 300, wmn 400 mr nedepunpoHa 1 BBOAUTCS OJMH, 1BA HIIH
TPH pasa B JeHb. B HEKOTOPBIX BapUAHTAX OCYINECTBJICHUs] KOMIO3ULMs (Hanmpumep, TabieTka)
conepskut mpudmsuTenbHo 400 Mr nedepunpoHa U BBOJUTCS OJIMH, 1B WK TPH pa3a B IeHb. B
HEKOTOPBIX BapHaHTaxX OCYINECTBJICHUS KOMIIO3WLMsA (Hampumep, TabJeTKa) CONEpIKUT
npubnusutensHo S00 Mr nedepunpoHa W BBOXMTCS OIWH, ABa WJIM TPH pasa B ACeHb. B
HEKOTOPBIX BapHaHTax OCYINECTBJICHUS KOMIO3WLIMA (Hampumep, TaOJeTKa) CONEPIKUT
npubnusutensHo 1000 Mr nedepunpoHa U BBOAUTCS OIMH, J1BA HJIK TPH pas3a B I€Hb.

[0141] Takue BapuaHTBl OCYLIECTBJICHUS, ONMCAHHbBIE B HACTOSILEM JOKYMEHTE, MOTYT
UCTIONB30BATHCS IS MTPENOTBPALIEHHSI MJIH CHIYKEHUST PUCKA JKEJTYAOYHOTO PacCTPOHCTBA W/HIIH
Il JIEYEHHUS] TIEPEerPy3KHU JKeJIe30M y cyObekTa (Hampumep, CTPAJAOINEro TalacCeMHeH,
MUENOAUCTIIA3NUeH, WM CePIIOBHIHO-KJIETOYHOH OOJNE3HbI0) WM HEeHpOoJereHepaTHBHOIO
3aboneBanust (Hampumep, OOKOBOTO aMUOTPOPUIECKOTO CKIIEPO3a).

VI. Criocobb! monyueHust

[0142] B HeKOTOpBIX BapHUaHTax OCYLIECTBIEHHUS (hapMaLeBTUUECKasT KOMITO3ULIHS
NOJlydeHa MJis TepopajibHOM AOCTaBKH. B HEKOTOPBIX acmeKkTax HacTosiiiee H300peTeHue
OTHOCUTCSI K TIOJNyu4eHHIO TaONeTku nedepunpoHa ¢ OTCPOUYEHHBIM BBICBOOOXKAECHUEM,
OINHCAHHOH B HACTOSIIEM JIOKYMEHTE.

[0143] B HeKOTOpPBIX BapHAHTAX OCYLIECTBJICHUS CIIOCOO TOJNYYEeHUs] TaOJIeTKH
nedepunpoHa ¢ OTCPOYEHHBIM BBICBOOOXKIACHHEM BKJIIOUYAeT (a) cMelnBaHue nedepunpoHa u
OJTHOTO WJIM HECKOJbKMX dKcunueHToB, (b) mpeccoBanue cmecu (a) B simpo Tabjerku;, u (C)
NOKPBITHE siapa TaOJEeTKH CYCNEH3WeH WM PacTBOPOM HHTEPOCONIOOUIBHOTO MOKPBITHS.
Crioco0 MOKeT NOMOTHUTEIBHO BKJIOUaTh (d) HAaHECEHHe PUCKU Ha SAPO TaOJETKH.

[0144] B HEKOTOpBIX BapUAHTAX OCYLIECTBICHHUS CIOCOO TMOKPBITHS CEPALICBHHBI
pacTBOPOM WJIM CYCHEH3MEW SHTEPOCONOOMIIBHOTO  TMOKPBITHS  BKJIIOYAET MOKPBITHE
pactibuieHHneM. B cnydae HaHECEHUs] TMOKPBITHS PACHbUICHHEM, ONepalusi MOXKET OBITh
BBIITOJIHEHA B COOTBETCTBHU € OOIIMMHU CHOCOOAMH HAHECEHMs MOKPBITHS, HAIPUMep, Ha SO
TaOJNETKNH HANbUIIIOT PAacTBOP WM  CYCIIEH3MIO 3HTEPOCONMOOMIBHOTO TOKPBITHS B
COOTBETCTBHUH, HAINPHMEP, CO CINOCOOOM HAHECEHHs TOKPBITHUS B IICEBIOOKHKEHHOM ClIOE,
CHOCOOOM HaHECEHHsI MOKPBITHS B YCTAHOBKE Il HAHECEHHsI 000JIOUKH WIJIM TOMY MTOJO0HOE.

[0145] B HekOoTOpbIX BapuaHTax OCYIIECTBJIEHMs pacTBOp WM CYyCIEH3Us
SHTEPOCONOOMIBHOTO TOKPBITHA COAEP’KUT 3HTEPOCOMIOOMIIBHBIN monumep. B HEKOTOphIX
BApPUAHTAX OCYINECTBJICHUS SHTEPOCOJIOOMIIBHBIN TMOJMMEP COCTAaBJSET MPUOIM3UTENBHO 1-
50%, npubmmsurensHo 1-40%, npudnusurensHo S- 40%, nnn npubnusutensHo 5-30% pacTBopa

HUjin CyCIICH3Us 3HTepOCOJ'II06I/IJ'IbHOFO MOKPBITUA. B HEKOTOPBIX BapHAHTAX OCYIICCTBJICHUS
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SHTEPOCOJIIOOMIBHBIN TONUMEP cocTaBisier npudnusutensHo 20-80%, mpubnusurenbHO 25-
75%, wma npubnusutenpsHo 30-70% 3HTEPOCOMIOOUIBHOTO MOKPBITUS, KOTJA IOKPBITHE
BBICOXJIO. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHHS YHTEPOCONIOOMIBHBIN NOJMMEP COCTABIISAET
npubnusutensHo 50-60% Macc. SHTEPOCONOOMIBHOIO MOKPBITHS, KOT/A MOKPHITHE BBICOXJIO. B
HEKOTOpPBIX ~ BapMaHTaxX  OCYILIECTBJIEHUS  OHTEPOCOMIOOMIBHBIM  TOJIUMEP  COCTABISET
npuOIM3UTENBEHO 55% Macc. YHTEPOCOMOOMIBHOTO MOKPBITHS, KOTTIA TOKPBITHE BBICOXJIO.

[0146] B HekoTOpbIX BapUaHTAaX OCYIIECTBJIEHUS CYCIEH3Ms WJIM PacTBOP
SHTEPOCONOOMIIBHOTO  MOKPBITHSA ~ CONEPKUT  MIAacTU(UKATOpP, TAKOH Kak, Hampumep,
ausTUIdTANaT, CIOXKHbIE S(UPBI  JIUMOHHOW  KHUCJIOTHI  (HampuMmep, TPHUSTHILUTPAT),
OIS TUJICHTJIUKOJIb, TJIUIEPUH, aLleTUINPOBAHHbBIE TJIUIEPUIbI, CIOKHBIA 3(QUp TIHLEPUHA U
JKUPHOU KHCJIOTBI, HETUJIOBBINA CITUPT, CTEAPHIIOBBII CIIUPT, aALETHIIUPOBAHHBIE CIOXKHBIE 3QHPBI
JTUMOHHOM KHCIIOTBI, THOyTHIICE0AIHAT, KACTOPOBOE MACIIO, UJIH UX KOMOMHALIUH.

[0147] B HEKOTOpBIX BapUaHTAX OCYIIECTBJIEHHUS IUIACTU(UKATOP COCTABISET
npubmmurensio  0,1-10%, npudmmsurensho  0,1-5%, npubnusurensHo 0,5-5% wm
npubnusutensHo 0,5-2% CycneH3WH WM PacTBOpPAa 3HTEPOCOTIOOMIIBHOTO MOKpPBITHA. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJIECHUs IulacTH(ukarop cocrasisier npudmmsutensHo 1-10%
WM pUOIM3UTENBHO 4-8% Macc. SHTEPOCOMOOMIBHOTO TIOKPBITHS, KOT/Ia TIOKPBITHE BBICOXJIO.
B HekoTOpbhIX BapuaHTax OCYIIECTBICHUS IUIACTU(DHUKATOP COCTABIAET NPUOMU3UTENBHO 6%
Macc. SHTEPOCOMIOOUIBHOTO MOKPBITHS, KOTAA MOKPHITHE BBICOXJIO.

[0148] B HekoTOpbIX BapuUaHTax OCYLIECTBJIEHUsS CYCIEH3UM WIM pacTBopa
SHTEPOCONOOMIBHOTO TOKPBITUS CONEP’KUT CMA3bIBAIOLIEE BEIECTBO MJIM IPETATCTBYIOLIUI
MIPWIAIIAHUIO areHT (HalpuMep, TajlbK).

[0149] B HekoTOpBIX BapHaHTaX OCYIIECTBJIEHHS CMAa3bIBAIOLIEE BELIECTBO WM
NPETSITCTBYIOIUI NPUIINIIAHUIO ar€HT COCTaBysieT npubnusutensHo 0,5-10%, npuOnu3nuTensHo
0,5-8%, npubnusurensHo 0,5-5%, wiu npubnusuTenbHo 1-5% CycneH3uu WM pacTBOpa
SHTEPOCONIOOMIBHOTO TOKPBHITUSI. B HEKOTOPBIX BapUaHTAaX OCYIIECTBJCHUS CMa3bIBAIOLIEEe
BEIIECTBO WJIH MPETSATCTBYOLIMHA MPITUIIAHUIO areHT cocTaBsieT npudansutensHo 10-30% win
npubIU3UTENBHO 15-25% Macc. SHTEPOCONOOMIBHOTO TTOKPBITHSI, KOT/Ia MMOKPBITHE BBICOXJIO. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJIEHUS CMa3bIBAIOINEE BEIECTBO WJIM TMPENSITCTBYIOIUN
NPUJIMIIAHUIO areHT COCTAaBJIIET MPUOIH3UTENbHO 20% Macc. SHTEPOCOMOOMIBHOTO MOKPBITHS,
KOTZIa MOKPBITHE BBICOXJIO.

[0150] B HekoTOpbIX BapuaHTax OCYIIECTBJIEHMUs] CYCIEH3Us WJIU pPacTBOP
SHTEPOCONIOOMIBHOTO TIOKPBITHST MOXKET JOTIOJHUTEIBHO COAEpKaTh pa3daBHUTENb, HANPHMED,
caxap (Hampumep, JIAKT03a, caxaposa, PPyKTo3a, MAHHUT U UX CMECH).

[0151] B HekoTOpbIX BapuUaHTax OCYILIECTBICHHsS pPa30aBUTENb  COCTABISET
npudmmsutensio  0,5-10%, npubmusurensho  0,5-8%, mnpubmmsurensio  0,5-5%, wnum
npubnu3nuTenbHo 1-5% CycrneH3Wu WMIM  pacTBOpa SHTEPOCOMOOMIBHOTO TMOKpbITHA. B
HEKOTOPBIX BapHAHTAaX OCYLIECTBIEHUs pa3OaBuTeNb cocTaBisier npudnusutensHo 10-30% wnu
npubnu3uTeNnbHO 15-25% Macc. SHTepOCONOOMIBHOTO OKPBITHSI, KOTZla MOKPhITHE BBICOXJIO. B

HEKOTOPBIX BapHAHTaX OCYLIECTBJEHUs pa30aBUTENb COCTaBIsAeT NmpuOnmmusurenbHo 20% macc.
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SHTEPOCONIIOOMIIBHOTO MOKPBITHS, KOTZIa IOKPBITHE BBICOXJIO.

[0152] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHUS SHTEPOCOIOOMUIBHOE TOKPBITHE MOXKHO
HAHOCHUTb B BHJIE€ PAacCTBOpa WJIM JIATEKCHOH CYCHEH3HHM B OPraHHMYECKUX PACTBOPUTENSAX WIIH
BOJIHBIX PACTBOPUTEISIX HIIM UX CMeCsAX. MOXHO HCIONIB30BAaTh TAKHE PACTBOPUTENH, KaK BOJA,
HU3MINN CIIUPT, HU3IIHE XJIOPUPOBAHHbBIE YITIEBOAOPObI, KETOHBI HJIU UX CMECH.

[0153] B HekoTOpbIX BapuUaHTax OCYIIECTBJIEHUS PACTBOPHUTENb  COCTABIISET
npubmmsurensHo  20-80%, mnpubnusurensro  30-80%, npubmmsurensHo 40-80%, wim
npubnusuTensHO 50-75% pacTBOpa WU CYCIEH3Us SHTEPOCOTFOOMIBHOTO TIOKPBITHS.

[0154] B HexOoTOpBIX BapHaHTax OCYLIECTBJIEHHUS 10 MEHbIIEH Mepe OZHO HOHHOE,
HEHOHHOE WJIM TOJIMMEPHOE IMOBEPXHOCTHO-AKTHBHOE BEINECTBO MOXKET ObITh OOABIEHO B
Ka4eCcTBe CTa0WIM3HMPYIOLIEr0 areHTa K CYCIeH3MH WJIH PacTBOPY 3SHTEPOCOTIOOMIBHOTO
nokpeitusi.  Ilogxonmsmme  mpuMepbl  MOBEPXHOCTHO-aKTHBHOTO — BEIIECTBA  BKIIFOYAIOT
IU3TaHOJAMUH, JKUPHBIE KHCJIOTBI, TUAPOKCUIPOITAIMETHIILIEIUTOIO3Y,
THIPOKCUTIPONMILEIUTIONO03Y, MOHOITAHOJIAMUH, HOHOKCHUHOJ, OKTOKCHHOJ, OJIESHHOBYIO
KHCJIOTY, MOJIOKCAMEPBI, MOJMOKCUITHIIEH- 50-CTeapat, MOJIHOKCH-KUPHbIE KHCIIOTHI, TIOJTHOKCHIT
yIJIeBONOpOAHbIe 3(Uphl, monucopOaTel (Hampumep, monucopoatr 80 W T.M.), MOBUAOH, COJU
JKUPHOW KHUCIIOTBI, JIAypWICYJbaT HATPUs, CIOXKHbIE 3(QHUPBI COPOMTA, TPOJAMHH U TOMY
nonoOHOe, HO He OTPAaHUYUBAIOTCS UMHU.

[0155] B HekoTOppIX BapuaHTax OCYIIECTBJIEHMs] CYCIEH3Us WJIM pacTBOP
SHTEPOCONOOMIBHOTO TIOKPBITHSL COAEPKHUT IUacTU(UKATOp, pa3OaBUTENb, CMa3bIBAIOLIEE
BEIIECTBO WJIM MPEMATCTBYIOIINH NPUIUIIAHUIO aT€HT, U SHTEPOCOOOMIBHBINA OJTUMED.

[0156] Ilocne HaHeceHMs MOKPBITHs, B HEKOTOPBIX BAPUAHTAX OCYIIECTBIICHUS TaKKe
MO>KHO HCIIOJIb30BaTh aHTUCTATHUECKOE CPEACTBO, TAKOE KaK TaJIbK.

[0157] Ilyrem mokpbIThs sinpa TaOJETKH, OMUCAHHOW B HACTOSINEM JOKYMEHTE, CIOeM
HOKPBITHS C HCIOJIb30BAHMEM OIMCAHHBIX B HACTOSILIEM JIOKYMEHTE CHOCOOOB IOJABISETCS
HEMEJIEHHOE pacTBOPEHHE (PU3UOJOTHYECKH AKTUBHOIO BELIECTBA U3 HHTEPOCOTHOOMIBHON
rpanynbl npu kuciom pH (Hanpumep, pH 1-4), 4TO COOTBETCTBYET pPACTBOPEHHIO B
HETIOCPEACTBEHHON OJIM30CTH OT JKeJyAKa Ha PaHHElH CTaauu Mocie MepopaibHOrO BBEISHHS, U
o0yierdaercsi MOCNEAyIOIIee pacTBOpeHUe (PU3MOJOTHUECKH aKTUBHOrO BemiectBa mpu pH ot
cnabokucioro o cinadomenounoro (Hanpumep, pH 4,5-8), 94T0 COOTBETCTBYET PacTBOPEHUIO B
TOHKOHW KHIIKE U 3aTe€M, OCOOCHHO B JABEHAALATUIIEPCTHON KHUINKE A0 MOAB3AOIIHON KuIIKu. B
YaCTHOCTH, MOXXHO Oojiee CTPOro KOHTPOJIMPOBATh PACTBOPEHHME HA pPaHHEH CTaauH IOCie
BBEJICHUSI.

VII. CriocoObl mpuMeHEeHUs

[0158]  Hacrosmee  wm300peTeHHe  TPENOCTABISIET  CIOCOOBI  TPUMEHEHUS
dapManeBTHYECKNX KOMIIO3HMIMH, PACKPBITBIX B HACTOSINEM JOKyMEHTe. B  HEKOTOphIX
BapHUAHTaX OCYLIECTBJICHHs (hapMaleBTHUECKasi KOMIIO3ULIMA MPeAHa3HAYeHa ISl TIEPOPaTbHON
noctasku. [IpeanoururensHo, dapMaleBTHYECKass KOMIIO3ULHS TPEACTaBIsIeT co0ol TabieTky
I TIePOpaNIbHOM IOCTaBKU. B HEKOTOPBIX BapuaHTax OCYLIECTBJIEHHS (apMaleBTHUECKas

KOMITO3UIIUST  NPEACTaBsieT CcoOol  Tabmerky (Hampumep, TalbJIeTKy C OTCPOYEHHBIM
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BBICBOOOKIEHHEM, OMTUCAHHYIO B HACTOSIIEM JIOKYMEHTE).

[0159] Hampumep, Hauboiee pacnpOCTPaHEHHBIM HEKENATeIbHbIM SIBJICHHEM IPU
npueme TabneTok nedepunpoHa ¢ HeMeUIeHHbIM BhICBOOOneHueM (Ferriprox®) siBnsieTcsi To,
YTO OHA BBI3bIBAET 3HAYMTEJbHbBIE JKEIyNOYHble paccTpoicTBa. Takoill AMCKOMQOPT MOXKET
3aCTaBUTh NALIMEHTOB BO3JEP>KAaTbCs OT MpHUEMa JIEKapCTB, YTO NPUBENET K YXYILIEHUI HX
coctosiHus. Kpome toro, GI paccTpoiicTBO MOXKeT yXyAIIUTb KadeCTBO XKU3HH, CBSI3aHHOE CO
3I0POBbEM, U MPUBECTH K (PH3HUECKUM, ICUXUYECKUM U COLMAIBHBIM JHCTpeccaM. Spiegel, Am
J Gastroenterol. 2011 Mar;106(3):380-5, BkJItOUE€HHAsi B HACTOSIIEE OMUCAHHE TMOCPEICTBOM
CCBUIKM BO BCE€H CBOEH MNOJHOTE. B HEKOTOpBIX BapHaHTaxX OCYILIECTBJIECHUS KOMIO3ULIUY,
Harmpumep, TaOJeTKH C OTCPOYCHHBIM BBICBOOOXKICHHEM, IO HACTOALIEMY H300PETEHUIO
COCTABJIEHBI JUJISl YMEHBIICHHS KEJYIOYHOTO PacCTPONCTBA, MPOOJIEeMbl, KOTOPasi BCTPEYAeTCs
npubnusuTensHo y 15-30% manueHToB, KOTOpbE HAYMHAIOT Tepanuio ¢ aedepumnponom. B
HEKOTOPBIX BApUAHTAX OCYILIECTBICHHUS KOMITO3MIMHU, HampuMep, TaOJETKH C OTCPOUYEHHBIM
BBICBOOOKIICHHEM, OMHMCAHHBIE B HACTOSIIEM JOKYMEHTE, HMEIOT HE3HAUUTEbHOE PACTBOPEHUE
B JKENyAKe, 4TOOBl MUHUMH3HPOBATH KEIYAOUYHBIE PACCTPOWCTBA M B TO K€ BPEMs JOCTHUYb
JIOCTaTOYHO OBICTPOTO PACTBOPEHHS] B KHUIIEYHUKE, YTOOBI OOECHEYHTDh JKEIaeMyK CKOPOCTh
BbICBOOOXKICHHsT B KHIIEYHHKE. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHUS KOMITO3ULIIH,
Harpumep, TabJETKH C OTCPOYECHHBIM BBICBOOOKICHUEM, ONMCAHHBIE B HACTOSIIEM HOKYMEHTE,
UMEIOT HE3HAYUTENbHOE PACTBOPEHHE B KeNyJAKe, YTOObl MHHUMH3UPOBATH IKEIYIOYHbIE
paccTpoiicTBa U B TO K€ BpPeMsl NOCTHYb AHAJOTMYHBIX, HO HE HWIAEHTUYHBIX Mpoduiei
KOHLIEHTpaLusl B IUIa3Me - BpeMs, in vivo, Kak TabieTkn aedepunpoHa ¢ HEMEAJIEHHBIM
BBICBOOOXKIIEHUEM, C 10OABIIEHHEM BPEMEHH 3a1eP>KKU MPUOITU3UTENIBHO OJJUH Yac.

[0160] Hexoropbie BapHaHTbI OCYIIECTBICHUsS HM300pETEHHsT OTHOCSTCS K CIocoly
YMEHBIIEHUS JKeJYAOUYHOTO PAcCTPONCTBA y CyObeKTa-4esoBeKa, HY)KAAIOLIErocsl B JICYCHUH
neepunpoHOM, BKIIOHYAIOIIEMy BBeieHHE TabjeTku (Hampumep, TabneTku nedepurnpoHa c
OTCPOYEHHBIM BBICBOOOKICHUEM C PHUCKON), OMMCAHHON B HACTOALIEM JAOKYMEHTe, (Hampumep,
110 TaOJIeTKH, TIOJIOBUHBI TAOJIETKH W UX KOMOMHALIIH).

[0161] Hexoropbie BapHaHTbI OCYLIECTBJICHHsS H300PETEHHsI OTHOCATCS K CIOCOOY
3aMEeJJIEHHOTO BBICBOOOKAECHHS AeepUIpoHa y CyObeKTa-ueIoBeKa, BKIIOYAOIIEMY BBEICHHE
TabJIETKH, OMUCAHHOW B HACTOSALIEM IOKYMEHTe (HampuMep, Leioil TaONeTKH, IMOJOBHHBI
TabJIeTKN Wil X kKoMOuHan). HekoTopsle BapHaHThI OCYINECTBICHUS H300pETEHHsI OTHOCSITCS
K crioco0y JIeYeHHsT METUIIMHCKOTO COCTOSIHUS Y CYyObEKTa-4eIOBeKa, HanpuMep, rae Tpedyercs
nedepunpoH, BKIOYAKOLIEMy BBeAeHHE TaOJeTkn (Hampumep, TadneTku nedepumnpoHa c
OTCPOYEHHBIM BBICBOOOKIIEHHEM C PHCKOH), OMUCAHHON B HACTOALIEM IOKYMEHTE (Hampumep,
1es10i TaOJIEeTKH, TIOJIOBUHBI TAOJIETKH WM MX KOMOMHALIH).

[0162] Komnoswuuu, Hampumep, TaOJIETKH € OTCPOUYCHHBIM BBICBOOOXKICHUEM, IO
HACTOSIIEMY M300PETEHUI0, MOTYT OBITh OCOOEHHO IIOJIE3HBI y MAILMEHTOB, HYKIAIOIIUXCS B
NepeNUBaHUSX KPOBU Ul OOECIEUYEeHHUsl JKU3HECTIOCOOHOCTH, TaKUX KaK IeMOTJIOOMHOIATHH,
BKJIFOYAsl TAJIACCEMHUIO U CEPIIOBUAHO-KJIETOUHYIO OOJI€3Hb, WIIM Y MAIEHTOB, KOTOPbIE HMEIOT

BTOPUYHOE pa3pylIeHHe UX CIOCOOHOCTH K 00pa30BaHUIO KPACHBIX KPOBSIHBIX TEJELl, TAKHX KaK
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NAMEHThI C MUEJIOANCIUIA3NEH.

[0163] Tabnerku nedepunpoHa ¢ HememyeHHbIM BbIcBOOOkAeHHeM (Ferriprox®) B
HACTOSIIEE BPEMsI HMCIIONB3YIOTCS Ui MUHHUMM3ALUN TOKCHYHOCTU BBICOKHX KOHILIEHTPALUil
JKele3a B OpraHu3Me, TKaHAX WM KieTkax. Tamaccemus siBisieTcss (POpMON HaclIeICTBEHHOTO
aAyTOCOMHO-PELIECCUBHOTO  3a00JIeBaHUSI  KPOBH,  XapaKTepU3YIOIIErocs  aHOMAJbHBIM
o0pa3oBaHueM TIeMOrJoOMHA. AHOMAJIBHBIH TIeMOIJIOOMH MPHUBOAUT K HEaIeKBATHOMY
TPAHCIIOPTY KHCJIOPOAAa U YCKOPEHHOH CKOpPOCTH paspylueHus spurpouuton. Jlroau ¢
TajacceMuell BbIPaOATHIBAIOT MEHbIIE T'eMOrJOOMHA W HMMEIOT MEHbLIE LUPKYJIHPYOLINX
SPUTPOLIUTOB, YeM B HOpPME, YTO TNPUBOIUT K YMEPEHHOH W TspKeno aHemuu. IlanmeHtam
TpeOyeTcsi MOKU3HEHHOE MEPETMBAHUE KPOBU IS JICYCHHUS TATACCEMHH, KaK MPABHIIO, KaXKIbIe
2-4 Henenu, W KaXAoe MEpeIMBaHUE KPOBU MPUBOIUT K YBEIHUEHHUIO KOJIMYECTBA JKEJIe3a B
OpraHu3Me, YTO 3KBHUBAJIEHTHO KOJIMYECTBY, KOTOpOE€ OOBIYHO BCACBIBAETCS M3 IHIIH B
KHIIEYHNKe B TeueHne 6 mecsueB. [IOCKOMbKY He CYLIeCTBYET BBIBOAHOIO MyTH IS JKENe3a,
3TOT M30BITOK OyAET BBI3bIBATH MEPErPy3Ky KeJIe30M, OCOOCHHO B MEYEHU M Jpyrux Oosee
YyBCTBUTEJbHBIX TKAHSX C PE3YJbTUPYIOIIUMH 3HIOKPUHHBIMH HAPYIIEHUSIMH M BBI3BAHHBIM
KEJIE30M CePAEUHO-COCY TUCTBIM 3a00IEBAHUSIM.

[0164] Ileperpy3ka :xkene30oM BO3HHUKAET y TMALHUEHTOB C CEPIOBHIHO-KJIETOYHOU
6oneznsro (SCD), xotopeiM TpeOyeTcst peryisipHast xenatHas tepanus. Voskaridou et al., Ann
Hematol. 2005 Jul;84(7):434-40, BkiIrOueHHAs! B HACTOSIIEE OMUCAHUE TTOCPEICTBOM CCHLIKU BO
BCeil cBOell momHOTe. XOTS CEPIOBUIHO-KJIETOYHAs OOJIe3Hb MPENCTaBisieT COOOH Apyryro
reMOrJIOOMHOMNATHIO, TAIMEHThl C CEPIIOBUIHO-KJIETOYHON OOJe3HbI0, KOTOPBIM Tpelyercs
nepenyuBaHue KPOBM Il 00eCneueHus KU3HECIIOCOOHOCTH, TAaKXKe CTPAAa0T OT TOKCHYHOCTHU
Kejesa. JTO TaKKe OTHOCUTCA K MAlMeHTaM C MHENOIUCIUIa3HeH, KOTOphIM Tpedyercs
MIOBTOPHBIE TIEPEINBAHUS KPOBH.

[0165] B HekOTOpBIX BapMaHTax OCYLIECTBJIEHHS] MEIULMHCKOE COCTOSHHE, KOTOpOe
JeyaT KOMIO3HLKEH, HarnpumMep, TabJIEeTKON C OTCPOYSHHBIM BBICBOOOKACHUEM, 110 HACTOSILIIEMY
u300peTEeHNI0 MpPEencTaBiusieT CoOOM  Meperpysky Jkeine3oM. B HEKOTOpBIX — aCHeKTax,
MEIUIUHCKOE COCTOSTHHE, KOTOPOE JieyaT KOMITO3ULMeH, HarpuMep, TabJIETKOW ¢ OTCPOUEHHBIM
BBICBOOOKIEHHEM, MPEACTABISIET COOOM TPAaHCPY3HMOHHYIO TMEPErPY3Ky KEIe30M y CyOBeKTa,
NPEAIIECTBYIOINAsl XeJlaTHAs Tepamnus KOTOPOro SIBJISIETCSl HEaJeKBaTHOH. B  HekoTopbIx
acreKkTax, MEIHLUHCKOE COCTOSHHE, KOTOpOe JieyaT KOMIIO3MLMel, Hampumep, TaOJIeTKOH ¢
OTCPOYEHHBIM BBICBOOOKACHUEM, MPEACTABISIET COOOH TPAaHC(PY3UOHHYIO MEPETPY3KY JKEIe30M
y cybOwekra, koropeii umeer MPT cepmua T2* 20 mc wim menee (mampumep, 10 mc). B
HEKOTOPBIX BapPUAHTAX OCYIIECTBJICHUS MEAHLIMHCKOE COCTOSIHHE, KOTOPOE JIeYaT KOMIO3HIIHNEH,
Harmpumep, TaOJEeTKOH C OTCPOUYEHHBIM BBICBOOOKIEHHEM, IO HACTOSIMIEMY H300pETEHUIO
NPUCYTCTBYET Vy TMALMEHTOB C TallaCCeMHUel, MepeHeCcIInx nepenuBaHue. B HEKOTOpbIX
BApUAHTAaX  OCYLIECTBIECHMsS  KOMIIO3WLUsI, Hampumep, Tabimerka ¢ OTCPOUYEHHBIM
BBICBOOOXKIIEHHEM, IO HACTOSIIEMY H300PETEHHIO MCIIONb3YETCS IS JIEUeHUs] TPAaHC(PY3MOHHOM
NEeperpy3Ku JKeJe30M Yy TMAalUeHTOB C CEPIOBHIHO-KJIETOYHOH Oone3Hpr0. B HekoTopbIx

BapUaHTax OCylLIecTBIeHUs Tabnerka (Hampumep, Tabnerka negepunpoHa C OTCPOUEHHBIM
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BBICBOOOXKIIEHHEM C PHUCKOH) MO HACTOSIIEMYy M300PETEHUIO0 HCIIONB3YETCs ISl JICUEHHS
TpaHC(hY3MOHHON NEePErpy3KH XKeJe30M y MALUEHTOB C MUEIOINUCIUIA3HEH.

[0166] Kommnosunuu, Hampumep, TaONETKH € OTCPOYEHHBIM BBICBOOOXKIEHHEM, IIO
HACTOSIIEMY HM300PETEHHI0, TaKXe MOIyT ObITb OCOOEHHO TOJNE3Hbl Yy MALUEHTOB C
HeliposiereHepaTuBHbIM ~ 3a00JieBaHUEeM, TakUM Kak Oone3nb IlapkuHcoHa, OOKOBOH
amuoTpoduueckuii ckiepo3 (ALS) wnu Oone3Hb ['€HTHHITOHA, MOCKOJNBbKY TaOJeTKH He
pPACTBOPSIFOTCSL B JKEIYAKE, YTO B HEKOTOPBIX CIy4dasX CBOAUT K MHUHHUMYMY >KEIyJO4YHOE
pPacCTPOICTBA, COMPOBOKAAEMOE TOLUTHOTONH U PBOTOM, YTO OCOOEHHO BBIPAKEHO Y MAIHEHTOB,
KOTOpble HAYMHAIOT TipueM aedepunpona. He MmeHee BakHO, uTo Tabnetku DR no Hactosiemy
u300peTeHNI0 a0COPOUPYIOTCST MeHee ObICTPO, YeM Tabierku IR u apyrue u3BeCTHBIE TAONETKH
nedepunpona, 4TO MPUBOAMT K MEHBINEH TOIIHOTE W PBOTE, YTO MOXKET CHOCOOCTBOBATH
BO3HUKHOBeHUIO pacctpoiictBa GI. Tem He menee, Tabnerku DR Hacrosimmero usobpereHws
JIOCTaTOYHO OBICTPO BCACBIBAIOTCS IOCHE NOCTHKEHUS JBEHAALATUIEPCTHOM KHIIKH, YTOOBI
o0ecrieunTh OBICTPOE MPOHMKHOBEHHE B MO3T, YTO IO3BOJISIET Ae(epUnpPOHY MPOSBISTH CBOH
onaronpusitabie 3G dextor npu Oonesnu [lapkuncona, ALS, Gone3snu ['eHTUHITOHA U APYrux
HelpoaereHepaTHBHBIX 3a00JIeBaHUSX, II€ JIOKAIN30BAHHOE HAKOIUIEHHE JKejle3a CIIOCOOCTBYET
NaTOJIOTUH 3a00JI€BaHMS.

[0167] bonesnr IlapkuHCOHAa TpeACTaBIIsIET COOOW JereHepaTuBHOE 3a00JieBaHUE
LIEHTPAJIbHOH HEPBHOH CHUCTeMbl. MOTOpHbBIE CUMITOMBI Oosie3HU [lapkMHCOHA BO3HHMKAIOT B
pe3yabraTe rudenu 1opaMUH-TeHEPUPYIOLINX KIETOK B YePHOH cyOCTaHIMU, OONIACTH CPEIHETrO
mosra. Ha panHMx cragusx 3a0oneBaHus HauOoJjiee OYEBHUIHBIE CHUMIITOMBI CBSI3aHBI C
IBIDKEHHEM, HAIpUMEpP, TPEMOP, PUTHAHOCTb, MEMJIUTENbHOCTh U TPYAHOCTH NPH XOAbOE U
noxonke. [To3nHee B xone 00J€3HU MOTYT BOSHUKHYTh MPOOJIEMbI C MBILUIEHHEM H [TOBEACHUEM,
cnaboymue OOBIYHO BCTPEYAETCS HA IMO3IHUX CTAAMSIX 3a00NeBaHMs, a AETPECCHs SBISETCS
HanOosee pacrpOCTPAHEHHBIM IICUXUATPHYECKUM CUMITOMOM. Jlpyrue CHMNTOMBI BKJIOYAIOT
CEHCOpHBbIe MpOOJeMbl, TPOOIEeMbl CO CHOM U SMOLHMOHANbHBIE Mpobiembl. bone3Hb
[TapkuHCOHA Yalle BCTPEYAETCs Y TOXKHMIIbIX JIFOAEH, OOJBIIMHCTBO CIy4aeB MPOUCXOINT MOCIE
50 ner.

[0168] Ilaromoruss Oone3nu IlapkWHCOHA XapaKTePU3yeTCsl HAKOIUIEHUEM Oelika,
HA3bIBAEMOTO aJIb(ha-CHHYKIEUHOM, BO BKJIIFOUEHUSIX, HA3bIBAEMbIX TeJIbLIAMH JIeBH, B HEHPOHAX,
HAapsily C HEOOCTaTOYHBIM OOpa3sOBaHMEM U AKTUBHOCTBIO JO(QaMHHA, MPOAYLHPYEMOTO
HEKOTOPBbIMU HEHpOHaMM B YacTsX CPEJHEro Mo3ra. AHaTOMUYECKOe paclpefesieHue Tesell
JleBu 4acTo HAMPSMYIO CBSA3AHO C BBIPAXKEHHUEM U CTENEHbIO KIMHUYECKUX CUMIITOMOB Ka)KIOTO
UHAMBUIYYMa. JlMarHocTHKa TUIHMYHBIX CIy4aeB B OCHOBHOM OCHOBAaHa Ha CHMIITOMAXx, IJIs
MOJTBEPKAEHUS HCIOIb3YIOTCS TAKHE TECThI, KaK HEHPOBU3YyaIU3aLusl.

[0169] PamHume MOTOpHBIE CHUMNTOMBI 3a00JI€BaHUS OOBIMHO VCTPAHSIOTCS IyTEM
neuernnss L-DOPA wu aronmcramu nodammua. Ilo mepe mporpeccupoBaHusi 3aboneBaHusl U
NPONOJDKEHNsT TOTeph A0(aMUHEPrHYeCKX HEHpPOHOB, 3TH Mpenaparsl B KOHEYHOM HTOTe
CTaHOBATCS He3(PPEKTHBHBIMH IPH JIEUEHMH CHMOTOMOB U B TO K€ BPEMs BBI3bIBAIOT

OCJIOKHCHUC, Ha3bIBACMOC HHCKHHGSHeﬁ, KOTOpPOE OTMECYACTCA HEMIPOU3BOJIbHBIMU
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KOpYAIUMHCS JABIDKEHMsAMH. Jluera u  (usmueckue ynpakHEHUss U HEKOTOpble (POpPMBI
peaOuiuTalMd  TOKa3aJd  HEKOTOPYH  S(PeKkTUBHOCTH B  CMSITYEHUH  CHUMITOMOB.
XUpypruyeckoe BMEIIATEIbCTBO M INIyOOKas CTUMYJISIMS Mo3ra ObUIM MCIIOJIb30BaHbI IS
YMEHBIIEHUS MOTOPHBIX CHMIITOMOB B Ka4eCTBE KpailHell Mepbl B TSDKENBbIX Cly4asx, KOrja
nexapcTBa Hea(pdexTuBHbl. Her Hukakoro nedenus ot Oonesznu [lapkuHcoHa.

[0170] Bonesnp I'eHTHHITOHA mpencrTaByiseT coOOW mporpeccupyrouiee 3adoieBaHUe
mo3ra, BbBBaHHOe naepexktHbiM reHoM (HTT) B 4 xpomocome, KOIMPYHIOIIMM OEJOK,
Ha3biBaeMblli TeHTUHITHH. Jledekr BbbiBaeT 5SkcmaHcurd CAG-TPUIUIETHBIX MOBTOPOB
(LIMTO3MH-aACHUH-TYaHUH) B T'€HE, KOAMPYIOLIEM T'€HTHHITHH, KOTOPBIH TMOBPEKAAET KJIETKH
Mo3ra. JIoCTyneH AMarHOCTUYECKU TeHETHYECKHH TeCT Ha Ne()eKTHBINA I'eH TeHTUHITUHA.

[0171] Cumnromsr Gone3nu I'eHTHHITOHA OOBIMHO pa3BUBAKOTCS B Bo3pacte ot 30 mo S0
JIET U BKJIFOYAIOT HEKOHTPOJIMPYEMOE JIBIDKEHUE PYK, HOT, TOJIOBBL, JIMLA U BEPXHEH 4acTH Tela.
bonesnp ['eHTHHITOHAa TakKe BbI3bIBAET CHIDKEHHE HABBIKOB MBILUIEHUS U PacCyXIEHUS,
BKJIFOYAsl TaMATh, KOHLEHTPALMWI BHHMAHUS, CIOCOOHOCTh K CYXXIEHHIO H CIIOCOOHOCTB
IJIAaHUPOBATh U OPraHU30BbIBATD.

[0172] He cymectByer nekapctBa OT Ooyie3Hr | eHTUHITOHA, a JieueHHe HalpaBjIeHO Ha
JeyeHne CUMNTOMOB Oosie3an I enTurrrona. Hampumep, aHTUIICHXOTHYECKUE TIPETIapaThl, TAKHUE
KaK OJIAH3alMH, MWCIONB3YIOTCA sl  JIeYeHUs Xopen (HENMpOW3BOJIbHBIE —JIBHIKEHHUS),
AHTUIICUXOTUYECKHE TIpernaparbl WM CEeJEeKTUBHbIE WHIUOMTOPbI OOpaTHOrO 3axBaTa
CEepOTOHMHA HCIIONB3YIOTCS IUIA JICYEHUS Pa3APa’KUTEIbHOCTH, & CEJEKTHBHbIE WHTHOHTOPBI
0o0paTHOro 3axBaTa CEPOTOHMHA MWCIOJB3YIOTCA Ui JIeUYEHHs] O0OCECCHBHO-KOMIYJIbCUBHBIX
MBICJIEN WU JEHUCTBUU.

[0173] BoxkoBoit amuorpodudeckuii ckiepo3 (ALS) mpencrasnsier coboii 3aboseBanue,
KOTOpOE BbI3bIBAET rudesb HEHPOHOB, KOTOPbIE KOHTPOJUPYIOT MPOU3BOJIbHbIE MbIIIIbI. ALS
TaKke u3BecTeH kak OonesHp Jly I'epura mmm OonesHp MoTopHbIX HelipoHoB (MND). ALS
XapaKkTepU3yeTcsl 3aCTHIBIIMMH  MBIIILAMH, [OAEPTHBAHUEM MBI U  I[OCTETIEHHBIM
OCJa0JIeHHeM MBI BCJIEACTBUE YMEHBIICHHS pPa3MepOB MBI, JTO TNPUBOOUT K
3aTpyIHEHUSIM MPU Pa3roBope, NIOTaHUH U AbixaHuu. [IpuunHa He u3BectHa B 90-95% cnyuaes
ALS, B TO Bpemsi kak mpuOnusutenbHO 5-10% ciaydaeB ALS HacnenyroTcsi T€HETHUECKH.
HuarHo3 ALS ocHoBaH Ha mpU3HAKaX ¢ CHMIOTOMAaxX 4YeJOBEKAa C TECTUPOBAHUEM,
BBIITOJIHEHHBIM, YTOOBI HCKITFOYHUTD APYTHE NOTEHIIHAIbHBIE TPHYHHBI.

[0174] He cymectByer nekapctBa or ALS. HewnBasuBHasi BEHTWIALMS MOXKET
YIYYIINTh Ka4eCTBO M TMPOJOJUKUTENBHOCTh KM3HH. Puiyson, mnpemapar, OJOKHPYOIIHHA
HATPUEBBIE KaHAJIBI, MOXET OTCPOYMUTH HAUaJIO 3aBHCHMOCTH OT NOTPEeOHOCTH B ammapare
UCKYCCTBEHHONM  BEHTWUJISILUM  JIETKUX  WUJIM  TPaxeoCTOMHUH U MOXKET  YBEIUYHTh
NPOAOCKUTENBHOCTD KU3HU NMPUMEpHO Ha 2-3 Mecsa. OgHako, cpefHsisi MPOJOJIKUTENbHOCTD
YKU3HU OT Hadaja 10 CMEePTH OOBIYHO COCTaBIsET 2-4 roja.

[0175] B HekoTOpbIX BapHaHTax OCYLLIECTBJIEHUS MEAULMHCKOE COCTOSIHUE, KOTOpOe
JedaT KOMIIO3WIMeH, Hampumep, Ta0nerkol (Hampumep, Tabnerkoir nedepunpoHa cC

OTCPOYEHHBIM BBICBOOOJKAEHMEM C PHUCKOI), ONUCAHHOM B HACTOALIEM JOKYMEHTE,
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npencTaBisieT coOo  HeWpoaereHepaTuBHOe 3a0oyeBaHHe. B HEKOTOPBIX  BapuUaHTax
OCYIIECTBJICHUs]  HEWpOIereHepaTUBHOE 3a0oyieBaHUME  TpencTaBisier cobol  Oone3Hb
[Tapkuncona, ©OokoBoli amuorpoduueckmii ckyiepos (ALS), ©Oonesup ['eHTuHrToHa,
MaHTOTEHATKUHA3a-aCCOLIMUPOBAHHYIO HEHPOAEreHepaluro uiu atakcuio @punapenxa.

[0176] CooTBETCTBEHHO, HEKOTOPbIE BAPUAHTHI OCYIIECTBICHUS] H300PETEHHsI OTHOCSTCSI
K cnocobaM JiedeHusi HeHpONEereHepaTUBHOTO 3a00JeBaHMs, BKIIOUYAOIIUM KOMITO3HUIIHIO,
ONMCAaHHYI0 B HACTOSsIIIEM JOKYMEHTe. B  HEKOTOpeIX BapuaHTax OCYIIECTBICHHS
HeliponereHepaTuBHOEe 3a0o0jieBaHHe MpencTaBisieT coboii Oonesnb IlapkuHCOHA, OOKOBOI
amuotpoduueckuii  ckiepo3 (ALS), Oonesnp I'entunrrona, arakcuro —®@pupperixa,
MAaHTOTEHATKUHA3a-aCCOLIMUPOBAaHHYI0 Helpoaerenepaunto (PKAN) wnu Helipogerenepauuro ¢
HakorieHueM skene3a B mosre (NBIA). Hekoropble BapuaHTBI OCYILECTBJIEHHS] OTHOCATCS K
crioco0aM YMEHbBIIEHHsI IIH 3aMeJICHHs] POTPECCHPOBAHUST MHBAIMAHOCTH, CBsI3aHHOU ¢ ALS.
B HeEKoTOpBIX BapHaHTaxX OCYLIECTBICHUS CYOBEKTY MOIMOJHHUTEIBHO BBOAAT pHIy30J. B
HEKOTOPBIX BapHAHTaX OCYLIECTBIEHHs Ae(QepUIpOH BBOIAT IO, MOCIE WM OJHOBPEMEHHO C
BBEJICHUEM pPIIY30Ja CyOBeKTy. B HEKOTOpBIX BapuaHTAaX OCYIIECTBICHHS O0INas CyTOYHas
7032 PUJIy30J1a COCTABIISIET OT MpuOm3uTeNbHo 20 Mr/aeHs 1o npubdnusutenbHo SO0 Mr/aeHsb.

[0177] B HekOTOpBIX BapUaHTaX OCYLIECTBICHHS KOMIIO3ULIUS MPEACTaBIsieT coOOH
TabneTKy, TalNeTKy ¢ OTCPOYEHHBIM BBICBOOOXKIEHHEM, TaOJIEeTKy C OTCPOYEHHBIM
BBICBOOOXKIIEHHEM C PHCKOMW, LENyK TaOJNeTKy, MOJIOBHHY TabJNeTKH WM UX KoMOuHanmo. B
HEKOTOPBIX BApUAHTaxX OCYINECTBJIEHHS KOMIIO3MLMIO BBOJSAT B COOTBETCTBHUM C PEKUMOM
JO3UPOBAHUs, ONTMCAHHBIM B HACTOSILIEM JOKyMEHTE. B HEKOTOpBIX BapuaHTax OCYILECTBICHUs
KOMITIO3ULIMIO BBOZAAT B COCTOSIHUU HATOILAK WJIM B COCTOSHUU T1OCJIE TPUEeMa MUIIH.

[0178] Hekotopele acmekTbl M300peTEHUS OTHOCATCS K CrocoOy JedeHus: cyObekTa-
YeJoBeKa C Neperpy3Koi JKele30M, BKIIOYAIOINEMy IepopajibHOe BBelEHHE CyOBEKTY,
Hyparomemycs B 3ToMm, 3000 mr/aens unu 1200 mr/nens nedpepunpoHa, rae CyObeKTy BBOASAT
nedepunpoH nBa pasa B Je€Hb. B HEKOTOpBIX BapHaHTaX OCYILIECTBJICHHUS CyOBEKT CTpazaer
TajacCeMHel WM MHUeNOAuCIUIa3ueil. B HEeKOTOpbIX BapUaHTAaX OCYLIECTBICHUS CYOBEKT
CTpajiaeT HEWPOTeHHBIM 3a00NeBaHNEeM. B HEKOTOpBIX BapuaHTax ocyuiectieHust 3000 mMr/neHb
nedepunpona BBomAT B 1o3e 1500 mr nBa pasa B AeHb (Hampumep, onHa u nojsosuHa 1000 mr
tabnetku DR; wmu tpu momoBmabl 1000 mMr Tabnmerok DR). B HekoTOphIX BapuaHTax
ocyuiecTBiieHUs] CyObeKT AeMOHCTpUPYeT Cpx 48,5-10,5 MKI/Mi1 B paBHOBECHOM COCTOSTHUU. B
HEKOTOPBIX BapHaHTaxX ocCymiecTByieHns: cyOnrekT nemoHcTpupyer AUCg.24y 75-95 MKr - 4 /mi B
PaBHOBECHOM COCTOSHMH. B  HEKoTOpbIXx BapuaHTax ocymectsienuss 1200 wr/meHb
nedepunpona BBOIAT B 103e 600 Mr aBa pas3a B IeHb. B HEKOTOPBIX BapHUAHTAX OCYIIECTBIICHUS
1200 mr/nens nedepunpona seomsT B go3e 1200 Mr onmH pa3 B AeHb. B HEKOTOPBIX BapHaHTax
OCYIIECTBJIEHUS] CYOBEKT NeMOHCTPUpyeT Cpax oT 4,00 mo 13,558 mkr/mn nocie BBenenus 600
Mr aedepunpoHa mocje mpueMa NHUIH. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHS CyOBEKT
neMOHCTPUPYeT Crax OT 5,880 mo 13,690 mkr/mn mocne BBemeHuss 600 mr nedepurpoHa
HATOINAK. B HEKOTOPBIX BapMaHTaxX OCYLIECTBIEHHs CYOBEKT NEMOHCTPUPYET Tmax OT 1,333 nmo

8,000 vacos nocne BBeneHus: 1200 mr nedepunpona. B HEKOTOPBIX BapuaHTaX OCYIIECTBIICHHS
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cyopekT nemoHcTpupyer AUCYCpax oT 3,265 nmo 6,765 1 mocne BBemenumst 1200 wmr
nedepuripoHa.

[0179] B HekoTOpBIX BapHaHTaxX OCYLIECTBIEHHUS 3THUX CIIOCOOOB CyOBEKT CTpajgaer
oonesnbto IlapkuHcOHAa. B HEKOTOpPBIX BapHUaHTAX OCYIIECTBJIEHUS 3THX CIIOCOOOB CyOBEKT
crpanaer Oone3Hbl0 ['eHTHHITOHAa. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUS STHX CIOCOOOB
CcyOBbeKkT cTpasaeT OOKOBBIM aMHOTPOPUIECKUM CKIepo3oM (ALS).

VIII. buonoctynHoCTh

[0180] ®apmakokuneruueckue (PK) mapamerpsr (Harpumep, Crax, Tmax, AUCT, AUCI,
Kei, Tip) MoOryT ObITh OLlEHEHBI IJisi CYyOBEKTOB, KOTOPBIM BBOIAT TaOJETKY, OMUCAHHYIO B
HACTOSIIEM JOKYMeHTe. B HEKOTOpBhIX BapHaHTaxX OCyLIeCTBIeHUs nmapamerpsl PK onpenessroT
C TIOMOIIBIO HCCIIENOBAHUSI C OMHOKPATHOHN N030#. B HEKOTOPBIX BapUAHTAX OCYINECTBJICHHUSI
napamerpbl PK ompenensroT ¢ MOMOINBIO HUCCIEAOBAHHUS C HECKOJBKUMH J03aMHU WA B
PABHOBECHOM COCTOSIHHH.

[0181] B HexoTOpBIX BapHaHTax OCYLIECTBICHMs, TaOJEeTKa, ONMUCAHHAS B HACTOSILEM
nokymeHnte, obecreunBaer cpennee orHomeHue AUC,/Cy.x or 3,5 wacoB nmo 6,0 4acoB B
UCCJICZIOBAHUSIX OMO3KBUBAJIEHTHOCTH OJHOKPATHOW NTO3bI KaK B COCTOSIHUM HATOIIAK, TaK U B
COCTOSTHUM TOCJIe TpHeMa MUIIH, KOrjaa TalNeTKy BBOIST B BHIE LEJOW TaOJeTKHu U Koraa
BBOJISIT B BHJI€ TIOJIOBUHBI TAOJIETKH.

[0182] Xots HacTosAlas 3asBKa NPOMJIJIIOCTPUPOBAHA ONMCAHUEM BapHAHTOB €€
OCYIIECTBJICHUS] U XOTSl BAPUAHTBI OCYIIECTBJICHHUS] OMUCAHBI B 3HAYUTEIBHBIX MOIPOOHOCTSIX,
3asIBUTEJI HE HWMEIOT HaMEPEeHHUs COKPATUTh WM HWHBIM O0pa3oM OrpaHHYUTh OOBEM
npuiaraeMoii  Gopmysael  u300peTeHus: TaKUMH  MOAPOOHOCTSAMH.  J{OMOJHUTENbHbIE
npeumyinecTsa U Moaudukamu OyayT OYeBHIHBI AJISl CIIELUATICTOB B JAHHOW O0ONACTH, UMest
NperMyLIecTBa HACTOsIeH 3asaBku. CrenoBaTeNbHO, 3asBKa B ee 0oJiee IHUPOKUX aCHeKTax He
OTPaHUYUBAETCS] KOHKPETHBIMHU JETAJISIMHU, OMUCAHHBIMU WJUTFOCTPATUBHBIMU MPUMEPAMU WU
JFOOBIMU YIIOMSIHYTHIMH yCTpOHcTBaMU. OTKJIOHEHUSI MOTYT OBITh CAENaHbl M3 TaKUX IeTalel,
MIPUMEPOB M YCTPOMCTB O€3 OTKJIOHEHHS OT CYIIHOCTH MM 00beMa o01ei unen n3o0peTeHus.

ITpumepsnl

Hcnonb3oBaHre U300peTEHUs] MOKET OBITh JIydllle MOHSTO M3 CIEAYIOIIUX MPUMEPOB,
KOTOpBIE MpeIHA3HAYEHBI IJIs1 WILTFOCTPALINH, & He OTpaHuYeHUs 0ObeMa H300peTeHHsL.

IMpumep 1: ITonyueHue TabNETOK ¢ HTEPOCOMOOUIBHBIM MOKPBITHEM C OTCPOYEHHBIM
BBICBOOOKIIEHUEM

Tabnmuna 1: Tabnerka nedepurnpona ¢ oTcpodeHHBIM BbicBOOOkaeHUeM (1000 mr u 600

MIZ)OMHOHGHT DyHKIUA Konnuectso Konnuectso
(1000 wmr) (600 mr)
Mr % Mr %
Hedepunpon AKTHBHOE BELIECTBO 1000 89,6 600 88,7
HPMCAS-LF DHTEPOCOTIOOMITbHBIH 28 2,51 29,5 4,36
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MOJIUMEP
Oxcupg marnus CPENCTBO, peryaupyroliee 50 4,48 24,5 3,62
pH
KOJUIOUAHBIA  muokcup | I nmupmaHTt 2,6 0,23 1 0,15
KpeMHusI (4acTh 1)
ITopuror 1080.,6 96.8 655 96.8
Ilocne ynnorHeHuUs
Creapar maraus CMAa3bIBAIOIIEE BEIECTBO 17,2 1,54 4 0,59
KOJUIOUAHBIN  guokcun | I'mumaHT 2,2 0,20 1 0,15
KpeMHus (4acTh 2)
Bcero 1100 98.5 660 97.6
ITokpbiTHe
TpusTunuurpar IMnactudukarop 1,03 0,09 1,03 0,15
Caxaposa Pasbasurens 3,09 0,28 3,09 0,46
Tanbk MPENSATCTBYOLIUN 3,09 0,28 3,09 0,46
MPYJTUTIAHHUIO areHT
* Jlucniepcust DHTEPOCOMIOOMITbHBIIH 31 0,83" 31 1,37
coroauMepa MOJIUMEP
METaKPUIOBON KUCJIOTHI
** ouunlIeHHas BOJA 124 - 126,8
Bcero Tabnerka, 1116,5 100 676.5 100
MOKpPBITasi 000IOUKOH

* Comepxut 30% TBepAbIX BEIECTB.
** McnapsieTcst B mpoliecce HaHECEHUs! TOKPBITHS.
# MaccoBplli IPOLIEHT COMNOJMMEpPa METAKPWJIOBOM KUCIOTBI B IOKPBITUM IPU
BBICBIXaHUU MTOKPBITHS.

[0184] [ns monmyueHust simpa TabneTku cMemuBanu Bmecte nedepurnpoH, HPMCAS,
OKCHJI MarHusi ¥ KOJUIOMIHBIN TUOKCH] KPEeMHUS (4acThb 1), M CMeCh YIIOTHSUIM M U3MEJIbYaJIH B
rpanysbl. CTeapaT MarHus U KOJJIOWAHBIA JHOKCHA KPEMHHS (YacTh 2) NOOABISIIN K TPaHyIaM U
CMEIIMBAJIM C HUMH, M T[OJYYEHHYIO CMECh TIPECCOBAIM B SAPO TabJNETOK Maccoi
npubnusutensHo 1100 Mr wmm npudmmsurensHo 660 MI HA UHCTPYMEHTE KarCyJbHOW (OPMBI,
paszeneHHoi nomnojaaM ¢ 00enx CTOPOH.

[0185] CycrneH3uo 3HTEpPOCOOOUIIBHOIO TOKPBITUS PACTIBULSUIN Ha siApa TaOJIeTOK ¢
neepunpoHOM B YCTaHOBKE IIJIsl HAaHECEHUs] 000JIOUKHM C OOKOBOW BEHTWIILMEH O TeX IOp,

NoKa TabJIETKU HEe UMENH LeNeBON MPUPOCT Macchl mpubausurensHo 1,5% s tabneTok mo
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1000 mMr u 2,5% nna tabnerok mo 600 wmr. IlomyueHHass TabneTka C OTCPOUYEHHBIM
BbICBOOOXKIEHNEM ObLTa pa3paboTaHa Tak, 4YTOOBI MMETh HE3HAUUTENbHOE PACTBOPEHHE B
JKeNyaKke, HO OBICTPO pacTBOPATHCA B ABEHALATUIIEPCTHOW KUILIKE, U MPEAOTBPAIIECHUS
YKEJTyTOYHOTO PACCTPONCTBA. DTU CBOMCTBA OTHOCSITCS K 11€JIOH TaONeTKe U MOJIOBUHE TaOJIeTKH.

ITpumep 2: XapakTepuUCTHKU pacTBOpeHHUs TaOjeTku aedepurpoHa € OTCPOUYEHHBIM
BBICBOOOXKIEHNEM (11eJ1ast U ITOJIOBUHA)

[0186] Xapakrepuctuku pactsopenusi 1000 mr Tabnerku aedepunpoHa ¢ OTCPOYSHHBIM
BBICBOOOJKIICHHEM, TOJYYEHHOH B mpumMepe 1, TeCTUpOBaJM in Vitro C HCIOJIb30BAaHHEM Kak
LIEJIbHBIX, TaK U MMOJIOBHH TaOJIETOK.

[0187] UcnbiTanus Ha pacTBOpeHue npooamiau B ycrporctse 2 USP npu 75 06/MuH B
900 mn 0,1 H. comsanoit kucnorel (HCI), 0,5 M ¢ocdaraoro 6ydepa mpu pH 4,5 u 0,5 M
docharnoro Oydepa mpu pH 6,8. Tabmerku 1000 mMr u3 nmpumepa | mokasajau CIEAyrOIINE
XapaKTEPUCTUKHU PACTBOPEHUS KaK JUIsI LIEJIbIX TAOJIETOK, TaK U JUISI TOJIOBUH TaOJIEeTOK:

[0188] PacTBopenue 6bu1o Huxke 20% uvepes 180 munyt B 0,1 H. HCI [¢ur. 1].

[0189] PacTBopenue 6bu10 HIKe 60% uepe3 60 munyT npu pH 6,8 [ur. 2].

[0190] PacTBopenue 6bu10 BoItne 80% uepes 60 munyt npu pH 4,5 [¢dur. 3].

IIpumep 3: CpaBHeHHE CKOpOCTEH pacTBOpeHHs g TabieTok naedepurnpoHa C
OTCPOYEHHBIM BBICBOOOIKICHHEM VS. C SHTEPOCOTOOMIBHBIM OKPHITHEM

[0191] IIpodwns pacTBopeHmst masi Uenod W mojoBuHbl Tabmetkn 1000 mr c
OTCPOYEHHBIM BBICBOOOXKIEeHHeM, monydeHHoii B Ilpumepe 1, cpaBHuUBaim C mpoduieM
pacTBOpeHHs ISl LEJbIX WU TOJOBMH TaOJeTOK C 3SHTepoconoOmibHeIM mokpbiTueM (EC)
(Avicenna Lab, 3asBka Ha natent Mpana No. 90-07-27-71996).

[0192] Tabnetka EC (Avicenna Lab) ucronb3yemasi Ajisi CpaBHEHHs], BKJIOUAia SAPO
tabnetkn u3 500 mr nedepumnpona, 290 Mr MHUKPOKPHUCTAIIMUECKOW ILEJUTFOJIO3bI, 1 Mr
KOJUIOMJHOTO AMOKCHAA KpeMHus, U 9 mr creapata marHus (800 mr oOmei maccel sipa).
Tabnerka EC (Avicenna Lab) Takke BriIrO4ana mokpeiTue u3 34,68 Mr comnonuMepa
METaKpUJIOBOW KUCIOTHI, 15,56 mr Tanbka, 3,61 mr I12T" 6000, 4,38 mr quokcuna tutaHa, 4,93
MT rUnpomeiossl, 6 cMm Poaz, u 0,82 Mr OukapOoHaTa HaTpus (oOmas Macca mokpeitus 63,98
Mr). Macca moKphITHSI COCTaBIIsIET MPUOIM3UTENbHO 7,4% oT 00mmel macchl Tabnerku EC.

[0193] Tectuposanue pactBopeHus nposonunu B annapate USP Apparatus II npu 75
o0/muH, ucnome3dys 900 mn 0,1 H. HCl B Teuenne 180 mmuyt. OOpasuer cobupamu c 5-
MUHYTHBIMH UHTEPBAJIAMH JJIs1 XaPAKTEPUCTHKHU MPO(HIIS paCTBOPEHHUS TaOJIETOK.

[0194] B wmenom, nenble W TOJNOBUHBI TabsieTKu paedepurnpoHa € OTCPOUEHHBIM
BbICBOOOXKIEHNEM 13 npuMepa | umenu pactBopenue Huxe 20% uepes 60, 90, 120, 150 u 180
munyT B 0,1 H. HCI (yto nmpencrasmnsier codoit pH xenynka). He HaOr0nan0ch pacTBOpEHUE B
0,1 m. HCl nna uenoit tabnerku EC (Avicenna Lab), HO ObicTpoe W MOJIHOE PacCTBOPEHHE
Habmoanock B 3a0ydepeHHbIx pacTBopax: 95% pacTBopsuiochk depe3 30 MHHYT B pacTBOpe C
pH 4,5; 94% pactsopsnoch uepe3 30 muH B pactsope ¢ pH 6,0; u 88% pactsopsnocs uepes 30
muHyT B pactBope ¢ pH 6,8. Omnako monoBunel Tabnerok EC (Avicenna Lab) OwicTpo

PacTBOPSUIHCH, TAKUM 00Pa30M TePsisi CBOU CBOMCTBA SHTEPOCOTIOOMIBHOTO TTOKPBITHS.
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[0195] Takum oOpas3om, mpemapaT ¢ OTCPOUYEHHBIM BBICBOOOXIEHHEM H3 mpumepa 1
NPOIEMOHCTPUPOBAI NPEUMYINECTBO Tepen APYrUMHU TalneTkamMu neepunpoHOHa C
SHTEPOCONOOMIBHBIM MOKPbITHEM. B uacTHOCTH, TabjeTka ¢ OTCPOUEHHBIM BBICBOOOXKIECHHEM
1000 mMr w3 mnpumepa 1 HEMOHCTPUPYET OTCPOYEHHOE BBICBOOOXIEHHE B Cpere,
npezacrasysiomeii pH »kenya04HON KUCIOTHI, HO UMeET NPU3HAKU, IPEBOCXOJAIINE Te, KOTOPbIE
00ecreunBaloTCsl SHTEPOCOMIOOMIIbHBIM  MOKPHITHEM. B dWacTHOCTH, HOBasi Ta0nerka ¢
OTCPOYEHHBIM BBICBOOOKIEHHEM IO M300peTeHnI0 00ecrednBaeT OJMHAKOBYK) CKOPOCThb
pacTBOpeHHs ISl TIOJIOBUH U LeNbIX TalJeTok, HesaBucuMo oT pH pactsopsiromuedi cpeast. To
ecTb TalJieTKa C OTCPOYEHHBIM BBICBOOOXKIEHHEM OXBATHIBAET OMpPEICNICHHbIE CBOWCTBA
TabJIETKH C SHTEPOCOOOMIBHBIM MOKPBITHEM, 0€3 €€ HeJOCTATKOB, TaK YTO TaOJETKH MOXKHO
pa3nenuTh momoiaM Uit o0ecredeHus: KOPPEKTHPOBKU JO3UPOBKH Ul BBEIEHUS! TOJOBUH
TabJIETOK.

IMpumepst 4-5: 24-qacoBble HCCIENOBAHUS OMOIKBUBAJIEHTHOCTH

[0196] IIpumepsnr 4-5 OTHOCATCSI K UCCIENOBAHHUSIM OHOIKBHBAJEHTHOCTH Y CYOBEKTOB-
mozel ¢ ucnonp3oanreM 1000 Mr TabJIeTOK ¢ OTCPOYEHHBIM BBICBOOOXKIEHHEM Ae(epurpoHa B
ITpumepe 1 u Tabnerok Ferriprox® IR.

[0197] IlepBoe uccnenosanue (mpumep 4) ObLIO HCCIEAOBAHUEM OIHOKPATHOW O3B,
KOTOpOEe TOKa3ajo 3anep:kky B abcopOumm Tabnmerok DR, HO He yBennueHHE KOHEYHOTO
Nepuo/a MOJTyBBIBEICHHUS, & TAKKE TO, UTO ITOJIOBHHBI TAOJIETOK MMEIH OMHAKOBYIO CKOPOCTb U
CTereHb aOCOpPOLMH KaK 11eJible TaOJIeTKH, HE3aBUCHMO OT TOTO, ObUIH JI OHU BBEICHBI C MULIEH.

[0198] Bropoe uccrnenopanue (mpumep S5) ObUIO HCCIENOBAHHEM MHOTOKPATHBIX 03
SKBHMBAJIEHTHBIX CYTOUHBIX 103 Tabmerok DR m IR. DT0 mccnenoBanue mnokasano, uTo B
paBHOBECHOM cOCTOsiHMU TaOneTku DR Obutn OMOSKBHMBAJIEHTHBI B PAaBHOBECHOM COCTOSIHUH
tabnerkam IR.

ITpumep 4: @DapMakOKMHETHYECKOE MCCIIEOBAHNE ONHOKPATHOH 03Bl TaOJNETOK C
OTCPOYEHHBIM BBICBOOOXKIEHHEM e epUITpOHa HATOLIAK U MOCI]E TpHUeMa MULIH B CPABHEHHH C
TabJIeTKaMH ¢ HEMeIJIeHHbIM BbICBOOOKAeHHeM Ferriprox® mocie npuema Mmuiu y 3J0pOBbIX
n00pOBOJIBIIEB

[0199] Dto ObUIO PAHIOMU3UPOBAHHOE, OJIHOIO30BOE, OTKPBITOE, 4-TIEPUOAHOE
NEPEKPECTHOE HCCIIEIOBAaHNEe C 4 TOCIENOBATENbHOCTSMU HAa 3J0POBBIX J10OPOBOIIBLIAX
MY?KCKOTO U skeHCKOro nojia. CyObeKThl ObUIH PaHAOMU3UPOBAHBI IS TOJTYUEHUS] OTHOKPATHBIX
103 CIAEOYIOLINX METOOB JICYSHHS B PA3JIMYHBIX MOCIEIOBATENBHOCTSAX C 7-THEBHBIM MEPHOIOM
OTMBIBKH M€y BBEICHHSMH Ipernapara:

[0200] Onna uenas tabnerka 1000 mr nedepunpona DR B ycioBusix Hatomak (n=23);

[0201] Onna nenast tabnerka 1000 mr nedepunpona DR B ycnoBusix mocne mpuema
iy (n=21);

[0202] /Ise monoBuHb! TadneTku (Bcero 1000 mr) nedpepunpona DR B ycnoBusix mocne
npuema numu (n=26); u

[0203] [IBe Tabnetku mo 500 mr mpemnapara Ferriprox® IR B ycnoBusix mocne mpuema

iy (n=24).
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[0204] Ilenu wuccnemoBaHUsl COCTOSJIA B TOM, YTOObI OLIEHHTh BIIMSHHUE MHINA Ha
npodune PK omnokpatHoit no3sl DR nedepunpona, cpasaute npopuns PK monoBunb
TabneTku ¢ npodunemM nenoit Tabnerku, cpaBHUTh npoduns PK nedepunpona DR ¢ npopunem
Ferriprox® IR, a Takxe OLEHHTb O€30MacHOCTb U IMEPEHOCHMOCTb OIHOKPATHOW JIO3bI
nedepunpona DR.

[0205] OcHoBHble mapamerpbl PK sTOro wuccnemoBanusi mokasaHel B Tabmume 2, a
OTHOCUTEJIbHAsI OMOIOCTYIMHOCTh MOKa3aHa B Tabmuue 3. B ycioBusix mocie mpuema MUInu
BpeMst (Ti,x) U1 JOCTIDKEHHSI MAKCUMAJIbHOM KOHIIEHTpaLuuu B CbIBOPOTKE (Cnax) Aedepunpona
Obu10 Oosbie ¢ cocraBoM DR (3,00 ywaca) mo cpaBHeHuro ¢ coctaBoM IR (1,33 waca). Cax 10151
coctaBa DR cocraBisina npubnmsurensao 65% oT 3Toro 3HaveHus: st cocrtaBa IR. YposHu
JIEKAPCTBEHHOTO CPENICTBA B CHIBOPOTKE IoOche aOCcopOLMM CHWKAINCh C OIWHAKOBOH
CKOpPOCTBIO, a MEpPUOJ IOJYBBIBEICHUS COCTaBILLT mnpuOnmsurenpHo 1,8 waca mnms obomx
coctaBoB. Kpome Toro, He ObUIO 3HAYMTENBHOrO paznuums B creneHn BozaehcTBus (AUC)
JIEKApCTBEHHOT'O CPEICTBA MEXIY ABYMS COCTABAMH.

[0206] Korma tabnerky DR BBOmMIM B Buae MoNOBUHBI TabneTku, HU Cpy, HU AUC
3HAYUTEIBHO HE OTJIMYAIUCh OT 3HAYSHUH i LejIol Tadnerku. UTo KacaeTcsi BIUSHUS MUIIIH,
TO OnomocTynmHOCTh coctaBa DR Obuta 0MMHAKOBOH HE3aBHCUMO OT TOTO, BBOAWIIN €r0 HATOLIAK
WK rocie npuema nuiny. [Tockonbky onHa U Ta ske obmas n1o3a Obpiia naHa aist tadnetok DR u
IR, oxxunanock, uto Cpax Oyzer Beiue s Tadnerok IR. OnHako, 3TH pe3ybTaThl MOKA3aJHu, YTO
st gocTikeHust Toro ke Cpay, uro u mist IR tabnerku, mosker ObiTh maHo Ha 50% Oosblie
nedepurnpona B Tabyierke DR.

[0207] HAnsa xaxgoro cyObekTa (papMakOKHMHETUYECKOTO HCCIENOBAHUS PACCUUTHIBAIIH
otHowmeHne AUCq nr K Cryax (Tabnuna 4). TlogydeHHoe oTHOIEHHE ObUTO MPeodpa3oBaHO MyTeM
OIIpeAENeHNs] HAaTypalbHOIroO Jorapudma OTHOLICHUS. BBIIO paccuuTaHo cpenHee 3HAUYEHHE
JorapupMHYECKu MpeoOpa3OBaHHBIX OTHOLICHUH MEXIY CYOBEKTaMH B UCCIIEIOBAHHH, U 3aTEM
cpenHee 3HadeHue Jyorapupma ObUIO OOpAaTHO MPeoOPa3OBAHO B HOPMAJIBHYIO MKy MyTeM
OTpeeNieHus] aHTUIorapudMa CpeTHero 3HAUEHHsI.

Tabnuua 2: CBonHbIe Mokazarenu HapMaKOKUHETHYECKUX TapaMeTpPOB

AechepunpoH DR, Oechepunpor DR, | lledepunpor DR, | fechepunpon IR,
MapameTp (eAUHULbI) HaTolakK HOCNE &fbl NONOBWHEI TABNETOK, 06D ofbl
nocne ekl
Coax (MKT/MN) CpepHee 6.133 6.089 6.620 9.621
{AanasoH) (2.670-13.232) (2.908-9.514) (3.236-12.419) | (3.731-19.125)
CratipapTHos oTknoHetive 2.246 1.954 2.326 3.860
(SD)
T (43008) cpegHee 2.286 3.673 3273 1.886
MefMaHa (auanasoH) 2.33 (1.33-4.00) 3.00(2.00-8.00) | 2.67(1.33-6.03) | 1.33(0.50-8.00)
AUCT (wcr* wwr) 2748 (29.2) 27.63 (25.6) 28.52(25.9) 29.64 (27.4)
AUCT (M an) 27.86 (29.2) 28.41 (25.6) 29.05 (26.2) 30.26 (27.6)
Thar (vacos) 1.83(11.7) 1.80 (16.5) 1.77 (13.7) 1.79 (14.8)

Tabmuua 3:  OtHocuTenbHass  OMOJOCTYNHOCTh  TabJNETOK C  OTCPOYEHHBIM
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MNapameTp (eanHULEI)

OtHowenre (90% CI)

Oedepunpon DR,
nocre efbl vs, . HaToLaK

AedepunpoH DR, nocne egb
Lenas vs. nonosuHa

JOedepunpod DR vs.
TR, nocre egpl

Chuax (MKrfmn)

98.7(86.6-112.4)

89.0(78.5-100.9)

65.5 (57.6 = 74.5)

AUCT (MKr w/mn)

99.0(95.2-102.9)

96.7 (93.2-100.4)

92.4 (88.9—96.0)

AUCT (Mkr* 4/mnm)

100.0 (96.3 — 103.8)

97.5 (94.1 - 101.1)

93.1 (89.7-96.7)

Tabmuua 4: AUCI/Cmax

0 DR 1000 wr DR 1000 vr  |DR 1000 wr IR 500 wrrabnetka
- JTHOUIGHNE Ta6nerka-HaToWAK  raBnetka - nocne easlfon TaGneTkH-NoCNE eab(- nocne eabl
AUCI/Cmax (u) 4735 4.763 4.423 3.225

(nmanaso) (2.858 - 6.596) |(3.225- 8.506) |(3.174- 6.529) [(2.073- 4.497)

ITpumep 5: CpaBHUTENBHAS OMONOCTYITHOCTh B PABHOBECHOM COCTOSIHMM HCCIIEIOBAHUS
TabJIETOK C OTCPOUYEHHBIM BhICBOOOXKAEHHEM (DR) nedepunpona vs. TabneTok ¢ HEMEIJICHHbIM
BbIcBOOOKIeHHeM (IR) B paBHOBECHOM COCTOSIHUH Y 3IOPOBBIX TOOPOBOJIBLIER

[0208] JIByxmepwogHOE MEePEeKPECTHOE HCCIeNOBAaHUE OBLIO TPOBEACHO JUISl OLICHKH
cpaBHuTenbHONH OmomocrynmHoctr 1000 mr Tabnerok DR nedepunpona (kak mokasaHo B
npumepe 1) u tabnerok IR nedepunpona (Ferriprox®) B paBHOBECHOM COCTOSIHUHM Y 35
310pOBBIX 10OpoBOJbIEB. CyOBEKTOB pPAaHIOMH3HPOBAIN MJISI TOJNYYEHHUsS CIENYIOIIUX JBYX
JICYEHUH, Pa3ICJICHHBIX 5 THAMU OTMBIBKHU:

[0209] Jlewenue A: Jledpepunpon DR, 1500 mr (onHa m nmonosunHa tabnerok 1000 wmr)
kaxnble 12 gacos (2 pasa B neHp (BID)) (Bcero 3000 mr/neHp) B TedueHue 3 aHeH, BBOAUTCS
1oCJIe NpueMa MUy, U

[0210] Jleuenue B: Ferriprox® IR, 1000 mr (aBe Tabnerku o S00 mr) xakable 8 4acos
(tpu paza B nmenb (TID)) (Bcero 3000 mr/meHb) B TeueHHe 3 IHEH, BBOAMTCS TOCHE MpUEMa
LY.

[0211] Tlocne COOTBETCTBYIOINErO CKPMHUMHIAa U 0a30BOr0 TECTUPOBAHHS CyOBEKTaMm
Beonuu nedepunipod BID wmm TID, B 3aBucumocTn ot obcrostenbcTs, B U 1-3. Ilocne
Nepuoaa OTMBIBKYA OHU BEPHYJIMUCh Ha MECTO BEYEPOM 8-TO JTHS M MOJYYHJIH JPYroe JEYCHHE B
tedeHue 9-11 nuelt, u yexanu yrpom 12-ro aus.

[0212] [dnst kaxxmoro meproaa mpoObl kpoBH aisi papmakokuHetndeckod (PK) ouenku
OTOMpaNKCh 10 IePBOH A03bI JHS B MEPBbIE 1Ba AHA Ao3upoBaHus (nau 1-2 u nHu 9-10), a 3arem
B OMpeAeIeHHbIE MOMEHTBI BPEMEHH TI0CIIEe BBEICHHUS O3Bl B TeYeHUE 24 4acOB B TPETUH JI€Hb
(menb 3 u nens 11).

[0213] Cpasrenuss PK wmexny nedepunponom DR u IR Ferriprox® mnpoBomumm B
PaBHOBECHOM COCTOSTHUHU (TO €CTh C HCIOJIb30BaHWEM AaHHBIX sl uHTepBasa 0-24 daca Ha
TPETUH I€Hb [T KXKAOTO JICUEHHS]).

[0214] Cratuctuueckuit aHanu3 A1 AUCo24ussy Cmaxesss Crinosss C24-ss L max-sss, OCHOBaH
Ha MOZI€NN AMCIIEPCUOHHOrO aHanusa. JsycroponHuil 90% noBepuUTENbHBIN UHTEPBAJ PA3HULIBI

MEXAY JIeUeHUsAMH paccuuThiBaiu s kaxaoro napamerpa. Jdanavie AUC) 24455, Cmax-sss Crin-ss
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U Cy4.ss ObUTH JTOTapUpMUIECKH PeoOpa30OBaHHbBI 10 AUCIIEPCHOHHOTO aHAJIH3A.

[0215] Kpurepun 151 OMO3KBHBAJEHTHOCTH B PAaBHOBECHOM COCTOSHUU ObLIH
ycTaHoByieHbl 110 90% nosepurenbHoMy UHTEpBaNY ST AUC) 24455 B Criax-ss, KOTOPBIN TOJKEH
ObITh B npenenax 80-125%.

[0216] CpopmHble mOKa3aTeNnud pe3yJbTaTOB HUcClenoBaHust ainsi  Tabimerok DR
nedepunpona BID u IR Tabnerok TID y cyOBeKkTOB B PaBHOBECHOM COCTOSIHUHM TOKa3aHbI B
tabmuax 5 u 6 u Ha ¢ur. 4.

Tabnuua 5: Pesynbrarel PK mnst nedpepunpona tadnerok DR BID u IR tabnerox TID y

CyOBEKTOB B PABHOBECHOM COCTOSTHUU

; Tledenme A (Hechepunpot DR). Nevenme B ( Aedpepunpon IR ) *
MNapameTp (eANHAL|LI) (n=35) (n=35)
CpepHee (C.V.%) Cpegtee (C.V.%)
Cuaxss (MKI/MI) 9.587(21.1) 10.798 (27.9)
Toax,ss (4aCOB) ¢ 3.67(1.50-17.00) 9.00 (0.50-18.00)
AUC 24155 (MKT* wliar) 83.634 (22.4) 83.364 (23.3)

*Onna u nonosuHa Tabnerok 1000 mr, nBa pasa B neHb (kaxabie 12 yacos), Bcero 3000
MI/[€Hb, B TEUEHHE 3 TOCIENOBATENbHBIX THEH.

bI[Be tabnetkn mo S00 mr, Tpu pasa B neHb (kaxnable 8 yacos), Bcero 3000 mr/neHs, B
TeUECHHE 3 MOCJIEIOBATENbHBIX THEH.

‘IIpencrasiena Meauana (nuanason). T, paccuuThIBaIM U3 1-# 103bI JHSL.

Tabnmuna 6: CpaBHeHHE pe3yIbTaTOB OMO3KBUBAJIEHTHOCTH B PABHOBECHOM COCTOSIHUU

nedepunpona DR tabnerok BID u IR tabnerox TID

90% BOBSpUTEnbHLIA Npeaen (%)
MapameTp (eAUHULbI
P P (eAuHULE) DrHowenve HukHUIA BepxHuiA
Craxss (MKr/mn) 88.74 83.00 94 89
AUC g-24myss (MK * 4in) 9931 97.03 101.63

[0217] Pe3ynbTaThl MOKA3bIBAIOT, YTO B TeUeHUE 24-4acoBoro nepuona tadbnerku DR npu
npueMe ABa pasa B J€Hb, MOIJIM JAOCTUIaTh TEX € MAaKCHUMAaJIbHBIX MUKOBBIX KOHLIEHTPALUil
(Cmax), 9To u Tabmerku IR mpu mpueme Tpu pasa B JeHb, U YTO OOIIee KOJIMYECTBO
norjomeHHoro (AUC) ObUIo MO CYIIECTBY ONMHAKOBBIM JIJIsl 0OOWX MpernapaToB B TeUeHUe 24-
4acoOBOIO Meproa, Koraa odmas cyTo4Has 103a Obuia OJMHAKOBOA.

IIpumep 6: buonmoctymuocts 600 wmr Tabnerok pedepunpoHa ¢ OTCPOUYEHHBIM
BbIcBOOOKIeHHeM (DR) 1o cpaBHEHHIO C MePOPabHBIM PACTBOPOM Y 3IOPOBBIX JOOPOBOJIBLIEB

[0218] B sTOM wHCCnenoBaHWU 310POBBIE CYOBEKTHI OBUIM PaHIOMH3HPOBAHBI IS
MOJIyUEHHUs] CIEAYIOIUX YeThIpeX JIeUeHHH B pasHbIX NOPAAKAX, € 7-THEBHBIM IEPHUOJIOM
OTMBIBKH MEXY JIEUEeHUSIMU:

[0219] JIeuenune A: ledpepunpon DR, 1200 mr (nBe Tabnerku mo 600 mr) pa3zosas 103a B
YCJIOBHUSIX MOce npuma nuuu (n=18);

[0220] JIeuenue B: Jlepepurnpon DR, 1200 mr (gBe Tabnerku no 600 mr) pasosas 103a B



yCaoBUsIX HaTomak (n=17);

[0221] Jlewenne C: dedepunpon DR, 1200 mr (ueTsipe mony-TabieTku) pa3oBas 103a B

YCJIOBUSIX MOcJe npuma nuuy (n=1 8); u

[0222] Jleuenue D: Ilepopansusiii pactBop (Ferriprox®, 1200 mr (100 mr/min) pasosast

71032 B YCJIOBUAX HaToIak (n=17).

[0223] OOGpasusl kpoBU cOOMpany A0 BBEAEHUs N03bI U B TeYeHUE 24 4YacoOB IOCTe
BBeneHus 103bl. [TapameTpol PK (Cpax ¥ Thax) mokasansr B Tabmuue 7. Otaomenue AUCT k Ciyyx
MoKa3aHoO B Ta0juue 8. DTH pe3yjbTaThl MOKa3bIBAKOT, 4TO Cp.x amst 600 mr tabnerok DR

npuOIM3UTENIbHO paBHa MoyioBUHE C,x mepopanbHoro pactsopa, a AUCI/Ch.x ang 600 mr
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tabneTok DR mpuMepHO B Ba pas3a MpeBbIIIAET OTHOLICHUE ISl TEPOPATBHOTO PacTBOPA.

Tabmuna 7. Cmax (mxr/mun) u Tmax (1)

(AnanasoH)

(4.300-13.558)

(5.880-13.690)

Jlevetue A INevetve B '(f)el:e:gg C '(”e“e”“e D
mr Mepop. pacTeop
MapameTp (eAMHULbI) (DR 600 mr  |(DR 600 mr non TabneT- |- arowaK)
TabneTku-nocns bl TabneTk—HaToWak) | nocrie el
Cumax (MKr/Mn) cpegHee 8.047 8.214 7.429 16.712

(4.551-12.321)

(8.613-24.059)

SD 2.845 2.181 2.004 4,540
T , [3.926 2.051 3.494 0.522
max (4 ) Cpeptee (IManso | 3338 000, |(1.333-3.500; |(1.333-8.000; |(0.250- 1.000;
MeAwaHa) 4.000) 2.000) 3.108) 0.500)
Tabmana 8. AUCY/Cpax
' NeyeHme A ' Nevenne B ' Nevenwe C NevyeHue D
DR 600 mr M . —
OTHOLLEHWE (DR 600 wr (DR 600 Mr (non I (Hai%?l:)asaCTBOP
TabneTku-nocne efpl) Tabnetim — Ha‘rou.l,ab rocne eabi) '
AUCH/Cpax (4 )Cpearee  [4.758 4393 5.004 2.490
(AnanasoH) (3.265- 6.765) [(3.511-5.884) [(3.567-7.589) |(1.633-3.277)

Ilpumep 7:

Ilonyuenue

3HTepOCO.HIO6I/I.HbeIM MOKPBITHEM

TabJIeTOK

C

OTCPOUYEHHBIM

BBICBOOOKICHUEM

Tabmuua 9: 600 mr Tabnetkn gedepunpoHa ¢ OTCPOUSHHBIM BHICBOOOKIEHUEM

C

Komnonent DyHKIUA Konunuectso
(600 mr)

Mr %
Hedepumnpon AKTHUBHOE BELIECTBO 600 87,7
I'unpomennosa  auerar | Kontponupyrommii 29.5 431
cykuuHat (NF) AS-LF BBICBOOOXKICHHE TIOJIMMED
Oxkcun maruus cpenctso, perynupyrouee pH 24.5 3,58
KOJUIOUAHBIM  auokcun | I'mupant 1 0,1462
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KpeMHus (4acth 1)

ITogutor 655 95,7
ITocne ynnotHeHus

Creapat maruus CMas3bIBaIOLIEe BELECTBO 4 0,585
KOJUIOMIHBIA  JuoKcup | I mupaHT 1 0,1462

KpeMHUsI (4acTh 2)

Bcero 660 96.5

ITokpbiTHe

Tpustunuurpar NF [Tnactugukatop 1,032 0,1509

Caxapoza NF (ouens | ITokpeiBarommii areHT 3,09 0,452

MEJTKHH)

Tanek USP 500 mer MPEMSTCTBYIOIIMHM  MPUJIUIIAHUIO 2,09 0,306
areHT

* Jlucniepcust KonTponupyrouuii 30,96 4,53

conojumepa BBICBOOOXKICHHE TIOJIIMED

METaKPUIOBON KUCJIOTHI

NF

Huoxcun tutana USP ONaJeCUUPYIOLIUI KOMIIOHEHT 8,5 1,243
** ouunlIeHHas BOJA 154,3 22,6
Bcero Tabnerka, 684 100

MOKpPBITasi 000IOUKOMH

* Coneprxut 30% TBEpABIX BEIIECTB.

** MicnapsieTcsl B IpOLecce HAHECEHUS TIOKPBITHSI.

[0224] dns monydeHus siapa TaOJeTKH CMEIIUBA BMecTe ne(epurnpoH, rUmpoMeio3a
anerar cykuuHat (NF) AS-LF, nerkuit okcun maraust USP/EP v xonouaHbINi TUOKCHI KPEMHHUSI
(wactp 1), W cMech YIUIOTHSUIM W M3MeNbuYaid B Tpanysbl. CTeapaT MarHusi U KOJUIOMIHBIA
OUOKCUA KPEMHHUS (4acTb 2) no0aBIsIM K TPaHysiaM M CMELIUBAIN C TpaHysiaMu. [lonyueHHyro
CMeCh IPECCOBAJIH B sifpa Ta0neTok. TabJaeTku 3aTeM MOKPBIBAIA OOOJIOUKOM.

[0225] B pomonHeHue K pa3iW4YHbIM BapUaHTaM OCYILECTBJIEHMs], OIMCAHHBIM B
HACTOSIIEM JOKYMEHTE, HacTosIiee M300peTeHHe BKIIOYAEeT CIEAYIOIINE BAapPHAHTBI
oCyLIeCTBJIeHUs1, TpoHyMepoBaHHbie oT E1 no E132. DTOT CiucoKk BapUaHTOB OCYIIECTBICHUS
NPEACTaBlIeH B BUAE NMPUMEPHOrO CIHCKA, U 3asiBKa HE OrpaHUYMBAETCS 3TUMU BapHaHTAMHU
OCYIIECTBJICHUSI.

[0226] E1. TabneTka ¢ OTCpOUSHHBIM BBICBOOOXKACHIEM, coaepKamast aedepuripoH st

MEPOPAIbHOTO BBEIEHUs] CyOBEKTy-4UeliOBeKy, TIA€ BBeAeHHEe TaOJeTKH C OTCPOYECHHBIM
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BBICBOOOKIICHHEM J[BA pa3a B J€Hb SIBJSIETCS OMOAKBUBAJIEHTHBIM B PABHOBECHOM COCTOSIHUU K
TOM JK€ CYTOUHOW Jo03e TabmeTku C HEMEJIEHHbIM BbICBOOOXKIEHHEM, CoOnepsKamei
nedepurpoH, BBOAUMON TPU pas3a B IE€Hb.

[0227] E2. Tabnerka B coorBerctBuu ¢ El, rae Tabnerka mpencrasisier COOOM LENYIO
TabJIETKy, KOTOpasi IMEET PUCKY AJIsi OOJIErdeH sl pa3ioMa Ha TMOJIOBHHbBI TAOJIETKH.

[0228] E3. Tabnerka B coorBercTBuu ¢ E2, rie mojaoBuHbI Ta0JETOK OMO3KBUBAJIIEHTHBI
1eJIoi TabJieTKe WM B COCTOSIHUU HATOLIAK MJIH MOCJIe TPUeMa MUIIH.

[0229] E4. Tabnerka B coorBercTBur ¢ E3, rae mosoBUHbBI TaOIETKH OMOSKBUBAIEHTHEI
1eJoi TabieTke Kak B COCTOSTHUM HATOIIAK, TAK U TIOC/IE TIPUeMa MULIH.

[0230] ES. Tabnerka B coorBercTBuu ¢ 0ObiM U3 E1 - E4, rae Tabnerka cocTouT u3: ()
snpa, conmepxkamero nedepunpoH B TepameBTuuecku d¢pdekTuBHOM KommuectBe, u (b)
SHTEPOCOFOOMIBHOTO MOKPBITHSI.

[0231] E6. Tabnerka B coorBercTBUU ¢ ES5, rme simpo AOMONHHUTEIBHO COAEPIKUT
SHTEPOCONFOOMIIBHBIN TTOIUMED.

[0232] E7. Tabnerka B cooTBeTcTBUU ¢ EO, rae SHTEpOCOMOOMIBbHBINA TOJUMED B siIpe
BbIOpaH W3 TPyImbl, cocrosmed u3 ruapokcunpommwMermiienono3sl (HPMC) anerarta
cyknuHatra, HPMC ¢ranara, mnonuBmHunanerata (rajgara, CONOJUMEPOB METAKPHUIOBOU
KHCJIOTBI, UX MPOU3BOIHOTO M UX KOMOWHAINH.

[0233] E8. Tabnerka B cootrBerctBuu ¢ E7, rme >HTEPOCOTIOOMIIBHBIN MOJUMEP
NPUCYTCTBYET B KOJHUYECTBE MPHONIU3UTENbHO 1% no npubmusurensHo 20% no Macce siipa.

[0234] E9. Tabnerka B coorBercTBUU ¢ I0ObiM 13 E1 - E8, rne npu BBeneHun tabneTku
CyOBEeKTYy-4eIOBEeKy OFHOKpaTHasi J1o03a TalJjeTku obecredynBaer CpeaHee OTHOLIEHHE
AUC,/Cpax OT 3,5 yacoB 10 6,0 4acoB HATOIIAK.

[0235] E10. Tabnerka B coorBercTBUU ¢ J1t0ObIM U3 E1 - E8, rne npu BBeneHun TabieTku
CyOBEeKTy-4eIOBEKY ONHOKpaTHas Jo3a TalneTku obecreunBaeT CpefHee OTHOIIEHHE
AUC/Cpax OT 3,5 yacoB a0 6,0 4acoB mociie nprema MHIiH.

[0236] E11. Tabnetka B coorBercTBum ¢ E9 wnu E10, roe Tabnerka cogepskut 1000 mr
nedepurpoHa.

[0237] E12. Tabnetka B coorBerctBuu ¢ E9 wnmu E10, roe tabnerka comepxkut 600 mr
nedepurpoHa.

[0238] E13. Tabnerka B cootBerctBuu ¢ El1, rme mpu BBeneHHH TaONETKH CyOBEKTY-
4eNioBeKy cpennee 3HaueHue Cp,,x cocTanysier ot 2,670 no 13,232 mMkr/mit.

[0239] E14. Tabnerka B cootBerctBuu ¢ El1, rme mpu BBeneHHHN TaONETKH CyOBEKTY-
4yeJoBeKy MenuaHa Tp.x coctasisier ot 1,33 no 4,00 yacos.

[0240] E15. Tabnerka B cootBerctBuu ¢ El1, rme mpu BBeneHNHN TaONETKH CyOBEKTY-
4yeJoBeKy MenuaHa Tp.x coctasisier ot 2,00 no 8,00 yacos.

[0241] E16. Tabnerka B coorBerctBuu ¢ El1, rne mpu BBeneHHHN TaONEeTKH CyOBEKTY-
4yeJoBeKy MenuaHa Tyax coctasisier ot 1,33 1o 6,03 vacos.

[0242] E17. Tabnerka B coorBerctBuu ¢ El1, rne mpu BBeneHHH TaONeTKU CyOBEKTY-

yenoBeky oTHommeHne AUCI/Cp,x coctaBsier ot 2,858 10 6,596 uacos.
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[0243] E18. Tabnerka B coorBerctBuu ¢ El1, rne mpu BBeneHNHN TaONETKU CyOBEKTY-
yenoseky otHommeHue AUCI/Cy,,x cocrasmsier ot 3,225 no 8,506 vacos.

[0244] E19. Tabnerka s NMepoOpajbHOTO BBEIEHUS] aKTUBHOTO (hapMaleBTHYECKOTO
UHIpenueHTa CyOBeKTy-4eNOBeKy, Ire TalneTka COAep:KUT: (a) AApo, coaeprKallee aKTUBHBIN
dbapmaueBTHUECKUN ~ MHTPEIUEHT B  TepamneBTU4YecKd S(PPEKTUBHOM  KOJIUYECTBE W
SHTEPOCONMOOMIBbHBINA ToNuMep, U (b) 3HTEPOCOMOOUTIBHOE MOKpPbITHE, rae TabjeTka UMeeT
pHCKy TakuM o0pa3oM, 4YTO €€ MOXKHO BBOAWTH B BHIE LENOH TaOJeTKH WM TOJIOBHHBI
TabJIETKU, U TOe, €Cu TaOJIeTKy BBOAAT B BUAE OJHOW WM HECKOJBKHX IMOJIOBUH TaOJETOK,
NIOJIOBUHBI Ta0JIETOK OMOSKBUBAJICHTHBI LIEIBIM TaOJIETKaM HATOLIAK MJTH MOCIIE MTPHEeMa TTHIIH.

[0245] E20. Tabnerka B coorBercTBUM ¢ E19, rae sHTEpOCOMOOMIbHBIN MOJUMED B SIAPE
BbIOpaH M3 TPYIIBL, COCTOSIINEH M3 THIPOKCUMPONHIMETHILEIUIFONIO3bI aleraTa CyKIHHATa
(HPMCAS), HPMC ¢ranara, nonuBuHHMaNeTata QTajaTa, COMOJIMMEPOB METaKPHJIOBOM
KHCJIOTBI, UX MPOU3BOIHOTO M UX KOMOWHAINH.

[0246] E21. Tabnetka B coorBerctBuu ¢ E20, rae SHTEpOCONOOWIIBHBIN MOTUMEP
NPUCYTCTBYET B KOJMUYECTBE MPHONMU3HTENBHO 1% 1o npubmusurensHo 20% no Macce siapa.

[0247] E22. Tabmerxka B coorBeTcTBUH ¢ J0ObBIM u3 E19 - E21, rme axkTUBHBIA
(apManeBTHIECKII HHTPEIUEHT MPEACTABISIET OO0 nedepHurnpoH.

[0248] E23. Tabnerka B cooTBeTCTBHHU ¢ M0OBIM 13 E19 - E22, roe BBeneHue TabJIeTKA
IBa pas3a B JI€Hb SIBJISIETCS] OMO’KBUBAJICHTHBIM B PABHOBECHOM COCTOSIHMM K TOH K€ CYTOYHOM
no3e TabneTku ¢ HeMemleHHbIM BbicBoOOneHueM (Ferriprox®), conepikameil nedepunpos,
BBOJMMOM TPH pa3a B I€Hb.

[0249] E24. Tabnerka B coorBercTBum ¢ JroObiM u3 E19 - E23, rme mpu BBeneHuu
TabNeTkn CyOBEKTy-4eIOBEKY OJHOKpATHAs 1033 TaONeTKH 00ecreynBaeT CpefiHee OTHOLICHUE
AUC,/Cpax OT 3,5 yacoB 10 6,0 4acoB HATOIIAK.

[0250] E25. Tabnetka B coorBercTBUU ¢ JtoObIM u3 E19 - E23, rme mpu BBeneHuu
TabneTkn CyOBeKTy-4eJIOBeKy OIHOKpaTHas 103a TabJeTKH 0OecrevynBaeT CpeHee OTHOIIECHHE
AUC/Cpax OT 3,5 yacoB a0 6,0 4acoB mocJje nprema MmuiiH.

[0251] E26. Tabnetka B coorBeTcTBuu ¢ E24 unmu E25, roe tabnerka cogepsxut 1000 mr
nedepurnpoHa.

[0252] E27. Tabnetka B coorBercTBuu ¢ E24 unmu E25, rne Tabnerka comepxxur 600 mr
nedepurpoHa.

[0253] E28. Tabnerka B coorBercTBuu ¢ E26, rme mpu BBeneHHH TaONETKH CyOBEKTY-
4eNioBeKy cpennee 3HaueHue C,,x cocTanysier ot 2,670 no 13,232 mMkr/mit.

[0254] E29. Tabnerka B cootBercTBuu ¢ E26, rne mpu BBeneHHH TaONETKH CyOBEKTY-
4yeJoBeKy MenuaHa Tp.x coctasisier ot 1,33 no 4,00 yacos.

[0255] E30. Tabnerka B cootBercTBuu ¢ E26, rne mpu BBeneHHHM TaONETKH CyOBEKTY-
4yeJoBeKy MenuaHa Tyax coctasisier ot 2,00 no 8,00 yacos.

[0256] E31. Tabnerka B cootBercTBuu ¢ E26, rne mpu BBeneHUHM TaONETKU CYOBEKTY-
4yenoBeKy Menuana Tax cocTaisier ot 1,33 10 6,03 yacos.

[0257] E32. Tabnerka B coorBercTBuu ¢ E26, rne mpu BBeneHUH TaONETKU CyOBEKTY-
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yenoseky oTHommeHne AUCI/Cp,x coctaBmsier ot 2,858 10 6,596 vacos.

[0258] E33. Tabnerka B coorBercTBuu ¢ E26, rne mpu BBeneHHHM TaONETKU CyOBEKTY-
yenoseky otHommeHue AUCI/Cy,,x cocrasmsier ot 3,225 no 8,506 vacos.

[0259] E34. Tabnerka s NepoOpPalbHOTO BBENEHUS aKTUBHOTO (hapMaleBTHUECKOTO
WHTPEeNNeHTa, coaepxamas: (a) aapo, coaepkaiiee akTUBHbBIN (papMareBTUIeCKUl UHIPEIUEHT
B TepameBTUYeCKU HPPEKTUBHOM KOJHYUECTBE W SHTEPOCOTIOOWIbHBIN momumep, u (b)
SHTEPOCONIOOMIIBHOE TOKPBITHE, NPHYeM TalJeTKa MNpeAcTaBiIsieT coOOW Ienyro TableTky,
KOTOpasi UMEeT PUCKU AJisi OOJIerdeHusi pasjioMa TaOJeTKH Ha IMOJIOBHHBI TAaOJIETOK, TAe Kak
1enas, Tak M TOJOBHHBI TaOJNIETKU HMEIT MpoQuib PacCTBOPUMOCTH C OTCPOYEHHBIM
BBICBOOOKICHHEM.

[0260] E35. Tabnerka B coorBerctBuM ¢ E34, rme monaoBUHBI TaOJIETOK
OMOSKBHUBAJIEHTHBI LIEJTBIM TA0JIETKAM B COCTOSIHIM HATOLIAK WJIH MOCJIE MPUeMa MUTIH.

[0261] E36. Tabnerka B coorBercTBuM ¢ E35, rae sHTEpOCOMOOMIIBbHBIN MOJUMED B SiAPE
BbIOpaH W3 TPYMIbL, COCTOSMIEH M3 THAPOKCHUIPONMMIMETHIILIC/UTIONO3bI aleTara CyKI[MHATa
(HPMCAS), HPMC ¢ranara, nonuBuHHMianerara QTajiaTa, COMOJIMMEPOB METaKPHJIOBOM
KHCJIOTBI, UX MPOU3BOIHOTO W UX KOMOWHAINH.

[0262] E37. Tabnetka B coorBercTBuu ¢ E36, Toe SHTEpOCONOOWIIBHBIN MOTUMEP
NPUCYTCTBYET B KOJHUYECTBE MPpHOIM3UTENBHO 1% no npubmusurensHo 20% no Macce siapa.

[0263] E38. Tabmerxka B coorBercTBUU ¢ Ji0ObIM w3 E34 - E37, rme akTUBHBIA
bapmManeBTHYECKII HHIPEIUEHT MPEACTABIsIET OO0 nedepHurpoH.

[0264] E39. Tabnerka B coorBeTcTBHH ¢ Jit0ObM u3 E34 - E38 rae kak 1enasi, Tak H
MOJIOBUHA Ta0JIETOK IEMOHCTPUPYIOT pacTBopeHue Huke 20% uvepe3 60 munyT B 0,1 5. HCI.

[0265] E40. Tabnetka B coorBercTBUU ¢ Jt0ObIM u3 E34 - E39, rme mpu BBeneHuu
TabJIETKN CyOBEKTy-4eJIOBEKYy ONHOKpATHAs 103a TaOJNeTKu oOecrneynBaeT CpeHee OTHOLICHHUE
AUC,/Cpax OT 3,5 yacoB 10 6,0 4acoB HATOIIAK.

[0266] E41. Tabnerka B coorBercTBuM ¢ JroObiM u3 E34 - E39, rme mpu BBemeHuUu
TabneTkn CyOBeKTy-4eJIOBeKy OIHOKpaTHas 103a TabJeTKH oOecrevynBaeT CpeHee OTHOIIESHUE
AUC./Cpax OT 3,5 wacoB a0 6,0 4acoB mocJje nprema muiiH.

[0267] E42. Tabnetka B coorBercTBuu ¢ E40 unmu E41, rne tabnerka cogepsxut 1000 mr
nedepurpoHa.

[0268] E43. Tabnetka B coorBercTBuu ¢ E40 umu E41, rne Tabnerka comepxxut 600 mr
nedepurpoHa.

[0269] E44. Tabnerka B cooTBercTBUU ¢ E42, rme mpu BBeneHHH TaONETKH CyOBEKTY-
4eNioBeKy cpennee 3HaueHue Cp,,x cocTanysier ot 2,670 no 13,232 mMkr/mit.

[0270] E45. Tabnerka B cootBercTBuu ¢ E42, rne mpu BBeneHHH TaONETKH CyOBEKTY-
4yeJoBeKy MenuaHa Tp.x coctasisier ot 1,33 no 4,00 yacos.

[0271] E46. Tabnerka B cooTBercTBuu ¢ E42, rne mpu BBeneHHH TaONETKH CyOBEKTY-
yenoBeKy MenuaHa Tyax coctasisier ot 2,00 no 8,00 vacos.

[0272] E47. Tabnerka B cootBercTBUU ¢ E42, rne mpu BBeneHUHM TaONETKU CyOBEKTY-

4yeJ0BeKy MenuaHa Tyax coctasisier ot 1,33 1o 6,03 yacos.
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[0273] E48. Tabnerka B coorBercTBuu ¢ E42, rne mpu BBeneHHHM TaONETKH CyOBEKTY-
yenoseky otHommeHue AUCI/Cy,,x cocrasmsier ot 2,858 10 6,596 uacos.

[0274] E49. Tabnerka B coorBercTBuu ¢ E42, rne mpu BBeneHUHM TaONETKU CyOBEKTY-
yenoseky otHommeHue AUCI/Cy,,x cocrasmsier ot 3,225 no 8,506 uacos.

[0275] ES50. Tabnerka manis mepopajbHOTO BBENEHUs, conxepskamas: (a) sapo,
comepxaiiee  negepunpoH B TepameBTU4eCKH  I(P(PEKTUBHOM  KOJUYECTBE U
SHTEpOCOMOOMIbHBI  nonuMep; u (b)) »HTEpoCcOMOOMIBPHOE TOKPBITHE, COAepIKaluee
SHTEPOCOJIFOOUIIBHBIN MOJUMED, Te TabeTKa MOAXOIUT AJIsl BBECHHS 1Ba pa3a B I€Hb.

[0276] ES51. Tabnerka B coorBercTBuu ¢ ES50, koTopass uMeeT puCKy it OOJerdeHwst
passioMa TabJIETKH Ha MOJIOBUHBI TAONETKH.

[0277] E52. Tabnerka B coorBercTBrM ¢ ES1, KOTOPYIO MOKHO BBOAUTH B BUAE OXHOMU
WIM HECKOJIbKMX ILeNbIX TaOJEeTOK, ONHOM WM HECKOJbKUX IIOJIOBUH TaONeTOK WM UX
KOMOWHALIUH.

[0278] E53. Tabnerka B coorBercTBUU C TI0OBIM 13 ESO - ES2, rie sHTepOoCOMmOOUITbHBIN
MOJIUMED B siApe BBIOPAH U3 FPYIIIbL, COCTOSIIECH U3 THAPOKCUIIPOIMMIMETHIILEIUTFOJIO3bI alleTaTa
cyknuHara (HPMCAS), HPMC (¢ranara, nonuBuHMIANeTara ¢Tajnata, COMOJIHMEPOB
METAKPHJIOBOU KHCIIOTHI, UX MPOU3BOAHOTO U UX KOMOHMHALIUY.

[0279] E54. Tabnerxka B coorBercTBUH ¢ E53, rme »HTEpOCOMIOOMIBHBIN MOIMMED
NPUCYTCTBYET B KOJHUYECTBE MPHONIM3UTENBHO 1% no npubmsurensHo 20% no Macce sipa.

[0280] ES55. Tabnerka B coorBercTBUU ¢ 100bIM 13 ESO - ES4, rie sHTepOCOMOOUITbHBIN
MOJIUMEP B  OHTEPOCONIOOUIIBHOM TOKPBITHM BbIOpaH W3 TPYOIbL, COCTOSALICH U3
THIPOKCUMIPOTMIIMETIIILEIUTION03bl  arlerata cykuuHata (HPMCAS), HPMC ¢ranara,
MOJIMBUHUJIaNeTaTa (Tanara, COMOIMMEPOB METAKPHUIIOBOM KHUCJIOTBL, MX MPOH3BOJHOTIO U UX
KOMOHWHALIHH.

[0281] E56. Tabnetka B coorBeTcTBHH € Jt00BIM U3 ES0 - ESS, rne siapo omomHUTEIbHO
COZIEPKUT OCHOBHOM SKCLIMITUEHT Y TJIUIAHT.

[0282] E57. Tabnerka B coorBeTcTBUU ¢ ES56, rme OCHOBHOH SKCIMIMEHT BbIOpaH W3
IPYMIbI, COCTOSIIEH U3 MErTIOMHHA, OKCHUIOB METAJIJIOB, THAPOKCHIOB METAJJIOB, OCHOBHBIX
coJieit cabbIX KUCIIOT M UX KOMOWHAIUH.

[0283] E58. Tabnerka B coorBercTBuu ¢ ES6 wnu ES7, roe raupant npencrasisier coboi
KOJUTOWJTHBIN TUOKCHUT KPEMHUSI.

[0284] E59. Tabnerka B coorBercTBUM ¢ JIIOObIM m3 ES56 - ES8, momoigHUTEIbHO
coIepsKaIiasi CMa3bIBaIOIIee BEIIECTRO.

[0285] E60. Tabnerka B coorBercTBUU ¢ ES9, rie cMasbiBaroiee BemeCTBO BHIOPAHO M3
TPYNIbI, COCTOSIIIEH W3 CTeapara MarHWs, CTeapara KaJlbl[usi, CTEAPUHOBOH KHUCJIOTBHI,
cTeapwidymapara HaTpHsi, TaIbKa M KX KOMOWHAITNH.

[0286] E61. TabneTka B cooTBeTCTBUU ¢ MI0OBIM 13 E54 - E60, roe sHTEepocomoOniIpHOe
MOKPBITHE OTOJTHUTEIIBHO CONEPIKUT MIACTU()HUKATOP U MPETSITCTBYOIINI MPUIHITAHUIO areHT.

[0287] E62. Tabnerka B coorBerctBuu ¢ E61, roe mnactugukarop BeIOpaH U3 TPYIIIbL,

COCTOSIIIEH U3 CJIOXKHOro 3(upa JUMOHHOH KHUCIIOTHI, NUATWI(TANIATA, MOJUITHIICHTJIUKOJIS,
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TIMLEPHUHA, aleTHIMPOBAHHBIX TIULIEPUIOB, AlETHJIMPOBAHHBIX CJIOXKHBIX 3(UPOB JHMMOHHOM
KHCJIOTHI, TuOyTHIICe0aHaTa, KaCTOPOBOIO Macjia U UX KOMOUHAIWH.

[0288] E63. Tabnerka B coorBercTBuu ¢ E61 mnu E62, roe Ttabierka MOMOJHUTEIBHO
COIEPKUT pa3daBUTEINb, BBIOPAHHBIN U3 IPYMIIbI, COCTOSIIEH 13 CaXapo3bl, JAKTO3bI, (PPYKTO3BI,
MaHHUTA U UX KOMOMHAIIHH.

[0289] E64. Tabnerka B coorBerctBuu ¢ E61 mmm E62, rme npensitcTByroInuii
NPUJMIIAHUEO areHT MPEACTaBIsieT COOOM TalbK.

[0290] E65. Tabnerka B coorBercTBuM ¢ JroObiM u3 ES0Q - E64, rme mpu BBeneHUU
TabeTkn CyOBeKTy-4eJIOBeKy OIHOKpaTHas 103a TabJeTKHU 00ecrevynBaeT CpeHee OTHOIIEHHE
AUC/Cpax OT 3,5 yacoB 10 6,0 4acOB HATOIIAK.

[0291] E66. Tabnerka B coorBercTBum ¢ JroObiM u3 ES0 - E64, rme mpu BBeneHUu
TabneTkn CyOBeKTy-ueJIOBeKy OIHOKpaTHas 103a TabJeTKH o0ecrednBaeT CpelHee OTHOIIEHUE
AUC.,/Cyax OT 3,5 vacoB a0 6,0 4acoB mocje nprema muiim.

[0292] E67. Tabnetka B cooTBeTcTBuu ¢ E65 unmu E66, roe tabnerka cogeps:xut 1000 mr
nedepurpoHa.

[0293] E68. Tabnetka B coorBercTBum ¢ E65 wimm 66, roe tabnerka comepkutr 600 mr
nedepurpoHa.

[0294] E69. Tabnerka B coorBercTBuu ¢ E67, rne mpu BBeneHHHM TaONETKH CyOBEKTY-
4esioBeKy cpeanee 3HaueHue Cp,x cocTasysier ot 2,670 no 13,232 Mkr/mit.

[0295] E70. Tabnerka B coorBercTBuu ¢ E67, rne mpu BBeneHHH TaONETKU CyOBEKTY-
4yeoBeKy MenuaHa T coctasisier ot 1,33 no 4,00 yacos.

[0296] E71. Tabnerka B coorBercTBuu ¢ E67, rne mpu BBeneHUH TaONETKU CyOBEKTY-
yesoBeKy MenuaHa T coctasisier ot 2,00 no 8,00 yacos.

[0297] E72. Tabnerka B coorBercTBuu ¢ E67, rne npu BBeneHHH TabJIETKH CyOBEKTY-
4eJIoBeKy MenuaHa T, coctaBisier ot 1,33 10 6,03 yacos.

[0298] E73. Tabnerka B cootBercTBuu ¢ E67, rne mpu BBeneHUH TaONEeTKH CyOBEKTY-
yenoBeky otHommenne AUCI/Cy,,, cocrasmsier ot 2,858 10 6,596 vacos.

[0299] E74. Tabnerka B cooTBercTBuu ¢ E67, rne mpu BBeneHUH TaONETKH CyOBEKTY-
yenoseky otHommenne AUCI/Cy,,, cocrasmsier ot 3,225 no 8,506 gacos.

[0300] E75. Tabnetka, conepskaiasi AeepUuripoH Jjisi MEPOPaTbHOTO BBEISHHS Ba pas3a
B JICHb, T OTHOKpaTHOE BBeeHue TabyeTku obecneunBaeT cpennee oTHOmeHne AUC/Cyyx OT
3,5 gacoB 510 6,0 4aCOB Kak HATOIMIAK, TAK W MMOCJIE TPHeMa MUK, Korna TabJIeTKy BBOIST B BUIE
1eJIok TabJIeTKU U KOT/Ia BBOASIT CYOBEKTY-4eJIOBEKY B BHJIE TIOJIOBUHBI TAOJIETKU.

[0301] E76. Tabnerka B coorBerctBuu ¢ E75, rme cpemnee orHomeHne AUC,/Ciax
COCTaBJISIET OT MPUOTM3UTENHHO 4,0 YacOB 10 MPHUOIM3UTENBHO 5,5 4acoB.

[0302] E77. Tabnerka B coorBerctBun ¢ E75 wm E76, rne axkTUBHBIA
(dapMaleBTHUECKUN  WHTPEAUEHT Wi  JAeQepunpoH  HAXOISITCs B KOJHYECTBE  OT
npubnusutensHo 100 Mr go npubnusutensHo 1500 Mr Ha TalNeTKY .

[0303] E78. Tabnerka B coorBercTBUU ¢ J0ObIM m3 E75 - E77, roe obmas cyTouHas

7032 aKTHBHOTO  (papMaleBTHYECKOrO HHIPEAMEeHTa WM  JepepunpoHa COCTABISAET
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npudmmsuTensio 100 mr/pens, npubnmmsurensHo 200 Mr/mensb, npudmusurensHo 300 mr/neHs,
npudmmsuTensuo 400 mr/pens, npubmmsurensHo S00 Mr/mensb, npudmusurensHo 600 mr/neHs,
npudmmsutensuo 700 mr/pens, npudmmsurensHo 800 mr/aens, npubmmsurensHo 900 mr/neHs,
npubnusutensHo 1000 mr/nens, npubnusutensHo 1200 mr/mens, npubnausurensHo 1500
mr/nenb, npubnausurensHo 1800 mr/mensb, mpubmusurensHo 2000 Mr/neHb, NpUOIU3UTENIBHO
2100 wmr/mens, mnpubnusurensHo 2400 wr/menp, npubmmsurensHo 2500  mr/meHs,
npubmmsurensHo 2700 mr/menp, npubmmsurensHo 3000 wmr/mens, npubmmsurensHo 3300
Mr/nenb, npubnusurensHo 3500 mr/oens, npubnusurenpbHo 4000 Mr/meHb, NPUOIM3UTENBHO
4500 wmr/menb, mnpubnusurensHo 5000 wMmr/meHb, npubmuzurensHo 5500  Mr/nmenb,
npubnusutensHo 6000 mr/mens, npubmusutensHo 6500 wmr/mens, npubmusurensHo 7000
Mmr/nenb, npubnmmsurensHo 7500 mr/oens, npubnusurenpbHo 8000 Mr/meHb, NMPUOIM3UTENBHO
8500 wr/menp, npubmusurenspHo 9000 wmr/meHb, npuOmMBUTENsHO 9500 MI/meHb, WM
npubnusutensHo 10000 Mr/neHs.

[0304] E79. Tabmerxka B coorBeTcTBUU ¢ J0ObIM w3 E74 - E78, rme axkTUBHBIA
bapManeBTHIECKII UHIPEOUEHT WIH Ae()epUNpPOH HAXOAUTCS B KOJIUYECTBE MPHOJIH3UTEIBHO
100 wmr, mpubmusutrensHo 200 wmr, mpubmusurenbHo 250 wmr, npubnmusurenbHo 300 wr,
npubnusutensHo 400 mr, npubmmsurensHo 500 mr, npubnusuTtensHo 600 Mr, TPUOIH3UTEIHHO
700 wr, nmpubmmsutensHo 800 wmr, mpubmusurenapbHo 900 wmr, npubmusurensho 1000 wr,
npubnusutensHo 1100 mr, mnpuOmmsurensho 1200 wmr, mnpubnusurensHo 1300  wr,
npubnusutensHo 1400 mr wnn npubnusurensao 1500 Mr Ha TabneTky.

[0305] E80. Tabnerka B coorBercTBUU ¢ E79, KOTOpast COmEp>KUT AApO, CoAeprKaliee
npubnusutensHo 1000 mMr unn npubnusurensHo 600 mr nedepunpona, ot npudbnusuTensHo 20
MT 710 NPHOIM3UTENbHO 80 MI SHTEPOCOTIOOMIBHOTO OIUMEPa, M OT MPUOIU3UTENBHO 5 MI 10
npuban3uTensHo 100 M OCHOBHOTO 3KCLIUIHEHTA.

[0306] E81. Tabnerka B coorBerctBuu ¢ E80, HONOSHHUTENIBHO COAeprKariast
CMa3bIBAIOLIEEe BEIIECTBO B KOJIUYECTBE OT MPUOTUUTEIHHO 7 MT 10 TPUOIU3UTENIEHO 20 Mr.

[0307] E82. Tabnerka B coorBerctBuu ¢ E80 wumu ES81, koropas comep:KuT
SHTEPOCONIIOOMIIBHOE MTOKPBITHE, COAepIKaILIee OT MPHOIU3UTEIbHO 7 MT A0 PUOIM3UTENBHO 20
MT' SHTEPOCOIOOMILHOTO MOJIMMEPa, U OT MPUONU3uTeabHO 0,5 Mr 10 MPHUOIU3UTENBHO 5 Mr
actTudukaropa.

[0308] E83. Tabnerka B coorBercTBUU ¢ E79, KOTOpast CONEPKUT SOpO, COAeprKaliee
npudmmsuTensuo 600 Mr nedepunpona, ot npudbmuzuTeasHo 20 Mr 10 npudbnmsuTensHo 80 Mr
SHTEPOCOJIOOMIBPHOTO TIOJIUMEpPa, W OT MPHOIU3UTENIbHO S Mr no npubnusurensbHo 100 mr
OCHOBHOT'O SKCLIUITUEHTA.

[0309] E84. Tabmerka B cooTBeTcTBUM ¢ E83, HONMONHUTENBHO COAEpsKarast
CMa3bIBAIOIIEE BEIIECTBO B KOJIWYECTBE OT MPUOIU3UTENBHO 2 MT 10 puOIu3uTespHO 10 mr.

[0310] E85. Tabnerka B coorBercTBUM ¢ E83 wumu E84, xoropas comepxut
SHTEPOCOJIFOOMITBHOE TIOKPBITHE, COAEPIKUT OT MPUOIMZUTENBHO 5 MI 10 IPUOII3UTENbHO 20 Mr
SHTEPOCOJIIOOMIBHOTO TMOJIUMepa, W OT mpudau3utensHo 0,5 Mr a0 npuOIU3UTENBHO 5 Mr

actTudukaropa.
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[0311] E86. Tabnerka B cooTBeTcTBUH ¢ JIOObIM U3 E75 - E85, roe tabnerka comep:kut
1000 mr nedepumnpoHa.

[0312] E87. Tabnerka B coorBeTcTBUH ¢ JIIOObIM U3 E75 - E85, roe tabnerka comep:kut
600 mr nedepunposa.

[0313] E88. Tabnerka B coorBercTBuu ¢ E86, rne nmpu BBeneHnH TabieTKU CyOBEKTY-
4enoBeky cpennee 3HaueHue Cp,x coctannsieT ot 2,670 no 13,232 Mkr/mi.

[0314] E89. Tabnerka B coorBerctBuu ¢ E86, rne npu BBeneHnu TabieTku CyObeKTy-
yeJoBeKky MenuaHa Tp.x coctassier ot 1,33 no 4,00 yacos.

[0315] E90. Tabnerka B coorBercTBuu ¢ E86, rne mpu BBeneHUH TaONETKH CyOBEKTY-
yeJoBeKy MenuaHa Tp.x coctassier ot 2,00 no 8,00 yacos.

[0316] E91. Tabnerka B coorBercTBuu ¢ E86, rne mpu BBeneHHH TaONETKH CyOBEKTY-
4yeJoBeKy MenuaHa Tp.x coctasisier ot 1,33 1o 6,03 yacos.

[0317] E92. Tabnerka B coorBercTBuu ¢ E86, rme mpu BBeneHHH TaONETKH CyOBEKTY-
yenoseky otHomenne AUCI/Cy,,x cocrasmsier ot 2,858 10 6,596 vacos.

[0318] E93. Tabnerka B cooTBercTBuu ¢ E86, rme mpu BBeneHHH TaONETKH CyOBEKTY-
yenoseky otHomenne AUCI/Cy,,x cocrasmsier ot 3,225 1o 8,506 vacos.

[0319] E94. Tabnerka B cooTBercTBHH ¢ M0ObIM 13 E1 - E93, koTOpast uMeeT pucky IJist
o0xerueHust pasjaomMa TaOJETKH Ha TMOJIOBHHBI TaOJIETKH U MOKET BBOIHMTHCS YEJIOBEKY B BHIE
OJHOW WJIM HECKOJbKHUX ILIeNIbIX TAOJIETOK, ONHOW WJIM HECKOJbKUX IOJIOBUH TAaOJETOK WU
10001 UX KOMOMHALHH.

[0320] E95. Tabmerxka B cootrBercTBuUM ¢ mo0biM u3 El - E94, rme TaOierka
BbICBOOOXKaeT MeHee yeM okojio 80% npedepunpona B TeueHne 60 MUHYT IPU HU3MEPEHHH C
HOMOLIBIO criocoda ¢ Hcnojb3oBaHueM JjonactHoit memanku USP Apparatus Type II mpu 75
06/mun B 900 M Bogs! ipu 37+0,5°C.

[0321] E96. Tabnerka B coorBercTBun ¢ E95, rae npubmmsurensao 100% nedepunpona
BBICBOOOKIAETCS B T€UCHUE MPUOTU3UTENFHO 90 MUHYT NIPU U3MEPEHUH C TIOMOLIBIO Criocoda ¢
UCTIONb30BaHueM JionactHoit memanku USP Apparatus Type II ipu 75 0o6/mun B 900 M1 mpu pH
6,8 unu 4,5.

[0322] E97. Tabnerka B coorBercTBuu ¢ E96, rne mpubnusurensno 50% nedepurnpoHa
BBICBOOOKIAETCS B TeUCHUE MPUOTU3UTENBEHO 30 MUHYT IPU U3MEPEHUH C MIOMOLIBIO CrIocoda ¢
UCTIONB30BaHUeM JonactHoi Memmanku USP Apparatus Type I mpu 75 06/mun B 900 Mt mpu pH
6,8 unu 4,5.

[0323] E98. Cnoco0 neueHus: CyObekTa C TEPerpy3Kod Kene30M, BKIIFOUAOLIUH
NepopabHOE BBEEHHE CYOBEKTY, HYKNAKOLIEMYCsl B TOM, TaOJETKU B COOTBETCTBHH C JIFOOBIM
u3 E1 - E97.

[0324] E99. Cnocob B coorBerctBum ¢ E98, rne cyObekT crpamaer TanacceMueil wiu
MHUEJIOAUCIUIA3UEN.

[0325] E100. Crioco6 B cootserctBum ¢ E98, rae cyObekT crpamaer ot TpaHC(y3HOHHOM
Neperpy3ku Kele3oM U IPEAIIeCcTBYIOILIasl XeJaTHas Tepamus KOTOPOro  sIBJISETCS

HeaIeKBaTHOMU.
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[0326] E101. Crioco6 B cootserctBum ¢ E98, rae cyObekT cTpanaer ot TpaHC)y3HOHHON
neperpy3ku xxene3om u umeer MPT cepaa T2* 20 mc win MeHee.

[0327] E102. Cnoco0 nedeHusi cyObekTa ¢ HEHpOAEreHEepaTUBHBIM 3a00JIEBaHUEM,
BKJIFOUAIOLMI MEepOpalbHOE BBEIACHUE CYOBEKTY, HYKIAIOIIEMYyCs B OTOM, TaONeTKu B
COOTBETCTBHUH C J1t0ObIM U3 E1 - E97.

[0328] E103. Cmocob6 B coorBerctBuu ¢ E102, rme cyObekT cTpamaer OOJE3HBIO
ITapkuHcoHa, OOkOBBIM amuoTpoduyeckum ckieposom (ALS), Oonesnbto I'eHTHHITOHA,
atakcueil @punpeiixa, NaHTOTEHATKHHA3a-accOLMUpPoBaHHON Heliponereneparueii (PKAN) nm
HelipoereHepanueli ¢ HaKorIeHHueM skejie3a B mosre (NBIA).

[0329] E104. Cniocob B cooTBercTBUH ¢ 0ObIM 13 E98 - E103, BKIIOYAIOIUN PEKUM
NO3UPOBaHUs OIUH pa3 B IeHb WM ABa pas3a B AeHb (BID).

[0330] E105. Criocob B coorBercTBHU ¢ toObIM U3 E98 - E104, rne TabneTky BBOIST
CyOBEKTy B BHIE OIHOH I HECKOJIbKHX LENIbIX TabJIEeTOK, OJHOW I HECKOJBKUX ITOJIOBUH
Ta0JIeTOK WJIH UX KOMOWHAITIH.

[0331] E106. Criocob B coorBercTBHU ¢ toObM u3 E98 - E105, rne TabneTrky BBOIST
CyOBEKTYy HATOLIAK MJIH MTOCIIE TPUEMa TIHIIH.

[0332] E107. Cnoco6 B coorBerctBuu ¢ modbmm u3 E98 - E106, roe nedepunpon
HAXOIUTCS B KondecTBe oT npubnusurensHo 100 mr no npubnusurensHo 800 Mr Ha TaONeTKy.

[0333] E108. Crmoco6 B coorBerctBuu ¢ modbmM n3 E98 - E107, roe nedepunpon
HAXOJUTCS B KonndecTBe npudnu3utenpbHo 400 Mr Ha TaONeTKy.

[0334] E109. Cnocob B coorBercteum ¢ qro0biM 3 E98 - E108, rne obmast cyrouHas
no3a aedepunpona coctaisier or npudmmsuTensHo 200 mr/aers 1o npubmusutensHo 2400
MT/JI€Hb.

[0335] E110. Cnioco6 B cootBercTBuu ¢ JtoObiM U3 E98 - E109, raoe obwasi cyTouHast
no3a nedepurnpoHa coctamisieT oT npudmusutenbHo 400 mr/meHs no mpubmausutensHo 1200
MI/[EHb.

[0336] E111. Criocob B coorBercTBHM ¢ JtoObiM u3 E98 - E110, rue TabneTky BBOIST
OJIMH WJIH JIBa pa3a B JCHb.

[0337] E112. Cniocob B cooTtBercTBuM ¢ toObiM 3 E98 - E111, roe onHy, ABe wiu Tpu
TabJIETKN BBOASIT OJIMH WJIH [1BA pa3a B JI€Hb.

[0338] E113. Crniocob B cooTBercTBUM ¢ Jt0ObIM U3 E98 - E112, roe onHy, ABe wiu Tpu
TaOJIETKU BBOAST OJIMH, IBA MJIM TPH Pa3a B JCHb.

[0339] E113. Cnocob B coorBercTBuu ¢ jr00biM 13 E103 - E112, rne cyObekT crpamaer
OOKOBBIM aMHOTPOYHUECKIM CKIIepo3oM (ALS).

[0340] El114. Cmoco6 B cootBerctBud ¢ aobbiM w3 E103 - E113, rme nedenue
YMEHBLIAET WK 3aMeIJISIET IPOrPeECCUPOBAHNE HHBATMIHOCTH, CBsI3aHHOH ¢ ALS, y cyOBekTa.

[0341] E115. Croco6 B coorBercTBur ¢ E113 mnn E114, nomoNMHUATENIBHO BKIIFOYAOIIANA
BBEJICHUE PUITy30J1a CYOBEKTY.

[0342] EI116. Cmoco® neueHuss CyObeKTa-dyeloBeKa C TEPEerpy3Kod IKeIe30oM,

BKJIFOUAIOLIMI TepopaibHOE BBEINEHHME CyOBeKTy, Hyxparouemycss B 3ToM, 3000 mr/neHs
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nedepurpona, mpu KOTOPOM CyOBeKTy BBOIAT Ae(epUIipoH ABa pa3a B ACHb.

[0343] E117. Criocob B cootBercTBuu ¢ E116, rne cyObekT cTpamaer TanacceMueit miu
MHUEJIOAUCIUIA3UEH.

[0344] E118. Cmocod B coorBerctBuu ¢ E116 wumu E117, rme 3000 wmr/mens
nedepunpona BBoAT B 1o3e 1500 mr aBa pasa B AeHb.

[0345] E119. Cnoco6 B cootBerctBum ¢ JroObiMm w3 E116 - E118, rme cyOBekT
neMOHCTPUPYET Cpax 48,5-10,5 MKI/MJT B pABHOBECHOM COCTOSIHUH.

[0346] E120. Cnocob6 B cootBercTBuH ¢ JroObiM u3 E116 - E119, rme cyOBekT
nemoHcTpupyeT AUC g.24) 75-95 MKT - u/MII B pABHOBECHOM COCTOSIHUH.

[0347] E121. Cnocob B coorBercTBUU ¢ JI0ObIM 13 E98 - E120, roe cyOBeKTy BBOIST
TabJIeTKy B COOTBETCTBHH ¢ JIEOObIM U3 E1 - E97.

[0348] EI122. Cnoco® nedeHuss CcyObeKTa-4eloOBEeKa C TEPErpy3KOH IKEIe30M,
BKJIIOYAIONIUIH TEpOpalibHOE BBEICHHE CYOBEKTy, Hyknaromemycs B 3ToMm, 1200 wmr/meHb
nedepunpona, rue CyobeKTy BBOAST nedepurpoH Ba pa3a B IE€Hb.

[0349] E123. Cnocob B coorBerctBuu ¢ E122, rne cyOBekT cTpajaer HEHpOTreHHBIM
3a00JIeBaHIEM.

[0350] E124. Cmocob B coorBerctBum ¢ E122 wmu E123, rme 1200 wmr/mens
nedepunpona BBOAST B 1o3e 600 Mr 1Ba pa3a B I€Hb.

[0351] E125. Crioco6 B coorBercTBUM ¢ JI0ObIM 13 E122 mimm E124, roe 1200 mr/nens
nedepurnpona BBOAST B 103e 1200 Mr onuH pa3 B IEHb.

[0352] E126. Cmocob B coorBercTBuu ¢ JoObiM u3 E122 - EI125, roe cyOBexT
neMOHCTPUPYET Chax OT 4,00 mo 13,558 mkr/mn nocne BBenenust 600 mr nedepurnpoHa mnocne
npreMa MUIIH.

[0353] E127. Cnocob6 B cootBerctBumM ¢ JroObiM u3 E122 - E126, rme cyOBekT
neMoHCTpUPYeT Chax OT 5,880 mo 13,690 mkr/mn mocie BBemenusi 600 mr nedepurnpoHa
HATOINAK.

[0354] E128. Cmocob6 B coorBercTBuH ¢ JroObiM u3 E122 - E127, roe cyOBekT
neMoHcTpupyeT Toax oT 1,333 no 8,000 yacos nmocine BBeaeHus 1200 mr nedepumnpona.

[0355] E129. Cmnocob6 B coorBercTBUH ¢ JroObiM u3 E122 - E128, roe cyOBekT
nemoucTpupyetr AUCI/Cy.x 0T 3,265 o 6,765 4 nocne Beenenust 1200 mr nedepurnpoHa.

[0356] E130. Cniocob B coorBercTBUU C J1I00bIM U3 E122 - E129, rne cyObekT crpamaer
OT TPaHC(PY3MOHHOU TEePErpy3KH JKEIe30M M TPEIIeCTBYIONIasl XeJlaTHasl Teparusi KOTOPOTo
SIBJISICTCS] HEAJIEKBATHOM.

[0357] E131. Cnocob B coorBercTBUU C j1I00bIM U3 E122 - E129, rne cyObekT crpamaer
OT TpaHC(Hy3UOHHOM Teperpy3ku xkejne3oM u umeer umeer MPT cepama T2* 20 Mc MeHbIe.

[0358] E132. Cnocob B coorBercTBHH ¢ oObM u3 E122 - E131, roe cyObekTy BBOIST
TabJIeTKy B COOTBETCTBHH ¢ JF0OBbIM U3 E1 - E97.

[0359] E133. Tabmerka s mepopajbHOrO BBENSHHs, conmepskamasi: (a) smpo,
comepskamee 1000 mr miu 600 mr nedepunpoHa, SHTEPOCOTIOOMIBHBIN MOJUMED, CPENCTBO,

perynupyromee pH, rmuganT u cMasbiBaroinee BemecTso; 1 (b) sHTepOCOMIOOMIbHOE TTOKPBITHE,
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comepkamee racTudukaTop, pa3daBHUTENb, MPENSTCTBYIOIIUNA NPWIUNAHUIO areHT, W
SHTEPOCONOOMIIbHBIN TOJIMMEp, rae TalbjeTka MOAXOAWT JAJS JAO3WPOBAHMsS [Ba pa3a B JEHb,
npuueM TabiieTKa, MPEeNCTaBISIIomas co0ol menyro TabJeTKy, UMeeT PUCKU ISl OOJIeTYeHHs

pasioMa TabJIETKH Ha MOJIOBUHBI TAOJIETKH.
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POPMVYJIA U30BPETEHHUA

1. Tabnerka ¢ OTCPOYEHHBIM BBICBOOOXKIEHHEM, conepkamas aeGepunpoH s
NepOPANbHOTO BBENEHUs] CyOBEKTy-4YellOBeKYy, IZi€é BBEIEHHE TaOJNeTKH C OTCPOUYEHHBIM
BBICBOOOKJIEHHEM JIBa Pa3a B J€Hb SIBJISIETCS OMOAKBHUBAJIEHTHBIM B PABHOBECHOM COCTOSIHUH K
TOW K€ CyTOYHOH mJ03¢ TaONeTKu C HEMEUIEHHbIM BBICBOOOXKACHUEM, COAep Kalueit
nedepunpoH, BBOAUMON TPH pasa B I€Hb.

2. Tabnerka no n. 1, rae TabneTka npeacrasiseT COOOH eyt TableTKy, KOTopasi UMeeT
pHCKy st OOJIEr4eHus pa3yioMa Ha MOJIOBUHBI TaOJIETKH.

3. Tabnerka no 1. 2, riae MnoJOBUHBI TAOJETKH OMOSKBUBAIEHTHBI LIEJION TaOJIeTKEe WU B
COCTOSIHUHM HATOLIAK MJTH TOCJIE TPUEMa TTHIIH.

4. Tabnerka 1o 1. 3, rae NOJOBUHBI TAOJIETKU OMO3KBUBAJIEHTHEI LIEJ0H TaOETKE KaK B
COCTOSIHUH HATOLIAK, TAK U IOCJIE TIPUEMA MTUIIH.

5. Tabnerka no mobomy u3 m.m. 1-4, roe TabneTka cOCTOUT U3: (@) sSApa, CoAepIKaIIero
nedepunpon B TepaneBTudeckun dSpdextuBHOM KOonmuecTBe W (b) SHTEPOCOTHOOMIBHOTO
TOKPBITHSL.

6. Tabmerka mo m. 5, rae sIPO IOMOJHUTENBHO COAEPIKUT SHTEPOCOTFOOMIIBHBIN
HOJIMED.

7. Tabnerka mo m. 6, rae SHTEPOCONOOWIBbHBIA NOJMMEP B SApE BBIOPAH W3 TPYIIIHL
cocrosimed u3 rumpokcunpormmMermnueonodsl  (HPMC) anerata cyknunara, HPMC
¢ranata, noONMBUHMIALETaTa (TaNaTa, COMOJUMEPOB METAKPUJIOBOM  KHCIOTBL, HX
IPOU3BOAHOTO M UX KOMOMHAIINY.

8. Tabnerka ro m. 7, rae SHTEPOCOTIOONIIBHBIN MONUMED MPUCYTCTBYET B KOJHMUECTBE OT
npubausutensHo 1% no npubausurensHo 20% no macce sapa.

9. Tabnerka mo mobomy u3 m.m. 1-8, rae npu BBeAEHUH TAaOJIETKU CYyOBEKTY-UeIOBEKY
oHOKpaTHas n03a Tabserku obecnieunBaet cpeanee otHoueHne AUC,/Ch,x OT 3,5 yacos 10 6,0
YaCcOB HATOLIAK.

10. Tabnerka mo ymodomy u3 m.n. 1-8, rae npu BBeneHUH TaOJETKH CYyObEKTY-YeJIOBEKY
OITHOKpaTHas no03a Tabyierku obecneunBaer cpennee orHomenne AUC,/Cpax oT 3,5 yacos 10 6,0
YaCcoB IOCJIE TIPUEeMa TTHIIH.

11. Tabnerka o . 9 wiu 10, roe Tabnerka copepxxut 1000 mMr nedepunposna.

12. Tabnerka o . 9 wnu 10, roe Tabnerka conpepxut 600 Mr nedepunpoHa.

13. Tabmetka mo m. 11, rme npu BBemeHWM TaOJETKHU CyOBEKTY-UEJIOBEKY CpemaHee
3HaueHne Cp,.x cocrabisieT ot 2,670 mo 13,232 MKr/mit.

14. Tabnerka mo m. 11, rae npu BBEAGHUHU TAOJNETKH CyOBEKTY-4eJOBEKy MeauaHa Tax
cocrasjisieT ot 1,33 10 4,00 vacos.

15. Tabnerka mo m. 11, rae npu BBeAGHUU TAONETKH CyOBEKTY-4eOBEeKy MenuaHa Tax
cocrasJisieT ot 2,00 10 8,00 vacos.

16. Tabnerka mo m. 11, rae npu BBeAEHUU TAONETKH CyOBEKTY-4eOBEeKy MenuaHa Tmax
coctasJjisieT ot 1,33 10 6,03 vacos.

17. Tabnerka mo m. 11, rae mpu BBeAEHUH TaONETKH CyOBEKTY-UEJIOBEKY OTHOLICHHE
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AUCI/Cpax cocTaBmsier oT 2,858 o 6,596 yacos.

18. Tabnerka mo m. 11, rne mpu BBe#EHHUH TAaONETKH CYOBEKTY-YENIOBEKY OTHOIIEHHE
AUCI/Cax cocTapisiet oT 3,225 mo 8,506 yacos.

19. Tabnerka 1y NEpOPANbHOTO BBEIAEHHMS AKTUBHOIO  (hapMalieBTUYECKOrO
UHIpeineHTa CyObeKTy-4eoBeKy, rae TabjeTka comepskut: (a) sSApo, coaeprkalnee aKTUBHbIA
dapmaueBTHYECKUH ~ MHIPEIMEHT B  TepameBTHUeCKH O(P(EKTHBHOM  KOJUYECTBE U
SHTEPOCOMOOMIBHBIA TIonuMep, U (b) SHTEPOCOMOOMIBHOE IMOKPBITHE, Iie TabieTka HMeeT
pHCKy TakuM 00Opa3oM, 4YTO €€ MOXKHO BBOAUTH B BHIE LENOH TaOJeTKH WM TOJIOBHHBI
TabJIETKU, U TAe, €CU TaOJIETKy BBOAST B BUAE ONHOW WJIM HECKOJBKHX TOJOBHUH TaOJETOK,
TIOJIOBUHBI TaOJIETOK OMOIKBUBAJICHTHA 1IEJIbIM Ta0JIETKAM HATOIIAK MJIM TIOCIIE TIPHUeMa MULIH.

20. Tabnerka mo m. 19, rae >HTEPOCOMIOOMIIBHBIN MOIUMED B SiAPE BBIOPAH U3 TPYIIIHI
COCTOSILIIEH W3 THAPOKCUIPONMIMETHILEIUTON03bl anerara cykuuHata (HPMCAS), HPMC
¢ranaTa, nNONMBHHMIALETaTa (TajaTra, COMOJUMEPOB  METAKPUJIIOBOM  KHUCJIOTBI, HUX
MPOM3BOIHOTO M UX KOMOHMHALMH.

21. Tabnerka no m. 20, rne SHTEPOCONOOMIIBHBIN MTOJIUMEP MPUCYTCTBYET B KOJIMYECTBE
ot npudmm3uTenbHo 1% no npubnusurensHo 20% 1o Macce sipa.

22. Tabnerka mo modomy u3 m.m. 19-21, rae akTUBHBIN (hapMaLeBTUUYECKUN WHTPEIUEHT
npeacTaBisieT coOoi nedepuripoH.

23. Tabnerka mo mobomy u3 mn. 19-22, roe BBemenuwe TabieTKH JBa pa3a B JICHb
ABIIIETCSI OMO’KBUBAJICHTHBIM B PABHOBECHOM COCTOSTHHM K TOW K€ CYyTOYHOH J103€ TabJIeTKH ¢
HememieHHbIM BeIcBoOOKAeHHeM (Ferriprox®), conepskameit negepunpoH, BBOIUMOUN TpH pasza
B JICHb.

24. Tabnerka mo moOomy m3 1. 19-23, roe mpu BBeAGHUH TaONETKH CyOBEKTY-
YeJIOBeKy ONHOKpaTHasi 103a Tabnetku obecneunBaer cpennee otHomeHrne AUC,/Cp,x oT 3,5
4yacoB 110 6,0 4acOB HATOIIAK.

25. Tabnerka mo jrobomy u3 mm. 19-23, rae npu BBeneHUU TaONETKH CyOBEKTY-
YeJIOBEKy OMHOKpaTHasi A03a TabneTku obecrneunBaeT cpennee oTHomeHrne AUC,/Chax OT 3,5
4acos 210 6,0 4acoB nocje npueMa MUIH.

26. Tabnerka mo . 24 unu 25, rae Tabnerka cogepxkut 1000 Mr nedepunpoHa.

27. Tabnerka no . 24 unu 25, rae Tabnerka copepxkut 600 mMr nedepunpona.

28. Tabmerka mo m. 26, rme mnpu BBeAeHUH TaOJNETKH CyOBEKTY-UEJIOBEKY CpemaHee
3HaueHne Cp,.x cocrasisieT ot 2,670 no 13,232 MKr/mit.

29. Tabnerka mo m. 26, rae NpyU BBEACHUU TAOJNETKH CyOBEKTY-4eOBEKy MeauaHa Tax
cocrasjisieT ot 1,33 10 4,00 vacos.

30. Tabnerka mo m. 26, rae npu BBeNEHUH TAaONETKH CyOBEKTY-UeIOBEKY MeAHaHa Tpax
cocrasJisieT ot 2,00 10 8,00 vacos.

31. Tabnerka mo m. 26, rae Npu BBENEHUH TAaOJETKH CyOBEKTY-UeIOBEKY MeAHaHa Trax
coctasjisieT ot 1,33 10 6,03 vacos.

32. Tabnerka mo m. 26, rae Npu BBENEHUU TAONETKH CyOBEKTY-4eJIOBEKY OTHOLICHHE
AUCI/Cyax cocTaBmsier oT 2,858 no 6,596 yacos.
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33. Tabnerka mo m. 26, rae Npu BBENEHUU TAONETKH CyOBEKTY-4eJIOBEKY OTHOLICHHE
AUCI/C,ax cocTaBisieT oT 3,225 mo 8,506 yacos.

34. Tabnerka 1y TEpPOPANbHOTO BBEACHHMS AKTUBHOIO  (papMalieBTUYECKOTrO
UHIPENUeHTa, cozepskammas: (a) supo, conepskaliee akTUBHbIN (papMalleBTHYeCKUN HHIPEIHUEHT
B TepamneBTUYeCKU S(PPEKTUBHOM KOJHUYECTBE U OSHTEPOCOMIOOMNBbHBIM monumep, u (b)
SHTEPOCONIOOMIIBHOE TOKPBITHE, TPHYeM TalJeTKa MNpeacTaBiIsieT coOOW Ienyro TableTky,
KOTOpasi MMeeT PHUCKU AJsl OOJIerdeHus pa3jioMa TaOJNeTKH Ha MOJOBUHBI TAaOJETOK, IZe Kak
Henasi, TaK M TMOJIOBHUHBI Ta0JIETKH HUMEIT MNpopuib PACTBOPUMOCTH C OTCPOUEHHBIM
BBICBOOOXKICHHEM.

35. Tabnerka no 1. 34, rue noJoBUHBI TAONIETOK OMO3KBUBAJIEHTHBI LIEILIM TaOIETKAM B
COCTOSIHUHM HATOLIAK MJTH ITOCJIE PUEMa TTHIIH.

36. Tabnerka mo m. 35, rue HTEPOCOTIOOUIIBHBIA MTOJIUMED B siAPE BBIOPAH U3 TPYIIIIEL,
COCTOSLIIEH W3 THAPOKCHUIPONMIMETHIILEIUTION03bl anerata cykuuHara (HPMCAS), HPMC
¢dranata, nNONMBHHMIALETaTa (TajmaTra, COMOJUMEPOB  METAKPUJIIOBOM  KHUCJIOTBI, HX
NPOM3BOIHOTO M UX KOMOHMHALIMH.

37. Tabnerka o . 36, rae SHTEPOCOMOOMIBHBIN MOJUMED MPHUCYTCTBYET B KOJIUYECTBE
ot npudym3uTenbHo 1% no npubmusurensro 20% 1o Macce sipa.

38. Tabnerka no modomy u3 m.a. 34-37, rae akTUBHBIN (hapMaLeBTHUECKUI HHIPEIHEHT
npeacTasisieT coboi nepepurpoH.

39. Tabnetka mo smobomy u3 m.m. 34-38, rae kak mesiasi, TaKk U MOJIOBHHBI TaOJIETOK
JNEMOHCTPUPYIOT pacTBopeHue Huke 20% uepe3 60 munyT B 0,1 H. HCI.

40. Tabnerka mo mrobomy u3 m.m. 34-39, rae npu BBe#eHUH TaONETKH CyOBEKTy-
YeJIOBeKy OIHOKpaTHasi 103a TabneTku obecrneunBaer cpenHee otHomeHne AUC,/Cp,x OT 3,5
4yacoB 110 6,0 4acOB HATOIIAK.

41. Tabnerka mo mobomy m3 m.m. 34-39, rme mpu BBEAGHUH TaONETKH CyOBEKTy-
YeJIOBEKy OMHOKpaTHasi n03a TabneTku obecrneunBaeT cpennee otHomeHue AUC,/Chax OT 3,5
4acos 210 6,0 4acoB nocje npueMa MUIu.

42. Tabnerka no 1. 40 unu 41, rae Tabnerka cogepxut 1000 Mr nedepunpoHa.

43. Tabnerka no . 40 unu 41, rae Tabnerka conepxkur 600 mMr nedepunpona.

44. Tabnerka mo mn. 42, rme npu BBeAeHUH TaOJNETKU CyOBEKTY-UeJIOBEKY CpemaHee
3Hauenne Cp,.x cocrabisieT ot 2,670 mo 13,232 MKr/mit.

45. Tabnerka mo m. 42, rae IpyU BBEACHUHU TAOJETKU CyOBEKTY-4eOBEKy MenuaHa Toax
cocrasiisieT ot 1,33 10 4,00 vacos.

46. Tabnerka mo m. 42, rae Npy BBEACHUHU TAONETKU CyOBEKTY-4eNOBEKYy MeauaHa Tax
cocrasJisieT ot 2,00 1o 8,00 vacos.

47. Tabnerka mo 1. 42, rae Npyu BBEACHUU TAONETKH CyOBEKTY-4elOBEKy MenuaHa Tax
cocrasJjisieT ot 1,33 10 6,03 vacos.

48. Tabnetka mo m. 42, rae mpu BBEAECHUU TAONETKU CYOBEKTY-4EJIOBEKY OTHOIIEHHE
AUCI/Cyax cocTaBmsier oT 2,858 no 6,596 yacos.

49. Tabnetka mo m. 42, rae Nmpu BBEACHUU TAaONETKU CYyOBEKTY-4eIOBEKY OTHOIIEHHE
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AUCI/Cpax coctaBmsier oT 3,225 no 8,506 yacos.

50. Tabnmerka nansi mepoOpaIbHOrO BBEINSHHs, conmepkamasi: (a) sapo, comeprkaliee
nedpepunpoH B TeparneBTUIecKu 3PHEKTUBHOM KOJUYECTBE U HHTEPOCOTIOOMIBHBIN MOIUMED; U
(b) sHTEpOCOMIOOMIIbHOE TTOKPBITHE, COepKaIee YHTEPOCOTIOOMIBbHBIN OJIUMep, IIe TadieTka
TIOJIXOJTUT sl BBEZICHHSI [IBA pa3a B JCHb.

51. Tabnerka no m. 50, KOTOpass UMeeT PUCKY AJisi oOJierdeHus: pasjioMa TabJETKU Ha
MOJIOBUHBI TAOJIETKH.

52. Tabnerka no m. 51, KOTOPYIO MOKHO BBOIUTH B BHIE OXHOM MM HECKOJBKHX LEJIBIX
TaOJIETOK, OJHOM MJIM HECKOJIbKMX IMOJIOBUH TaOJETOK MJIM UX KOMOHHALIMH.

53. Tabnerka no jmobomy u3 m.am. 50-52, rae SHTepOCONOOMIBHBIA MOJUMEP B sApe
BBIOpAH M3 TPYIIbL, COCTOSIEH M3 TMAPOKCHUIPOMMIMETUILEIUIIONO3bI aleTara CyKLIHUHATA
(HPMCAS), HPMC ¢ranara, nonuBuHHMaNeTata QTajaTa, COMOJIMMEPOB METaKPHJIOBOM
KHCJIOTBI, MX MPOU3BOIHOTO U UX KOMOWHAIIHH.

54. Tabnerka mo 1. 53, rae YHTEPOCONOOMIBHBIN MOJUMEP MPUCYTCTBYET B KOJIMYECTBE
ot npudym3uTenbHo 1% no npubnusurensHo 20% 1o Macce sipa.

55. Tabnerka mo mobomy u3 mim 50-54, rae SHTEPOCONOOUIIBHBIA TOJUMEDP B
SHTEPOCOTIOOHIIBHOM MOKPBITHH BbIOpaH u3 TPYIIIIBL, COCTOSIIEH u3
THIPOKCUMIPOMIIMETIIILEIUTIONO3bI  arlerata cykuunata (HPMCAS), HPMC ¢ranara,
NOJMBUHMIJIALIETaTa (pTanaTa, CONMOJMMEPOB METAKPHIIOBON KHCJIOTBI, MX MPOU3BOTHOIO M HX
KOMOMHALIUH.

56. Tabnerka no modomy u3 m.i. 50-55, rae sapo AONMOJHUTENBHO CONEPIKUT OCHOBHOU
SKCLUIHUEHT U TJIHAaHT.

57. Tabnetka mo m. 56, rae OCHOBHOI SKCLUIMEHT BbIOPAH U3 TPYMIIbL, COCTOSINEH U3
METJIIOMUHA, OKCHIOB METAJJIOB, TUIPOKCHIOB METAJIJIOB, OCHOBHBIX COJIEH CIa0BIX KUCIOT U UX
KOMOWHALIMH.

58. TabneTka mo . 56 wiu 57, rae rIMIaHT IpeacTaBisieT coOON KOJUTOUAHBIA THOKCH]T
KPEMHUSL.

59. Tabnetka mo JrOOOMYy M3 ILI. 56-58, MOMOJHUTENBHO COAEp:KAINasi CMa3bIBAKOINEE
BEILECTBO.

60. Tabnetka mo m. 59, rae cMa3bIBaKOLIEe BEIIECTBO BHIOPAHO U3 IPYIIIBL, COCTOSIIEH U3
cTeapaTa MarHusi, creapaTa KajbliMs, CTEAPUHOBOW KHCJIOTHI, CTeapuiymapara HaTpHsi, TaJIbKa
U UX KOMOMHALIMH.

61. Tabnerka mo mobOoMy wu3 mi. 54-60, TOe SHTEPOCOMOOMIBHOE MOKPBITHE
JIOTIOJTHUTEIHPHO COAEPIKUT TIACTH(UKATOP M MPENATCTBYOIINN MPUTHITAHUIO areHT.

62. Tabnetka mo m. 61, rme muactTudukarop BbIOPaH M3 TPYMIBL, COCTOSINEH U3
CIIOKHOTO 3(Hupa JIMMOHHOH KHCJIOTBI, AMATHA(TANATA, MOJMITHICHIJIHKONS, TIJIHLEPUHA,
alleTUJIMPOBAHHBIX TIIHIEPUIOB, ALETUIMPOBAHHBIX CJOXKHBIX 3(QUPOB JMMOHHON KHCJIOTHI,
nubyTHicebaMHaTa, KACTOPOBOIO MAaciia U MX KOMOWHAIIHH.

63. Tabnetka mo m. 61 unu 62, rae TabneTka AOMOJHUTEIBHO COMAEPKHUT pa3daBUTENb,

BbIOPaHHBIH M3 TPYMIbL, COCTOALIEH U3 C€axapo3bl, JAKTO3bl, (PYKTO3bl, MAaHHUTA U HX
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KOMOWHAIIHH.

64. Tabnerka mo mobomy u3 .. 61-62, rae NpensATCTBYIOLUIMA NPUIMIIAHUIO areHT
MPEICTaBIIsIET COOO0I TaJIbK.

65. Tabnerka mo mobomy u3 m.n. 50-64, rae npu BBeneHUM TAOJETKU CYOBEKTY-
YeJIOBEKY OHOKpaTHasi no3a Tabnetkn obecneunsaer cpennee otHomeHne AUC./Ch,x oT 3,5
4yacoB 110 6,0 4acOB HATOIIAK.

66. Tabnerka mo mobomy u3 mmn. 50-64, rae npu BBeneHHM TabNETKU CyOBEKTY-
YeJIOBEKy OIHOKpaTHasi n03a TabneTku obecrneunBaeT cpennee oTHomeHue AUC,/Chax OT 3,5
4acos 210 6,0 4acoB nocje npueMa MUIu.

67. Tabnerka mo . 65 nim 66, rae Tabdaerka cogepxut 1000 Mr nedepunpoHa.

68. Tabnerka mo . 65 wnu 66, rae Tabnerka cogepxut 600 mr gedepunpoHa.

69. Tabnetka mo m. 67, rae npuU BBEOEHHM TaOJIETKH CYOBEKTY-UeJIOBEKY CpenHee
3Hauenne Cp,.x cocrabisieT ot 2,670 mo 13,232 MKr/mit.

70. Tabnerka mo m. 67, rie IpU BBEACHUHU TAOJNETKU CyOBEKTY-4eOBEKy MeauaHa Tax
cocrasiisieT ot 1,33 10 4,00 vacos.

71. Tabnerka no . 67, rae npu BBEACHUH TaOJIETKU CYOBEKTY-4eOBEeKy MenuaHa Ty
cocrasJisieT ot 2,00 10 8,00 vacos.

72. Tabnerka mo m. 67, rae Npu BBEACHUU TAONETKU CyOBEKTY-4eJOBEKy MenuaHa Tax
cocrasJjisieT ot 1,33 10 6,03 vacos.

73. Tabnetka mo m. 67, rae mpu BBEAEHUU TAaONETKU CYOBEKTY-YEJIOBEKY OTHOIIEHHE
AUCI/Cax cocTaBisieT oT 2,858 1o 6,596 yacos.

74. Tabnetka mo m. 67, rae mpu BBEACHUU TAaONETKU CYOBEKTY-4ENOBEKY OTHOIIEHHE
AUCI/C,ax cocTaBisieT oT 3,225 no 8,506 yacos.

75. Tabnetka, comepskaiuas ae)epUnpoOH IJisl MEPOPATBHOTO BBEICHUS J1Ba pa3a B ICHb,
r7ie BBEIEHHE OJHOKPATHOI 1036l Tabnerku obecneunBaer cpennee otHoumeHne AUC,/Cp,yx OT
3,5 vacoB 10 6,0 4acOB KaK HATOIIAK, TAK ¥ MOCJE MPpUeMa MUIIH, Korna TabJeTKy BBOIST B BUIE
1eJI0H TaOJIETKH U KOT/Ia BBOIAT CYOBEKTY-4EJIOBEKY B BUIE TIOJIOBUHBI TAOJIETKH.

76. Tabnetka mo mn. 75, rme cpennee otHomenue AUC,/Cp.x COCTaBise€T OT
npuOIM3UTENBHO 4,0 4acoB N0 MPUOIU3UTENBHO 5,5 YaCOB.

77. Tabnerka mo m. 75 wiu 76, rae akTUBHBIA (hapMaLEBTHYECKUI WHIPEAHEHT WM
nedepunpoH HaXOIATCs B KOJMUeCTBe OT npudausutenbHo 100 mr no npudnusutensao 1500 mMr
Ha TaONeTKy.

78. Tabmerka mo mobomy w3 mm. 75-77, rme oOmias CyTOYHAas 032 AaKTUBHOTO
(apMalleBTHYECKOr0 HWHrpenueHTa wim jaedepunpoHa coctaBisger npuOmmsurensHo 100
mr/nens, npudmmsurensHo 200 mr/nens, npudmmsurensHo 300 mr/nens, npudmmsurensHo 400
mr/nenb, npudnusurenbao S00 mr/nens, npudmmsuTensHo 600 mr/pens, npudmusutensao 700
mr/nens, npubmusutensHo 800 mr/neHs, npubnusutensHo 900 mr/nens, npubnusurtensHo 1000
mr/neHb, npubnusurensHo 1200 mr/nens, npubmusutensHo 1500 Mr/neHb, npuUOIM3UTENBHO
1800 wmr/menb, mnpubmusurensHo 2000 wmr/menb, npubmuzurensHo 2100 Mr/nmeHs,

npubnusutensHo 2400 mr/nenp, npubnusutenbHo 2500 wmr/mens, npubnusurensHo 2700
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mr/nenpb, npudmmsurensHo 3000 mr/nens, npubmusurenpHo 3300 Mr/maeHb, MPUOIH3UTENBHO
3500 wmr/menb, mnpubnusurenpHo 4000 wmr/menb, npubmuzurensHo 4500  Mr/neHs,
npubnusutensHo 5000 mr/nenp, npubnusutensHo 5500 mr/mens, npubnausurensHo 6000
Mmr/nenpb, npudmmsurensHo 6500 mr/mens, npubnusurenpHo 7000 Mr/mpeHb, TPUOIM3UTENBHO
7500 wr/menp, mnpubnusutenbho 8000 wmr/menp, npubnusurensHo 8500  mr/meHs,
npubmmsutensHo 9000 mr/nens, npudmmsurensro 9500 mr/nenp wm npubausurensHo 10000
MTI/IeHb.

79. Tabnerka mo mobOomy u3 1.1.74-78, rne akTHBHBIN (apMaLEeBTHYECKUI UHIPEIUEHT
win aedepunpoH HaxoauTcs B kojudecTse mpudausutenbHo 100 mr, mpubimusutensuo 200 wmr,
npubnusutensHo 250 mr, npubmmsurenasio 300 mr, npubmusutensHo 400 Mr, TpUOIH3UTEIBHO
500 wr, npubmuzurensHo 600 wmr, mpubmusurenbho 700 wmr, npubmusurenbHo 800 wr,
npubmutensio 900  wmr, npubmmsurensHo 1000 wmr, npubmmsurensho 1100 wr,
npubnusutensHo 1200 mr, npubmusurenpHo 1300 wmr, npubmusurensHo 1400 mr wmm
npubnusutensHo 1500 Mr Ha TabneTky.

80. Tabnerka mo 1. 79, KOTOpasi COMEPKUT PO, coaepkalee mpudusuteapsHo 1000 mr
wii npudmmsurensHo 600 mr nedepunpona, or npudausurensro 20 Mr 1o npudiau3uTensHo 80
MT' 3HTEPOCOFOOUIIBHOTO TIOJIUMEPA, U OT MPUOIU3UTENBHO 5 Mr A0 npubnusurensbHo 100 mr
OCHOBHOT'O 3KCLIUITUEHTA.

81. Tabnerka mo m. 80, AOMONHUTENBHO CONEpIKallasi CMAa3bIBAIOIIEE BEIIECTBO B
KOJINYECTBE OT MPUOIM3UTEIBHO 7 MI' 10 IPUOIU3UTENBHO 20 MT.

82. Tabnerka mo n. 80 mmu 81, KOTOpass COAEPIKUT SHTEPOCONOOMIBHOE MOKPBITHE,
comepskaiiee OT MPUONU3UTENBHO 7 Mr A0 NpUONU3UTENbHO 20 Mr SHTEPOCOTHOOMIBHOTO
noJjxuMepa, u ot npudbausuTesnbHo 0,5 Mr 10 MPUOTU3UTENBHO 5 MI IIaCTU(UKATOPA.

83. Tabnetka mo . 79, KOTOpasi CONEPIKUT SAPO, copeprkaliee npudau3uTensHo 600 mMr
nedepunpona, or npubamsurespbHo 20 Mr a0 npubnm3uTebHO 80 MI SHTEPOCONOOHIBHOTO
MOJIUMEPA, U OT MPUOTU3UTENBHO 5 MI 10 PUOIH3UTENBHO 100 MI OCHOBHOT'O SKCILIUITUEHTA.

84. Tabnerka mo m. 83, HOMONHUTENIBHO CONEpPIKAaIlasi CMa3bIBAKOIIEe BEINECTBO B
KOJINYECTBE OT MPUOIM3UTEIBHO 2 MI' 10 PUOIU3UTENBHO 10 Mr.

85. Tabnetka mo m. 83 mim 84, KOTOpass COAEPIKUT HSHTEPOCONIOOMIIBHOE TMOKPBITHE,
CONEP’KUT OT MPUONMBHTENBHO 5 Mr a0 mnpubmusuteapbHO 20 Mr 3HTEPOCOTHOOHIBHOTO
NOJIMMEPA, U OT NPUOIM3UTENBHO 0,5 MT 0 TPUOTU3UTENBHO S M IJIacTU(UKATOPA.

86. Tabnerka no ;modomy u3 m.1m.75-85, rae Tabnerka conepxkut 1000 mr nedepunpona.

87. Tabnerka no ;modomy u3 1.11. 75-85, rue Tadnerka cogepxut 600 Mr nedepunpona.

88. Tabmetka mo m. 86, rae mpu BBeAEHHU TaOJNETKH CYOBEKTY-UeJIOBEKY CpenHee
3HaueHne Cp,ax cocrabisieT ot 2,670 mo 13,232 MKr/mit.

89. Tabnerka mo m. 86, rae mpu BBeneHUH TAOJETKH CyOBEKTY-UeIOBEKY MEAMaHa Tpax
cocrasjisieT ot 1,33 10 4,00 yacos.

90. Tabnerka o . 86, rae NMpu BBeNEHUH TAaONETKH CyOBEKTY-UeIOBEKY MeAMaHa Trax
cocrasJjisieT ot 2,00 1o 8,00 vacos.

91. Tabnerka mo n. 86, rue Mpu BBeIEHUU TAOJIETKU CYyOBEKTY-4esoBeKy MenuaHa Tiax
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cocrasJjisieT ot 1,33 10 6,03 vacos.

92. Tabnerka mo m. 86, rae NMpu BBENEHUU TAONETKH CyOBEKTY-4eJOBEKY OTHOLICHHE
AUCI/Cax cocTaBisieT oT 2,858 10 6,596 yacos.

93. Tabnerka mo m. 86, rae Npu BBENEHUU TAONETKU CyOBEKTY-4eJIOBEKY OTHOLICHHE
AUCI/C,,ax cocTaBmsieT oT 3,225 no 8,506 yacos.

94. Tabnerka mo mobomMy u3 .. 1-93, KOTOpas UMeeT PUCKy A OOJNerdyeHus: pa3ioMa
TaOJeTKN Ha MOJIOBUHBI TAOJNETKH U MOKET BBOJUTHCS YEJIOBEKY B BUE OJHOHN I HECKOJBKHX
LIEJIbIX TAOJIETOK, OHOM MJIM HECKOJIBKHX ITOJIOBUH TaOJIETOK MJIM JIFOOOH MX KOMOMHALIMH.

05. Tabnerka o nodomy u3 m.o. 1-94, rae Tabnerka BHICBOOOKIAET MEHEE YEM OKOJIO
80% nmedepunpona B TeueHme 60 MHMHYT NPU HM3MEPEHMHM C TIOMOINBIO crocoba ¢
ucronb3oBaHueM Jonactaoit memanku USP Apparatus Type Il mpu 75 0o6/mun B 900 M Bozabl
npu 37+0,5°C.

96. Tabnerka mo n. 95, rae npudmusutensHo 100% nedepunpoHa BHICBOOOKIAETCS B
Te4eHHe MPUOTU3UTENPHO 90 MUHYT NMPH M3MEPEHHH € MOMOILNBIO CIoco0a ¢ MCIOJIb30BAHUEM
nonactHoi Memanku USP Apparatus Type II ipu 75 06/mun B 900 M nipu pH 6,8 wu 4,5.

97. Tabnetka mo n. 96, rae mpudimsurensHo 50% nedepunpoHa BBICBOOOXKAAETCS B
TeueHne npudan3uTebHO 30 MUHYT MPH U3MEPEHHU C MOMOILBI0 Crocoda ¢ UCTOIb30BAHUEM
nonactHoi Memanku USP Apparatus Type II ipu 75 06/mun 8 900 mu nipu pH 6,8 wnm 4,5.

98. Cnoco0 neueHusi cyObekTa ¢ MepPerpy3Koi Kejie30M, BKIIIOUAIOLINN MepopajbHOe
BBeJIeHUE CYOBEKTY, HYKIAIOIEMYCsl B 5TOM, TaOJIeTKH 110 JiroOoMy u3 1.1 1-97.

99. Criocob o 1. 98, rae cyOBeKT cTpanaeT TalaCCeMHUEN HITH MUEJIONUCTIIa3Huei.

100. Crioco6 no 1. 98, rae cyOBekT cTpagaeT oT TPaHC(PY3UOHHOIN Neperpy3ku Keae3oM
W MIPEAIIECTBYIOLIAs XEIaTHAsl TePanusi KOTOPOTO SIBJISIETCS HeaqeKBaTHOM.

101. Criocob no m. 98, rae cyOBeKT CTpagaeT oT TpaHC(y3UOHHOM Meperpy3Ku sKene3oM
u umeetr MPT cepaua T2* 20 mc nnu menee.

102. Criocob neuyeHus: cyObekTa ¢ HelpoaereHepaTUBHBIM 3a00JI€BAHUEM, BKJTFOYAFOIIIHI
NepopasibHOE BBEACHUE CYOBEKTY, HYKIAKOLIEMYCsl B STOM, TaOJIeTKH 10 JirodoMy u3 .11 1-97.

103. Cnocob mo m. 102, rme cyObekT crpamaer Oonesnbto IlapkuHCOHA, OOKOBBIM
amuotrpoduueckum ckiepozom (ALS), Oonesnbto I'eHTuHrToHa, artakcuedi @punpeiixa,
MaHTOTEHATKWHA3a-aCCOUMUPOBaHHON Helponerenepauueri (PKAN) win Heliponerenepanuei ¢
HaKOIUIeHHEeM skene3a B mosre (NBIA).

104. Criocob o robomy u3 .. 98-103, BKIIFOYAOINH peXXUM JO3UPOBAHUS OJUH pa3 B
JIeHb WK J1Ba pa3a B eHb (BID).

105. Crioco6 mo mrobomy u3 m.i. 98-104, rae TabiaeTky BBOIST CyOBEKTY B BUIE OIHOU
WIN HECKOJIbKUX IeJbIX TaOJIeTOK, OMHOM MM HECKOJNbKUX TOJNIOBUH TalOJeTOK WM HUX
KOMOWHALIUH.

106. Crioco6 no modomy u3 m.a. 98-105, rae Tabnerky BBOIAT CyOBEKTY HATOINAK WU
HOCJIe TIpreMa MUIIH.

107. Cnocob no mobomy u3 m.m. 98-106, roe nedpepunpoH HAXOOUTCS B KOJUYECTBE OT

npubnusutensHo 100 Mr no npubnusurtensHo 800 Mr Ha TaONeTKy.
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108. Cmocob mo mobomy n3 .o 98-107, roe nedepunpoH HaXOOUTCA B KOJIHYECTBE
npubnusutensHo 400 Mr Ha TaOeTKYy.

109. Crnocob® mo modomy u3 mm. 98-108, rme oOmas cyrouHas no3a nedepunpona
cocTasisgeT OT npudausuTenabHo 200 mr/aens no npudansutensHo 2400 Mr/neHs.

110. Cnoco6 mo mobomy w3 m.m. 98-109, roe oOuias cyrouHas no3a nedepumnponHa
coctasisieT oT npudnusurenbHo 400 mr/aens no npudansutensHo 1200 mr/neHs.

111. Cnoco6 mo mobomy u3 m.a. 98-110, rae Tabnerky BBOAAT OIWH HIIM ABa pasa B
IeHb.

112. Cnocob mo mobomy u3 m.i. 98-111, roe ogHy, nBe Wiu TpU TabJETKH BBOIST OIUH
WU JIBa pa3a B JCHb.

113. Cnocob no modomy u3 m.n. 98-112, rae onHy, ABe WK TpU TaOJIETKU BBOISAT OJUH,
IBa WJIM TPH Pa3a B JACHb.

114. Cnocob mo mobomy wu3 mm 103-112, rme cyOwvekt crpamaer OOKOBBIM
amuotpoduueckum ckiepozom (ALS).

115. Cnocob mo mobomy u3 mm. 103-113, roe jgedeHue yMEHbBINAET WM 3aMEIUISIET
MPOrPeCCUPOBAHNE HHBAIUIHOCTH, CBsi3aHHOU ¢ ALS, y cyOnekTa.

116. Croco6 mo n. 113 wunu 114, nOMONHUTEIPHO BKIIIOYAIOIIUN BBEIACHHE PHITY30J1a
CyOBeKTYy.

117. Crnocob nedyenusi CyOBEKTa-4eOBEKAa C TEPEerpy3Koi Kejie30M, BKIIFOYAFOLIHIMA
nepopalibHOE BBeIeHUE CyObekTy, Hyxnaromemycs B 3ToM, 3000 mr/nens nedepumnpona, rue
CyOBeKTy BBOIST e epUIPOH J1Ba pa3a B ICHb.

118. Cnoco0 mo m. 116, rne cyOBeKkT cTpasaeT TajsacceMueil Wik MUEIOAUCILIA3UeH.

119. Cnocob mo . 116 umm 117, rae 3000 mr/nens aedepurnpona BBoAT B go3e 1500 mr
7iBa pas3a B JIEHb.

120. Cnoco6 mo mobomy u3 m.i. 116-118, rae cyobekt nemoHcTpupyer Cpay 48,5-10,5
MKI/MJT B pPABHOBECHOM COCTOSIHUH.

121. Cnoco6 no mobomy u3 m.im. 116-119, rne cyowext nemoncrpupyer AUCg.04) 75-95
MKT * 4/MJI B PABHOBECHOM COCTOSTHHH.

122. Cnocob mo mobomy u3 m.i. 98-120, rae cyObekTy BBOAST TabJETKY MO JEOOOMY U3
n.m.1-97.

123. Cnocob neueHust cyObeKTa-4esoBeKa C IEPerpy3Koi JKeIe30M, BKJIFOUAOLIHHA
TepopalibHOE BBeNeHUE CyOBeKTy, Hy:xknaromemycs B 3Tom, 1200 mr/nens nedepumnpona, rue
CyOBeKTY BBOIST e epUMNPOH J1Ba pa3a B ICHb.

124. Cnoco0 no m. 122, rne cyOBeKT cTpafaeT HelpOreHHbIM 3a00IeBAHIEM.

125. Cnoco6 mo m. 122 numm 123, roe 1200 mr/nens nedepunpona seogst B goze 600 mr
7Ba pas3a B JI€Hb.

126. Cnocob mo mobomy u3 mm. 122-124, roe 1200 mr/ness nedepunpoHa BBOAST B
no3e 1200 mr onuH pas B I€Hb.

127. Cnocob mo mobomy u3 m.im. 122-125, rae cyowvekt nemoHcTpupyer Cpax 0T 4,00 10

13,558 mxr/mn nocne BBenenust 600 mr nedepurpoHa nocie npuemMa Mmuiiu.
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128. Cniocob o odomy u3 .. 122-126, rae cyobekT aeMOHCTPUPYET Crax OT 5,880 1o
13,690 mxr/mn nocne BBeneHust 600 Mr nedepuripoHa HaTOLIAK.

129. Crniocob o mobomy u3 m.m. 122-127, rune cydbekt neMoHCTpupyeT Thx oT 1,333 1o
8,000 uacos nocine BBenenus: 1200 mr nedepunpona.

130. Criocob mo nmobomy u3 m.m. 122-128, rae cyowvekt nemonctpupyer AUCI/Cyax OT
3,265 1o 6,765 4 nocne BBenenus 1200 mr nedepunpona.

131. Cnocob no mobomy u3 m.a. 122-129, rne cyObekT cTpanaer oT TpaHCHy3HOHHOU
Neperpy3kd  JKejae30oM U MPENUIeCTBYIOINAsl XeJaTHas Tepamus KOTOPOro  SIBIISIETCS
HEeaJIeKBaTHOM.

132. Crocob mo nmobdomy u3 m.a. 122-129, roe cyObekT crpagaer oT TpaHC()Y3HOHHOM
neperpy3ku kene3om u umeer MPT cepaua T2* 20 Mc MeHbIIe.

133. Cnocob mo mrobdomy uz m.in. 122-131, rae cyOBbekTy BBOAST TaONETKy IO JII0OOOMY U3
. 1-97.

134. TabneTka njisi mepopabHOTO BBEIAEHUS, copepakamas: (a) sapo, conepskamiee 1000
mr win 600 Mr nedepunpoHa, SHTEPOCOMOOUITBHBIN MOJUMED, CPENCTBO, perynupyromee pH,
INIUIAHT W CMasbiBarolnee BemecTBo; U (b) sHTEpOCOMOOMIBPHOE MOKPBITHE, COAEpIKallee
acTU(HUKATOP, pa3daBUTeNb, MPEMATCTBYIOLUIMN MPUIUIAHUID areHT, U SHTEPOCOIFOOMIbHBIN
NoJIMMep, TpuueM TalbjeTKa, MPEeNCTaBIAoLast COOOH LeNyro TaOJeTKy, MMEET PHCKH I
oOneryeHust paszaoma TabJIETKH Ha MOJOBUHBI TAOIETKH.

ITo noBepennocTn
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OUI.1

Ckopoctu pactBopeHust 1000 mr Tabnetok ER JedepunpoHa
FD245-37 (uenas vs. 2 NosnoBuHbI)
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OUI.2

Ckopoctu pacteopeHust 1000 mr Tabnetok ER JedepunpoHa
(Lenas vs. 2 nosoBMHbI)
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oUr.3

Ckopoctu pacteopeHust 1000 mr Tabnetok ER JedepunpoHa
(Lenas vs. 2 nosoBMHbI)
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