Ckian

Oitoua pevyog8uHa: 6eTariCTUHYy OUTiOPOXIIOPUL;
1 TabreTka MicTUTH OeTariCTUHY OUTIAPOXIOPUAY 24 MT;

OONOMIJICHI pedyoB8UHU: 1IeJII0JI03a MiKpoKpucTaniuHia, MaHIT (E 421), kucnoTtu
JIMMOHHOI MOHOTigpaT, KpeMHiI0 OioOKCU[ KOJOimHUM O0e3BOHMM, TallbK.

JIikapcbKa ¢dpopMma

TabneTku.

OcHOBHI (pi3uKo-xiMiuHI 81acmMuBoCmi: KPYTJIi, OIBOOIYKJIi, ginuMmi, 0ini abo matixke 6isi
TabIeTKU 3i CKOIIEHUMHU KpasiMM, 3 OJHOT0 O0KY 3 HaCiuKoio i MapKyBaHHAM «289» 110
ob6uaBa OOKM Bif Haciuku; HaciykKa IIpu3HadYeHa TiJIbKU [JIs TOJIer e HHA
po3naMyBaHHS TabJIeTKH 3 METOIO IIOJIETIIEHH 1i IPOKOBTYBaHHS i He Ipu3HaYeHa
071 Todiny TablIeTKW Ha ABi PiBHI HO3H.

®dapMaKoTepalneBTHUYHA Irpyna
3acobu g nikyBaHHS BeCTUOyNIsapHUX nopyileHb. berarictun. Kog ATX NO7C AO1.
dapMakogHHaMiKa

MexaHi3M fil 6eTaricTuHy BUBYEHUH JIMIIIE YaCTKOBO. ICHY€ eKilbKa JOCTOBIpHUX
rirmores, siki Oynu mMigTBepAXKeHi MaHUMU OOCIIiaXKeHb, ITPOBeJeHUMU Ha TBapHUHAaX Ta
3a y4acTIO JII0Jeun.

BoynuB OeTariCTUHY Ha TiCTaMiHEepriyHy CUCTEMY.

BcTaHoBseHO, 1110 6€TariCTUH YaCTKOBO IIPOSIBIISIE aTOHICTUYHY aKTUBHIiCTh momo H1-
peLenTopiB, a TAaKOXK aHTAarOHiICTUYHY aKTUBHICTh moa0 H3-penenTopiB rictaMiny B
HEPBOBIiM TKaHWHI Ta Ma€ He3HAYHY aKTUBHICTH 110g0 H2-penenTopis ricraminy.
Berarictun 36inbirye 00MiH Ta BUBITPHEHHS TiCTaMiHy HIISIXOM OJIOKYBaHHS
npecuHanTudyHUX H3-perenTopiB Ta iHAYKIIil IpoLieCy 3HUKEHHS KiJIbKOCTI
BigmoBimHuxX H3-perienTopis.

Betarictul Mozke 30inIbIIYBATH KPOBOTIK B KOXJI€apPHiN 30Hi, a TAKOXK YV BCHOMY

TOJIOBHOMY MO3KY.

dapMakoJIOTiuHi JOCIiAXKEeHHS Ha TBApUHaX IIPOAEMOHCTPYBaJu IIOKPallleHH
KpoB0OOiry B cynuHax striae vascularis BHyTpillTHEOTO ByXa, MOKJIMBO, 32 PaxyHOK



po3cnabneHHs MPeKaliIApHUX CHIHKTEPIB Y CUCTEMI MiKPOLMPKYJIALil BHYTPIIHHOT O
Byxa. beTaricTuH TakoxXK IIPOOEMOHCTPYBaB 30iIbIIIeHHS MO3KOBOTO KPOBOTOKY B
OpratHi3Mi JTIIOOUHHU.

Berarictul copusic BeCTuOYIsAPHiA KOMIIEHCAlTil.

BeTaricTuH IpuCKOPIOE BiTHOBJIEHHS BeCTUOYIAPHOI QYHKIII Hicass ogHOOIYHOI1
HEeWpPEeKTOMil y TBApUH, CTUMYJIIOI0YHY i CIIPUSIOYM IIPOLeCy [eHTPaJIbHOl
BecTuOysIpHOI KoMIeHcarril. Lletr epeKT xapakKTepu3yeThCS ITOCUTIEHHSIM Perysiii
0o0MiHy i BUBIJIbHEHHS TricTaMiHy Ta peai3y€eThCs B pe3yJbTaTi aHTaroniamy H3-
pelieniTopiB. Y momed Imim yac JiKyBaHHSI 6eTariCTUHOM TaKOXK 3MEHIIyBaBCS 4dac
BiIHOBIIEHHS BeCTUOYISIPHOI PyHKIIiI ITicJIs HEMPEeKTOoMil.

BeraricTuH 3MiHIO€ aKTHBHICTh HEMPOHIB Y BECTUOVISIPHUX sSOpaXx.

Byno TakoxX BCTaHOBIEHO, 110 OeTariCTUH Ma€ A0303aJIeXXHUM iHTiOyI0UHUi BIJIUB Ha
reHepalio IIiKOBUX IOTEHIIaiB Yy HeUpOHax jlaTepajlbHUX 1 MefialbHUX
BECTUOYIAPHUX SIHEP.

dapmMaKogUHaMiYHi BTaCTUBOCTi OeTariCTuHy, SK 11e 0yJI0 IT0Ka3aHo y TBapuH, MOXYTh
3a0e3meyn T NO3UTUBHUU TepaleBTUYHUY e(heKT MperapaTy y BeCTuOyIapHin
CHUCTEeMI.

EdexkTuBHicTh OeTaricTuny Oyia mokKa3aHa ITiJl Yac JOCIiaXKeHb Y IalliEHTiB 3
BeCTUOYISIPHUM 3allaMOPOYEHHSIM Ta XBOpP0o0Ooio MeHbepa, 1110 OyI10
IPOAEMOHCTPOBAHO 3MEHIIIEHHSAM TSI2KKOCTI Ta 4aCTOTH HallafiB 3allaMOPOYEHHS.

dapMaKOKiHeTHKaA

BcMOKTyBaHHS.

[Tpu nmepopaibHOMY 3aCTOCyBaHHi 6eTariCTUH IMIBUOKO i IPaKTUYHO ITOBHICTIO
BCMOKTYETHLCA B YCiX BifiijiaX IMIJIyHKOBO-KUIIIKOBOI'O TpPaKTy. I1iCcjig BCMOKTYBaHHS
ImperapaT MIBUAKO i MalKe ITOBHICTIO MeTaboi3yeThCsa 3 YTBOPEHHSIM MeTabomiTy 2-
MMipUAUIIONTOBOI KMCJIOTH. PiBeHb KOHIIEHTpPallil 6eTaricTUHy y I1a3Mi KpOBi yxKe
HU3bKUU. ToMy BCi hapMaKOKiHETUYHI aHa/Ii3W IPOBOOSATHCS IIIJISIXOM BUMipIOBaHHS
KOHIIeHTpallil MeTaboJiTy 2-IipuAUIoITOBOI KUCJIOTH y TJjla3Mi i ceui.

[Tpu npuiioMi mpenapaTty 3 12kel0 MaKCuMaJibHa KOHIleHTpalis (Cmax) mmpemnaparty
HUXK4Ya, HiXK ITpu npuiomi HaTie. [Ipu 11boMy 3aranbHa abcop0biiist 6eTaricTury
imeHTU4YHa B 000X BUITAMKaX, III0 BKA3y€ Ha Te, III0 IIPUMOM 1XKi JIMIIIEe YIIOBiIbHIOE
IIpolec BCMOKTYBaHHS IIpernapary.

Posnomin.



BigcoTok GeTraricTuny, 110 3B’s1I3y€ThCs 3 OiTKaMu Mj1a3MU KPOBi, CTAHOBUTH MEHIIIE 5
%.

BioTpaHcdopmMmalris.

[Ticrss BCMOKTYBaHHS OeTariCTUH IIBUOKO i MalKe IMMOBHICTIO MeTabO0/Ii3yeEThCS B 2-
MipUOMIIOUTOBY KMCJIOTY (IKa He Ma€ (hapMaKOJIOTiYHOl aKTUBHOCTI).

[Ticnst mepopanbHOTO NPUMOMY OeTariCTUHY KOHIeHTpallis 2-MipuauI01TOBOI KUCIOTH
B IIJIa3Mi KPOBI (Ta B cedi) gocara€e CBOro MakCumMymy depe3 1 TOquHy HiC/Is IPUUoMY
Ta 3MEHIIYETLCS 3 IepiogoM HamliBBUBEeOeHHS 0/IM3bKO 3,5 TOOUHMU.

BuBeneHHs.

2-IIipUONIOLTOBA KMCIOTa IBUAKO BUBOOUTHCA 3 ceuero. [Ipu npuiiomi npenaparty B
mo3i 8-48 mr 0113bK0 85 % MOYaTKOBOI MO3U BUSIBIISIETLCS B cedi. BuBeneHHs
OeTarictTuHy HUPKaMu ab0 3 KaJIOM € He3HAYHUM.

JIiHitiHICTE.

[IBuOKiCTh BiOHOBJIEHHSA 3a/JIMILIAETHCS IIOCTIMHOO IIPU II€pOpPaIbHOMY IPUUOMI
mmpemnapary B Oo3i 8-48 Mr, BKa3ylouHu Ha JIiHiMHICTh papMaKOKiHETUKY OeTaricTuHy, i
Oa€ MOKJIUBICTh IPUITYCTUTH, 110 3adiTHUN MeTaOOJIIUHUY IIJISIX € HEHaCUYyBaHUM.

IToxa3aHHSA

XBopobOa i cuHapoM MeHbeEpPa, SIKi XapaKTepu3ylThCS TPhOMa OCHOBHUMU
CHUMIITOMaMHU:

e 3alIaMOPOYEHHSM, 10 iHOAI CYIIPOBOAXKYETHCSA HYOOTOIO i OJTIOBaHHSIM;
e 3HUIKEHHSM CIIyXYy (TYyrOBYyXiCTIO);
e IIIYMOM Yy ByXaX.

CuMnToMaTHU4YHE JIiIKyBaHHS BECTUOYJIIPHOI'O 3allaMOPOYEHHS Pi3HOTO MOXOIXKEeHHS.
IIporunnoka3aHHs

lNnep4yyTnuBiCcTh A0 HOif040l pe4oBUHU abo OO Oyab-IKOl 3 JOMOMIKHUX PEYOBUH
npemnapary.

deoxpoMonITOMA.

B3aeMogisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIIL BHIHM B3a€EMOIiN



IocmigKeHHs in vivo, HallpaB/ieHi Ha BUBYEHHS B3a€MOZIl 3 iHITMMU JIIKapChbKUMU
3acobamMu, He TIPOBOAUINCS. 3 OTJISIAY Ha OaHi AOCIiAXKEeHHS in vitro He 04iKy€eThCS
NPUTHIYEeHHS aKTUBHOCTI (pepMeHTiB imToxpomy P450 in vivo.

IlaHi, oTprMaHi B yMoOBax in vitro, cBig4aTh PO NPUTHiIYeHHS MeTabomIi3My
OeTaricTuHy nmpenapaTraMu, 10 iHTiOyIOTh aKTUBHICTh MOHOaMiHOKcumasu (MAO), y
ToMy uucii nintTuny B MAO (Hanpukiaf, cesneriiid). PeKoMeHOyeThCSA JOTPUMYBaTUCH
00epeXHOCTI IIpKU OOMHOYACHOMY 3aCTOCYBaHHIi OeTaricTuny Ta iHribitopie MAO
(BkiTIOuaroum B-cenekTuBHi iHridiTopu MAO).

Ockinbku 6eTariCTUH € aHaJIOTOM ricTaMiHy, B3aeMo[isi OeTariCTuHY 3
QHTUTICTaMiHHUMU IIpellapaTaMy TEOPETUYHO MOXKEe BIIJIMHYTU Ha €e(pEeKTUBHICTh
OOHOTO 3 ITUX IIpernapariB.

Oco006/IMBOCTi 3aCTOCYBaHHS

[Tig yac nmikyBaHHS ITperapaToM HeoOXiTHO peTeTbHO KOHTPOIIOBATH CTAH ITAlliEHTIB 3
OpoHXiaJTbHOIO acTMOIO Ta/abo BUPa3KOBOIO XBOPOOOIO IITYHKA Ta ABaHaALSaTUIIAJIOl
KUIIKYU B aHaMHe3i.

3maTHiCTh BIUIMBATH Ha IIBHIKICTH peakilil Mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a00 iHImMUMHU MexaHiZMaMHu

BeraricTuH nokasaHU OJjid JIIKYyBaHHS CUHOPOMY MeHbepa, 110 XapaKTEePU3y€EThCSA
TPiaJ00 OCHOBHUX CUMIITOMIB: 3allaMOPOYEHHSAM, 3HUKEHHSIM CIIyXy, IIIyMOM Y ByXax,
a TAKOXK [JII CUMIITOMATUYHOTO JIiKyBaHHSI BECTUOYJISIPHOTO 3araMopodyeHHsi. O6uaBa
CTaHM MOXKYTh HEraTUBHO BIIJIMBATH Ha 3[0aTHICTb KepyBaTH aBTOMOOiIeM Ta
IpaloBaTHd 3 IHIMUMU MeXaHi3MaMU. 3a JaHWUMU KIIIHIYHUX OOCIIIOXKEeHb, 110 BUBYAIN
BIUIMB IIpelapaTy Ha 30aTHICTh KepyBaTH aBTOMOOiIeM i mIpalffoBaT 3 iHIIMMU
MexaHi3MaMu, OeTariCTUH He BOJIMBaB a00 MaB HECYTTEBUM BIJIMB Ha IO 3TATHICTh.

3acTocyBaHHsA y nepioa BariTHoOCTi a00 rogmyBaHHsI IPyIaio

BazimHicmb. HeMae gocTaTHIX JaHUX IIOA0 3aCTOCYyBaHHS OeTariCTUHY BariTHUM
JKIHKaM.

Pe3ynbTaTué mocnigKeHb Ha TBaApUHAX He MMOKa3ajiu NIPaMux abo HeNPSIMUX IIKiAINBUX
HaCJIiAKIB CTOCOBHO PENPOAYKTUBHOL TOKCUYHOCTI y I03aX, SIKi BiAMIOBiZal0Th J03aM,
3aCTOCOBYBaHUM Y KJIIHIUHIY npakTulli. beTariCTuH He CJIiJi 3aCTOCOBYBaTU y Iepiof
BaTriTHOCTI, 3a BUHSTKOM BHMIAAKiB HarajbHOI II0TPeOH.

ITepio0 2o0ysaHHA 2pydoro. HeBimomo, 41 MpOHUKA€E OeTariCTUH y TPyaHEe MOJIOKO
moauHU. beTaricTuH NIpOHUKAE B MOJIOKO 1ypiB. EpekTy, 1110 criocTepiraauce micns



IIOJIOTiB B AOCIIIAKEHHAX Ha TBapMUHAaX, CTOCYBaJIUCA TiJIbKU OyKe BUCOKUX HOO3.
KopucTs Bifg 3acTOCyBaHHS IIpenapary AJisd MaTepl CJIif CIiBBIZHOCUTH 3 lepeBaraMu
rogyBaHHS I'PYAOI0 1 IOTEHIIMHUM PU3UKOM IJIA OUTUHMU.

®epmuavHicms. [IOCTiAXKeHHS Ha IIypax He BUSBUJIM BIJIMBY Ha (DEPTUIBHICTb.
Cnocid 3acTocyBaHHs Ta J03H

IloGoBa mo3a [AJisi JOPOCIUX CTaHOBUTH 24-48 Mr, sIKy piBHOMIpHO PO3MOMiNAIOTh OIS
mpuioMy mpoTsaroM no6u. TabneTKu cilig KOBTaTHU, 3alUBal0OYX BOIOIO.

Taosnerku mo 8 mr Taonerku nmo 16 mr TadjeTku mo 24 Mr

1-2 TabneTku 5-1 TabneTKa 1 TabneTka

3 pa3u Ha mo0y 3 pa3u Ha moby 2 pa3u Ha [o0y

o3y cnipg minbupaTu iHOUBiAyanbHO, 3aJIeKHO Bim epeKkTy. 3MEeHIIeHHS CUMIITOMIB
IHKOJIM CIIOCTEPIraeThCs TiJIbKU IIIiCJIA AEeKiTbKOX THUZKHIB JIiIKyBaHHs. HavKkparri
pe3ybTaTu IHKOJIM OOCATalThCS IIPU IIPUMOMI ITpenapaTy IPOTATOM KiJIbKOX MiCSLiB.
3a OessKuMU OaHUMU, TPU3HAYEHHS IiKyBaHHS Ha IT0OYaTKY 3aXBOPIOBaAHHSA 3amobirae
MOro IIporpecyBaHHIO ab0 BTpaTi CIIyXy Ha Ii3HiX cTagisix.

BeTtacepk® MOKHa 3aCTOCOBYBATH He3aJIeXKHO Bif mpuitoMy 1xi. [1ig yac npuitomy
mpernapaTry MOXYTb BUHMKATH He3Ha4Hi IIJIyHKOBO-KUIIIKOBI po3jiagu (HaBemeHi y
po3mini «[To6iuHi peakiiii»), Ki MOXKYyTh OyTH yCYHEHI HIJITXOM IPUHUOMY IpernapaTry
pas3oMm 3 1XKelo.

[TalfieHTH JITHBOTO BiKY

Xoya Ha ChOTO[HI maHi KJIiHIYHUX OOCIiAXKeHb y Lil IPyIli NauieHTiB oOMeXeHi,
IIUPOKUM OOCBi[ 3aCTOCYBaHHs IIpernapaTy y IMicaspeecTpaliiHul mepioq gae 3MOry
MMPUIIYCTUTH, 110 KOPEKIIisT HO3U [JIS MalliEHTIB JIITHHOTO BiKy He IMOTpiOHA.

HupkoBa HEJOCTATHICTH

YV ui#t rpymni nmailieHTiB cnenianbHi KIiHIYHI BUTTPOOYyBaHHS HE TIPOBOOUIIUCS, ajle
BIATIOBIOHO OO OOCBiAY IiCIApeeCcTpaliiHOro 3aCTOCYBaHHS KOPEKIlid O3U He
moTpibHa.

IleyiHKOBa HEOOCTATHICThH

Y uiii rpyni nami€eHTiB cuellianabHi KTiHiYHI BUITPOOyBaHHS He ITPOBOOUJIMCS, ajle
BIATIOBIOHO OO AOCBiAY IiCIIpPEECTPALIiMHOTO 3aCTOCYBaHHS KOPEKIis D031 He



nmoTpidHa.
itk

Y 3B’3Ky 3 HEJOCTATHICTIO JaHUX 10ono 6e3rneku Ta e(PpeKTUBHOCTI 3aCTOCYBaHHSA
npenapaty beTacepk® 1Oro He peKOMEHOY€EThCA IIpU3HaYaTu OiTAM (BikoMm go 18
POKIiB).

Ilepeno3yBaHHsA

Bimomo KijlbKa BUIIA[KIB IIepeno3yBaHHA Iperapary. Y OedKUX IaljleHTiB
CIIOCTepiraaucs Jerki i IoMipHi cuMnToMu (HyZOTa, COHIUBICTE, Oiflb Y 2)KUBOTI) Iicisa
IpUUoOMY IIpernapaTty B fo3ax no 640 mr. Ceplio3Hilli yCKJIagHEeHHA (CyqoMu, CeplLeBo-
JIeT€HEBi yCKJIagHEHHSI) CIIOCTepiraanucsa Npyu HaBMUCHOMY IIPUMOMI HiTBUIIIEHUX 03
OeTaricTuHy, 0COOIMBO y MOEAHAHHI 3 Tepefo3yBaHHIM iHIINUX JIiIKapChKUX 3aCO0iB.

JIikyeaHHA nepe0o3yB8aHHA

JIikyBaHHA epeno3yBaHHs [IOBMHHO BKJIIOYATU CTAHOAPTHI MIATPUMYIOUYi 3aX00U.
IToOiuni peakmii

HuxxyezasHaueHi mobOiuHi peakilil criocTepiranucs y malieHTiB, siKi 3aCTOCOByBaJlu
BeTtacepk® min 4ac naiebo-KOHTPOIbOBAHUX OOCIHII?KEHb, 3 TAKOIO YaCTOTOIO: AyXKe
gacTi (= 1/10), gacTi (Big =1/100 mo <1/10), HeuacTi (Bim =1/1000 mo <1/100), pigki
(Bim =1/10000 go <1/1000), my=xe pigki (<1/10000).

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy
YacTi: HygoTa Ta OUCIHEeICid.

3 60Ky Hepsosoi cucmemu

YacrTi: romoBHUM Oifb.

Ha pgomaTok mo BUIaAKiB, IIPO SAKi ITOBIAOMIISAIIOCS I Yac KIIIHIYHUX OOCIIiAXKEHb, IIPO
HUXK4Ye3a3HaueHi HeOaxkaHi SIBUIIlA ITOBiHOMJISIOCS CIIOHTAHHO y XOMi
IIOCTMapKETUHTOBOTO 3aCTOCYBAaHHS Ta BiOMO 3 HayKOBO1 JIiTepaTypu. 3a HassBHUMU
OaHUMU 94aCTOTy He MOJKHa BCTAHOBUTY, TOMY BOHA Kjlach(]ikKoBaHa SIK HeBigoMa.

3 60Ky iMmyHHOI cucmemu
Peakiril rinepuyyTnuBOCTi, HanpuKJiag aHadinakcis.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy



Ckapru Ha He3Ha4Hi po3anu IIyHKa (07110BaHHS, TaCTPOiHTEeCTUHAIBHUM Oiflb,
3OyTTS XKUBOTA Ta MeTeopuam). Lli mobiuHi edpekT 3a3BUYal 3HUKAIOTh IPU ITPUNOMi
npenaparty 3 kel abo micyig 3MeHIIIeHHS T03U.

3 60Ky wkKipu i niOWKIPHOI KAIMKOBUHU

CrocTepiranucs peaxiiil rinepyyTIuBOCTi 3 O0KY IIKipY Ta MiAIIKipHOl JKUPOBOI1
KJIiITKOBHHM, 30KpeMa aHTiOHEeBPOTUYHHUYN HAOPSK, KPOIUB' THKA, BUCUIIAHHS i
cBepOiK.

TepMiH NpUIATHOCTI

3 POKHU.

YMmoBHu 30epiranHs

He noTpebye ocobnmuBux ymMoB 30epiranHs. 30epiratu B HEOCTYIIHOMY OJIsI OiTeu
MicCIIi.

YnakoBka

ITo 20 TabneTok y OsicTepi, mo 1 6iicTepy B KApTOHHIM yIIaKOBIIi.
KaTeropis Bignycky

3a penemnTomM.

BupooHuk

Matiinan Jlabopatopiz CAC, ®paniisg/Mylan Laboratories SAS, France.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IPpoOBaJAXKeHHSI
IisTIHLHOCTI

Pyt me Benbsins, JIbtio i Menap, 01400, [laTtuiton-cop-lllanapon, ®panuis/Route de
Belleville, Lieu dit Maillard, 01400, Chatillon-sur-Chalaronne, France.

[Ixepeso iHCTPYyKIIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTOo mkepesia — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3ac00iB YKpaiHu.
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