Ckian

Oitoua pevuoB8uHa: 6eTariCTUHY OUTiOPOXIIOPHU;
1 TabrmeTka MicTUTh 24 MTr OeTariCTUHY OUTIOPOXJIOPULY;

OONOMIJCHI peuoB8uHU: TIOBiOH, 1eJII0I03a MIKPOKpPUCTaslidHa, TJaKTO3U MOHOTIapar,
KPEeMHiIo JioKCUO KOJIOImHUYM 0e3BOOHUM, KPOCIIOBIOOH, KMCJIOTA CTEaPUHOBA.

JIikapcbKa ¢dpopMma

TabneTku.
OcHOoBHI (pi3uKo-xiMiuHI 81aCcMuBoCMi:

Berarictun-TeBa 24 mr: TabneTku 6iztoro abo maiizke 6iy10ro KOnmbopy, KPYTJIi,
OBOOIIYKJIi, III0 MalOTh JIiHiI0O PO3JIOMYy Ha OLHIN i3 CTOPIH.

®dapMaKoTepalneBTHYHA rpymna

[TpenapaTu Ois MiKyBaHHSI BECTUOYISIPHUX MOPYIIEHb.

Kog ATX NO7C AO1.
dapMakogHHaMiKa

BerarictTuHy gurinpoxJjiopug € CAHTETUYHMM aHaJIOTOM ricTaMiHy [Jig IIepopaibHOI 0
3acTocyBaHHs. MexaHi3M mil OeTariCTUHy BUBYEHUU JIUIIIE YaCTKOBO. ICHY€E KilbKa
OOCTOBIPpHUX TinoTe3s, sAKi NiATBEePOXKYIOTHCA JaHUMU OOCIIiAXKEeHb, OTPUMaHuX y
TBApPUH Ta 3 Y4YacCTIO JIIONEeN:

Bnaue 6emazicmuHy Ha 2zicmamiHep2iuHy cucmemy

BctaHoBseHO, 1110 6€TariCTUH YaCTKOBO IIPOSIBIISIE aTOHICTUYHY aKTUBHICTh momo H1-
peLenTopiB, a TAaKOXK aHTAarOHiICTUYHY aKTUBHICTh moa0 H3-penenTopiB rictaMiny B
HEPBOBIiM TKaHVHI Ta Ma€ He3HAYHY aKTUBHICTH 10g0 H2-penenTopiB ricraminy.
Berarictun 36inbirye 0OMiH Ta BUBITPHEHHS TiCTaMiHy HMIISIXOM OJIOKYBaHHS
npecuHanTudyHUX H3-perenTopiB Ta iHAYKIIil IpoLieCy 3HUKEHHS KiJIbKOCTI
BigmoBimHuxX H3-perienTopis.

Bnaue Ha 36inbuweHHs Kpo8OoMoKY 00 KOX/1edpHOi 30HU, d MAKOHC 00 8Cb020
20/108H020 MO3KY



dapMakKoJIOTiuHi OOCIiIXKEeHHS Ha TBapUHaX IIPOOEMOHCTPYBaJIu IIOKpallleHH T
KpOBO0O0Oiry y cynmHax stria vascularis BHyTPillTHbOT'O ByXa, MOXKJIMBO, 3a PaXyHOK
po3cnabiieHHs IIpeKalliapHuX cHiHKTEPiB Y CUCTEMi MiKPOIUPKYJIALil BHYTPIIIHEOTO
Byxa. beTtaricTuH TakoxXK IIPOAeMOHCTPYBaB 30ibIllIIeHHS MO3KOBOTO KPOBOTOKY B
OprasHi3Mi JIIOOUHMN.

CnpusiHHA eecmubyaspHill KomneHcauii

BeraricTuH npHUCKOPIOE BiIHOBJIEHHSI BECTUOYISAPHOI QYHKIII ITicast ogHOOGIYHO1
HEeNPOEKTOMil y TBAPUH, IIPUCKOPIOIOYH i CIPUSAIOUU HPOIECY LIEHTPaIbHOL
BecTuOyIsIpHOI KoMIieHcallil. Ilei epeKT XxapaKTepu3y€eThCs ITOCUTIEHHSIM 00MiHY i
BUBIJIbHEHHSIM TiCTaMiHy Ta peasi3yeThCs y pe3yabTaTi aHTaroniamy H3-penenrtopis.
Y miopeit mipg 4yac nmiKyBaHHS OeTariCTUHOM TaKOK 3MEHIITyBaBCS YaC BifHOBJIEHHS
BeCTUOYIAPHOI QYHKIII ITiciss HeMpoeKToMil.

Bnaue Ha akmueHicmb HelipoHie y eecmubyasapHUX A0pax

Byno BcTaHOBIIEHO, 1110 O€TariCTUH Ma€ J0303a1eKHUM iHri0ylo4Ynil BIIJIUB Ha
reHepaliiio IIiKOBUX MOTEHIialIiB Y HEMPOHaX MediaJbHUX Ta JJaTepalbHUX
BECTUOYISAPHUX AOEP.

dapmakoauHaMiuYHi BJIaCTUBOCTI OeTariCTuHy, K I1e 0yJIo IoKa3aHo Yy TBApUH, MOXKYTh
3a0e3MeYnTy MO3UTUBHUN TepPaleBTUUYHNM edeKT IpernapaTy y BeCTUOyIsapHin
cucreMmi.

EdexTuBHicTh OeTaricTuHy Oya MoKa3aHa IIiJl Yac JAOCIiAXKeHb Y IalliEHTiB 3
BeCTUOYJITPHUM 3allaMOPOYEHHSIM Ta XBOpP0O0O0I0 MeHbepPa, 110 IPOSBIIAIOCH
3MEHIIIEHHSIM TAXKKOCTI Ta YaCTOTU HalaniB 3allaMOPOY€eHHs.

dapMaKkoKiHEeTHKA

BcmoxkmyesaHHA. [Ipu mepopalbHOMY 3aCTOCYBaHHI OeTariCTMH MIBUOKO i Manxke
IIOBHICTIO BCMOKTYETHCSA B YCiX BifgmisiaxX HIJIyHKOBO-KUIIIKOBOT'O TpakTy. [licisa
BCMOKTYBaHHS IIpemnapaT HIBUAKO i MaliKe ITOBHICTIO MeTab0JIi3yETHCSA 3 YTBOPEHHSAM
MeTaboMIiTy 2-ITipUANIOLTOBOI KUCIOTHU. PiBeHb KOHIIEHTpallil 6eTaricTUHY y Ia3Mi
KPOBi fiykKe HU3bKUM. TOMYy BCi (papMaKOKiHETUYHI aHali3u IPOBOOATHCS LIITXOM
BUMipIOBaHHS KOHIIEHTPAallii MeTaboiTy 2-IipuauIoNTOBOl KUCIOTH V II1a3Mi i ceui.

[Tpu mpuiiomi nmpemapaTy 3 2keo MaKCUMallbHa KoHIleHTpallid (Cmax) mpenapary
HUK4Ya, HiXK ITpu npuiiomi HaTile. [Ipy 11bOMy ITOBHE BCMOKTyYBaHHS OeTaricTUHY
imeHTHYHe B 000X BUIIaAKaX, III0 BKaA3ye Ha Te, 1110 BXKUBAHHS 1XKi JIUIIEe YIIOBIILHIOE
IIpoLeC BCMOKTYBaHHS IIpernapary.



Po3nodia. BimcoTok GeTaricTuHy, 110 3B’I3YETHCS 3 OiTKaMU I1J1a3MHU KPOBi, CTAHOBUTH
MeH1e 5 %.

BiompaHcpopmauis. Tlicnst BCMOKTyBaHHS OeTariCTUH MIBUOKO i MaliKe ITOBHICTIO
MeTaboIi3yeThCs B 2-IIipUAUIIOLTOBY KUCIOTY (Ka He Ma€ (hapMaKOJIOTiYHO1
aKTUBHOCTI). ITicns nmpuiioMy O0eTariCTMHY BHYTPIITHLO KOHIIEHTPAIlid 2-
MipUAOUIIOLITOBOI KMCJIOTH B IIJIa3Mi KPOBi Ta B Cedi ocsAra€e CBOTro0 MaKCUMyMy depes 1
TOOWHY IIIC/IS IPUNOMY IIpemnapaTy Ta 3MeHIIYEThCS 3 IIepPiogoM HalliBBUBEOEHHS
67113bK0 3,5 TOOUHMU.

BugedeHHA. 2-TipuOMIOITOBA KMCIOTA IIBUAKO BUBOOUTHCSA i3 cedero. [Ipu mpuitomi
Impernaparty B go3yBaHHI 8-48 Mr 61u3bK0 85 % MM04YaTKOBOI 03U BUSIBISIETHCS B CEUi.
BuBepenHs OeTaricTuHy HUpKaMu abo 3 KaJloM € HE3HAYHUM.

JIiHituHicmb. [IIBUOKICTH BiOHOBJIEHHS 3a/IMIIAETHCS IIOCTIMHOIO IPU IIepOpPaIbHOMY
npuiioMmi 8-48 Mr mpermnaparty, 10 BKa3lye Ha JiHiNHICTb (hapMaKOKiHETUKY OeTariCTuHy
i Mae MOXKJIMBICTb IIPUNYCTUTH, II0 3aAiTHUN MeTaOOIiYHUN HIISAX € HEeHaCUYyBaHUM.

IToxa3zaHHSA

XBopo6a i cuHOpoM MeHbepPa, AKi XapaKTepPU3yIOThCSI TPhOMa OCHOBHUMHU
CUMIITOMaMu:

e 3aIlaMOPOYEHHSM, 10 iHOAi CyIIPOBOOXKYETHCS HYOTOIO Ta OJII0OBaHHSM;
e IIIyMOM Y ByXax;
e 3HUXKEHHSAM CIIyXy (TyroByXiCTIO).

CuMIiiToMaTU4HE J'IiKYBaHHH BeCTI/IGYHﬂpHOl"O 3allaMOPOY€E€HHIA piSHOl"O IIOXOO2KEHHI.
HpOTHHOKa3aHHH

e I'imepuyTnuBIiCTb OO Aito4yoi abo mo OyIOb-IKOl 3 MOMOMIKHUX PEYOBUH IIpenapary.
e OeoxpoMoLILTOMA.

B3aeMmopisi 3 iHIIEMH JTiKapCHKHMH 3aCO00aMH Ta iHIII BHOIH B3a€EMOIIiH

Iocmim»keHHs in vivo 111010 BUBYEHHS B3a€MO[Iil OeTariCTUHy 3 iHITUMU JTiIKapChbKUMU
3acobaMu He mmpoBoaunucs. [aHi mociimXkeHHS in vitro mo3BoJIsSIOTE mependadYnuTH
BiICYTHICTB iHTiOyBaHHS aKTUBHOCTi ¢pepMeHTiB uToxpomy P450 in vivo.

IaHi, oTprMaHi B yMoBax in vitro, cBigj4yaThs Ipo NPUTHiIYeHHS MeTabomIi3My
OeTaricTuHy nperapaTraM¥, IO iHTiOYIOTh aKTUBHICTh MOHOaMiHOKcHuma3u (MAO), y
ToMy umcii migruny B MAO (Hanpukinapg, cenerininoMm). Crig 3 o0epexkHiCcTio
3acTocoByBaTu OeTaricTuH Ta iHri6iTopu MAO (BK/IIO4Yal04yu CeJIeKTUBHI iHTiOiTOPH



MAO-B).

Ockinbku 6eTariCTUH € aHaJIOTOM ricTaMiHy, B3aeMofisi 6eTariCTuHy 3
QHTUTICTAMiHHUMU IIpellapaTaMy TEOPETUYHO MOXKE BIIJIMHYTU Ha €(pEeKTUBHICTh
OOHOI'0 3 IIMX Iperaparis.

Oco00/1UBOCTi 3aCTOCYBaHHSA

Cnin 3 o6epexXKHiCTIO MpU3HaYaTH Ta PETEJIbHO KOHTPOJIIOBATHU CTaH IAIliEHTIB 3:

e BUPA3KOBOIO XBOPOOOIO IIITYHKA Ta ABAHAAISITUIIAJIOl KUIIIKY (Y TOMY YHCIIi B
aHaMHe3i);
e OPOHXia/TbHOIO aCTMOIO.

[IpemapaT MiCTUTh TaKTO3y, TOMY MOT0O He CJIi] Ipu3HavaTH IallieHTaM i3 pigKiCHUMU
CIIagKoBUMM opMaMu HEIIepPeHOCUMOCTi rajakTo3u, gedinuTom makrta3u Jlanmna abo
CUHIPOMOM TJII0KO30-TaJlaKTO3HO1 MaababCcopoirii.

3maTHiCTh BIUIMBATH HA IMBHIKICTH peakiIlili mpu KepyBaHHI aBTOTPAHCIIOPTOM
a0o0 iHIMUMH MexaHi3MaMu

BeraricTuH nokasaHUu AJid JIIKyBaHHSA CUHAPOMY MeHbEpPa, 1110 XapaKTepPU3yeEThCSA
TPiaZol0 OCHOBHUX CUMIITOMIB: 3allaMOPOYEHHSIM, 3HUKEHHSAM CIIyXy, IIIyMOM y ByXax,
a TaKOXK [OJII CUMIITOMaTUYHOTO JIiKyBaHHSI BECTUOYISIPHOTO 3anmaMopodyeHHs. O6uaBa
CTaHU MOXKYTb HETATUBHO BIIMBATHU Ha 3MaTHICTh KEPyBaTU aBTOMOOiIeM Ta
IpaloBaTy 3 IHIIMMHU MexXaHi3MaMHU. 3a JaHUMU OOCIiAXKeHb, 1110 BUBYAJIX BIIJIUB
ImperapaTy Ha 3[aTHICTh KepyBaTu aBTOMOOileM i ImpalfoBaTu 3 MexaHi3MaMH,
OeTaricTuH He BIIJIMBaB ab0 MaB HECYTTEBUU BIJIUB Ha 110 3TaTHICTh.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPyaaio

Bazimnicmb. Hemae mocTaTHIX JaHUX M0N0 3aCTOCYBaHHSA OeTariCTUHY BariTHUM
XKIHKaM.

Pe3ynbTaTu OOCIigXKeHb Ha TBAPUHAX € HEJOCTATHIMHU IJIsl OLIIHKM BIIJIMBY Ha mepeodir
BariTHOCTI, pO3BUTOK eMOpioHa/IIJIona, IMOJIOTH Ta MOCTHATAJIbHUMN PO3BUTOK.
[ToTeHUiMHUY PU3UK OJI TIOOWHU HEeBifoMul. beTaricTul He CJifg 3aCTOCOBYBATHU y
Iepiof BariTHOCTI, 3a BUHSITKOM BHUIIaAKiB Oe3rmepedHol moTpeldu.

ITepiod 2o00ysaHHs 2py0orw. HeBimoMo, yu mpoHUKA€E OeTariCTUH y TpyaHe MOJIOKO
mioauHU. [JOCHiaXKeHHS Ha TBapUHaXx II[0J0 IPOHUKHEHHS 0eTariCTUHY B MOJIOKO He
poBOOUIMCh. KOPUCTE Biff 3aCTOCYBaHHA IIpelnapary Ojid MaTepi CIIif CIIIBBIIHOCUTHU 3
rnepeBaramMu rogyBaHHS IPYOOI0 1 HOTEHLIMHAM PU3KUKOM [J1 OJUTHHHU.



Cnocid 3acTocyBaHHs Ta 03U

3acToCOByBaTH BHYTPilIHLO. [IpuiiMaTy mig yac abo miciast BXKMBaAHHS 12Ki, 3auBal0Yn
OOCTaTHBLOIO KiJIbKICTIO PiAUHMA.

ITo6oBa mo3a AJiss JOPOCIUX CTAaHOBUTL 24-48 Mr, piBHOMiIpHO po3mnofirieHa Ha 2-3
MIPUMOMMU ITPOTSITOM HOOH.

Berarictun-TeBa 8 mr: mo 1-2 TabneTku 3 pa3u Ha o0y (BpaHIli, B 00if i BBeuepi).
Berarictun-TeBa 16 mr: o %2-1 TabneTii 3 pa3u Ha mo0Oy (BpaHIli, B 06ig i BBeuepi).
Betarictun-TeBa 24 mr: 1mo 1 TabneTiii 2 pa3u Ha o0y (BpaHIli i BBeuepi).

o3y cnipg mimbupaTu iHOUBiOyanbHO 3aJIeXKHO Bif eheKTy. 3MeHIIIeHHS CUMIITOMIB
1HOM1 cIIoCTepiraeThCa TiJIbKU Yyepe3 2-3 TUXKHI JIiKyBaHHs. O TUMAaJIbHI pe3yibTaTu
OOCSATAIOTHCA IIPU IIPUNOMI IIperapaTy NIPOTATrOM KiIbKOX MicSALiB. ICHYIOTh JaHi IIpo
Te, 10 IPU3HAaYEeHH JIIKyBaHHS Ha MOYaTKYy 3aXBOPIOBaHHS 3arobirae uoro
IIporpecyBaHHIoO i/ab0 BTpaTi ciIyXy Ha Mi3HIX CTamisx.

ITauieHmu AiMHbLO20 BIKY

Xoya foTenep OaHi KITiHIYHUX OOCIiAXKeHb y il IPyIli nauieHTiB oOMexXeHi, IMPOKUM
OOCBiZl 3aCTOCYBaHHS OeTariCTUHY B IIiCIsPEECTPAlliiHOMY I1epiofi m03BOIsSE
MIPUIYCTUTH, 110 KOPEKIIisT JO3U [JI4 IIi€l TPyIIU IMallieHTiB He MOTpiOHa.

ITauieHmu 3 HuUpkoBow abo neviHK0B80 HEOOCMAMHiCM#o

Y ui#t rpymni naiieHTiB cnenianbHi KIiHIYHI BUTPOOOBYBaHHS HE IPOBOOUIUCS, ale
BiITIOBiOMHO [0 MOCBimy IIicisipeecTpallifHoro 3aCTOCyBaHHs OeTariCTUHY KOPEeKITis
oo3u He moTpibHa.

itk

Y 3B’s1I3Ky 3 HE[IOCTATHICTIO JaHUX 11040 Oe3MneKu Ta epeKTUBHOCTI 3aCTOCYBaHH S
npenapaty berarictTuH-TeBa 10T0 He peKOMEHAYETHCSA MPpU3HadaTU OiTAM (BiKOM [0
18 pokis).

Ilepego3yBaHHA

Bigomo KinbKa BUIIQOKiB Iepeno3yBaHHs OeTaricTUHY. Y OesKUX ITalli€HTiB
CIIOCTepiranaucs Jerki i moMipHi cuMnTomMu (HymoTa, COHJIMBICTD, Oifib Y )KUBOTI) Iics
IPUKUOMY IIpemnapary y mo3ax mo 640 mr. Cepil03Hillli yCKIagHeHHS (CyqOMH, CEPIIEBO-
JIeTeHEeBl YCKIIaJHEeHHsI) CIIOCTEePIirajucs IIpyu HaBMHUCHOMY IPUUOMI HigABUIIEHUX 03
OeTaricTuHy, 0COOJIMBO y IIOEAHAHHI 3 Mepefo3yBaHHSIM iHIINUX JTiIKapChKUX 3acO0iB.



JlikyBaHHA. JIiKyBaHHSA Ilepefo3yBaHHs IOBUHHO BKJIIOYATU CTaHOapPTHI MiATPpUMYy0Ui
3axXonu.

IToOiunHi peakmii

Huxye3asHadeHi moOiYHi peakilil CIIOCTepiraaucs y MalliEHTIiB 3 TaKOI 4aCTOTOIO:
oyke 4dacTi (= 1/10), gacrTi (Bim =1/100 go <1/10), HeyacTi (Bim =1/1000 mo <1/100),
nooguHOKIi (Bim =1/10000 mo <1/1000), pigkicHi (<1/10000), wacToTa HeBigoMa (He
MOZKHa BU3HAUYUTH 3a HaIBHUMU JaHUMHU).

3 60Ky WAYHKOBO-KUWKOB020 MpPAKmy
YacTi: Hy#oTa Ta OUCIIEIICiA.

3 60Ky Hepsosoi cucmemu

YacrTi: romoBHUM O6iflb.

Ha gomaTok oo BUMOAOKIB, IIPO SAKi IIOBIOOMIISAIOCS IIiA Yac KIIIHIYHUX OOCIiOXKEeHb, IIPO
HUXK4Ye3a3HaueHi HeOaXkaHi siBUIIla TOBIMOMJISIIIOCS CIIOHTAHHO y XOmi
IMOCTMapPKETHUHTOBOTO 3aCTOCYBaHHS Ta BilOMO 3 HAyKOBOI JIiTepaTypu. 3a HassBHUMU
OaHUMU YaCTOTy He MOXKHa BCTAaHOBUTH, TOMY BOHa KiacudikoBaHa SIK HeBigoMa.

[To6iuHi peaxkiiii, yacToTa SKUX HEBigoMa.

3 60Ky iMmyHHOI cucmemu

Peaxk1iil rinep4yTauBOCTi, HaIIpuKian aHadinakcis.
3 60Ky WAYHKOBO-KUWKOB020 MpaKmy

Ckapru Ha He3Ha4Hi po3nanu IIIyHKa (0J1f0BaHHS, TaCTPOiHTECTUHAIbHUM Oiflb,
3OyTTA XKUBOTaA Ta MeTeopu3Mm). Lli mobiyHi edpekTu 3a3BMYall 3HUKAIOTh IPU IPUNOMI
nmpenaparty 3 ket abo Iiciisg 3MeHIIIeHHS T03H.

3 60Ky wkKipu i nidwKipHOi KAiMKoBUHU

CriocTepiranucs peaxiiil rinep4uyTJIXBOCTI MIKipU Ta MiOMIKiIPHOI 2KUPOBO1 KIIiTKOBUHY,
30KpeMa aHTiOHeBPOTUYHUM HAOPSK, BUCUIIAHHS, CBepOiXK i KponuB’ sTHKA.

TepMmin npuagaTHOCTI
3 POKH.

VYMmoBHu 30epiranHs



TabneTku mmo 24 Mr 30epiratu B OpuTriHaIbHIN yIIaKOBIIi IIPpU TeMIIepaTypi He Buile 25
°C y HeJOCTYIIHOMY [OJIsl OiTe’ MicCLii.

YnakoBka

ITo 10 TabneTok y OsicTepi; mo 2 6icTepu y KapTOHHIN KOPOOIIi.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

Mepkie I'm6X.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHs
IJistIbHOCTI

JTIiopBir-Mepkne-llItpacce 3, 89143 Bbnay6oiipeH, HimeuunHa.
[Ixkepeso iHCTPYKITil

[HCTpPyKIIifo TiKapChKOTro 3aco0y B31TO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY
JTiIKapChKHX 3ac00iB YKpalHu.
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