IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

I'JIEHHOET EIBAHC

(GLENCET ADVANCE)

Cknao:
Oiroui peuosuHu: montelukast, levocetirizine;

1 TabneTKa, BKpUTa IIiBKOBOI 000JIOHKOI0, MiCTUTh MOHTETYKACTy HATPil0 €KBiBAJIEHTHO
MOHTeNyKacTyl0 Mr, IeBOLETUPU3IUHY AUTIAPOXIOPUAY 5 MT;

0onoMidcHi peyosuHu: TAKTO3U MOHOTIOpAT, LEe0I03a MiKPOKPUCTaliYHa, IBOOCHOBHUL
KaJbIliio hocdat 6e3BogHMN, HATPiI0 KPOCKAPMeI03a, TilpPOKCHUIIPOIIiNIIIe0sI03a, MarHio
creapart, Onapapi xoBtuii 13B52204 (rimpomenosa, Tutany miokcup (E 171), makporor,
okcup 3amiza xkoptui (E 172), momicopbat 80, okcup 3anisza yepBouui (E 172)).

JIikapcbka ¢popma. TabneTky, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHoBHI (hi3uKo-ximiuHi 81acmueocmi: JKOBTi, KPYTJIi, BOOMYKJIi TaOleTKYU, BKPUTI ILJIiBKOBOIO
000JI0HKOI0, TTIafieHbKi 3 000X OOKiB.

dapMakoTepaneBTHYHA rpyna. 3aco0u, 110 [if0Th Ha PECIipaTOPHY CUCTEMY.

Kom ATX RO7A X.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

I'nenuet EgBanc micTuTh ikcoBaHy KOMOiHAIIIO IBOX AiF0UMX PEYOBUH: MOHTENYKACTY i
JIEBOLIETUPU3UHY - TOMY HUKYeOoIKCaHi MexXaHi3MHU [il KOKHOI CKJIagoBol IpuTaMaHHi OIs
npemnapaty ['nennet Exgsanc.

MOHTeNyKaCT - CeIeKTUBHUM OI0KATOP JIeHKOTPieHOBUX perenTopiB. LIMCTEIHINTOBI TeHKOTPieHN
(LTC4, LTD4, LTE4) - npoaykTtu MeTab01i3My apaxXifoHOBOI KMCJIOTH, 1[0 BUBIIBHSAIOTHCS 3
Pi3HUX BUAIB KJIiTWH, B TOMY YHCJIi 3 OITQCUCTUX KIITHH Ta eo3uHOPimiB. Lli eliko3aHoion
3B’93yI0ThCA 3 pelientTopaMu ucTteininosux merkorpieniB (CysLT). CysLT-penentopu tuny 1
(CysLT1) y nmiopuHu 3HaXOAATHCS B KIIITUHAX AUXAIbHUX IIISAXIB (B TOMY YHCIIi B KITiTHHAX



rIagKux M's3iB Ta B MaKpodarax guxanabHUX LIJIIXiB), @ TaKOXK B iHIIKMX ITPO3alalbHUX
KJTiTUHAaX (BK/II04aouu e03uHOQIIN Ta IeBHi CTOBOYPOBi KIITUHYU YEPBOHOTO KiCTKOBOTO
M03KY). CysLT-penentopu 3any4deHi y maToreHe3 OpoHXialbHOI aCTMU Ta alepPriyHoro
puHiTy. OnlocepeKoBaHi TeMKOTPiEHOM epeKTu Mpu OpOHXianbHIA aCcTMi BKIII04alOTh HaOPSK
OVXaIbHUX IIIAXiB, CKOPDOUEHHS I'TafKOl MyCKYy/IaTypH, a TaKOXK 3MiHy KIITHHHOL
aKTHUBHOCTI, [TIOB'A3aHy 3 3amnajbHUM mpoilecoM. I[1pu anepriunomy puHiti CysLT-penientopu
BUBIJIBHSAIOTHCS 3i CJTM30BO1 00OJIOHKY HOCA IIiCJIg BIIJIUBY ajlepreny IIif 4ac peakiii
TiepyyTIUBOCTI SK HErauHOoro, TakK ¥ YIIOBUIPHEHOTO THUIIIB 1 aCOLiI0I0TLCA 3 CUMITOMaMU
aJiepriy’oro puHiTy. MOHTENyKaCT - aKTUBHA [IPU IIepopajIbHOMY 3aCTOCYBaHHI CIIOJYKa,
sKa 3B’A3yETHCS 3 BUCOKUM CTylleHeM aiHHOCTI Ta ceeKTuBHOCTI 3 CysLT1-penentopaMu
(110 Mae mepeBary nepeq 3B’I3yBaHHSM 3 iHIIUMH (HapMaKOIOTi4YHO BaXKJIMBAMU
pelenTopamMu OUXaJTbHUX MUISXiB, TAKMMH SK IPOCTAHOIOHI, X0omiHepriuni abo B-
afipeHepreTUYHi penentopu). MoHTenyKacT IpUrHivye ¢isionoriyny gito LTD4- ta CysLT1-
penienTopiB 6e3 Oyab-sIKOI arOHICTHYHOI aKTUBHOCTI.

MonTenykacT 6JI0Ky€ IIUCTEIHIN-TIeNKOTPIEHOBI PEeNTOPY AUXANbHUX IIISAXIB, 10 0YII0
IiATBEPAKEHO MOT0 3MaTHICTIO TEePEITKOAXKATH PO3BUTKY OPOHXOKOHCTPUKIIil, 00yMOBJIEHOI
inransuieto nerkoTpienis LTD4 y xBopux Ha OponxianbHy acTMy. HaBiTh B TaKUX HU3BKUX [103aX, 5K 5
MT, MOHTEIYKaCT HapiltHo 6710Kye cipuunHeny LTD4 6POHXOKOHCTPHUKILIIO.

JleBOLIeTUPU3UH - aKTUBHUI R-eHaHTiOMep 1eTUPU3UHY, aHTUTicTaMiHHuM 3aci6. OCHOBHI HoT0
edekTH omocepenKoBaHi ceeKTUBHUM iHTiOyBaHHAM H1-perentopiB. AHTUTiCTaMiHHA Oist
JIeBOIeTUPU3UHY Oya MmigTBepaKeHa B X0Mi pi3HOMaHITHUX HOCTiAXKeHb i3 3aCTOCYBaHHIM
eKCIIepIMEeHTaIbHUX MOMeNield Ha TBapKHax i moguHi. B xodi mocnigXkeHs in vitro 3 BUBYEHHS
3B’3yBaHHSA 3 pelellTOpaMU BUSBUIIOCH, 1110 aiHHICTH IeBoLleTUPU3UHY [0 H1-penentopa MoouHT B
2 pa3u Bula Takoi netupusuny (Ki = 3 HMonb/n npoTu 6 HMonb/m). KniHiuHe 3HaYeHHS ITUX OJaHUX
IIOKM HeBimoMme.

dapmakokiHemuka.

MoHTeNnyKacT

AGcopbirist

MonTenykacT mBUAKO abcopOyeThCS Micis mepopanbHOro npuiioMy. Ilpu 3acTocyBaHHi TabnIeTOK,
BKPHUTHUX IIJTIBKOBOIO 000JI0HKOI0, 10 10 MT' IOPOCIUM HaTIIE CEPeHE 3HAaUEHHST MaKCUMAaJIbHOI
KOHIIEHTpAIlil MOHTeNyKacTy B mna3mi kposi (C,,,) mocsranocs yepes 3 - 4 TOOUHM TiCTII IPUMoMY
(T,a)- CepenHst 6i0OCTYIIHICTE IPU TIEPOPATLHOMY 3aCTOCYBaHHi CTaHOBUTH 64 %. CTaHOApTHUM
IIPUIOM iXi BpaHIli He BIIMBA€E Ha O6iomocTymHicTh Ta C,,, MOHTETYKACTY IIPHU IIePOPaTbHOMY
npuiiomi. [Tpuitom GaraToi Ha XKupPH 1Xki BpaHii He 3miHioBaB AUC MOHTenyKacTy B GopMi rpaHy Ajis
IIepopajbHOTO IPUNOMY, OfHaK KoHIleHTpauis C, . micis npuitoMy ki 3MeHITyBanacs Ha 35%, a 4ac
T ..« 100OBXKYBaBcA 3 2,3 + 1,0 rogunu fo 6,4 + 2,9 rogunu.

Po3nomin

Binbire Hixk 99 % MOHTeNTyKacTy 3B’43yeThcs 3 Oinkamu nna3Mu KpoBi. 06’eM po3mominy
MOHTEIYKacTy B PiIBHOBa2KHOMY CTaHi CTaHOBUTH B cepemHbOMY Bifl 8 no 11 miTpiB. B xoxmi mocnigxKeHb
i3 3acTOCyBaHHSIM MidueHOT0 pPaflicaKTHBHUM i30TOIIOM MOHTEIyKacTy IypaM Oyyo oKa3aHo, 110 BiH
IIPDOHUKAE Yepe3 reMatoeHuedaniyuuii 6ap’ep y MiHiManbHilM KinbkocTi. KpiM TOro0, B yCiX iHImIMX
TKaHWHAaX OpraHi3My IypiB KOHLEHTPallil MiYeHOT0 pafioaKTUBHUM i30TOIIOM MOHTENTYKaCTy dYepe3
24 TOOVHY TIiCNIs BBeeHHs N0o3u Oynu MiHiMalbHUMH.



Mertabomizm

MonTenykacT y 3Ha4Hil Mipi MmeTabomi3yeTbcs. B xoni mocmifKeHb i3 3aCTOCyBaHHSIM
TepaleBTUYHUX 03 IIJIa3MOBi KOHIIEHTpallil MeTa0O0IiTiB MOHTENYKACTy B PiBHOBaXKHOMY CTaHi He
Oyu BUSIBJIEHI Y JOPOCIUX MaIlieHTiB Ta y miTe#. B xomi mocmigkeHs in vitro i3 3acTOCyBaHHSIM
MiKpPOCOM TeYiHKH JIIOAuHYU Oy/I0 IT0Ka3aHo, 1110 B MeTabomi3mMi MOHTenyKacTy 6epyTh y4acThb
muroxpoMu CYP3A4 Tta 2C9. Kniniunux mocifkeHb BIIUBY BinoMux iHribiTopiB CYP3A4 (Hanmpukian
KETOKOHa30J1y, epuTtpoMiiuny) abo 2C9 (Hampukian ¢piaykKoHa307y) Ha papMaKOKiHETHKY
MOHTEJIYKacTy He IIPOBOAUIOCS. 3TigHO 3 pe3yabTaTaMy OOCIIIXKEHb in Vitro 3 BAKOPUCTaHHIM
MiKpPOCOM TEYiHKM JIOOUHY TepalneBTUYHI MJIa3MOBi KOHIIEHTPallil MOHTETYKacTy He YMHSATh
inribyroyoi nii Ha nutoxpomu CYP3A4, 2C9, 1A2, 2A6, 2C19 ta 2D6. B xoni gocminxeHs in vitro 6ymo
II0Ka3aHo, 1110 MOHTEIYKACT € MOTyKHUM iHTribiTopom nutoxpomy CYP2CS8. ITpoTe maHi, oTpuMaHi B
XO[Ii KITiHIYHUX OOCIigXKeHb TiKapChKOl B3a€EMOil MOHTEIYKACTy 3 PO3UTTIITA30HOM (MapKepHUM
cyOcTparT - mpefCcTaBHUK I'PYNH TiKapchKuX 3aco6iB, 110 MeTaboIi3yI0ThCS TOJIOBHUM YMHOM 3a
noroMoroto rmuroxpomy CYP2C8), cBiguats, mo MoHTenykacT He iHribye CYP2CS8 in vivo i Tomy He
O4iKy€ThCH, 1110 BiH Oyae BUSBIATU OyOb-IKUM BIUIMB Ha MeTa0o0J1i3M JlikapchKux 3acobiB, 110
MeTab0i3yI0ThCS 3@ JOTIOMOT0I0 ITLOTO IIUTOXPOMY.

BuBenennsa

[Tma3moBuM KiIipeHC MOHTENYKACTy V 300POBOI JOPOCIIOl IIOAUHYU CTAaHOBUTH B CEPEOHbOMY 45 MII/XB.
[licnisg mepopalbHOrO NPUMOMY HO3U MiUEHOI'0 pafioaKTUBHUM i30TOIIOM MOHTENYKACTy 86 % MiTKU
Oy710 BUSIBJIEHO B KaJli, OTPUMAHOMY IIPOTSATOM 5 [OHIB micys mpuiiomy, i menure 0,2 % MiTKY - B ceui.
Li mani y moemHaHHi 3 pe3ynbTaTaMu OlliHIOBaHHS 6i0OCTYITHOCTI MOHTENIYKACTy BKa3ylOTh Ha Te, II0
MOHTEJTYKacT Ta H0Tro MeTaboJIiTH Maiixke IMOBHICTIO eKCKPETYIOThCS 3 2KOBYI0. 3TigHO 3
pe3ynbTaTaMu [eKiTbKOX OOCTiIXKeHb CepefHil nepioa HalliBBUBEIEHHSI MOHTENYKACTY 3 IIJIa3MH1
KPOBi Y MOJIOOUX 30OPOBUX HOPOCIMX 0Ci0 CTAHOBUTH Bif 2,7 mo 5,5 rogunu. ®apMakoKiHeTHKA
MOHTEJIYKacTy MalxKe JIiHiMHa IpPU 3aCTOCYBaHHI nepopanbHux 703 Ao 50 mr. Ilig yac 3acToCcyBaHHSA
no3u 10 Mr MoHTenyKacTy 1 pa3 Ha JeHb CIIOCTepiraaocs HeBeNlMKe HaKOMUYEHHS BUXiTHOL
pedYoBUHY B 11a3Mi KpoBi (14 %).

[larienTy 3 MEeYiHKOBOIO HENOCTAaTHICTIO. [TarieHTaM 3 j1erkoio abo cepegHboI0 MeYiHKOBOO
HEJOCTaTHICTIO KOPUTYBATH 103y He 1moTpi6HOo. PapMaKoKiHETUYHUI POGiTb MOHTEIYKACTY Y
TAIi€HTIB 3 OLIBII TAXKKUMYU NOPYLUIEHHAMY (YHKIII IeYiHKYN He OLiHI0BABCH.

[NalieHTH 3 HUPKOBOIO HEIOCTaTHICTI0. MOHTETyKacT Ta K0ro MeTabOoJIiTH He eKCKPETYIOThCS 3
cedero, TOMy ¢apMaKOKiHETUUHUHN ITPO(]isib MOHTENTYKACTy y Malli€HTiB 3 HUPKOBOIO HEIOCTaTHICTIO
He oIfiHioBaBcs. Kopekirist mo3u [y TaKuXx MallieHTiB He MoTpiOHa.

JIeBOLIe TUPU3UH

dapMaKOKiHETHKA JI€BOLIETUPU3UHY IIPU MOTO 3aCTOCYBaHHI Yy TepaleBTUYHOMY [ialla30Hi 103 y
30OPOBUX IOPOCIUX OCi0 € MiHINHOIO.

AGcopbirist

JleBOIETUPH3UH IIBAOKO ¥ y 3HAYHIN Mipi aOcopOyeThCs MicIist epopasbHOTO0 IPUHOMY. Y TOPOCTUX
MaKcHMalbHa KOHIIEHTpAllid B IIJIa3Mi KPOBi focsaraeThes yepe3 0,9 roguHu micis mepopaabHOTO
npuiiomy Tabnetku. KoedilieHT KyMynsnil micisg MOAeHHOT0 IepopaabHOT0 IPUHOMY CTaHOBUTH
1,12; npu upoMy piBHOBaXKHUU CTaH HOCATAETHCSA Yepe3 2 OHi MicJid I0YaTKy 3aCTOCYyBaHHS.
MakcuManbHi KOHIIeHTpallil 3Bu4YaiiHO cTaHOBATh 270 Hr/ma ta 308 Hr/Ma BimOBImHO MHics
OJHOKPATHOTO Ta OaraToKpaTHOTO ImpuioMy no0oBoi mo3u 5 Mr. [IpuitoM ixi He BIIMBaB Ha CTYIIiHb



ekcro3util (AUC) neBonetupusuny y ¢popmi TableToK, ONHAK NP 11 3aCTOCYyBaHHI pa3oM i3 6araToi
Ha XupH ket T,,, TONOBXKYyBaBCsA nMpuONMuU3HO Ha 1,25 ropuny, a C,,, 3MeHIyBaiacs NpubIu3HO Ha
36 %. TakuM YMHOM, JIEBOIIETUPU3UH MOXKHA 3aCTOCOBYBaTH He3aJleXKHO Bifl IPUUAOMY iXKi.

Po3mnopin

Cepe[iHiil MOKa3HUK 3B’I3yBaHHS JI€BOIIETUPU3UHY 3 GiTKaMu IJ1a3MU KPOBI ITifl 4ac OOCIigXKeHb in
vitro BapitoBanocs Bim 91 mo 92 % He3anmexkHO Bif KOHIIEHTpAIliid, [lialla30H SKUX CTAHOBUB

90 - 5000 ur/mn i BKJIIOYaB TEPANEeBTHUYHI KOHIIEHTpallil B mma3Mi Kpogi. ITicns
IIepPOPaIbHOTO MIPUMOMY 003U CePenHill yABHUM 00'€M PO3MOMiNy CTaHOBUB mpubnu3Ho 0,4 11/KT, 1110 €
TUIIOBUM ITOKAQ3HUKOM DPO3IOALY B 3arajibHiil KiIbKOCTi PiIVHYU B OpPraHi3Mmi.

Mertabomizm

Y nmopuau MeTabomi3yeThCs MeHIIe HiX 14 % IpUMHATOI 403U JT€BOLETUPU3UHY TOMY OUiKY€EThCS, 110
BiIMiHHOCTSIMHU, III0 BAHUKATUMYTh BHACJIiIOOK TeHETUYHOTO MMoJIiMop¢disaMy abo 0IHOYaCHOT0
npuiioMy iuribiTopiB neuinkoBux HepMeHTiB, 1110 MeTaboi3yI0Th 11el TiKapchKui 3acib, MoxkHa Gyme
3HexTyBaTH. [lInsaxu MeTabomi3My BKIII0Yal0Th apoMaTUyHe OKUCHeHHS, N- Ta O-me3ankinyBaHHS i
KOH'1oralfito 3 TaypuroM. llIngaxu ne3asnkilyBaHHA OIIOCEPENKOBYIOTHCSA B OCHOBHOMY IIUTOXPOMOM
CYP3A4, Toni 9K y apoMaTUYHOMY OKHMCHEHHi 3afisHi MHOXKUHHI Ta/ab0 HeimeHTHiKOBaHi i30opmu
CYP.

BuBenenus

[Tepion HamiBBMBemeHHS 3 IJIa3MU KPOBi y 3[I0POBUX [OPOCIIHX 0CiO CTaHOBUTE Bif 8 mo 9 roguH micns
IIepPOpaIbHOTO 3aCcTOCyBaHHA. CepeHE 3HaUEHHS 3arajbHOT0 KJIiPEHCY JIEBOLIETUPU3UHY IIiCIIS
IIepopajbHOTO IPUHOMY CTAaHOBUTH 01u3bK0 0,63 Mii/Kr/xB. OCHOBHUH IINIIX €KCKpelil
JIeBOLIETUPU3UHY Ta 10ro MeTaboJIiTiB - pa30M i3 ceyero, XM IIISXOM BUBOOUTLCS B CEPEIHbOMY
85,4 % mpuitHATOL 003U. 3 KaJloM eKCKpeTyeThes nutie 12,9 % mo3u. EXCKpellisl TeBOLeTUPU3IUHY
BimOyBa€eThCs IMIIIXOM K KIIyO0UKOBOI GinbTpatii, Tak i akTUBHOI KaHaIblleBoi cekpeltii. Hupkosui
KJIipEHC JIEBOLIETUPU3KHY KOPEJIIOE 3 KIIipeHCOM KpeaTHHiHy. Y Nalli€HTiB 3 MOPYIIeHHSIM QYHKIIil
HUPOK KJTipEHC JIEBOLIETUPU3KHY 3MEHIIYEThCS.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

dixcoBaHa KoM0OiHalliT MOHTEIYKACTY Ta JIeBOLIETUPU3NHY NTpU3HaYeHa AJIs 3MeHIIeHHS CUMIITOMIB,
II0B’I3aHUX i3 CE30HHUM Ta LIJIOPIYHUM aJIePridHUM PUHITOM, a TaK0XK PUHITOM Y XBOPUX Ha
OpoHXialbHY acTMy.

IIpomunoka3aHHs.

[TigBuIeHa YyTNIUBICTH IO MOHTEIYKACTY HATPi0, TEeBOLIETHPHU3INHY ab0 IIeTUPU3UHY, @ TAKOXK IO
iHIIMX KOMITIOHEHTIB Ipemnapary. [IpenapaT TakKOXK IPOTUIIOKa3aHUW MTPU TAXKKiil GopMi HUPKOBOI



He[IOCTaTHOCTI (KiipeHC KpeaTuHiHy < 10 MJI/XB); IpU TAXKKIM CIaAKOBill HEEPEHOCUMOCTI
rajakTo3u, nedinuTi GepMeHTy TaKTo3u ab0 MOPYLUIEHHSIX 3aCBOEHHS TJIIOKO3H i rallaKTO3H.

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.

MoHTenykact

TeoginiH, npedHiI30H Ma npedHi30/10H: TIPU OMHOYACHOMY 3aCTOCYBaHHI MOHTETYKacTy 3 Teo(diiHOM,
IIPeJHI30HOM, IPEeIHI30JI0HOM, IEPOPaIbHUMYU KOHTPAleITUBaMU, TepPeHafrnHOM, IUTOKCUHOM,
BaphaprHOM, TOPMOHAMU MKTONOAIOHOI 3271031, CeJaTUBHUMU JeKOHTeCTaHTaMU Ta iHAYKTOpaMu
depmenTy uutoxpomy P450 (CYP) kopuryBaHHS 03 IpeliapaTiB He MOTPiOHO.

ITepopanvHi KOHMpayenmueu, meppeHaduH, OU20KCUH Ma 8appapuH: B XOOi OOCTIAXKEHD 3
BMBYEHHS JTIKapChKOI B3aEMO[Iil i3 3aCTOCYBaHHSIM PEKOMEHIOBAHOI KITiIHIYHOI 03U MOHTENIYKACTY He
Oy/10 BUSIBJIEHO K/TiHIYHO 3HAQYYIIOTO BIIMBY IIi€l CITONYKH Ha TaKi 3aco0u: mepopasbHi
KOHTpAIleNTUBY (HOPETUHAPOH 1 Mr/ eTuninecrpamion 35 MKr), TeppeHaguH, DUTOKCHH Ta BaphapuH.

I'opmoHu wyumonodibHoi 3as103u, cedamueHi CHOOiliHi, HecmepoioHi npomu3anaabHi 3acobu,
6eH3o0ia3eniHu ma dekoHezecmaHmu: 6ynab-aKi GopMu B3aeMopii BifCyTHi.

IHOykmopu ¢pepmenmy uumoxpomy P450 (CYP): Ha doni 3acTocyBaHHS peHOOapOiTamy, SKui
iHgyKye meviHKoBuM MeTabo1i3M, IyIoia mifg hapMaKoKiHeTHYHOI KpuB0oi0 (AUC) MOHTETYKacTy
3MeHIyBanacs npubnu3Ho Ha 40 % micas ogHOKPATHOTO MPUitoMy 103U MOHTenyKacTy 10 mr.
KopuryBaHHS 0031 MOHTENIYKaCTy He PEKOMEHOYEThCSI. MOHTENYKacCT € MOTYXKHUM iHTiGiTOpOM
muroxpoMy CYP2CS8 in vitro. IIpoTe B X0fi KJTiHIYHOTO AOCTiAXKEHHS JTiIKapChKO1 B3aEMOAil i3
3aCTOCYBAHHSIM MOHTEJIYKacTy Ta PO3UTIIiTa30Hy (MapKepHUi cybcTpat, mpeacTaBHUK JTiKapChKUX
3aco0iB, 110 MeTab0/Ii3yI0ThCSI TOJIOBHUM YHHOM HuToxpoMoM CYP2C8) 3a yuyacTio 12 3q0poBux
noOpoBobLIiB 0YJ10 TOKa3aHo, 110 (hapMaKOKiHEeTUKA PO3UTIIITA30HY 3aJIUIIAETHCS HE3MIHHOIO TTpH
10T0 OJHOYAaCHOMY 3aCTOCYBaHHi 3 MOHTEIYKaCTOM, II0 CBifYUTh PO BifCyTHICTL iHTiOyBaHHS
CYP2C8 moHTenyKacToM in vivo. ToMy He 04iKy€eThCS, 10 MOHTENTYKacT OyAb-IKUM YHHOM
3MiHIOBaTMe MeTabo0J1i3M JIiKapChKuX 3aco0iB, 1m0 MeTab0/mi3y0ThCA UM (GepMeHTOM (HalpuKiiazn
MaK/IiTaKCely, PO3UTIiTa30Hy, penariiiay).

JIeBOIE TUPU3NH

Hani mocmimkeHb in vitro BKa3yioTh, 110 He CIIifl 04iKyBaTH, 110 JIEBOLeTUPU3UH Oyme 00yMOBIIOBATH
dbapMaKOKiHeTUYHI B3aeMOpii LInIsAXoM iHriOyBaHHS ab0 iHAyKyBaHHS MEYiHKOBUX (GEPMEHTIB, AKi
MeTab0mi3yIoTh JTikapchKi 3acobu. 2KogHUX AOCTiAKEHb in Vivo 3 BUBUEHHS JTiIKapChKOl B3aEMOZil
JIEBOLIETUPU3UHY HE ITPOBOAUIIOCS.

AHMunNipuH, a3umpomiyuH, yumemuouH, epumpoMiuuH, KemoKoHa301, meoiniH ma
nceeadoepedpuH: 3rigHO 3 pe3ynbTaTaMM JOCTigXKeHb (papMaKOKiHETUYHOI B3aEMOIil i3
3aCTOCYBaHHSM palleMiyHOTO LIETUPU3UHY OCTaHHIN He BCTYIaB Y B3aEMOZI0 3 aHTUIIIPUHOM,
ncepmoedheqpPUHOM, EPUTPOMILIMHOM, a3UTPOMIIIMHOM, KETOKOHA30JIOM Ta HUMETUANHOM. B xomi
TaKUX AOCIIXKEeHb CIIOCTePiraaocs HeBeJiuKe 3MeHIIeHHs (Ha 16 %) KIipeHCy LeTUPU3UHY NIPH



3acTocyBaHHI Teodininy y mo3i 400 Mr. MoxXHa IPUIYCTUTH, 110 GiNIbII BUCOKI H03U TeoQiTiHy
CIPaBIATUMYTh OiIbII OTYXKHUM ehEKT.

Oco6.1ueocmi 3acmocyeaHHsi.

MoHTenykact

I'ocmputll eni3o00 6pOHXia1bHOI acmMu: MOHTENIYKAaCT He TPU3HAYeHUH OJIsT YCYHEeHHST OPOHX0CIIa3My
IIPY TOCTPUX Halafax OpoHXianbHOI aCTMM, B TOMY YMCIIi IPU aCTMaTUYHOMY CTaTyci. B Takux
BHUIIa[IKax MallieHTaM CJIifi 3aCTOCOBYBaTU JOCTYIIHI 3aco0M eKCTpeHoi Tepartil. Tepariio
MOHTEJTyKaCTOM MOKHAa ITPOOBKYBATH ITiJ] YaC 3aroCTPeHHs OpoHXiambHOI acTMu. [TallieHTH, Y SKUX
3arocTpeHHs OpPOHXia/lbHOI ACTMHU BUHUKAIOTH MiciIs Gi3MYHUX HaBaHTaXKeHb, TIOBUHHI MaTH ImIpHU Cco6i
IHTanmATOpY 3 B-arOHICTaMU KOPOTKO! Hil.

O0HouacHe 3acmocy8aHHA 3 KOpmuKocmepoioamu: TOfi SIK 0o3a iHTansAiiHuX KOPTUKOCTEPOIiB
Moxe OyTH ITOCTYIIOBO 3MEHIIIEHA IIifl HATrIsI0M JIiKapsi, MOHTETyKacT He CJIifl palTOBO 3aMiHIOBATH
Ha iHransiinHi abo mepopasabHi KOPTHKOCTEPOIdH.

I'inepuymausicmb 00 acnipuHy: TalieHTaM 3 BifOMOIO TillepYyTIUBICTIO A0 aCIipyHY IIif Yac Teparil
MOHTEJTYKaCTOM CJIifi yTPHMYyBATUCS Biff 3aCTOCYBaHHS acIipuHy ab0 HECTEPOigHUX IPOTU3aabHUX
3aco6iB. Xo4ua MOHTEYKACT € e(eKTUBHUM MJIs TOKPAIlaHHsg QYHKIII AUXaJbHUX LIIAXIB ¥ XBOPUX Ha
OpoHxianbHy acTMy i3 3aJOKyMEHTOBAHOIO TilepYyTIXBICTIO 10 aCIlipHHY, IPOTEe BiH HE 3MEHIIY€E
OpPOHXOKOHCTPHUKTOPHY PeakIlito OpraHi3My Ha acCIIipyH Ta iHIIi HeCTepPOimHi MpoTU3anaibHi 3ac00u y
nalieHTiB 3 OPOHXiaTbHOI0 aCTMOI0, UYTIMBUX [0 aCIlipuHY.

Hepeoso-ncuxiuHi po3aadu: OBiOMIISIIIOCS IIPO BUMIAAKN BUHUKHEHHS HEPBOBO-TICUXIYHUX SBUII Ha
(GOoHI IpUIOMY MOHTENIYKACTy Y HOPOCINX, IMiAJITKIB Ta giTel. B X0mOi MOCTMapKeTUHI0BOTO
CIIocTepexkeHHs OyJIM OTpUMaHi MTOBiIOMJIEHHS PO Taki HeOaxkaHi SBHUIIA, 10 BUHUKAIKU Ha (OHi
IPUHOMY MOHTENYKacTy: 30yIKeHHs, arpecrBHa MOBeiHKa ab0 BOPOXKICTh, TPUBOXKHICTh, HETIPECis,
Ie30pieHTallisl, OPYLIeHHS CHY, TalioluHallil, 6e3COHHS, OPaTiBIKUBiCTh, HECIIOKIii, TpeMop,
coMHaMOyTi3M, CyilluganbHi OyMKHY Ta CyllluAanbHa MTOBeMiHKa (BKI04Yauu cyiun). Kminiuni
ompOoOHIli mesKUX IOCTMAaPKETUHTOBUX MOBiIOMIEeHb ITPo HeOaxkaHi sBuUIlla Ha GPOHI 3aCTOCYBAHHS
MOHTEJIYKaCTy Y3TOAXKYIOThCA i3 eeKToM, iIHIyKOBaHUM IIPUMOMOM IIHOT0 JIiIKapChbKOTro 3acoly.
Jlikapi, sKi mpru3HavyaloTh el 3acib, a TaKOXK MAaIliEHTH MalOTh MaM’ITaTH ITPO MOKJIUBICTh
BUHUKHEHHS HEPBOBO-TICUXiYHUX PO3/1afiB. HeoOximHO momepenkaTy MallieHTiB, 10 TPY BUHUKHEHH]
BIIIOBIIHUX CUMIITOMIB BOHY MalOTh IIOBIJOMUTH IIPO Lie JiiKap4. [Ipy BUHUKHEHH] y [TallieHTa TaKuX
SIBUIII JTiIKap Ma€ PEeTeNbHO 3BaXKUTHU PU3UKU Ta KOPUCTH IIPOMIOBXKEHHS Tepallili MOHTETYKacTOM.

Eo3uHo@inbHi cmaHu: y mallieHTiB 3 OPOHXialbHOI aCTMO0 Ha (DOHI MPUINOMY MOHTETYKACTy MOXKe
PO3BUBATUCS CUCTEMHA €03MHOMIIs, TKa iHOAI IPOSIBIIETLCH KIIHIYHUMYU 03HAaKaMU BaCKYJITYy, 110
BKa3ye Ha cuHApoM Yepaxka - CTpocca - CTaH, IPU IKOMY 4acCTO [0Ka3aHa CUCTeMHa Tepalis
KOPTHUKOCTEpOigaMu. fK IpaBuilo, ITi SBUINA MOB’A3aHi 3i 3MEHIIIEHHSIM 031 IePOpPaTbHUX
KOpPTHUKOCTEePOifiB. JIlikap Ma€ yBazKHO BifCTeXKyBaTH CTaH MallieHTa 3 METOI0 CBOEYAaCHOT0
BUSIBJIEHHSI CUMIITOMIB €031HO(DIIil, BACKYTITHUX IIKiPHUX BUCUIIIB, @ TAKOXK ITOCUJIEHHS JIETeHEBO1
CHMIITOMATHKH, YCKIIafHEHD 3 OOKY ceplld Ta/abo Heulpomaril.

JIeBOLIe TUPU3UH

3 06epekHICTIO 3aCTOCOBYBATH MalliEHTaM i3 XpOHIYHOI0 HUPKOBOIO HEJOCTATHICTIO (HeoOximHa



KOpPEKIIig peKUMy HO3yBaHHS) Ta MallieHTaM JIiTHbOTO BiKy (MOXKJ/IMBE 3HUXKEHHS KIy00YKOBO1
GbinpTparil).

[Tpu3Havarouy IpenapaT 3a HasgBHOCTI y MallieHTiB IeBHUX (HaKTOPIB, 110 IPOBOKYIOTEH 3aTPUMKY
ceui (HampuKaj, TPABMU CIIMHHOTO MO3KY, TilepIiasis mepeaMixypoBoi 3ao3u), HeoOxigHo OpaTu
[0 yBary, IO JIeBOIETUPU3UH 30i/IbIIye PU3UK 3aTPUMKH CEUi.

AuTHTicTaMiHHI IpenapaTy NPUTHIYYIOTH BiANOBiAb Ha MIKipHY anepriyny npoby, ToMy mnepeq i
IIPOBEIEHHSIM IIPUKOM IIpeliapaTy HeoOXigHO MPUNMHUTY 3a 3 OHi 10 [HOCTifXKeHHS (1epiof
BUBEIEHHS).

CBep0ix MoXKe 3’'SIBUTHUCS IIiC/ISI MPUIKUHEHHS 3aCTOCYBaHHS JI€BOLETUPU3UHY, HABITh SKIIO IIi
CUMIITOMU He Oynu HasBHI 0O MOYATKY JTiKyBaHHS. CHMIITOMU MOXYTb 3HUKHYTH CAaMOCTIlHO. Y
IesKUX BUMAOKAX CUMIITOMH MOXKYTb OyTH iHTEHCUBHUMM i MOxKe OyTH IOTpiOHA MOBTOPHA Tepalis
[IpenapaToM MiC/s IPUINHEHHS.

B xogi kJTiHIYHUX OOCHIAXKEHD [TOBIIOMIISIIOCS IPO BUNAAKYU BUHUKHEHHS y JesKUX NallieHTiB Ha (oHi
IPUHOMY JIEBOIETUPU3UHY COHIMBOCTI, MigBUIIEHOI BTOMJIIOBAHOCTI Ta 3araibHoi cjabkocTi. Crif
ToTiepeKaTy MallieHTiB, 110 ITifl Yac MiKyBaHHS IIperapaToM CJIii YHUKATU 3aHATh, SIKi OTPeOyIoTh
IiABHUIIEHOI pO3YMOBOI aKTUBHOCTI Ta TOUHOI KOOPAMHAIIl PyXiB, 30KpeMa po00TH 3 MexaHizMaMu abo
KepyBaHHS TpaHCIOPTHHMHU 3acobOamu. I1if yac Teparmii 1eBolleTUPU3NHOM HEOOXifHO YHUKATH
BXKMBAHHS aJIKOTOJII0 Ta IPUAOMY OelpecaHTiB eHTpaibHol HepBoBol cucteMu (LJHC), ockinbku npu
IIbOMY MOXKYTbh CIIOCTePIiraTUCs OONATKOBE 3HUKEHHS aKTUBHOCTI Ta IOCUJIEHHS IPUTHIYeHHS
mistmpHOCTI LTHC.

[Ipenapat ['menner EgBaHc MiCTUTH JIaKTO3Y, TOMY He CJIiZl 3aCTOCOBYBATU MO0 IAllieHTaM 3 TaKUMU
PiOKICHUMU CIafKOBUMU 3aXBOPIOBaHHSIMH, K HEIIEPEHOCHUMICTh rajlaKTo3H, JJaKTa3Ha
HeIOCTATHICTh caaMiB ab0 CUHOPOM MaibaOCcopOIIii MTI0K03U-ralaKTO3MH.

3acmocy8aHHA NAUIEHMAM AiMHbLO20 BIKY.

MoHTenykact

Kopuux BigMiHHOCTEH Y mTpodisni 6e3nedyHocTi Ta eeKTUBHOCTI IpU 3aCTOCYBaHHI LILOTO 3aCO0y
miTHIM Ta GinbII MOJIOOUM IalliEeHTaM He CIIOCTepiranocs, i y KiiHiuHil npakTHUIli He 3apeeCTPOBAHO
JKOOHUX CBig4YeHb, SIKi BKa3yBanu O Ha BiIMiHHICTE BifmoBigi Ha 1e# 3aci0 y I[UX OBOX IOMYJISIIH,
IIPOTe HASIBHICTh V [EeSKUX JITHIX MAI[ieHTiB Oi/IbIII BUCOKOI YYTIUBOCTI [0 I[bOTO 3ac00y HE MOXKe
OyTu BUK/IIOYEHA.

JleBoLe TUPU3UH

KinpkicTh malieHTiB BIKOM Bif 65 POKiB TP IPOBEEeHHI KIiHIYHUX AOCIIIXKEHb i3 3aCTOCYBaHHIM
JIEBOLIETUPU3UHY IJISI KOXKHOTO CXBaJIEeHOTO IT0Ka3aHHS Oya HelOCTaTHhOIO [AJISl TOTO, 11100 3’scyBaTH,
yy Oyme IXHS BigIIOBigb Ha Tepaliio Bimpi3HATHCS Bif Takol y OinbII MOJIOOUX TMAallieHTiB. B KmiHiuHik
IIPAKTHUIII He 3aPEECTPOBAHO XKOOHUX CBiqYeHb BiTMiHHOCTI BifgmoBimi Ha me# 3acib y miTHiX Ta GinbIm
MOJIOOUX Nali€eHTiB. B 1inomy nigbupaTty mo3y A7 NiTHIX DaLieHTiB Cif 3 00epeXHiCTIO; K IPaBUJIO,
[IOYKMHATH TepaIllilo CJIif 3 HUKHBOI'0 3HaYeHH [ialla30Hy PEeKOMEHI0BaHUX 103, BPaXx0BYyO4H, 110 Y
TaKWX TAI[iEHTIB CIIOCTEPiraeThCs OiNbII BUCOKA YaCTOTa BUIMAMKiB 3HWXKEHHS QYHKIIiN MeYiHKH,
HUPOK abo cepIls, a TaK0XK CYNyTHIX 3aXBOPIOBaHb i 0MHOYACHOT0 IPUHUOMY iHIINX JTiKaPChKUX
3aco0iB.



3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHA 2py0010.

IToCTOBiIpHUX Ta HAJIE’)KHUX YUHOM KOHTPOJIbOBAaHUX KJIIHIYHUX AOCHIAXKEHb 3aCTOCYBaHHS IIbOTO
JiKapChbKOTro 3ac0o0y BariTHUM KiHKaM He IPOBOJMIIOCS. 3aCTOCYBaHHS y Iepiof] BariTHOCTI
IIPOTUIIOKA3aHOo.

I'odysaHHA 2py00t0. BpaxoBywouH, 110 6arato JiKapChbKHUX 3aC00iB eKCKPETYIThCS B TPYOHE MOJIOKO
y XKiHOK, SIKi TOMYIOTh TPYA/II0, IPK HEeOOXiMHOCTI 3aCTOCYBaHHS IIpemnapary rofyBaHHs IPYIII0 CIIif
IPUNMHUTH.

30amHicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo pobomi 3
[HWUMU MexaHi3Mamu.

Hisxkux mocmifzkeHb 1000 BIJIUBY ¢GikcoBaHOI KOMOiHaIll 103 MOHTEIYKaCTY i IeBOLIeTUPU3UHY Ha
3[aTHICTh KepyBaTU aBTOMOOisieM abo MpaljfoBaTu 3 iHIIMMK MeXaHi3MaMH{ He ITPOBOAUIIOCE. [lesiKi
NalieHTH MOXYTh Bif4yBaTH COHJIMBICTD, MIiABUILEHY BTOMY i Cc1abKicTh Ipu Tepamil
neBoIeTUPU3NHOM. [IalieHTaM Cilifg yTpUMyBaTHCS Bil KepyBaHHS aBTOMOOiieM Ta Bifg poOoTu 3
MOTEHIIINHO He0e3MeYHNMH MeXaHi3MaMu IIif 4ac JTikyBaHHs mpemapaTtoM ['JieHuieT EnBaHC.

Cnoci6 3acmocyeaHHss ma do3u.

IIns mopocnux Ta AiTed BikoM Bifm 15 pokiB pekoMeHmoBaHa fno3a - 1 TabneTka Ha moOy, BBeuepi,
He3aJIeXKHOo Bif npuitomy ixi. TabmeTKy KOBTAIOTh IiIMMHU, He PO3XKOByo4Yu. Kypc nikyBaHHS
CTaHOBUTH 14 mHIB.

Himu.

[IpenapaT 3aCTOCOBYIOTH OiTSM BiKOM Bif 15 pOKiB.

Ilepedo3yeanHsi.
MouTenykact

Ha ne#t yac cnenudigyHrx peKOMeHallii 3 JTiKyBaHHS Iepefo3yBaHHsI MOHTEIYKacTy HEMaAE.
[ToBimOMIISINIOCS IIPO BUIIAAKU TOCTPOT0 IIepefo3yBaHHSI MOHTEIYKacTOM B Ilepiofn
IIOCTMapKEeTUHI0BOI'0 CIIOCTePeXKEeHHs Ta IIifl Yac NPOBefeHHs KITiHIYHUX OOCIifaXKeHsb. [[o yucia
TaKUX IIOBIAOMJIEHb BXOOSATH IIOBIIOMJIEHHS IIPO BUIIAAKU IIePef03yBaHHS ¥ JOPOCIIMX Ta AiTeH IiCis
3aCTOCYBaHHSIM TaKMX BUCOKUX [103, IK 1000 mr. [TaHi kniHiuHUX Ta 1abopaTOpHUX 00CTEKEHD
y3ropxKyBanucs i3 npodinem 6e3meyHOCTi AT TOPOCIUX Ta AiTel. Y OinbIIOCTi 3apeecTpoBaHUX
BUIIQMIKiB ITepefo3yBaHHS TIKKUX HebaKaHUX peakllii He crocTepiranaocs. Haubinbm yacTi
He0axKkaHi peakilil y3rogxKyBamnucs i3 npodinem 6e3meYHOCTI MOHTETYKACTY i BKII049asu Oifib y



JKMBOTI, COHJIUBICTD, CIIpary, ronoBHUM 0inb, O/TI0BaHHS Ta ICUXOMOTOPHY TillePaKTUBHICTD.
HeBimomo, 41 BUBOOUTHCS MOHTEIYKACT 3a HOIIOMOTOI0 IIEPUTOHEAbHOT0 diasni3y abo reMopmiamisy.

JIikyBaHHSI CUMIITOMaTUYHE.
JleBoLe TUPU3UH

[ToBigoMIsANIOCS PO BUMAAKY IlepPefo3yBaHHS JIEBOLETUPU3NHOM. CUMIITOMU ITepe03yBaHHS
MOXKYTb BKJIIOYATH Y OPOCIIUX COHJIUBICTD, a ¥ AiTEH - CIIOYaTKy CTaH 30y[KEHHS Ta 3aHETIOKOEHHS
3 ITOMAJIbIINM PO3BUTKOM COHNIMBOCTI. BimoMoro cnenugiyHOro aHTUAOTY [0 JTEBOLIETUPU3UHY HE
icuye. IIpu mepeno3yBaHHI peKOMEHIYETHCS CUMITOMAaTHYHa ab0 MigTpUMyBasibHa Tepalris.
JleBOLIeTUPU3KWH HE BUBOOUTHLCS HPHU Oiamisi.

ITo6iuni peakuii.
MonTenykacT

Y Tabnuni HUXKYe MpefcTaBieHo HebaxaHi peakilil, PO SKi MOBiHOMIISIIOCS y paMKax
ITOCTMAPKETUHT'OBOTO CIIOCTepexXeHHs. YacToTa BUHUKHEHHS HebaXkaHUX SBUII OLIiHIOBAIacs Ha
OCHOBI JaHMX BifTIOBITHUX KITiHIYHUX OOCIiIKEHb.

Cucrema - Opran - Knac He6axkaHi siBuia Yacrora*
[adexkril Ta mapa3uTtapai  [HexUis BepxHiX OUXaTbHUX IUISXIB Ilyxe 4gacTto
3aXBOPIOBaHHA
Po3mamu 3 60Ky KpoBi Ta [TigBUIlleHa CXUJIBHICTH 10 TeMOPariYHuX SIBUIIL] Pigko
niMbaTHIHOL CUCTEMU TpombouuToneHis Hyxe pigko
Posnagu 3 60Ky iMyHHOI Peaxuii rinep4yT/IMBOCTI, BKIIIOYaIOUN Heuacro
CHUCTEMU aHadinakciio

EosuHodinpHa iHDINbTpanis nediHku Hyxe pigko
Posnagu 3 60Ky mcuxiku ~ Po3nmagu cHYy, BKIIOYAlOYW HiYHI KOIIMapH, Heuacro

6e3CcoHHs, COMHAMOYIi3M, IPaTiBNIUBICTS,
TPUBOXKHICTh, HECIIOKiN, 30yIKEHHS, arpeCUBHa
noBefiHKa abo BOPOXKICTh, Jenpecis
[TcuxOMOTOpHA rinepakTUBHICTL, TPEMODP, TUK Pinko
TamronuHarii, cylinupanbHi IyMKY Ta CyluuganbHa [yxke pimko
IIOBe[iHKa, Ne30pieHTallisd, IOPYIIeHHS yBary,
MOTIpIIeHHs ITaM’ gaTi
Po3namu 3 60Ky HEPBOBOI  3alaMOPOYeHHS, MJISIBiCTh, COHJIUBICTh, I0OJIOBHUN HeuvacTo
CHACTEeMU 6inb, mapecTesisg/rinecTesis, cymomu
[MopymenHs 3 60Ky cepist  IlocuneHe ceprebUTTs Pigko



Po3napu 3 60Ky HocoBa kpoBoTeua HeuacTto
pecmipaToOpHOi CUCTEMH,

OpraHiB FPYHOL KITITKH Ta Cunppom Yepaxka - Ctpocca (CUC), mereHeBa Iyxe pigko

, e03nHOGiNig

CepenoCTiHHA

Posnagu 3 60Ky nutyHKoBo- [liapesi, Hynota, 0/1t0BaHHSA Yacto

KHUIIIKOBOI'O TPAKTY CyxicTb y POTi, gUCHENCisa HeuacTto

lemartoOinmiapHi po3nagu  IligBuUINeHHS CHPOBATKOBUX PiBHIB TpaHcaMiHa3 YacTo
(AJIT, ACT)
lemaTuT (BKIIIOYA0YY YpaXKeHHS [IeYiHKY Iyxe pigko
X0JIECTaTUYHOI'0, TeNaToLeII0IAPHOro Ta
3MIIIIaHOT0 TEeHe3y)

Po3napu 3 Ooky wikipu Ta  IlIKipHi BUCUTIaHHS YacTto

HiAIIKIPHOI KITITKOBUHHA CuHIli, KponuB'gdHKa, cBepOikK Heuacto
AHTiOHEBPOTUYHUY HaOpIK Pinko
By3nosa eputeMa, MynbTA(DOPMHA epUTEMA Iyxe pigko

Po3napu 3 00Ky omopHO-  ApTpaiiris, mMianris, B ToMy 4ucii M’'s130Bi cna3mu HedacTo
PYXOBOI'0 anapary,
CIIOJIyYHOI TKaHUHU Ta

KiCTOK

Po3napu 3 00Ky HUPOK Ta EHype3 y miTen Heuacto
CEeYOBHUBIOHUX IIISIXiB

3aranbHi po3nagu JInxoMaHKa YacTto

HeuacTto

3arajgbHa CJIA0KICTh,
IMiaBHUIIIEeHA
BTOMJ/IIOBAHICTD,
3arajibHe
He3IyKaHHS, HA0psAKH

*JacToTa BU3HAYAETHCA AK: AyxKe dacTo (=1/10); gyacto (Big =1/100 go <1/10); HewacTo (Big =
1/1000 mo <1/100); pigko (Big =1/10000 mo <1/1000); my=xe pigko (<1/10000).

JleBOLEe TUPU3UH
[ToBimomusiniocst Ipo Taki HeGaxXkaHi peakiril, 110 CIIOCTePiranucs B X0Mi KIIIHUYHUX OOCITiAKEeHb:

yacTo (Big >1/100 go <1/10) - ronoBHM#H 6inb, COHIUBICTH, CYXiCTh Y POTI, HifBHUIIEHA
BTOMIJIIOBAQHICTB;

HevacTo (Big = 1/1000 mo <1/100) - 3aranbHa cinabKicTh, Oilb y KUBOTI.

Kpim BuinieBKa3aHux HebaxkaHUX peakiliii, 3apeeCTPOBaHUX il Yac KIIHIYHUX JOCTigXKeHb, TAKOX
TIOBiTOMJISIIIOCS TIPO PifKiCHI BUMIagKy BUHUKHEHHS HUX4Ye 3a3HaueHuX HeOaxkKaHMX Peakilil,
3apeeCTPOBaHMX y IIepiof IOCTMapKETUHIOBOT'0 CIIOCTEPEXKEHHS.

3 6OKy iMyHHOI cCHCTeMM: peakllii rinepuyTIUBOCTI, BKITI0Yal0yu aHadinakciio.

3 00Ky ICUXiKM: arPpeCUBHICTD, 30yIKEHHS, IOPYIIeHHs CHY, FaTolKHalli, mernpecis, 6e3COHHS,



cyiumMpmanbHi OyMKH.

3 00Ky HEPBOBOI CHCTEMU: Cy[IOMH, HETIPUTOMHICTh, TPEMOP, AUCTEB3is, BEPTUTO, COHJIUBICTh,
ronoBHUY 0inb, MiABUINIEHA BTOMITIOBAHICTE, CJ1abKiCTh, aCTeHis, TapecTesisi, 3alaMOPOYeHHS.

3 00Ky opraHiB 30py: OPYIIEHHS 30py, HEYITKICThL 30pYy.
3 OOKY CepIieBO-CyOUHHOI CUCTEMU: IIOCUJIEHEe CepleOuTTs, TaXiKapmis.
3 00Ky pecnipaTOpPHOi CHCTEMH, OpPTaHiB I'PYAHOI KJIITKK Ta CEPEIOCTiHHS: 3aguIlIKa.

3 00Ky LIIIYHKOBO-KHUIIIKOBOTO TPAKTY: HYMOTA, Hiapesi, O/II0BaHHS, 310D, HiIBUIIEHUN alleTuT,
CyXiCTh y poOTi, Oifib y KUBOTI.

l'emarto0imiapHi po3magu: TemaTur.
3 60Ky HUPOK Ta CEYOBUMINIBHOI CUCTEMU: IU3YPis, 3aTPUMKa Cedi.

3 00Ky LIKip¥ Ta MiAIIKiPHOI KITITKOBUHU: aHTIOHEeBPOTUYHUHN HAOPSK, CTiHKa MeOMKaMeHTO3Ha
epuTeMa, cBepOixK, BUCUIIAHHS, KPOIIUB' THKA.

3 60Ky OIIOPHO-PYXOBOTO arapary, CIOMyYHOI TKAHWHY Ta KiCTOK: Mia/lris, apTpairis.
3azanvHi nopyweHHs: HabpSK.

Peszyavmamu o6cmediceHb: 30iMbLUIEHHS MacCH Tia, BiTXUIEHHS Bil HOPMHU MMOKA3HUKIB QYHKIIiI
IIeYiHKMU.

Onuc okpemux nobiyHUX peakuy,ili: MOBITOMIISITIOCS TIPO CBEPOiXK MicyIs MPUITUHEHHS 3aCTOCYBaHHS
JIeBOLETUPU3UHY.

Tepmin npudamHocmi.

2 POKH.

YmMmoBH 30epiranns.
306epiratu B cyxoMy, 3aXHIIEHOMY Bifi CBiT/Ia Micii mpu TeMnepatypi He Buize 30 °C.

36epiraté B HEOOCTYIHOMY IJIST OiTEH MicCIIi.

YnakoBka.
[To 14 a60 28 TabneToK y mIacTUKOBOMY KOHTEHHEP] y KapTOHHIiM KOpoOIIi.

B KoXHMI KOHTEWHEP Pa3oM 3 TaOleTKaMy BKJIa[eHO MOTIMePHUH IIUJIIHAD 3 BOJIOTOIOT THHAYEM
(cummikarensn).



Kareropis Bigmycky.

3a peLemnToM.

BupoOHHK.

I'nermapk ®apmackiotukans JIta. / Glenmark Pharmaceuticals Ltd.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afipeca Micus MpoBaIXKeHHS HOT0 Tis/IbHOCTI.
Ceno Kimannypa, bagmi-Hamarapx Poyn, Texcin bagni, p-u Conas, (X.I1.) 173 205, Ingis /

Village Kishanpura, Baddi-Nalagarh Road, Tehsil Baddi, Distt. Solan (H.P.) 173 205, India.



