Ckian

Oitoui peuo8uUHU: MOMETA30HY (ypoarT i a3eacTUHY TigpPOXJIOPHUL;
1 mo3a micTuTh MOMeTa30HY ¢pypoaTy 50 MKI Ta a3enacTuHy rigpoxnopuny 140 MKr;

OONOMIJICHI pedoBUHU: 11eJII0JI03a MiKpPOKpPHCTalidHa Ta HaTpilo
KapOOKCUMETUIIIIEINI0N03a; HaTPilo KapMeo3a; I'JIloko3a 6e3BonHa; moicopbat 80;
OeH3a/IKOHiI0 XJIOPUO; IUHATPII0 efleTaT; HeoTaM; KMCJIOTa JIMMOHHA, MOHOTiApaT;
HaTpilo UUTpaT; Bojda OJid iH €KIiN.

JIikapcbKa ¢popmMma

Crpel Ha3aJlbHUY, 0O30BaHUM, CYCIEH3is.

OcHoBHI ¢i3uko-ximiuHi 81acmueocmi: 6ina abo maiizke 6iyla cycrneH3is.
®dapMaKoTepalneBTHYHA rpymna

[TpoTHaOPSKOBI Ta iHIII IpenapaTy AJiS MiCIIeBOTO 3aCTOCYBaHHS IPHU
3aXBOPIOBaHHSIX IMOPOKHUHU HOoca. Koptukoctepoigu. Kog ATX RO1A D.

dapMakogHHaMiKa

KombiHoBaHM# TPOTUHAOPSKOBUYM 3acib A1 MiCIIeBOTO 3aCTOCYBaHHS, IKUM MICTUTH
MOMETa30HY (pypoaT Ta a3ejlaCTUHY TiTpOoXJIOpPHUL.

AsenacTUHYy TiOpOXJIOPU[ - OXigHe (pTana3svuHOHY. YUHUTH IIPOJIOHTOBAHY
aHTHAaJepriyny niro. Mae BUpaXkeHi CeJIeKTUBHI BJIaCTUBOCTI aHTaroHicra
ricraminoBux H1-perenTopiB. A3elacTUH NPUTHIYYE CUHTE3 a00 BUBITbHEHHS
XiMiYHUX MefiaTopiB, 1110 6epPyTh y4acTh Y PO3BUTKY PaHHIX i ITi3HiX cTagiil alepriyuux
peaxkiiiii, TakKux sSIK JIeMKOTpieHHu, rictaMiH, iHridiTopu PAF i cepoToHiH. OCHOBHUM
MeTaObOoJIiT a3elaCTUHY - Oe3MeTUsla3elacTUH, IKUU TaKOXK € aHTaroHiCTOM
ricraminoBux H1-peuenTopis.

MomeTa30Hy pypoaT - CHHTETUYHUU KOPTUKOCTEPOIA OJI MiCIIeBOTO 3aCTOCYBaHHS,
SIKMY YMHUTH BUPaXKeHy MPOTHU3amasbHy Oif0. TOYHUN MexaHi3M il KOpTUKOCTEPOIdiB
IIPY aJIeprivHOMYy PUHITI MOKHU 110 HeBigoMuii. KopTUKoCcTEpOigu IEMOHCTPYIOTH
ITMPOKUM Oiarta30H [il Ha Pi3Hi KIIITUHU, a caMe Ha relapuHOLIUTH, e03uHOpinn,
HeuTpodinu, Mmakpodaru, 1iMPOIHUTH, a TAKOXK Ha MeIiaTopu 3amajieHHs (rictaMiH,
€MKO3aHOIoU, TEeUKOTPIEHU Ta IIUTOKIHK). MexaHi3M NpoTu3anajbHOl Ta
IPOTHANIEPrivyHol Ail MOMeTa30HY ¢ypoaTy B OCHOBHOMY MOB’sI3aHUM 3 MOT0 3ATHICTIO
IIPUTHIYYBaATU BUBIJIbHEHHS MeOlaTOPiB aJleprivHux peakiliu.



IocmigKeHHs ITOKa3asy, 10 MOMeTa30HY (pypoaT y BUTISAAL Ha3aJabHOT O ciipero 50
MKT'/I03y IIPU MiCIIeBOMY 3aCTOCYBaHHI 3HUXKY€E PiBEHb JEesIKUX MeOiaTOpPiB paHHBLOL Ta
Mi3HbOI1 ha3u ajepriuHol peakilii, 3MeHIye (IIOPiBHAHO 3 m1aleb0) piBeHb ricraMiny
Ta €03UHO]ITbHOT0 KaTiOHHOTO MPOTEiHY i 3HNUXKYE (IOPiBHSAHO 3 6a30BUM 3HAUYEHHSIM)
KiNTbKiCcTh €e03nHO(DiNiB, HEUTPODIB Ta aAre3nBHUX NPOTEIHIB emiTesTiaTbHUX KITiTHH.

dapMaKkoKiHEeTHKA

Oxkpemoro apMaKOKiHETUYHOTO OOCIIIXKEeHHS Ha3aJIbHOTO CIIPEeIo i3 BMiCTOM
aseJlaCTUHY rigpoxiopuny Ta MoMeTa3oHy pypoaty (140 mMxr/50 MKr) He
MIPOBOOUIIOCH.

Abcopbuis

ITicns iHTpaHa3a/IbHOTO 3aCTOCYBaHHS 2 BIIOPCKYBaHb B KOXKHY Hi3APIO Ha3a/IbHOT'O
CIIpeIo a3elaCTUHY (3arajbHa go3a 548 MKT) cepenHs ITiKoBa KOHIIeHTpaIlis
asesiacTtuny B m1a3Mi (Cmax) ctaHoBuTh 200 1ir/MJ1, cepeHsi CUCTEMHA €KCIIO3UIis
(AUC) - 5122 ur x rog/mi, cepenHiu 4yac (Tmax) o gocarHeHHss CmaxX CTaHOBUTH 3
roguHu. CucteMHa O0iOOOCTYIHICTh a3elaCTUHY TiAPOXJIOPUAY ITiCJIsA iHTpaHa3aJIbHOTO
3aCTOCYBaHHS CTAaHOBUTH Mpubmu3Ho 40 %.

CycrieH3is1 MOMeTa30HY pypoaTy IIpU 3aCTOCYyBaHHI y BUTJISAOI Ha3aJIbHOTO CIIPEI0 Ma€
oy2Ke HU3bKY 0iogocTynHicTh (<1 %), 1110 TPOAeMOHCTPYBaB YYTIIUBUM KiTbKiCHUM
aHaJIi3 3 HUXKHbLOIO MexXKelo KinbKicHoro Bu3HaueHHs (LOQ) 0,25 mr/mi.

Po3nodina

[Tpu BHYTPIIIHLOBEHHOMY Ta IIepOpabHOMY 3aCTOCyBaHHI piBHOBaXXHHUM 00’eM
PO3Mmoiny a3enacTuHY CTaHOBUTD 14,5 j1/KT. In vitro 3B’s13yBaHHS 3 OilKaMu I1JIa3MHU
a3eJlaCTUHY Ta MOT0 aKTUBHOTO MeTaboJIiTy me3MeTus1a3enacTUHy CTAHOBUTD
BignosigHO 88 % 1 97 %.

In vitro 3B’s13yBaHHs 3 OiIKaMu IJlTa3MM MOMETa30HY (ypoaTy 3HaXOOUTHCSA Y MexKax
Big 98 mo 99 % mnipu miama3oHi KOHIIeHTpaMiu Big 5 go 500 Hr/mi.

Memaboaizm

AzenacTtuH MeTab0i3yETHCSA HIISIXOM OKUCIEHHS (ePMEHTHOIO CUCTEMOIO LIUTOXPOMY
P450 mo oCHOBHOTO aKTUBHOTO MeTaboJIiTy - Ae3MeTusnalenacTuny. Crnenudiuxi
isopopmu P450, BigmoBimanbHi 3a 6ioTpaHchopMallito a3eylacTUHy, He OyIu
imeHTHU(dikKOBaHi. ITic/Ig ODHOKpPaTHOTO iHTpaHa3a/JIbHOI0 3aCTOCYBaHHS Ha3aJIbHOT'O
CIIpeIo a3elaCTUHY (3arajibHa go3a 548 MKr) cepenHe 3HaueHHs Cmax
ne3MeTua3elacTuHy cTaHoBUTH 23 nir/mi , AUC - 2131 or X rog/mi, cepenHii Tmax
cTaHOBUTH 24 ropuuuU. [licnsa mocATHEHHS PiBHOBaXKHO1 KOHIIEHTPAllil a3elaCTUHY IIpHU



iHTpaHa3a/IbHOMY 3aCTOCyBaHHI I1JTa3MOBi KOHIIEHTPAIlil Je3MeTuIa3elIaCTUHY
3Haxogunucs y giana3oHi 20-50 % Big KOHILIeHTpallii a3ejlaCTUHY.

IocnigKeHHs IToOKa3aiy, 10 YaCTUHa J03U MOMETAa30HYy Gypoary, 10 IPOKOBTYETHCH 1
BCMOKTYETBCS, MiIOaETbCSA aKTUBHOMY MeTabosi3aMy. B nmna3mMi ocHOBHUX MeTaboIIiTiB
BUSABJIEHO He Oyro. [Ticnsa imkyOatriil in vitro ogHUM 3 OpPyropsigHUX MeTaboJIiTiB, SKUU
yTBOpUBCS, OyB 6B-rigpokcuMoMeTa30Hy QypoaT. ¥ MiKkpocoMax MeYiHKU JTIOONHU
bopmyBaHHSI MeTabOJIITY PETyMI0EThCS ITUTOXpoMoM P450 3A4 (CYP3A4).

BuseoeHHs

[Ticnsa iHTpaHa3aJbHOI'0 3aCTOCYBaHHS Ha3aJIbHOTO CIIPEl0 a3ejlaCTUHY Iepiof
HalliBBUBEOEHHS a3ejlaCTUHY CTAHOBUB 22 TOOUHU, Oe3MeTula3eslaCTuHy - 52 rOOuHU.
[MTpubnusHo 75 % mepopanbHOl J03U a3elaCTUHY TiAPOXJIOPULY, MideHOTO
pafioakKTUBHUM i30TOIIOM, BUBOOUJIOCS 3 OpraHi3My 3 KajioM, npuyomMy MeHie 10 % -
Yy BUTJIAOlI HE3MIHEHOI'O a3eJlaCTUHY.

[Ticnss BHYTPIIIHBOBEHHOT'O 3aCTOCYBaHHS I1€Piof HalliBBUBEAEHHSI MOMETAa30HY
dypoaty cranoBuTh 5,8 roguHu. BUBOOUTHCS 3 OpraHi3aMy y BUTTIsSAI MeTabOJIiTiB B
OCHOBHOMY 3 2KOBYIO i B 00MeXKeHill KiJIbKOCTi - 3 cedelo.

dapMakKOKiHETHKa Y OKPEMUX I'PYII ITAIIEHTIB.

ITeviHkoB8a HedocmamHicmbw

[Ticns mepopaJIbHOTO 3aCTOCYBaHHS a3ejlaCTUHY IIe4YiHKOBa HEJOCTAaTHICTh He
BIIJIMBaJia Ha (papMaKOKiHETUYHI HapaMeTpHu.

BBenmeHHs ogHOPa30Boi iHransimitiHol mo3u 400 MKr MOMeTa30HY ¢ypoaTy IallieHTaM 3
IMe4YiHKOBOIO HEJIOCTATHICTIO JIETKOT0, CEPEAHbOT0 Ta TAXKKOTO CTyIleHs numie y 1 abo
2 TIAIi€EHTIB 3 KOXKHOI TPYIIX CIIPUYHUHNAIIO MOSBY IIKOBUX MJIa3MOBUX KOHIIEHTpPAIIil
MoMeTa30Hy pypoarty (Bim 50 go 105 or/mi), mo Bu3Hadanucsa. CrocTepexKyBaHi
ITiKOBIi MJ1a3MOBi KOHIIEHTPAallii 30i/IbITYIOTHCS 3 POCTOM BHUPAXKEHOCTi ITe4iHKOBO1
HeOOCTaTHOCTI.

Hupkoesa HedocmamHicmb

HocnigXKeHHs IepopaJbHOro 3aCTOCYBaHHS OOHOKPATHUX A03 a3ejlaCTUHY HallieHTaM
3 HUPKOBOIO HEJOCTATHICTIO (K/IipeHC KpeaTuHiHy <50 MJI/XB) ITOKa3asu ITigBUIIEHHS
Cmax i AUC Ha 70-75 % mopiBHSHO 3i 3MOpOBUMU HOOPOBONBISIMU. Hac MOCATHEHHS
MaKCHMaJIbHOl KOHIIEHTpallil He 3MiHUBCH.

BrnnuB HUPKOBOI HEOOCTATHOCTI Ha (hpapMaKOKiHETUKY MOMeTa30HY pypoaTy He
OOCJIiI?KyBaBCH.



Bik

Bik He BnnuBaB Ha (papMaKOKiHETUYHI ITapaMeTPU a3elaCTUHY IIPU KOT0
IepopangbHOMY 3aCTOCyBaHHI. PapMaKOKiHETMKa MOMETa30HY (ypoaTy He
OOCITimzKyBaJsiacs y IegiaTpUYHid MOmyJIsiil.

Cmamb

Y pa3si nepopaibHOTrO 3aCTOCYyBaHHSA a3ejlaCTUHY CTaTh He BIJIMBaJia Ha UOTO0
(bapMakokiHeTUUYHI mapamMeTpu. BriiuB cTtaTi Ha apMaKOKiHETUKY MOMETAa30HY
(bypoaty He gmocmigzKyBaBCH.

IToxa3aHHSA

Ce30HHUU aJIepriyHuM PUHIT.
LlinopiyHu# aepriyHui pUHIT.
ITporunnoka3aHHs

linmepuyyTnuBiCTh [0 a3elaCTUHY TiApPOXJIOPUAYy, MOMEeTa30Hy ¢ypoaTy abo A0 iHIIUX
KOMIIOHEHTIB IIpenapary.

HemnikoBaHa nmokanbHa iHdeKIiss cmu30BoOi 000JIOHKY HOCA.

TpaBma Hoca a®o HeIllogaBHO ITepeHeceHa orepallis Ha HOCi.
B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiN

CneniabHUX OOCHIIXKEHD TiKapCchbKol B3aeMofii koMmOiHallil y hikcoBaHUX 03ax
aseJlaCTHUHY TiAPOXJIOpUAYy Ta MOMETa30Hy QypoaTy y BUTIALOL Ha3aIbHOTO CIPEI0 HE
npoBogunocsa. Huxx4dye HaBegeHO OaHi MIOO0 OKPeMUX KOMIIOHEHTIB, SKi BXOOSTh OO0
CKJylafy npemnapaty. OCKiJIbKM MOMETa30H 1 a3ejlaCTUH BIIJIMBalOTh Ha Pi3HI BUOU
pelenTopiB, TiKapCchKa B3a€EMOisd IPU 3aCTOCYBaHHI I1iel KoMOiHallil He 04iKYEThHCH.

A3eTaCcTUHY TigpoXJI0pum

IlenpecaHmu ueHmpaavHOl Hep8os8oi cucmemu

[Tpu omgHOYAaCHOMY 3aCTOCYBaHHI a3elacTUHY 3 aJIkorojieM abo 3 iHImuMu
oerpecaHTaMM IIeHTPaJIbHOl HEPBOBOI CUCTEMU MOKJIMBE 3HUKEHHS KOHIIEHTPAaIlil
yBaru i moripiieHHs GyHKIIN lIeHTPaIbHOI HEPBOBO1 CUCTEMHU.

EpumpomiuuH i KemoKoHa301



Oninka EKI nanieHTiB, ssKi 0OHHOYAaCHO 3aCTOCOBYBaJIU IIepOpajibHO a3ejlaCTUuHY
rigpoxyopun i epuTpoMilinH ab0 KETOKOHA30JI, II0KA3YeE, 1110 KIIiHIYHO 3HAYYIIUN
BrtuB Ha QT-inTepBan (abo BenuuunHy QTc) BimcyTHi#. [lepopanbHe 3aCTOCYBaHHS
eputpoMinuny y 1o3i 500 Mr 3 pa3u Ha OeHb IIPOTATOM 7 OHIB He BIIJIMBAJIO Ha
dbapMakKoKiHETHUKY a3enacTuHy Ta BenuuyuHy QTc. KeTokoHa30/I npu 3aCTOCYBaHHI y
no3i 200 Mr 2 pa3u Ha OeHb OPOTATOM 7 OHIB IEePeIlKOaXKaB BUMIPIOBAaHHIO I1J1a3MOBUX
KOHIIEHTpallill a3eJIaCTUHy MEeTOOOM aHa/JIiTUYHOl BUCOKOEe(EKTHUBHOI PiIMHHOL
xpomaTorpadii (BEPX); ogHak BBy Ha BenuuuHy QTcC He cmocTepiramaocs.

IHumemuouH

HumeTtupuH y 0o3i 400 Mr OBidi Ha JeHb IPU OQHOYACHOMY II€pOpPaIbHOMY
3aCTOCYBaHHI 3 a3ejlaCTUHY TigpoXJIOPUOOM y 0031 4 MI ABiYi Ha AeHb MiABUIIYE
cepente 3HaYeHHsT Cmax i AUC ocTaHHBOTO ITPUOIN3HO Ha 65 %.

MomMmeTa30HY ¢ypoart

IH2ibimopu uumoxpomy P450 3A4
KemokoHna3zon

MomMmeTa30HY pypoaT roJTOBHUM YUHOM MeTab0J1i3yeThC B MediHili. [JoCTigKeHHS in
vitro migTBepOUIN epHIopsAnHy poib nuToxpomy CYP3A4 y meTabomi3Mmi 11i€l CIIomyKu.
OmHo4YacHe 3aCTOCYBaHHS 3 KETOKOHA30JI0M, MOTYKHUM iHTibiTopoMm CYP3A4, Mmoxke
30iTBIIUTH I171a3MOBI KOHIIEHTpallil MOMeTa30HYy ¢Gypoary.

Pumonasip

PuToHasip gk iHri6iTOp mMpoTea3u MoxkKe MPUTHIYyBaTH MeTab0J1i3M MOMETa30HY
¢bypoaTy npu omHOYACHOMY 3aCTOCYBaHHI, 1110 MPU3BOAUTH OO 30i/TbIIEeHHS
CHUCTEMHOTO BIIJINBY OCTAaHHBOTO Ta 30i/JIbINIeHHS PU3UKY BUHUKHEHHS IMOOiYHUX
e(deKTis.

JIlopamaoduH

KniniuHi mocmigzkeHHs TiKapCchKol B3aeMoZil Oy MpoBedeHi 3 TopaTaguHOM.
B3aemogmii He criocTepiranocs.

Oco00/1UBOCTi 3aCTOCYBaHHSA

A3enaCTHUHY TIOPOXJIOPHL,

Y kiiHiYHUX BUNIPOOYBaAHHSAX IIOBiAOMJISITIOCH ITPO TIOSIBY COHJIMBOCTI V IEeSIKUX
IIalli€eHTIB, K1 3aCTOCOBYBAJIA a3€eJIaCTUHY TiApOXJIOPUL Y BUTJIAAlL Ha3aJIbHOI'O CIIPEIO.
[Tig yac nmiKyBaHHS IIpelapaToM IalliEHTaM CIIii yTPUMYBaTUCh Bifg poOOTH, IO



BHMarae IIigBUILEeHOl KOHIIEHTpAallil yBaru Ta IIBUAKOCTI peakKIliii.

Crnipg yHUKaTH OOHOYaCHOTO 3aCTOCYBaHHS Ha3aJIbHOT'O CIPEI0 a3ejlaCTHUHY 3
ankorosieM abo 3 iHIIMMHU JelpecaHTaMU IIeHTPaJIbHOI HEPBOBOI CUCTEMHU Yepes
MOKJIUBE IPUTHiIYeHHS (QPYHKIIiM IIeHTpalbHOI HEPBOBOI CUCTEMMU.

MomMeTa30HY dypoar

JIokasnbHUU 8n/auB HA Hic

HocoBa KpoBoTeUa

Y KIIiHIYHUX OOCHIOXKEeHHAX HOCOBa KPOBOTeYa CIIOCTepirajacsa 4yacTillle y IIallieHTiB 3
aJIeprivH¥M pUHITOM, IKi OTPUMYyBaJIUd MOMETa30HY PypoaT y BUTISAAlI Ha3aJIbHOI'O
CIIp€elo, HiXK Ti, XTO OTPUMYBaB MJjiaiebo.

I'puOkKoBa iHdeKIis

Y KIiHIYHUX OOCHTIAXKEeHHSIX MOMETa30HYy (ypoaTy Yy BUTISAAI Ha3alabHOro cupeio 50
MKT'/I03y B OKpeEMUX BHUIAJIKaX CIIOCTepPiraBcsi PO3BUTOK JIOKAJIi30BaHOI IprOKOBOI
ingexIii Hoca i rmoTku (Candida albicans). ¥ pa3i BUHMKHEeHHsI TpuOKOBO1 iHpeKITii
3aCTOCYBaHH4 IIpenapary CJIif IPUIIMHUTY 1 po3[oYaTy BiAIIOBiOHE JIIKyBaHHS.

ITepdopallist HOCOBOI IEPETrOPOOKU

[TooguHOKi Bunagku mepdopailii HocoBol Ieperopoaku OyJiu 3apeeCcTpPoBaHi micys
3aCTOCYBaHHS iHTpaHa3aJIbHUX KOPTUKOCTEPOIAiB. 4K i BIPOOOBXK OyOb-sIKOTO
OOBrOTPHUBAJIOTO JIIKyBaHHS, ITallilEHTaM, siKi 3aCTOCOBYIOTh Ha3aJIbHUU CIIPEU 3
MOMETAa30HYy (ypoaToOM IIPOTATOM KiTbKOX MIiCSIIiB i MOBIIIEe, HEOOXiTHO MepioguyHO
ITPOXOAUTH OTJISAM 00 MOZKJIMBUX 3MiH CITM30BO1 000JIOHKU HOCA.

IloripiieHHsI 3aro€HHS paH

Yepes raabMiBHUM BIIMB KOPTUKOCTEPOIAiB HAa 3arO€EHHS PaH IallieHTH, SKi
HeIIoAaBHO IePeHeCIM BUPa3KM HOCOBOL IIEPETrOPOAKY, XipypridHe BTpy4YaHHS Ha HOCI
abo TpaBMy HOCa, He TIOBUHHI 3aCTOCOBYBaTH Ha3aJIbHIi KOPTUKOCTEPOIAU OO ITIOBHOTO
ONyZKaHHSI.

ITopyweHHA 30py

[Tpu 3acToCyBaHHI KOPTUKOCTEPOIAiIB CUCTEMHOI Ta MicI1eBol fil (BK/TI04a4du
iHTpaHa3abHe, IHTaJALiliHe Ta BHYTPIIIHEO0OYHE BBEIEHHS) MOXYTh BUHUKHYTU
ITOPYILIEHHS 30PY. fAKINO BUHUKAIOTh TaKi CUMIITOMH, SIK HEYITKICTBb 30py abo iHIri
MMOPYILIEHHS 30PY, MAIliEHTY CJIi IpOouTH 00CTeXeHHS Y opTaIbMoIora s OLiHKY’
MOZXKJIVUBUX [IPUYVH IIOPYIIEHHSA 30PY, IKi MOXKYTh BKJIIOUYATU KaTapakTy, IJIayKoMy



abo Taki pigKicHi 3aXBOpIOBaHHS, SIK IleHTPajlbHa CepO3Ha XOpiopeTUHONaTis, IIPo 110
MOBITOMJISIJIOCS MIiCJIsI 3aCTOCYBaHHSI KOPTUKOCTEPOIAiB CUCTEMHOI Ta MiCIIeBOl Ail.

Peaxkuii ezinepuymausocmi

Peakiril rinep4yyTAIMBOCTI, BK/II0UAlOYX BUIIaAKN CBUCTSIYOT0 AUXAHHS, MOXKYTh
BHHUKATH ITiCJIA iHTpaHa3aJIbHOTO 3aCTOCYBaHHSI MOMeTa30HY pypoaTty. Y TakoMy pasi
Tepario IIpernapaToM CJIi IPUINHUTH.

ImyHOcynpecis

[NamienTH, sAKi MiKyIOTbLCS IIpermapaTaMH, IO MPUTHIYYIOTh iIMyHHY CUCTEMY, OifbIi
CIIPUUHSATIINBI 0 iH(eKLii, HiXK 300poBi moau. Hanpuknaza, BiTpsAHKA i Kip MalOTh
OiNbII TSAXKKUY Iepebir y OiTel Ta HOPOCHIUX 3i 3HMKEHUM iMyHITETOM, SKi
3aCTOCOBYIOTh KOPTUKOCTepoiau. Taki namieHTy noTpedy0Th 0COOIMBOL yBaru ta
3aCTOCYBaHHS IIPOTUBIPyCHUX ITpenaparTiB abo BakiuHallii. Bunnus mo3u, cnocoly i
TPUBAJIOCTi 3aCTOCYBaHHS KOPTUKOCTEPOIiB Ha PU3UK PO3BUTKY r'eHepali30BaHOL
iH(eKIIil MOKU 10 HEBITOMMIA.

HazanpHUM cripeit MOMeTa30HYy GypoaTy CJIil 3aCTOCOBYBaTH 3 00epexkHicTio abo He
3aCTOCOBYBaTHU 30BCiM XBOPUM 3 aKTUBHOIO ab0 JITaTEHTHOIO TYOEpPKYJIbO3HOO
iHdeKIielo pecipaTopHOTro TPaKTy, a TaKOXK ITPU HEJIiKoBaHii rpubKOBii,
OakTepianbHil, CUCTeMHIil BipycHiM iHdeKIIii abo npu iHdekIil herpes simplex 3
ypaxkKeHHSM O4Yewu.

Bnaue Ha 2zinomaaamo-2inogizapHo-HA0HUPKOBO3Ad/103HY cucmemy

l'imepagpeHOKOPTUIIM3M 1 afpeHalbHa CyIpecis

[Tpu TpuBasoMy 3aCTOCYBaHHI iHTpaHa3a/JIbHUX KOPTUKOCTEPOINiB, 0OCOOIUBO Y
BHCOKHX [103aX, MOXKYTb BilMidaTHCS CUCTEMHI e(peKTH, TaKi IK
rimepagpeHoOKOPTUIIN3M i afpeHalibHa cymnpecisi. BaxnmuBo, 11100 npu JOCATHEHHI
TepaneBTUYHOIO e(peKTy Jo3a iHTpaHa3aJIbHUX KOPTUKOCTEPOIiAiB Oyla 3HUXKEHa 10
MiHiManbHOI e(peKTUBHOI 03U, siKa KOHTPOJIIOE IIepebir 3aXBOpioBaHHS, M100
YVHUKHYTH PO3BUTKY CUCTEMHUX ITOOIYHUX e(PEKTiB.

Y pa3zi nosiBu 03HaK PO3BUTKY HE0aXKaHOT'0 CUCTEMHOI'O BIJIMBY JIIKYBaHHS Ha3albHUM
CIIPEEM 3 MOMETA30HY PypoaToM CJIif ITOCTYIOBO IIPUIUHUTH.

Bnaue Ha duHamiky pocmy y dimeu

KopTukrocTepoigu MOXKYTh IPU3BECTHU OO0 3aTPUMKU POCTY y OiTel. PEKOMEHOyeThCS
PEryasipHO CTEKUTHU 3a QUHaMIKOIO POCTY AiTeH, SAKi IiKyIOThCS iHTpaHa3aJlbHUMU
KOPTUKOCTEPOifaMU MPOTATOM TPUBAJIOTO Hacy.



'meHcnpelt AKTUB MiCTUTh O€H3a/JIKOHIIO XJIOPUI, SKUN MOXKe CIIPUYUHUTHU
MMOJpa3HeHHs CJIU30B0O1 000JIOHKHM HOCa i OpoHXOCHa3M.

Cnig mam’siTaTH, 1110 KOPTUKOCTEPOIAY MalOTh 0COOIMBO MOTYXKHUM AiaOeTOreHHUU
edeKT i MOXKYyTb ITPU3BECTU [0 30iIbIIIEHHS MEeYiHKOBOT'O T'JIIOKOHEOTEHE3y Ta
3HUKEHHS IMOTIMHAHHS TJIIOKO3U ITepudepuyYHUMHU TKaHWHAMH Ta OO0 TilepriikeMil.

3acmocyeaHHA nauieHmam AimHb0o20 BIK).

Kniniuni mani mjomo 6e3meku 3acTOCYyBaHHS JTIKapChKOro 3aco0y mallieHTaM JIiTHBOTO
BiKy BifiCyTHI.

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

CrienianbHUX OOCIIIAXKEHD BIIJIUBY IIpenapaTy Ha 3[aTHICTh KepyBaTu TPaHCIOPTHUMU
3acobaMu Ta iHIMMMU MeXaHi3MaMHu He ITPOBOAMIIOCS.

OckinbKu Oyu ITOBiHOMIEHHS IIPO MOSIBY COHJIUBOCTI Y JesIKUX MalIliEHTIB, SKi B X0l
KJIiHIYHUX JOCiAXKeHb 3aCTOCOBYBaJIu a3eIaCTUHY T'iAPOXJIOPUL B JTiKapChKii hopmi
Ha3aJIbHOI'O CIpPeElo, i Yac JIiIKyBaHHS IIpellapaToM IaljieHTaM CJIiff yTPUMYBaTHUCh Bif
poboTH, 1110 BUMAara€e migBUINEHOI KOHIIEHTpaIlil yBaru Ta HIBUOKOCTI peakIliii.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHs IPyaaio

CnenianbHUX OOCHIIXKEHD [ii mperaparty y nepion BariTHoCTi abo rogyBaHHS I'PYOOIO
He IIPOBOAUIIOCH.

3aCTOCYBaHHS V Iepiod BariTHOCTI.

A3enacmuHy 2i0poxsa0pud. AneKBaTHUX i KOHTPOJIbOBAaHUX KIIiHIYHUX BUIPOOYBaHb 3a
y4acCTIO BariTHUX XKIHOK He IIPOBOAUIIOCA. ¥ OOcCiifaxX Ha TBapuHaXxX a3ejlaCTUuHY
TiOpoXJIopu CIPUYHUHSIB eMOPIOTOKCUYHICTS.

Momema3soHy ¢pypoam. AgeKBaTHUX i KOHTPOIbOBAaHUX KITIHiYHUX BUIIPOOYBaHb 3a
y4acCTIO BariTHUX XIHOK He IIPOBOOUJIOCS.

Cnim 3BepHYTHU yBary Ha Te, III0 3aBOSKU IPUPOTHOMY 30iIbIIIEHHIO IPOAYKYBaHHS
KOPTUKOCTEPOIMiB Mifl Yac BariTHOCTIi OiNbIIiCTh XKiHOK ITOTPeOyE MEHIINX 03
€K30TeHHUX KOPTUKOCTEPOiiB, a 6araThOM 3 HUX He ITOTPiOHEe JIiIKyBaHHS
KOPTUKOCTEPOIaMHu y Ilepiod BariTHOCTI.

3acToCyBaHHS V Iepiof rogyBaHHs I'PYOOIO.




AzenacmuHy 2i0poxaopud. HeBigoMo, 4u BULINSAETHCSA a3e1aCTUHY TiOPOXIOPUL Y
IrpyAHEe MOJIOKO JIIOOUHMU.

Momema3sony ¢pypoam. HeBimomo, 4u BUOIISAETHECSA MOMETA30HY pypoaT y rpyaHe
MOJIOKO JTIOUHHU.

Cnocid 3acTocyBaHHs Ta J03H

[IpenapaT npu3Ha4YeHUU TiJILKU [JI1 IHTpaHAa3aJIbHOT'O 3aCTOCYBaHHA.

Iopocai i dimu 8ikom 8i0 12 pokia. PeKoMeHOOBaHa J03a CTaHOBUTH 1 BIIOPCKYBaHHS
B KOXKHY Hi3[pio 2 pa3u Ha [o0y.

ITauienmu 3 nopyweHHAM ¢pyHKUIl HUpok. KopekKliisi go3u He MOoTpiOHa MmallieHTaM 3
HUPKOBOI HEOOCTATHICTIO JIETKOI'0 CTYIEeHs (KJIipeHC KpeaTuHiny > 79 MII/XB).
[NTamieHTaM 3 IIOMiIPHOIO Ta TSAXKKOI0 HUPKOBOIO HEAOCTATHICTIO (KJIipEHC KpeaTUuHiHy <
79 mn/xB - > 10 MJI/XB) IIpenapar CJjliff 3aCTOCOBYBaTU 3 00EPEKHICTIO Ta Iifi CYBOPUM
HarjasagoM JIiKaps4.

ITauienmu 3 nedyiHKogorw HedocmamHicmio. Kopekiliss mo3u He moTpibHa.

38_CTOCVB8_HH$I Ha3aJIEHOT'O CIIPEIO

Ilepen KOXKHUM 3aCTOCYBaHHSIM (pj1akKOH HEOOXimHO 00epexKHO CTPYCHYTU HPOTSITOM 5
cekyH[. Ilicms UpOTro 3HATHU 3aXMCHUU KOBIIA4YOK. [lepeq mepiiuM BUKOPHUCTAaHHAM
(brmakoHa ciig HaTUCHYTH Ha AO3yIOYHWU IIPUCTPi 6 pa3iB mocoink. AKINO Ha3aalbHUU
CIIpel He BUKOPHCTOBYBaBCs OinbIlle 7 OHiB, mepen BUKOPHUCTAaHHSIM ITOTPiOHO
IIOBTOPHO HATUCHYTHU Ha OO3YIOUHWK HACOC-PO3IMUJIIOBAY 6 pa3iB IIOCHIIb.

ITepen KOXXKHUM 3aCTOCYBaHHSAM CJIi[l pETEJILHO OUYUCTUTHU Hic Bif cinuly. [licisa
OYUIIIeHHS HOCa CyCIEeH3il0 BIIOPCKYIOTh B KOXKHY Hi3[PIO, IPU [[bOMY T'OJIOBY CJIif
YyTPUMYyBaTU TPOXU HAXUJIEHOIO BHU3. [Iicjig 3aCTOCYBaHHS HAKOHEYHUK PO3MNUJII0OBada
MOTPiOHO MPOTEPTH i HAKPUTHU 3aXUCHUM KOBIIAYKOM.

itk

Hemae mocTaTHBOTO KJIIHIYHOT'O OOCBiAy 3aCTOCYBaHHS IIpelapaTy OiTAM BikoM 1o 12
POKiB, TOMy MOTO He CJIif 3aCTOCOBYBATH MalliEHTaM Ifi€l BIKOBO1 KaTeropil.

Ilepego3yBaHHA

[ToBimoMIIeHb IIIOJ0 IIepemo3yBaHHs npenapaToM ['meHcpei AKTUB HEMAE.



Y pa3zi rocTporo nepeno3yBaHHSI MOXKJIMBI ITOPYILIEHHS 3 O0KY IIeHTPalbHOI HEPBOBOI
cucTeMHu (COHIMBICTh, 3allaMOPOYeHHs). [IlepopasibHe OJHOPA30Be 3aCTOCYBaHHSA
a3ejlaCTUHY TigpOXJIOPUAY V A031 g0 16 Mr mif 4yac KJIiHIYHUX OOCIIIOXKEeHb He
ITPU3BEJIO IO ITiABUIIIEHHS YaCTOTU Cepro3HmX HebaxkaHux edeKTiB. JIiKkyBaHHS
CUMIITOMaTu4YHe. AHTUOOT HEBIJOMUM.

Hemae nmoBimoMiIeHb IIPO BUMAAKH T'OCTPOT0 ab0 XPOHIYHOTO Mepeno3yBaHHs
MOMETa30HYy (ypoaToM y BUTJIAAI Ha3albHOTO cupelro. [ToBimoMsiiocs mpo
3aCTOCYBaHHS OOHOPa30BHUX iHTpPaHa3aJIbHUX [03 00 4 MT 1 IepopajlbHUX IHTaIALINHUX
mo3 [0 8 Mr HOoOPOBOIBISIM O0e3 Oyob-AIKUX MOOiYHUX e(PeKTiB.

XpoHiuHe nepeno3yBaHHA OyOb-IKUM KOPTUKOCTEPOIZOM MOKe IPU3BECTU OO IIOSBU
CHMIITOMIB IiIePKOPTULIU3MY.

IToOiuni peakmii

Y xopi KIiHIYHOTO AOCHiAXKeHHs M0o0iuHi epeKTH, OB’ s13aHi i3 3aCTOCyBaHHAM
Ha3aJIbHOI'O CIIPEeIo i3 BMICTOM a3elaCTUHY TiApOXJIOPHUAY Ta MOMeTa30HY ¢dypoary,
Oynu 3apeecTtpoBaHi y 11 mamieHnTiB i3 282, gKi Opanu y4acTh y AOCIigXKeHHi. Bcboro
OyJ10 3apeecTpoBaHo 18 BumaakiB HeOaxKaHUX Peakllii, ITOB sI3aHUX 3 JIIKYBAHHSIM
KoMOiHalli€lo a3enacTUHY i MOMeTa30Hy. Hal0inblI mommpeHuMHU NO00iYHUMU
peaxirisiMu Oyau rojloBHUM 0ifnb i mucres3isa. IHIMUMY NOOIYHUMY peakIisiMu Oyiu
COHJIUBICTb, MJISIBiCTh, Hy4OTa, OUCIIEICisa i yxaHHs. BinburicTs nobiuHUX edeKTiB Oyniu
JIETKOTO CTYIEeHS TSI2KKOCTI, i B X0[i AocCiigXKeHHs He OyJI0 TOBiOMJIEHD IIPO CEPUO3HI
HeOaxkaHi peaxiiil.

Hux4e HaBemeHo nmobiuHi peaxiiii, IKi crmocTepiraaucs Ipu 3aCTOCYBaHHI OKpEMUX
KOMIIOHEHTIB IIpernapary.

Ha3zanpHUM COpey a3elaCTUuHY TiIpOXJI0PULY

YacTto (1 - 10%): cnenmudiyHuy ripkuii CMaK MOXKe 3'SIBUTHCS MIiCISA 3aCTOCYyBaHHS
crpelo (HalyacTilie yepe3 HellpaBUIbHUM CIIOCIO 3aCTOCYBaHHS, a caMe KOJIM I'0JI0Ba
3aHa[TO BigxuiieHa Ha3ap I Yac BOOPCKYBaHHS Ipemnapary), M0 B OKPeEMUX
BUIIaJKaX MOKe ITPU3BECTU [0 HYOOTH.

HeuacTto (0,1 - 1%): TuMYacoBe mogpa3HeHHS 3amlaIeHol CJIM30B0l 000JIOHKM HOCa
MOXK€e BUHUKHYTHY Pa30M 3 TaKUMU CUMIITOMaMH, K Ie4iHHs, cBepOixK, YXaHHS i
HOCOBI KPOBOTEUYI.

Y myxke pigkux Bumnagkax (< 0,01%) noBimoMsnocs IMIpo peakliil Tinep4yTIuBOCTI
(BucunaHHs, cBepOixkK, KPOIIMB'THKA).

IoCBif DiCIsIpPeECTPAIinHOT0 3aCTOCYBAHHSI




[To6iuHi peaxiiil, BUSIBJIEHI ITil YaC MOCTMapPKETUHTOBOT'0 3aCTOCYBaHHS Ha3aIbHOTO
CIIp€elo a3enacTuHy: 0ifib Y XKMBOTI, IIeYiHHS B HOCi, HyJOTa, COJIOOKUY MpHUCMaK,
oapa3HeHHs ropiia, aHadinakKTOIgHI peakilil, Togpa3HEeHHS B MiCIli 3aCTOCYBaHHSI,
dibpunsiis nmepencepnb, MOPYIIeHHS 30py (HEUiTKICTh 30py, KaTapakTa, IJlayKoMa,
IleHTpajibHa CepOo3Ha XopiopeTuHomnaris (quB. po3mis «OcoOIUBOCTI 3aCTOCYBaHHS»)),
0inmb vy TPYyOsAX, CIUTYTAHICTh CBiHOMOCTI, 3artaMOpOY€eHHs, 3a0ullIKa, HaOpsK 00/IuyYs,
rinmepTeH3isi, MUMOBiIbHI CKOPOUYEHHS M’s13iB, HEPBO3HICTh, IPUCKOPEHE CepLeOUuTTS,
napecresii, mapocMisi, mapoKCu3MaJlibHe YXaHHS, cBepOiXK, BUCUNIaHHS, ITIOPYLIEHHS
abo BTpaTa HIOXY i/ab0 cMaKy, TaxikKap[isi, iMyHOJIOTiYHa TOIEPaHTHICTh, 3aTPUMKa
cedi, kcepodTanbMmisi. OCKinbKM BKa3aHi peakilil CTOCYIOThCS MOMYIs1lil HeBU3HAYEHO]1
YHCEeNbHOCTi, HE 3aBKAW MOKHAa JOCTOBIPHO OILIIHUTHU 1XHIO YacTOTy ab0 BCTAHOBUTH
IPUYNHHO-HACIIOKOBUM 3B’SI30K i3 3aCTOCYBaHHSIM IpeIrapary.

HaszanpHu# cuper MOMeTa3oHy dypoaTy

PecnipaTopHi, TopakanbHi Ta MediaCTUHAIbHI pO3/71afu: HOCOBI KpOBOTEeUi, papuHTIT,
ne4yinHs abo Imoapa3HeHHs B HOCi, HOCOBi Bupa3Ku - 4acTo (1 - 10%).

3arasnbHi TOPYIIEHHS Ta MiClLieBi peakilil: To1oBHUM 6inb - 4acTto (1 - 10%).

HocoBi kpoBoTeui 6y1u B OCHOBHOMY JIETKOT'0 CTYIIEHS BUPAXKEHOCTi i He moTpebyBanu
BTPY4YaHHS JIiKaps.

Y miTe# HaMvacTillle cIocTepiraancs HOCOBi KpOBOTEYi, TOJIOBHUM 0iflb, ITOOpPa3HEeHHS
CIIU30BOI 0O0JIOHKM HOCa, YXaHHS.

CucteMmHi mobiyHi edpekTH mig yac NiKyBaHHS Ha3aJIbHUMU KOPTUKOCTEPOiZaMu
MOXKYTh BUHUKATHU IIPU 3aCTOCYBaHHI BUCOKUX [03 IPOTATOM TPHUBAJIOTO 4acy.

ITocBif micnsapeecTpalliiHOTr0 3aCTOCYBaHHSI

[To6iuHi peaxiiil, BUSIBJIEH] ITif YaC MOCTMapKETUHTOBOT'0 3aCTOCYBaHHS Ha3aIbHOTO
CIIpeI0 MOMeTa30HY (pypoaTy: IMediHHA 1 Moapa3HeHHs B HOCi, aHadinakcisa Ta
AHTiIOHEBPOTUYHUY HAOPSK, MOPYIIEHHS CMaKy Ta HIOXY i mepdopaliisi HOCOBOi
IeperopogKu.

3acToCyBaHHS Ha3aJIbHOT'O CIIPEI0 i3 BMICTOM a3ejlaCTUHY TigpoXJIopuay Ta
MOMETa30HYy QypoaTy y HalliEHTiB MOKe ITPU3BECTH A0 ImiaBuilieHHs pisus AJIT, ACT.

3acTocyBaHHs IIpemnaparty ['meHcnpen AKTUB MOXKe IPU3BECTH OO PO3BUTKY
MMOPYIlIeHHS 3 00Ky HUPOK Ta CEUYOBUOIIbHOI CUCTEMU (reMaTypis).

KopTukocTepoigu CTUMYJIIOIOTh CEKPEIil0 KUCJIOTHU Ta IEIICUHY, III0 MOXKe MPU3BECTHU
OO0 PO3BUTKY TaCTPUTY Ta Tinepxiaoprigpii.



TepMiH NpHIATHOCTI
2 POKH.
VYMoBHM 30epiranas

30epiraTtu B 3aXuIIIeHOMY Bifl CBiT/Ia MicIli mpu TemnepaTtypi He Buie 25 °C. He
3aMOpOXKyBaTu. 30epiratu y HEJOCTYIITHOMY AJIS OiTeU MicIi.

YnaxkoBKa

[To 150 mo3 y nmomietuneHoBoMy ¢iakoHi. [To 1 ¢prakoHy 3 O3yI0OUUM HAaCOCOM-
po3mnuoBauyeM, 3aKPUTUM KOBIIAYKOM, Y KAPTOHHIN KOPOOIIi.

Karteropisi Biognycky

3a peLenTom.

BupoOHUK

[I'meramapk ®apmacsroTrvkans JItao.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoBaaKeHHsI
IisIITHLHOCTI

Bnok III, ceno Kimraunypa, bagni-Hamarapx Poyn, Texcin Bagni, p-u Comnan, X.I1. 173
205, Iapmis.

[Ixepeso iHCTPYyKIil

[HCTpyKIIifo TiKapChKOTro 3aco0y B3aTO 3 o(illiiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3aco0iB YKpalHu.
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