IHCTPYKULIA

AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

APUCTA

(ARISTA)

Cknag:
Aitoya peyosmHa: tadal&fil;
1 TabneTka, BKpUTa MniBKOBOK 060/10HKO0, MICTUTbL Taganadiny 20 mr;

[ONOMI>KHI PeyoBMHW: NaKT03a, MOHOTIAPAT; HATPIK0 KPOCKapMesnosa; HaTtpito naypuicynbdar; rigpoKCcMnponiiLentonosa; Lentono3a MikpoKpUCcTaliyHa, mMarHito
cTeapaT; nniskose NokpuTTa Onagpi |1 xoBTuii 31K 32498 (nakT0o3a, MOHOriApaT; rinpomenosa; TutaHy giokeung (E 171); 3aniza okcmg xoBTuid (E 172); TpraueTuH;
3anisa okeng YopHuii (E 172)).

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/I0HKOHO.

OCHOBHI (pi3nKO-XiMiYHi BNacTMUBOCTI: KpannenoaioHi TabneTkun, BKPUTI NNIBKOBOK 060/10HKO XXOBTOI 0 KO/TbOPY.

dapmakoTepaneBTUYHa rpyna.

3acobu ansa nikysaHHANopyLeHbepekuii. Kog ATX G04B EO8.

dapmakosoriyHi B1acTmnBOCTI.



dapmakogyHamika.

MexaHi3M il

Taganain € ceneKTMBHUM OOOPOTHWMM iHFIGITOPOM LMKAIYHOIO ryaHosnHMoHodochaty (UFrM®) — creumdiyuHol docdogiectepasn tuny 5 (®PAE-5). Konwu
CeKcyaslbHa CTUMYNIALIA CNPUYMHSAE NIOKaIbHE BUBINIBHEHHA OKCUAY a30Ty, iHribyBaHHsA ®L1E-5 TaganahinomM npoaykye nigsuLLeHi piBHi LT M® y nevepucTomy Tini.
Lle npn3BoanTb A0 penakcauil rnagknux M’sa3is i NpUNAMBY KPOBI 40 TKAHWH CTaTeBOro YsieHa, CTBOPHOOYM TUM caMUM epekuito. Taganagin He fie 6e3 cekcyanbHOT
CTUMYNALLT.

EekT iHribyBaHHsA KOHUeHTpauii urM® y neyepnucToMy Tifli TAKOX CMOCTEPIraeTbCs B rNafKMx M’s3ax npoctaTun, CEHOBOMY MiXypi Ta 1X CyAMHaX, Lo NepeHocATb
KpOB [10 BMLLEBKa3aHMX opraHiB. CyanHHa penakcauis, Ska npu UboMy BUHUKAE, NMPU3BOANTL 40 NiABULLEHHA Nepdy3ii KPOBi Ta MOXe OYTW NPUUMHOI0 3MEHLLIEHHS
CUMNTOMIB JO6POSAKICHOI rinepnnasii nepefMixypoBoi 3a5103u. Lii CyanHHI epekTn MOXYTb OyTY [OMOBHEHI IHTi0YBaHHAM aKTUBHOCTI a)epeHTHNX HePBIB CEYOBOro
MiXypa Ta penakcauieto rnagkux M’s3iB npocTaT i Ce4HOBOro Mixypa.

dapmakKoaMHaMiYHi eekTn

JocnifpkeHHs in vitro nokasanu, Wo Taganain € cenekTmBHUM iHriditopom ®AE-S. ®AE-5 — epmeHT, AKuUiA 6yB 3HANAEHWIA Y TNafKUX M’a3ax NeYepucToro Tina,
CYANHHMX | BiCLiepaIbHUX MNafKMX M’A3ax, CKENEeTHUX M’A3ax, TpoMbouMTaX, HAPKaX, nereHsx i Mo3ouky. Bnnue Taganadiny Ha ®AE-5 cunbHIWKMIA, HIX Ha iHWI
(hoctogiectepasn. Ais Taganaginy Ha AE-5y 10 000 pasiB nepesuLLye AOro BnAMB Ha GepmeHT ®AE-1, ®OE-2 ®AE-4 | ®LE-7, o NnpucyTHI Y cepui, MO3KY,
CyAuHax, nediHui, nemkoymTax, CKeNeTHin MycKynatypi Ta iHWK1x opraHax. Taganadin y 10 000 pasiB noTyxHiwwni wopao ®AE-5 nopisHaHO 3 DLE-3, o €
(hePMEHTOM, HasiBHUM Y cepLi Ta KPOBOHOCHUX cyauHax. Lia cenekTtmBHIcTb woao ®AE-5 nopisHaHO 3 PLE-3 € BaXXNMBOK TOMY, Wo PAE-3 € (hepMEHTOM, KU
Bifirpae MeBHY po/ib Yy CKOPOYeHHI cepueBoro m’sasa. Kpim Toro, Taganagin npménusHo y 700 pasiB noTyxHiwwuid wopo ®AOE-5 nopisHaHo 3 ®AE-6, WO €
(hepPMEHTOM, NPUCYTHIM Yy CITKIBLI i BignoBiganbHUM 3a (hoToTpaHcayKuito. Taganadin takox y 10 000 pa3iB noTyxHiwmin wogo ®AE-5 nopisHAHO 3 LE-7,
®AE-8, AE9i ®AE-10.

KniHiYHa edeKTUBHICTb Ta 6e3neka

Tapanadin, BBefeHNI 340POBMM A06POBONLLAM, NOPIBHAHO 3 Mauebo iICTOTHO He BMN/IMBAE HA MOKa3HWKM CUCTOMIYHOIO Ta A4iaCcTONIYHOro apTepiasibHOro TUCKY Y
MOMNOXEHHI NieXKaun (cepefHE MakCcUMabHe 3HMXKeHHA 1,6/0,8 MM pT. CT. BIAMNOBIAHO), CUCTOMIYHOIO Ta AiaCTOMIYHOrO apTepiasibHOrOTUCKY Y MOMOXEHHICTOAUN

(cepefHe MakcMManibHe3HVXeHHA0,2/4,6 MM PT. CT. Bi4NOBIAHO)Ta HA YAaCTOTYCEPLIEBUXCKOPOYEHD.

Y pocnifkeHHi BnavBy Taganadiny Ha 3ip 3 BUKOPUCTAHHAM TECTY OLiHKM KOMbOPOBOro crnpuiHaTTs Farnsworth-Munsell 100 Hue 6yno BCTaHOBMEHO, LLO
Tafganagin He NOripLlye po3ni3HaBaHHA KOMbOpPIB (CUHIN/3eneHnid). OTpuMaHi AaHi KNiHIYHOro AOCNIMKEHHA MiATBEPAKYHOTb HU3bKY CMOPIAHEHICTb Taganadiny
wopno ®AE-6 nopisHAHO 3 PLAE-5. Y X0Ai BCiX KNiHIYHUX focnigpkeHb pigko (< 0,1 %) nosifomnsnoca npo 3MiHW B po3ni3HaBaHHI KONbOPIB.

Ony6nikoBaHi pe3ynbTaT 4OCNIAXKEHb 3a Y4acTHO YOMO0BIKIB A5 OLiHKW MOTEHLIHOrO BNANBY Ha criepmatoreHes Taganadiny 8 fo3i 10 mr ta 20 Mr npwm 4acToTi
npuiiomy 1 pas/goby ceigyaTb NPO KAIHIYHO He3HauyLe 3HVKEeHHS KilbKOCTI Ta KOHLEeHTpaLiT crepMu, acouiioBaHe 3 npuiioMom Taganadiny. Lii eoektn He 6ynu
MOB’A3aHi 3i 3MiHaMM HLLMX XapaKTepUCTUK, TaKMX K PyXIMBICTb CNiepMaTo30i/iB, MOpgo/oris Ta piBeHb (h0NiKY0CTUMY/HOBA/IbHOTO FOPMOHY B KPOBI.
EpekTunibHa ANCRYHKLIS

Y KNIHIYHUX AOCNIMKEHHAX Tadanadin npoaemMOHCTPYBaB CTaTUCTUYHO 3HaYYLLE NOKPaLEHHS epeKTUIbHOT (YHKLIT, AIEBICTb NPOTAromMm 36 roguH Ta BUAB/IEHHS
eeKTy BXe yepe3 16 XBUIUH Nicns NpuiioMy L03M B NOPIBHAHHI i3 niaue6o (Npuiiom Taganadiny 3a noTpeéu).

Y [OCNi[KEHHI 3a y4acTHo MauieHTiB i3 BTOPUHHOK ePEKTUNBbHOK AUCHYHKLIE LWOAO0 NOLIKOMKEHHS CMIMHHOIO MO3KY Taganadin BUABMSB 3HAYHE MOKPaLLeHHS
epPeKTUNBLHOT (IYHKLIT, 8 Y cepefHboMY KoetillieHT ycniwHMX cnpob npu npuiiomi B Ao3si 10 mr a6o 20 mr (nig6ip Ao3um, 3acTocyBaHHS 3a NOTpebu) ctaHoBMB 48 %
MopiBHAHO 3 17 % y rpyni nnaue6o.




3acTocyBaHHA Taganainy y gosax 2,5 wmr, 5 mr 1a 10 mr 1 pa3 Ha f00Y OLiHIOBaN0CA Y X041 KNIHIYHMX JOCNIAXKeHb 3a y4acTro nauieHTiB pisHoro Biky (Big 21 go 82
POKIB) Ta PI3HUX ETHIYHUX rpyn 3 epeKTU/IbHOK AMCHYHKLIE Pi3HMX CTYMeHIB TSXKKOCTI (Nerka, cepefHs, TSXKKa) Ta Pi3HOT eTionorii. Y xoai aocnimxeHb
eheKTMBHOCTI Y 3arasibHiin nonynayiiy cepefiHbOMY KoedilieHT ycniwHmX cnpob 6ys 57 % Ta 67 % npw npuitomi Taganaginy y gosi 5 mr t1a 50 % npv npuinomi —y
[03i 2,5 Mr nopiBHAHO 3 31 % Ta 37 % y rpyni nnauye6o. Y LOCNIMKEHHAX 3a Yy4acTiO MauieHTIB i3 BTOPUHHOIO EPEKTU/IbHOIO AUCHYHKLIED WOAo aiabeTy y
cepeaHbOMY KoeiLliEHT ycnilHMX cnpob ctaHoBuB 41 % Ta 46 % npwv npuitoMi Taganadginy B 4o3i 5 Mr Ta 2,5 Mr BignoBigHO NOPiBHAHO 3 28 % Yy rpyni nnaye6o.
BifblWicTb NauieHTIB y BUMLLEHaBeAEHUX [OCNIKEHHAX paHile npuiAManu iHridiTopn ®OE-5 y pas3i notpebu. Y AOChimKeHHI MauieHTn, AKi paHilwe He
3acTocoByBan iHri6iTopy ®AOE-5, otTpumyBany Taganagin y fo3i 5 mr 1 pa3 Ha feHb Ta nnayebo. Y cepefHbOMY KOeilieHT yCriWHMX crnpob cTaHOBMB 68 % Yy
rpyni npuiiomy Taganadginy nopisHAaHo 3 52 %y rpyni nnaue6o.

Lo6poskicHa rinepnsasig nepefmixypoBoi 3a/103u

3acTocyBaHHA Taganadginy AoCNiAKyBanocs y KAiHIYHUX AOCNIIKEHHAX 3a Y4acTio NauieHTIiB i3 cUuMnToMaMm AOOPOSAKICHOT rinepnnasii nepeamixypoBoi 3anosu. Y
X041 UMX KNIHIYHMX AocnifpKeHb Taganagin B Ao03i 5 Mr npoAeMOHCTPYBaB NOKPALLEHHS CTaHy nauieHTa 3a 3ara/lbHOK MIDKHAPOAHOK LUKA/IoK MPOCTaTUUYHUX
cumnTomis (MLLTC) nopiBHAHO 3 nnaue6o. MNokpaleHHs cTaHy nauieHTta 3a MLLUMC cnocTepiranocs BXe nicns 1 TUXHA NiKyBaHHS.

Y XOpAi OfHOr0 3 LMX AOCNILXEeHb OLHIOBAIOCh K MOKPALLEHHA ePeKTUIbHOI (OYHKLIT, Tak i NocnabneHHd CMMNTOMIB JOOPOSAKICHOI rinepnasii nepesmixyposoi
3a1031 Y MauieHTiB, SKi Manv obuasa CTaHW. Y cepefHbOMY BiCOTOK YCMiLWHMX CPO6 CTaTeBOro akTy Ha OAHy 0coby B AOCNiAKeHHI cTaHoBMB 71,9 % y rpyni
npuiiomy Taganaginy B o3yBaHHi 5 mr, a B rpyni nnayebo — 48,3 %.

MigTpumMKa A0CArHYTOro ediekTy Taganadiny oOuiHioBasiacs Yy Xofi [0AaTKOBOro BiAKPUTOro AOCNI[XKEHHS, 3a pe3ynbTaTamMu SKOro 6yno BCTaHOB/IEHO, WO
MOKPALLEHHS 3a 3ara/lbHOK Mi>KHApPOAHOHO LLKA/IO MPOCTAaTUYHUX CUMMTOMIB, LLLO CMIOCTepiranoca npoTaroMm 12 TuxHiB, 36epiraeTbCs A0AATKOBO A0 1 poky nicns
NiKyBaHHA Taganagifom B f03i 5 mr.

dapmakoKiHe TVKa.

Abcop6uis

Tapanacin fo6pe BCMOKTYETLCA MIC/A NPUAOMY BHYTPIWHLO. CepefHsa MakcMmabHa KOHLUEHTpaLis B nnasMmi (Cyax) AOCATAETHCA B CEPefiHbOMY Yepe3 2 roAnHM
nicns npuinomy. A6CoNTHa 6i0A0CTYMHICTb Taganadiny nicnsa Npuinomy nepopasibHO He BCTaHOB/HOBANACh.

LLIBMAKICTb i CTyNiHb BCMOKTYBaHHS Tafanadiny He 3ai1exars Bif NpuiioMy DKi, TakKMM YMHOM, MpenapaTt MOoXHa NpuiiMaTi 3 iXXeto um 6e3 Hel. Yac npuiiomy o3u
(paHOK uYu BeYip) He MaB KNiHIYHO 3HAYYLLOr0 BMN/IMBY Ha LUBUAKICTb | CTYMNiHb BCMOKTYBaHHS.

Po3nogin

CepefHiinl 06’em po3nofiny CTaHOBUTb MPUOIN3HO 63 71, BKasytoum Ha Te, WO Taganadin po3noginseTbCs B TKaHUMHW. Mpu TepaneBTUUYHMX KOHLUEHTpauisx 94 %
Tafanainy 3B’A3yeTbCA 3 MPOTETHAMM NNa3Mu KPOBi. Ha 3B’A3yBaHHS 3 NPOTEIHAMM He BMNMBAE MNOPYLLEHHS PYHKLUiN HMPOK. MeHLwe 0,0005 % yBefeHoOT 103K 6yno
BUSABNEHO B CMepMi 340POBUX J0OPOBOILLLIB.

MeTaboni3m

Taganain metaboniyeTbca nepeBaxkHo izogopmoto 3A4 umutoxpomy P450 (CYP). OCHOBHMM LMPKY/IOKOYMM METaboNniTOM € METU/IKATEXONT/IOKYPOHIa. Lien
MeTaboniT Mae akTMBHICTbL BigHocHO PAE 5y 13 000 pasiB MeHLle, HDK Taganadin. Takum YMHOM, OYIKYETHCH, WO MeTaboniT He Oyfe BUABNATU K/IHIYHOI
aKTMBHOCTI Y KOHLEHTpaLifX, Lo CNoCcTepiralnTbCs.

BuBegeHHA

KnipeHc nepopanbHOro Taganadginy ctaHoBuTb 2,5 N/rog, a cepefHiii nepiof HaniBBMBEAEHHS — 17,5 roamHun y 300poBux cy6’ekTiB. Taganagin BUBOAUTLCS
nepeBaXKHO Y BUTNAAI HEaKTUBHUX MeTaboMITiB, BiNbLLOK MiPOK KULWEYHNKOM (MpubnmnsHo 61 % A03n) | MEHLLIOK — HUpKaMK (Maidke 36 % [03K).



dapmMaKkoKiHeTVKa Taganadiny y 340poBMX A406POBO/bLLIB NiHIAHO NponopuiiHa Yacy i gosi. B gianasoHi fo3 Big 2,5 mr go 20 mr ekcnosumuis (AUC) nigsumiLyeTbes
nponopuinHo Ao3i. MocTiiHa KOHUeHTpaLis B M1a3mi 4OCAracTbCs NPOTAroM 5 AHIB Npu LWoAeHHOMY NpUIAoMi O4MH pa3 Ha Ao06y.

Oco6/1BI rpynu NaLieHTIB

MauieHTW NiTHLOrO BiKy

3[0poBi 406POBONLLI NiITHLOrO BiKy (65 PoKiB ab0o CTapLUi) Manv HUXYI 3HaYeHHS KnipeHcy Taganadiny npy NPUROMi BHYTPILLIHBO, L0 NPWU3BOAMAMO A0 NiABULLEHHS
Ha 25 % AUC nopiBHAHO 3i 340P0BUMM J06POBO/bLAMM BiKOM 19-45 pokiB. Liel BiKOBUIA ePEKT He € K/TIHIYHO 3HaYyLLMM | He NoTpebye perytoBaHHA LO3W.
MayieH TN 3 HUPKOBOK HELOCTATHICTIO

Y xofi AocniipkeHb 3 KAIHIYHOI (hapmakosiorii i3 3acTocyBaHHAM pa3oBoi fo3u Taganaginy (5-20 mr) AUC Taganadiny npakTMyHO NOABOINAcA y NauieHTiB 3i
cnabkoro (KnipeHc KpeaTuHiHy Big 51 fo 80 mn/xB) abo nomipHo (KnipeHc KpeaTuHiHy Bif 31 4o 50 MN/XB) HUPKOBOK HELOCTATHICTIO, & TaKOX Y MauieHTiB i3
OCTaHHbLOIK CTafiel0 HMPKOBOT XBOPOOM Ha Aianisi. Y nauieHTiB, AKi 3Haxoaunucs Ha remogianisi, Cya 6yna Ha 41% BuWwa, HIXX Y 3[40POBUX LOOPOBO/BLIB.

Bnnveom remogianisy Ha BUBeeHHA Taganainy MoXHa 3HeXTyBaTu.

MauieHTN 3 NeYiHKOBOK HeLOCTATHICTIO

AUC Taganaginy y nauieHTiB 3i cnabkoto Ta MOMipHO NeYiHKOBOK HefocTaTHICTIO (Knacu A Ta B 3a wkanoto Yaiinga — M°10) € NOpiBHAHHOO 3 €KCNO3ULIED Y
3[10pOBUX A06POBONBLIB NPY 3acToCyBaHHI 403u 10 Mr. [daHi Wwoao 6e3nekun 3acTocyBaHHA Taganainy nauieHTaMm i3 TSHKKOH NeYiHKOBOK HefgocTaTHICTHO (Knac C 3a
LkKanoto Yannga — M’10) 06MexeHi. Y pasi Npu3HayveHHs npenapaty Nikap NOBUHEH YBaXKHO OLiHUTY IHAMBIAYanbHI nepeBarn/pusnkn. [aHnX LoAo 3aCTOCYBaHHS B
[03i BuLe 10 Mr nauieHTam 3 NeYiHKOBO HEOCTATHICTIO HEMAE.

MauieHTK 3 LyKpoBUM fiabeToM

AUC Taganainy y XBopux Ha LYKpoBuUiA giabet 6yna npu6amsHO Ha 19 % HmK4Ya, HDK Yy 340p0OBMX A06POBONbLLUIB. Lia pisHMUA B eKcnosuuii He noTpebdye
peryntoBaHHs f03N.

KniHiYHI XapaKTepUCTUKN.
Noka3aHHA.

JliKyBaHH$ epeKTUNbHOT ANCRPYHKLIT Y LOPOCNX YONOBIKIB.
Mpenapat eeKTUBHWIA ANA NiKyBaHHA epeKTUIbHOT AUCHYHKLIT 38 HAssBHOCTI CeKCYaslbHOT CTUMYNALIT.

JlikapcbKunii 3aCi6 He MoKasaHWii A1 3aCTOCYBaHHS YKIHKaM.

MpoTnnNoKasaHHA.

MigBuLLEHA YYTAMBICTb A0 Ait0UOT PEYOBUHM ab0 [0 iHLWMX KOMMOHEHTIB Npenapary.
CepueBi 3aXBOPHOBaHHS:
e iH(hapKT MioKapAa NpoTArom octaHHix 90 AHiB;



e HecTabifilbHa CTeHOKapAis abo CTeHOKapAis, WO BUHMKAE Mif Yac cTaTeBUX akTiB;

« CepLieBa HeJOCTaTHICTb, LLO BiAnoBigae knacy 2 a6o BuLLe 3a knacudikallieto Hbto-opkebKoi acowjiaii cepLsi, TPOTAroM 0CTaHHIX 6 MiCALLB;

¢ HEKOHTPO/LOBAHI apuTMIT, apTepiasibHa rinoteHsis (< 90/50 MM. PT. CT.) Y/ HEKOHTPO/IbOBAHa rinepTeHsis;

e IHCY/NIbT NPOTArOM OCTaHHIX 6 MiCALiB;

e [HLWI cepueBi 3aXBOPHOBAHHS, NPU AKUX CeKCyaslbHa aKTUBHICTb € HebakaHO (NiKapi MOBUHHI 3BaXKaTW Ha NMOTEHLINHWIA CepueBuiA PU3KK, acoLinoBaHUi i3

CeKCYa/lbHOI aKTUBHICTIO, Y NALEHTIB i3 CepLIEBO-CYANHHUMM 3aXBOPHOBAHHAMM B aHaMHesI).

BTpata 30py 0A4HOro oka B pe3ynbTaTi HeapTepiasbHOI MepeaHbol ieMiyHoi onTuyHOi HeiponaTii (HAMIOH) HesanexxHo Big Toro, 6yno ue MnoB’s3aHO i3
nonepeaHiM BNIMBOM iHri6iTopis PAE-5, um Hi (gmB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS).
OfHoYaCHe 3aCTOCYBaHHSI OpraHiYHMX HITpaTiB y OyAb-AKili NikapcbKii opmi (y XOAi KNiHIYHMX [ocnigpkeHb Taganadin BMSBMB BNAcTMBICTb MOCWUIIOBATM
riNOTEH3UBHWUIA ePEKT HiTpaTiB. BBaXKaeTbCH, WO Le € HAcNiAKOM KOMOIHOBAHOIO BM/MBY e(eKTIB HITpaTiB Ta Taganainy Ha wnsx okcug asoty/ urMo) (ams.
po34in «B3aemMogis 3 iHWMMM NiKapCbKUMUM 3ac06aMK Ta iHLWI BUAW B3aEMOLIN»).

OfHouacHe 3aCTOCYyBaHHA CTUMYNATOPIB ryaHinaTumkiasn, Takux sk pioyuryat (MOTEHUINHO Lie MOXe MPW3BECTU A0 CUMNTOMATUYHOI rinoTeHsil) (4uB. po3gin
«B3aemofis 3 iHLWMMK NiKapCbKMMK 3aco6amu Ta iHLLI BUAM B3aEMOAIN).

B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3aEMOSIiA.

JocnimpKeHHs Wo40 B3aEMOLii 6yno npoBefeHo 3 fo3amu 10 Mr Ta 20 Mr, faHi HafaHo Hybk4ye. KNniHiYHO 3HauyLLa B3aEMOZAIS NPK 3aCTOCYBaHHI BULLMX 403 HE MOXe
Oy TV BUK/OYEHA, AKLLIO TaKa CnocTepiranaca npu 3actocyBaHHI Taganadiny B HK4Ymx gosax (10 mr).

Bnave iHWNX nikapcbKmx 3ac06iB Ha Taganadin

IHri6iTopn unTOoXpomy CYP450

Tapanadin metabonizyetbca nepesaxxHo CY P3A4. CenektuBHuii iHri6iTop CYP3A4 — keTtakoHason (y Ao3i 200 mMr Ha fo6y) — 36inbwye AUC Taganadiny (y gosi
10 mr) y 2 pasu, a Cyygx — Ha 15 % w00 3HadeHb AUC i Cygy 0gHoro taganadiny. KetokoHason (y gosi 400 mr Ha fo6y) 36inbwye AUC Taganadiny (y gosi 20

Mr) y 4 pasun, a Cygx — Ha 22 %. PuToHasip, iHriGiTop npoteas (y fo3i 200 mr Agivi Ha go6y), wo iHrieye CYP3A4, CYP2C9, CYP2C19 1a CYP2D6, 36i/bLuye
AUC Ttaganadiny (y gosi 20 Mr) y 2 pasu, He 3MiHIOUN Cpgx. X0ua cneuudivHi B3aeMoAii He 6ynu focnifxeHi, iHLWi iHribiTopy npoTeasu, Taki AK CakBiHaBip Ta

iHWI iHri6iTopn CYP3A4, Taki AK epuTpOMILUH, KNapUTPOMILMH, ITPaKoHa30 Ta rpeingpyToBMiA CiK, CNij 3aCTOCOBYBATU 3 06EPEXKHICTIO, OCKINIbKM OYiKYETbCS,
LLL0 NPV OAHOYACHOMY 3aCTOCYBaHHI BOHM MiBMLLYBATUMYTb KOHLEHTpaLit0 Taganaginy B nnasmi Kposi. AK HacNifoK MOXe NiABMLLYBaTUCh YaCcTOTa BUHUKHEHHS
no6iYHNX peakLi (auB. po3ain «MobiuHi peakLii»).

TpaHcnopTepu

Bnnue TpaHcnopTepiB, HanpuKnag p-rnikonpoTeiHiB, Ha po3noin Taganadiny HeBIAOMMIA. TaKMM YMHOM, iCHYE IMOBIPHICTb NiKapCbKOT B3aEMOiT, 0nocepeaKoBaHOT
IHribyBaHHAM TpPaHCMOPTepIB.

IHaykTOpKU unToxpomy CYP450

IHaykTop CYP3A4 pudamniyunH 3HmKYye BennunHy AUC Taganaginy Ha 88 % nopiBHAHO 3i 3Ha4YeHHaM AUC ogHoro nuvwe taganadiny (y fosi 10 mr). MoxHa
MPUMYCTUTK, L0 TaKe 3HVXEHHS KOHLEHTpaLiT npu3Bese [0 3HWKeHHS epeKTUBHOCTI Taganadiny. OgHovacHe 3aCTocyBaHHSA IHWNX iHAYKTOpiB CY P3A4, Taknx fK
(heHoGapbiTan, PeHITOTH Ta KapbamaseriH, TaKOXX MOXKe 3HVXXYBAaTN KOHLIEHTpaLito Taganadiny B nnasmi Kposi.




Bnave Taganadiny Ha iHLi NiKapcbKi 3acotm

HiTpaTw.

Y xopi KniHivHUX gocnigpkeHs Taganagin (y gosi 5wmr, 10 mr, 20 Mr) BUSBNAB BACTMBICTb MOCU/IKOBATU MNOTEH3UBHI e(DeKTN HITpaTiB. TakuM YMHOM, 3aCTOCYBAHHSA
Taganadiny nauieHTamun, fKi OTPUMYHOTb NiKyBaHHA OpraHiYHMMK HiTpaTamMn y OyAb-siKiin hopmi, NPOTUNOKasaHo. FAKWO AN nauieHTa, SKOMY Mpu3HayYeHo
Taganain y 6yab-aki gosi (2,5-20 mr), 3acTocyBaHHSi HITpaTiB € MeAMYHOK HEeOOXIAHICTIO NpW 3arpo3MBOMY ANA XWTTA CTaHi, TO nepej 3acTOCyBaHHSM
npenaparis HITPaTIB MaE MUHYTU He MeHLUe HiXK 48 roAuH nicns ocTaHHLOro NpuiioMy Taganadiny. Y TakoMy BUNaAKy 3aCcTOCyBaHHS HiTpaTiB MOBUHHO BifbyBaTuCA
nig MegnYHUM Harng40M i3 HaleXXHUM MOHITOPUHTOM reMOAMHaMIYHX NOKa3HUKIB.

AHTUrinepTeH3MBHI NpenapaTy (B TOMY UiCAi 6OKaTOpPK KanbLieBNX KaHaniB)

IMig Yac ogHOYacHOro 3acTocyBaHHA Taganaginy (y fosi 5 mr 1 pa3 Ha goby abo y Burnagi pasosoi fo3n 20 Mmr) i3 6/10KaTopoM a-afpeHopeLenTopiB LOKCa3031HOM
(y posi 4-8 mr Ha fo6y) cnocTepiranocs 3Ha4YHe NOCUNEHHS TiNOTEH3MBHOMO e(PEKTY OCTaHHLOr0. Liei edhekT TpmBae 40 12 roAuH i MOXe NPOoSBAATUCS OKPEMUMU
CUMNTOMaMu, B TOMY 4YWCNi Yy BUrNsfi 3anaMopoyeHHs. Taka KOMOiHaLis npenapatiB He PEKOMEHAYETbCA A/ 3acToCyBaHHA (aMB. po3gin «OcobnmBOCTI
3aCTOCYBaHHSA»).

Y xofi AocnigpkeHb B3aeMOfil 3a y4yacTH) 0OMeXeHOT KiNbKOCTi 3[0poBMX [0OPOBO/bLIB HE MOBIAOMASNOCS MPO BULIEBKAa3aHi edeKTn npu OAHOYacCHOMY
3acTocyBaHHiI i3 andys3o3vHOM abo TamcynosuHoMm. Cnif 3 06epeXxHICTIO 3acTOCOBYBaTW Tafasnagin nauieHTam, fKi OTPMMYKOTb NiKyBaHHA OG/okatopamu
a-agpeHopeLenTopis, 0CO6/IMBO 0co6aM NiTHLOMO BiKY. JTiKyBaHHS CNif PO3MNOYMHATK 3 MiHIMa/IbHOr0 403yBaHHA Ta MOCTYNOBO 36iNbLUYyBaTh 403Y.

Y xofai gocnimpKeHb KNiHIYHOT (hapmMakoAnHaMiK/ BMBYaBCA MOTEHLian Taganaginy nocunoBaTh rinoTeH3MBHI e)eKT OCHOBHUX aHTUFiNepTEH3UBHUX 3aco6iB.
JocnifpKyBanncb OCHOBHI Knacu npenapariB: 6/10KaTopy KanbLieBUX KaHaiB (aMnoAuMiH), iHrGITOpM aHrioTeH3MHMNEPEeTBOPKOBA/ILHOIO lepMeHTy (eHananpwun),
6nokatopu B-agpeHopeuenTopiB (MeTonponon), TiasugHi Aiypetukn (6eHapodnyasmna) Ta 6/10KaTopy peuenTopiB aHrioTeHsnHy |l (okpemo Ta B KOMOGiHaUiT 3
Tia3ngHUMK AiypeTkamu, 6nokKaTopammn KaslbLIEBUX KaHasiB, 61i0KkaTopaMu B-afpeHopeLenTopiB Ta/abo 6okaTtopamu a-agpeHopelenTopis). Taganadin (y gosi 10
MI, KpiM JOCNiMKeHb B3aeMOfii 3 6/10kaTopaMuy peLenTopiB aHrioTeH3nHy |l Ta amiogmniHoM, e BUBYaBCA eheKT [031 20 Mr) He BUAB/AB 3HAYYLLOT B3aEMOAIT i3
BULLLE3a3HAYEHMMW KlacaMuy NiKapCbKMX 3ac006iB. Y X0oAi IHLIOro AOCNIMKEHHS KNiHIYHOT (hapMaKonorii BUBYanocs CynyTHE 3acTocyBaHHS Taganadginy (y fosi 20 mr)
3 [eKi/IbKoMa rinoTeH3MBHUMK npenapaTaMmu (4O YOTUPLOX). Y NauieHTiB, AKi NpuiMann AeKifbka aHTUrinepTeH3nBHUX 3aco06iB, 3MiHW apTepiaslbHOro TUCKY
3aexanu Bif, PiBHA KOHTPO/IKO apTepiasibHOro TUCKY. TakMM YMHOM, Y MauieHTiB 3 406pe KOHTPO/bOBAHO TiNepTeH3IED 3HMKEHHA TUCKY OYN10 HEe3HaYHUM Ta
BIAMOBIAaN0 TakOMy Yy 3[0POBUX A0OPOBO/MBLIB. Y MaLi€HTIB 3 BaXXKO KOHTPO/bOBAHOK apTepiaslbHOK TiNepTeH3iEr CMoCTepiranoch O6ifblle 3HUKEHHS
apTepiaibHOro TUCKY, Xo4a y 61/IbLLIOCTI XBOPUX 3HVXEHHS TUCKY HE CYNpPOBOKYBa/10Ch TMOTEH3UBHVMU CUMMTOMAaMK. Y NauieHTiB, AKi OTPUMYIOTb OLHOYACHY
Tepanito aHTUriNepTEH3MBHUMM NiKapCbKMMK 3aco6amm, 3aCTOCyBaHHS Taganaginy B Ao3i 20 Mr MOXe Npu3BoAUTU [0 3HUMXKEHHS apTepiasibHOro TUCKY, ke (Kpim
BMMaAKY OAHOYACHOIO 3aCTOCYBaHHS i3 6/10KaTopamu 0-apeHOPEeLenTopPiB) € HE3HAYHUM Ta KNIHIYHO He3HauyLWMM. AHani3 gaHux 3 asu KNiHIYHOro JOCNiIKEHHS
He BUSABUB Pi3HMLI Y NOBGIYHNX peakuifax, WO BUHUKAIN Y NALIEHTIB, AKi OTPUMYBa/IN JTIKYBaHHA Taganadisiom i3 04HOYAaCHUM 3aCTOCYBaHHAM aHTUTINePTEH3UBHUX
3aco06iB Ta NiKyBaHHS TifIbK1 Taganadinom. Hessaxkaroum Ha Le, HeOOXiAHO HaJaBaTW BiAMOBIAHI PeKOMeHAaLiT LWOo40 MOX/IUBOIO 3HUKEHHS apTepiaslbHOro TUCKY
nawieHTam, AKi iKY TbCA FINMOTEH3MBHUMM NIKAPCbKUMU 3acobamn Ta Taganadisiom.

PiouuryaT

Y Xofi AOKNIHIYHMX AOCNiMKEHb OYB BUABNEHUA afUTUBHWUIA TiNOTEH3MBHMIA e(eKT NpyY 0AHOYACHOMY 3aCTOCYBaHHI iHri6iTopis ®LAE-S 3 pioyuryatom. Y xopi
KNiHIYHUX JocnifkeHb Oyno BUABMNEHO, WO pioumryar nocute rinoTeH3uBHY Aito iHribiTopis ®AE-5. He 6yno AokasiB CPUATIMBONO KNIHIYHOIO eekTy uiel
KOMGiHaUiT y gocnimkysaHiin nonynauii. OgHoyacHe 3acTocyBaHHSA piouuryarty 3 iHriéitopamu ®E-5, B TOMy umchi 3 TaganaginomM, NpoTUNoKasaHo (AUB. po3gin
«[TpOTUMNOKA3aHHSA»).

IHri6iTopK 5-0-peaykTasu

Y xofi KNiHIYHOro A0oCNiIKEHHS, B SKOMY NOPIBHIOBA/IOCA OAHOYaCHe 3acToCyBaHHA Taganaginy (y fo3si 5 mr) Ta giHactepuay (y fo3i 5 mr) i3 npuitiomom nnauebo




Ta (piHacTepuay (y £o3i 5 Mr) An9 YCYHEHHA CMMNTOMIB AOBPOSAKICHOT rinepnnasii nepegmixypoBoi 3a1031, He 6YN0 BUSBIEHO XOAHUX HOBUX NOGIYHMX peakLii.
MpoTe, OCKiNbKM BNacHe AOCMIIKEHHA B3aEMO/IT NiKapCbKMX 3ac06iB 3 METOK OLiHKK etheKTiB Taganadiny Ta iHribiTopis 5-0-pefyKTasn He NPOBOAWMNOCSH, Cif 3
06epeXkHICTHO 3acTOCOBYBaTM Taganagin nauieHTam, aKi OTPUMYIOTb NliKyBaHHSA iHribiTopamu 5-a-peayKTasu.

Cy6cTpaTun CYP1A2 (Hanpuknag TeodiniH)

Y xofi AoCnifpKeHHs KniHiYyHOT apmakonorii npu npuitomi Taganadiny (y gosi 10 mr) 3 TeodiniHOM (HeceneKTMBHMM iHriGiTopoM (phocthomiecTepasmn) He
crocTepiranocs HifKol (papMakoKiHETUYHOIT B3aEMOAIT. EANHUM (hapMakoAMHaMIYHUM eqeKTOM Oy/10 HesHayHe MiABULLEHHA cepuesoro putMmy (3,5 yaapa/xs).
HeobxifHO BpaxoByBaTN MOX/IMBICTb BUHUKHEHHS LIbOro e(PeKTy Mpu 04HOYaCHOMY 3aCTOCYBaHHI Taganadiny Ta TeodiniHy, He3BaKarouM Ha Te, LWO BiH He Mae
KNIHIYHOT 3HaYYLLIOCTI.

ETwuHinecTpagion Ta TepbyTaniH

Taganadin nigsuulyBaB 6i0f0CTYMNHICTb MNepopasibHUX NiKapCbKMX (DOPM 3 eTUHinecTpadioniom. Take 36i/bLUeHHA 6i040CTYMHOCTI MOXKHa O4iKyBaTW Mpu
0fHOYaCHOMY 3aCTOCYBaHHI 3 TepOyTaniHOM, X04a KAIHIYHI HacMiaKK Li€i KOMBIHaLiT HeBiLOMI.

AKorosnb

BXXnBaHHS ankorosto (cepefHs MakcuMmanibHa KoHueHTpauis 0,08 %) He BhMBanO Ha OfHOYacHe 3acTocyBaHHA Taganadiny (y Aosi 10 abo 20 mr). TakoX He
crnocTepiranocs 3MiH KOHUeHTpauil Taganaginy npoTarom HacTynHMX 3 rOAMH NicAs AOro 0f4HOYACHOr0 NPUIAOMY 3 ankorosieM. AIKOro/b BXXUBaIN TaKUM YMHOM,
W06 AOCATHYTU MaKCUManbHOMO PiBHA abcopbuii ankoronto (MpuiioM HaTwe Nicns HIYHOrO ronoAyBaHHS Ta 6e3 Npuitomy Ki NPOTAroOM 2 roAMH NICNS BXUBaHHS
ankoronto). Mpuitom Taganadginy (y aosi 20 Mr) He NPU3BOAMB [0 CTAaTUCTUYHO 3HAYYLLLOTO 3HUXKEHHS apTepiasibHOro TUCKY Ha T/i BXMBaHHA ankoronto (0,7 r/kr,
abo npn6sm3Ho 180 mn 40 % ankorosito 414 Yonosika 3 Baroto Tifia 80 Kr), NpoTe y AesKMX MaLieHTIB CNoCTepiranoca nocTypasbHe 3anaMmopoyeHHs | opTocTaTuyHa
rinoteHsis. Mpuiiom Taganainy Ha TNi HMWKYMX 03 ankoronto (0,6 r/Kr) He CNpUYMHAB apTepiasibHOT FiNOTEH3IT, a 3anaMOopOYeHHs CrocTepiranocs 3 TIEH X
4acTOTOHO, L0 i NPV NPUIROMI O4HOr0 a/IKOrot0. BrvB afikoronko Ha nisHaBasibHi YHKLiT He MOCKIOBABCS NPKU 04HOYaCHOMY 3acToCcyBaHHI Taganadiny (y gosi 10
Mr).

Jlikapcbki 3aco6u, Lo MeTaboni3ytoThes 3a y4acTH uuToxpomy P-450

He ouikyeTbCs, WO Taganadin CnpuUnMHATAME KIHIYHO 3HAJYLLe IHribyBaHHA UM IHAYKYBaHHSA KNipeHCy NiKapcbKuX 3acobiB, L0 MeTaboni3ykoTbes i3ogopmamu
CYP450. ¥ xoai KniHivYHNX gocnigpkeHb 6y1o 4oBeAeHo, Wo Taganadin He iHribye i He iHAyKye i3oopmu CYP450,y 1. 4. CYP3A4, CYP1A2, CYP2D6, CYP2E]L,
CYP2C9 ta CYP2C109.

Cy6cTpaTun CYP2C9 (Hanpuknag R-BaptapuH)

Taganadin (y go3i 10 mr ta 20 Mr) He BUABNSAB KNiHIYHO 3HauyLLoro etekty Ha AUC S-BapthapvHy umn R-BapdapuHy (cy6ctpat CY P2C9), a TakoX He MaB BMN/MBY
Ha NPOTPOMGIHOBWIA Yac, iHAYKOBaHWIA BaphapvHOM.

AueTuncaniyunosa KicnoTa

Taganadin (y aosi 10 mr Ta 20 Mr) He NOTEHL,iFOBaB 30i/bLLIEHHS Yacy KPOBOTEYI, CIPUYMHEHOT aLeTUACaNiLMN0BO KUC/IOTOH).

MpoTuaiabeTHuHI NiKkapcbKi 3acotm

CneundiyHi gocnigpkeHHa B3aemogii Taganadiny i3 npoTngiabeTMYHMMM NiKapCbKMMM 3aC06aMu He MPOBOAMIIUCS.

Oco6MBOCTI 3aCTOCYBAHHSA.

Mepen 3acToOCyBaHHAM rMpernapaty fikapto cnig 3ibpatv MeauyHWA aHamHe3 | MPOBECTU OOCTEXEHHSI (I3MYHOro CTaHy MauieHTa, BU3HAYMTU MOTEHLiVHI
NePLUONPUYMHI ePEKTUIbHOT AUCHYHKLIT Ta NPU3HAYMTY BiLNOBIAHWIA KypC NIKYBaHHS.



Mepen NpU3HAYEHHAM By Ab-SKOTO /TiKYBaHHA epeKTUNbHOT ANCHYHKLIT Cnif BpaxyBaTu CTaH CepLeBO-CYAMHHOT CUCTEMW NalieHTa, OCKINIbKM iICHYE MEBHUIA CTYNiHb
CepueBoro pu3nky, acouinoBaHWA i3 CeKCcyaslbHOKH aKTMBHICTHO. Taganadin BUABNSAE CYAMHOPO3LWIMPIOBa/IbHUIA e(DeKT, L0 MOXe NPU3BOAUTM [0 He3Ha4yHoro i
TPaH3UTOPHOIO 3HWXKEHHS apTepiasibHOro TUCKY (AMB. po3ain «PapmMakonorivyHi BNaCTMBOCTI») Ta MOTEHLIOBAHHA TNOTEH3MBHOIO eqeKTy HITpaTiB (4AMB. po3Ain
«[TPOTUMNOKA3AHHSA»).

OuiHKa epeKTUNbHOI AMCHYHKLUIT MOBMHHA BK/OYATW BU3HAYEHHS MOTEHUINHOT NepLIonpuuMHM Ta  Ti HaneXHe NiKyBaHHS Micns BiAMOBIAHOMO MeAMYHOro
06CTeXeHHsA. HeBifomo, un € edekTVBHUM Tafanadin AN NauieHTiB, AKi NepeHec/in orepauito Ha TasoBMX KICTKax abo pagmkasibHy NpocTaTekToMito 6e3
36epeXXeHHst HepBIB.

Bnnue Ha cepLeBo-CyanHHY CUCTEMY

Y xoAi KNiHiYHMX JoCNigpKeHb Ta MicNspeecTpauiiHOro 3acTocyBaHHs Taganainy nosifoMAAN0CS NPO Ceprio3Hi ABKMLLa 3 BOKY CepLeBO-CYANUHHOI CUCTEMM, B TOMY
ymcni Npo iHapKT Miokapda, panToBy CepueBy CMepPTb, HeCTabiflbHY CTEHOKapAito, LWIYHOUKOBY apUTMIt0, MOPYLLUEHHS MO3KOBOIO KPOBOOOIry, TPaH3UTOPHY
iLeMiyHy ataky, 6ifb y rpyasx, cepuebuTtTa Ta Taxikapgito. BinbwicTe NauieHTiB, y AKX cnocTepiranmca Taki No6ivHi peakuii, Mann (akTopu pusmky 3 60Ky
CepLieBO-CYAMHHOI cuctemu. BogHouac Hapasi HEMOX/IMBO TOYHO BCTAHOBUTH, UM BULLEBKA3aHi ABULLA NOB’A3aHi i3 (pakTopaMu py3KnKy, 3aCTOCYyBaHHAM Taganaginy,

CEKCYya/lbHO0 aKTMBHICTHO MaLjieHTiB abo i3 KOMOIHALLIED X UM IHLLMX (haKTopiB. _
JlikapcbKuid 3aci6 3aCTOCOBYBATU 3 06EPEXHICTIO NallieHTam, fkKi MPUIUMatoTb 01-6/10KaToOpU, TOMY L0 Y AESKUX XBOPUX OHOYACHWI NPUIAOM LX 3aco6iB MOXe

NPU3BECTM 40 CUMNTOMATUYHOI TinoTeHsii (avB. po3gin «B3aemogis 3 iHWMMM NiKapCbKMMK 3acobamy Ta iHLWI BMAM B3aEMOLiN»). KOMOGiHOBaHe 3aCTOCYBaHHS
Tafanainy Ta OKCa3031HY He PEKOMEHYETHCA.

Bname Ha opraHu 3opy

MoBigoMNANOCS NPO BUMaAKM MOTiPLUEHHA 30pYy Ta HeapTepiasibHy MepeaHto iwemMiyHy onTuyHy Herponatito (HAMIOH) nig yac 3acTocyBaHHs Taganainy Ta
iHWKMX iHridiTopis ®AE-5. Y pa3i panToBoi BTpaTV 30py NawieHT NOBUHEH HeraiHO MPUMUHUTI 3aCTOCYBaHHS Npenapary Ta 3BepHYTUCA 3a MeAMYHOI LOMOMOroH
(amB. po3gin «MpoTrnoKasaHH:»).

Bnnue Ha opranu cnyxy

Micna 3acTocyBaHHA Taganaginy noifoMsN0CA NPO BUMAAKM panToBOT BTPATK CAyxy. Xouay [AesKuX Bunagkax 6ynm NpucyTHI iHWI dakTopyu pusnky (Taki siK
NITHIW BIK, #iabeT, rinepToHIA Ta BTpaTa CyXy B aHaMHe3i), NauieHT NOBMHEH HeramHo 3BEPHYTUCA 3a MeAMYHOK AO0MOMOroH Yy pasi panToBOro 3HMXXEHHS abo
BTpaTu Cnyxy.

Pu3uk npianiamy

MaujeHTam, y AKUX BUHUKAIOTb epekLii, Wo TpMBaroTb 4 roAnHu abo 6inblue, Cif HeraiHo 3BepPTaTUCs 3a MeAUYHOK A0Momorot. AKWo He 6yfe HeraiHo
MPOBEAEHO NIIKYBaHHA Npianiamy, TO Lie MOXe MPU3BECTU 0 YLIKO[XKEHHS TKAHWH CTaTeBOro YieHa Ta J0BrocTPOKOBOT BTPATH MOTEHLLI.

MpenapaT cnif, 3aCTOCOBYBATW 3 06EPEXHICTIO MaLlieHTaM 3 aHaTOMIYHUMM fedpopMaLliiMn CTaTEBOro YieHa (TakKMMU SiK KyTOBe BUKPUB/EHHS, KaBepHO3HNIA (hibpo3
abo xBopoba MeinpoHi) um nauieHTam, AKi MatoTb CTaHW, L0 MOXYTb CNIPUATY Npiani3mMy (Taki SK cepnonogibHOKNITUHHA aHeMisi, Mie/IOMHa XBOPO6a Ymn NerkeMmis).
3acTocyBaHHs nayieHTam 3 NopyLeHHAM (YHKLINA NeYiHKm

[JaHi wopao 6e3neyHoCTi 3acToCyBaHHS Tadanadiny nauieHTam i3 TSXKKOK MeviHKoBOK HegocTaTHicTIO (knac C 3a WwKanow Yainga — MN°10) o6MexeHi. Y pasi
3aCTOCyBaHHA npenapaTy TakuM naujieHTam, CNif peTesibHO OUIHWUTK IHAMBIAYaNIbHI NepeBarn/pusnkn Tepanii.

OfiHovacHe 3acTOoCyBaHHs 3 iHribiTopamn CYP3A4

Mpenapart cnif 3acTocoBYBaTU 3 06EPEXHICTIO NalieHTaM, AKi NpuiiMatoTh iHriGiTopu CY P3A4 (puToHaBIp, cakBiHaBip, KETOKOHA30/1, iTPaKOHA30/1, epUTPOMILLMH),
OCKi/IbK/ NPV 0HOYaCHOMY 3aCTOCyBaHHI i3 TaganadinoMm crnocTepiracTbCa 30ibLUEHHS MOr0 KOHUEHTpauii (avB. po3din «B3aemogis 3 iHWMMKN NiKapCbKUMM
3acob6amu Ta iHLLi BUAW B3aEMOLIN»).

OfHouacHe 3aCTOCYBaHHSA 3 IHLIVMU NiKApCbK1MU 3ac06amMm /15 iKYyBaHHA ePeKTUNbHOT ANCRYHKLT

besneka Ta e()eKTUBHICTb 3aCTOCYBaHHA Taganadiny B KOM6iHaLiT 3 iHWUMK iHriGiTopamy ®LE-S abo iHWMMKM 3ac06aMu A5 TIKYBaHHSA ePeKTUIbHOT ANCHYHKLIT He
[OCNIKYBa/INCh, TOMY 3aCTOCYBaHHS NOA4IGHMX KOMOIHAL i He peKOMEHAYETLCS.



3acTocyBaHHSA naLieHTam 3 HeMepeHoCUMICTHO ra/lak To3u
MpenapaT MICTUTb NakKTO3y, TOMY MOro He Cnif 3acTOCOBYBaTW MaujieHTam i3 PiAKICHAMM CnagkKoBUMKW opmMaMu HenepeHOCMMOCTI ranakTo3u, CUHAPOMOM
[/II0K030-ranakTo3HOT Masibabcopbuii Ta fediumToM naktasm Jlanna.

Bnnune Ha epTUNbHICTb

EcpekTn, o MOXyYTb BKa3yBaTu Ha MoripLUeHHs hepTUIbHOCTI, BigMmivanmca y cobak. Y Xofi ABOX KNiHIYHWUX JoCnigKeHb By/0 BCTAHOB/IEHO, WO TaKuiA e(heKT He
OYIKYETbCS Y NHOAEN, X0Ua 'y OKPEMMX YOMOBIKIB CMOCTEPIranocs 3HMKEHHS KOHLEHTpaLiT cnepmu (aue. po3ain «dapmakonoriyHi BacTUBOCTI»).

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyaato.
MpenapaT He NPU3HAYeHWI 419 3aCTOCYBaHHS XXIHKaM.
BariTHicTb

[aHi gocnifpkeHb LWOAO 3aCTOCyBaHHA Taganadiny BariTHUM XXiHKaM 06MeXeHi. [oCMifpKeHHA Ha TBapuUHaxX He BUABWIM MPAMOro abo Hernpamoro LWKIiA/MBOro
BM/MBY Ha BariTHICTb, PO3BUTOK eMbpioHa abo nioga, poAmn Ta NOCTHaTa/IbHUIA PO3BUTOK.

["ooyBaHHS rpyaato

HasBHi (hapmMakoAMHaMIYHI/TOKCUKONONIYHI JaHi CTOCOBHO TBapuH CBifyaTb MPO €eKCKpeuito Taganadiny B MOMOKO. PU3MK AN HEMOBMATU Ha rpyaHOMY
BUrOA0BYBaHHI He C/ij BUKHOYaTK.

34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii Npy KepyBaHHI aBTOTPaHCNOPTOM abo iHLWMMKU MeXaHi3mamu.

Bnnve Taganadiny Ha 34aTHICTL KepyBaTy aBTOTPAHCNOPTOM ab0 iHLIMMK MeXaHi3MaMmn He3Ha4yHWIA. Xo4a YacToTa MoBiJOM/IEHb NP0 ABMLLA 3aNaMOPOYeHHs Y XOgi
KNIHIYHUX [OCNiMKEHb i3 3aCTOCYBaHHAM Mnauebo Ta y Xo4i KNiHIYHMX JOCNi[XKeHb i3 3aCToCyBaHHAM Taganaginy 6yna nogibHo, nauieHTam Chif 3HaTV CBOKO
iHAMBIAYaNbHY peakLito Ha npenapaTt, NepLl HiXX KepyBaTh aBTOTPAHCNOPTOM ab0 IHLLIMMK MeXaHi3MaMu.

Cniocib 3acTocyBaHHA Ta [03Mu.

Mpenapat Npu3HaYeHWin 41 NepopanbHOro 3acTocyBaHHS. TabneTkn MoXKHa npuiiMaty 3a 30 XBUAWH Mepes, 04iKyBaHOK CEKCYaslbHOI aKTUBHICTHO HE3aNIeXHO Bif,
npunomy Ki.



PekomeHf0BaHa fo3a Taganaginy craHoBuTb 10 Mmr (3acTocoByBaTV npernapatn Taganadiny y BiAMNOBIAHOMY [03yBaHHI) Mnepes OYiKyBaHOK CeKCyaslbHO
aKTUBHICTIO.

MauieHTam, y akux Taganadin y fo3i 10 Mr He BUABSE 6axXaHOro etheKTy, NpenapaT MOXHa 3aCTOCOBYBaTK Y A03i 20 MT.

MakcumasibHa pekoMeHJ0BaHa YacToTa npuiiomy — 1 pa3 Ha ooy.

Taganadiny gosi 10 mr ta 20 Mr He peKOMeH/0BaHWI AN LWOAEHHOr 0 3aCTOCYBaHHS.

AKLLO NepefbayacTbCs YacTe 3aCTOCYBaHHSA NIKapCbKOro 3acoby (MpUHaiMHI ABIYi HA TXKAEHb), PEXUM LLOAEHHOI0 3aCTOCYBaHHA Biflbll HU3bKMX [03 Taganaginy
MOXe 6yTu 6ifbll AOLINIBHUM, BUXOAAYM 3 BUOOPY NauieHTa Ta pilleHHs nikapsa. Ana TakuxX nauieHTiB peKkoMeHA0BaHa fjo3a CTaHOBUTb 5 Mr/goby (3acTocoByBaTty
npenapaty Taganadginy y BignoBigHOMY [03yBaHHI) NPUOGAN3HO B OAMH i TOM camuii yac. [lo3y MOXHa 3mMeHLWyBaTh 10 2,5 mr/aoby (3acTocoByBaTV npenapaTtu
Taganainy y BiANOBIAHOMY [03YyBaHHI), BUXOAAYMN 3 IHAMBILY&IbHOT TOMEPAHTHOCTI. [OUiNbHICTb TPMBAIOr0 LWOAEHHOIO 3aCTOCYBaHHA Chif MepiofnyHO
nepeoLiHIOBaTH.

Y0/10BiKM NiTHLOrO BiKY

BifCyTHA HEOOXILHICTb Y KOPEKL,iT 403YBaHHS.

Uon0BiKM 3 NOPYLUEHHAM (PYHKLiA HUPOK

BifcyTHA HeOOXIAHICTb Y KOPeKLiT 403yBaHHA 415 NaLieHTIB i3 C1abKoto Ta MOMIPHOK HUPKOBOK HELOCTATHICTHO.

[N nauieHTiB i3 TAXKOK HMPKOBOK HeJOCTATHICTIO MakCUMa/ibHa peKOMeH0BaHa [03a CTaHoBMTb 10 Mr (3acTOCOBYBaTuM npenapaty Taganaginy y BignosigHOMY
[l03yBaHHI).

YonoBikM 3 NOPYLLEHHAM (PYHKLi/ NeYiHKK

Takum nawjieHTam pekomeHAYeTbCA fo3a 10 Mr (3acTOCOBYBaTW Npenapaty Taganadginy y BignosigHOMY [03yBaHHI).

KniHiyHi gaHi wopao 6e3neyHocTi 3acTocyBaHHsA Taganaginy Ans nauieHTIB i3 TSHXKOK NeviHKOBOK HegocTaTHIcTHo (Knac C 3a wkasoto Yainnga — M°10) 06MexeHi; y
pasi 3aCTOCYBaHHSA NiKap NOBMHEH PeTeNbHO OLiHMTK IHAMBIAYa/IbHI NepeBaru/pusnkn. Hemae gaHux WoA0 3aCcToCyBaHHSA Taganadiny y fo3i suwe 10 Mr nagieHTam
3 NeYiHKOBO HEAOCTATHICTHO.

YonoBiku 3 LyKpOBUM fiabeToMm

BifcyTHA HeOOXIAHICTb Y KOPeKLiT 403yBaHHS.

aiTn.

Hemae gaHux Wo40 3acTocyBaHHA Taganadiny AiTaM Ans NikyBaHHA epeKTUNbHOT AUCHYHKLIT.

Nepeno3yBaHHS.

CumnTomu. Mpu ofHOPa30BOMY 3aCTOCYBaHHI 340pOBMMY L0OPOBONLUAMKU Taganaginy B Aosi Ao 500 mr Ta npu 6aratopa3oBOMY 3aCTOCYBaHHI MauieHTaMm
Taganainy y fosi 4o 100 Mr Ha fo6y nobiyHi peakuil 6ynn aHanorivyHi TMM, WO CNOCTepirainca Npu 3aCcTocyBaHHI MEHLUMX 403 Taganadiny.
NikyBaHH$1. Y pasi nepeao3yBaHHA C/if NPOBOAUTU CUMNTOMATMYHY Ta NiATPUMYBanbHY Tepanito. Femogiania Mae He3HauHWIA BB Ha BUBEAEHHS Taganadiny.



Mo6iyHiI peakuil.

HebaxaHumy ethektamu, Npo AKi NOBIJOMIANOCA HalvacTile Npu NiKyBaHHI epeKTUNbHOT AUCRYHKLIT, 6ynn ronoBHUA 6inb, gucnencis, 6inb y CrvHI, Mianris,
4acTOTa BUHUKHEHHS AKX 3pocTana i3 36ibleHHAM f03u1 Taganadginy. MobivHi peakyii 6yiv KOPOTKOTPUBAIMMU, Bif, NErKUX A0 NMOMIPHUX.

[Ns OLiHKM 4acTOTN BUHUKHEHHS MOBIYHNX peakLiin BUKOPUCTOBYHOTh TaKy Knacudikauito: ay»e yvacto (= 1/10), yacto (Big = 1/100 go < 1/10), HeuvacTo (Big = 1
/1000 po < 1/100), pigko (Big = 1/10000 go < 1/2000), ay»xe pigko (< 1/10000), HeBifOMO (4aCTOTY HEMOX/IMBO OLIHUTYK Ha NiACTaBi HAABHUX JaHUX).

3 60Ky IMYHHOT CUCTEMM:

HEeYacTo — peakLiii rinepuyTAUBOCTI; PifIKO — aHFIOHEBPOTUYHIIA HABPAKZ.

3 60Ky HEpBOBOT CUCTEMMU:

4acTo — rOfIOBHUIA GiNlb; HEYaCTO — 3aMaMOPOYEHHS; PiAKO — MOPYLLEHHS MO3KOBOro KpoBooGiryl (y Tomy umcni remopariuHi siBuLia) Ta TPaAH3UTOPHI iLIeMiuHi
aTakul, HenpUTOMHICTb, MirpeHb2, Cy10MM, TPAH3UTOPHA aMHE3is.

3 60Ky opraHis 30py:

HeYyacTo — 3aTyMaHeHHs 30py, BifuyTTsa 60110 B 04ax; PifKo — BidyanbHWI fedeKT nons, Habpsk MoBiK, rinepemis KOH’HOHKTMBK, HeapTepiasibHa NepegHs ilemivyHa
onTuyHa Heiponartia (HAMIOH)2, okNt03is BEH CiTKIBKUZ.

3 60Ky opraHis cnyxy Ta pisHoBaru:

HeyacTo — A3BiH Y ByXax; pigKo — panTtosa BTpaTa C/yxy.

3 60Ky CcepLeBO-CYAMHHOT CUCTEMM:

4aCTO — MPUM/MBY; HEYACTO — apTepiasibHa FinoTeHsis3, apTepianbHa rinepTeHsis, Taxikapais, nanbniTauis; pigko — iHhapKT Miokapaa, HecTabiflbHa CTeHOKapAisZ,
BEHTPUKY/SIpHA apUTMis2.

3 60Ky AnxaNbHOI CUCTEMU, OpraHis rpyAHOT KNITKW Ta CepefoCTIiHHSA:

4acTo — 3aKNafeHiCTb HOCa; HeYacTo — 3aJMLLIKa, HOCOBa KPOBOTEYA.

3 60Ky TpaBHOro TPakTy:

4acTo — AMCNencisi; HewacTo — 6iNlb Y XMBOTI, HYA0Ta, 6/1H0BaHHS, racTpoe3odareasbHUin peditoKc.

3 60Ky LUKIpW Ta NigLWKIPHOT KNiTKOBUHMK:

HEYacTo — BUCUMNAHHS; PiAKO — KPOMUB’AHKa, CUHApPoM CTiBeHca — [XKOHCOHaZ, ekcthoniaTUBHUI iepMaTuTZ, rineprigpos (HaamipHe NOTOBUAINEHHS).

3 60Ky HMPOK Ta Ce4OBUAINbHUX LUNAXIB:

HeyacTo — remMaTypis.

3 60Ky KICTKOBO-M’30BOr0 anapaTy Ta Crno/y4yHOT TKaHUHU:

4acTo — 6iNb Yy CNWHI Ta KiHUiBKaX, Mianris.

3 60Ky penpoayKTUBHOT CUCTEMMU Ta MOMIOYHUX 3a/103:
HeyacTo — NoJOBXXeHa epeKLisi; pigKo — npianiamM, KpoBOTeYa 3i CTaTeBOro YsieHa, reMocrnepmis.

3arasnibHi posnagu:



HeYacTo — 6ifb y rpyasxl, nepudepnuHi Habpsaku, NigBuLLEHa BTOM/OBAHICTb; PifIko — HABPAK 06/1MYYs2, panToBa cepLieBa cMepTbl:2,

1 Binbwicts NaLieHTiB, Y AKMX CrocTepiranuca Taki NobiyHi peakwii, Mann akTopy pusnky 3 60Ky cepLeBo-CYANHHOT CUCTEMN.
2 MoGiyi peakuii, Npo AKi NOBILOMISIOCA Mif Yac NOCTMAPKETMHIOBUX AOCNIMKEHb Ta AKi HE CNOCTepiranncs B Xo4i Nnaue60-KOHTPOIbOBAHMX KNIHIYHUX AOCIIKEHb.
3 yacriwwe NoBIAOMNANOCA Y pa3i 3aCTOCYBaHHS Tadanaginy pasom 3 aHTUriNepTEH3UBHUMM 3acobamu.

OkpeMi No6iYyHi peakLil.

MoBif4OMAANOCH MPO TPOXM BULLY 4acTOTy 3MiH Ha EKI, HailyacTilwe — nNpo CMHYCOBY Gpafuvkapgito, Yy nauieHTis, ki oTpuMmyBann Taganadin 1 pa3 Ha foby,
MOPIBHSHO 3 TAKO Y NaLieHTIB, AKi npuiimMany nnaue6o. binblwicTb 3MiH Ha EKI™ He 6ynv NoB’s3aHi i3 NPOSBOM NOGIYHMX peakLii.

Oco6mBi rpynu nawyieHTIB.

[aHi CTOCOBHO 3acToCyBaHHA Tafanadiny nauyieHTam BIiKOM MoHaf 65 pokKiB y X041 KNIHIYHUX AOCAIMKEHb A5 NIKYBAHHA ePeKTUNbHOT AUCHYHKLIT 0OMeXeHI. Y
X041 KNiHIYHMX JOCNi[pKeHb Mif Yac 3acTocyBaHHs Taganadiny 3a notpe6oto (B fo3i 20 Mr) AN NikyBaHHA epPeKTUNbHOT AMCHYHKLUIT Alapes yacTile BUHMKana y
nauieHTiB BIKOM NnoHag, 65 pokis.

MoBiAOMNEHHSA NPO NifO3PtOBaHI NOBIYHI peakuii.

[MoBiAOMIEHHS NPO NiA03PHOBaHI NOBGIYHI peakuil, WO BUHUKAM MiCNs peecTpauii NiKapcbKOro 3acoby, € HaasBuyaiHO BaxximBumn. Lle gae 3mory nocTiiHO
crocTepirati 3a CniBifHOLUEHHAM KOPUCTL/PU3MK MPU 3aCTOCYBaHHI /liKapCbKOro 3acoby. lMpauiBHUKIB CUCTEMU OXOPOHW 3[40POB’A MPOCATH MOBIAOMAATU MPO
Oyfb-AKi Nifo3proBaHi MOBIYHI peakLil Yepes HalioHa/IbHY CUCTeMY (hapMaKOoHarnagy.

TepMiH NpUAATHOCTI.

3 POKMW.

YM0BM 36epiraHHs.

36epiratv Npu TeMnepaTypi He BuLe 25 °C B OpuriHa/bHIM YNakoBLi Ta HeAOCTYMHOMY AN AiTel MiCLi.

YnakoBKa.

Mo 2 abo 4 TabneTku B 6nicTepi; No 1 abo 2 6nicTepn B KAPTOHHI KOPOOLI.

KaTteropis Bignycky.



3a peuenTom.

Bupo6HMK.
YOPNOMEONLUNH INAYCAH. BE TIXK. A.LL. /

WORLD MEDICINE ILAC SAN. VETIC. A.S.

Micue3HaxomkeHHs BUPOOHMKaA Ta afpeca MicLs NPOBafYKEHHS MOro AisiNIbHOCTI.

15 Temmy3 Maxannewwui Jxami Mony Dxanaeci Ne50 Moxewuni Barmkunap/Ctambyn, TypeyunHa /
15 Temmuz Mahalles Cami Y olu Caddesi No:50 Gunesli Bagcilar/Istanbul, Turkey.

3as1BHUK.
TOB «YOPNA4 MEONLUNH», YkpaiHa /
WORLD MEDICINE, LLC, Ukraine.



