IHCTPYKIOIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

CIAIIIC®
(CIALIS®)
Cknao:
Oitoua pevosuHa: Taganadin;
1 TabrmeTka MicTuTh 20 Mr Tamanadiny;

donomidxcHi peyoguHU: JTAKTO3U MOHOTIAPAT, TiIPOKCUIIPOIIINILIE0JI03a, HaTPito
KpPOCKapMeJio3a, HaTpilo Taypusicyabdar, [esoio3a MiKpoKprACTalidYHa, MarHilo cTeapar;
00010HKa TabnmeTKu: cymim 6apBHUKIB xkoBTa 32K12884 (;1akTo3u MOHOTIApaT, rimpoMeno3a
HPMC 2910, Tutany miokcun (E 171), Tpuatietus, 3aniza okcup xkKoBtuu (E 172)); Tansk.

JIikapcbka ¢opma. TabmeTKH, BKPUTI IITiBKOBOIO 000JI0HKOIO.

OcHo8HI (i3uko-ximiuHi 81acmusocmi: TabNeTKH, BKPUTI IIiBKOBOIO 000JI0HKOI0, 2KOBTOT'0 KOITLOPY
Ta Murpanenonioxoi opmu, 3 TucHeHHIM «C20».

dapMmakoTepaneBTHYHA rpyna. 3acobu [jis JiKyBaHHS IOpPYyIIeHb epekiii. Tagamadin.

Kog ATX G04B EO08.

®apMakoI0riyHi B1aCTHBOCTI.
®apmaxkoduHamika.

MexaHi3M mil

Tapanadin € ceneKTUBHUM 000POTHUM iHTiGITOPOM LIUKIIYHOTO T'yaHO3UHMOHODOChATY
(uI'M®) - cnenudivnoi hochomiecrepasu tumny 5 (PIE 5). Konu cekcyanbHa CTUMYIIALIST
CIIpUYMHSE JIOKaIbHEe BUBITbHEHHS OKCUMY a30Ty, iurioyBanus ®JIIE 5 Tamanadinom
IPOAYKYeE mifBuileHi piBHI ul M® y nmeyepucrtomy Tini. Lle mpu3BoguTh g0 peakcatiil
rIagKuxX M's13iB i IPUIIIMBY KPOBi 10 TKAHWH CTAaTEBOTO YjeHa, BHACIILOK YOro BiOyBaeThCA
epekiiisi. Taganagin He mie 6e3 ceKCyallbHOI CTUMYJISIIII.

Edexkr inribyBanHs KoHUeHTpalil I’ M® y me4epucToMy Tijli TAKOXK CIIOCTEPIraeThCs B TMIafKUX
M’sI3axX IIPOCTaTH, CEY0BOMY MiXypi Ta IXHiX CyAuHaXx, 1[0 ePeHOCATh KPOB 10 BUIEBKAa3aHUX
opraxiB. CyauHHa penakcallis, fKa IpU ObOMYy BUHUKAE, IPU3BOOUTH [0 MiABUILIEHHS epdy3il KPoBi
Ta MOXe OyTH IPUYMHOIO 3MEHINEHHS CHMIITOMIB OOPOsKicHOI rimepria3sil mepeaMixypoBoi 3a03H.



Lli cyouuHi eeKTH MOXKYTh OyTH OOTOBHEHi iHTi0yBaHHSIM aKTUBHOCTI ad)epeHTHUX HEPBiB CEYOBOTO
MixXypa Ta pejlaKcali€lo IIagKux M’'S31iB IPOCTaTy 1 Ce40BOro Mixypa.

dapMakonuHaMiuHi epeKTH

HocnimkeHHs in vitro moka3any, 10 Tafanadin € cenektuBHuM iHriditopom ®E 5. ®IE 5 -
bepmeHT, siKui OyB 3HAUAEHUM ¥ IIafKUX M’sI3aX I€YePUCTOro Tijla, CyAUHHUX i
BicIlepaIbHUX I'JIAfKUX M’sI3aX, CKeJIETHUX M’s3aX, TPOMOOIuTaX, HUPKAX, JeTeHsIX i
M0304Ky. Bnus tapanadiny Ha OIE 5 cunbHiIINY, HiXK Ha iHII Gocdomiectepasu. [lis
tapanadiny za O®JIE 5 y 10 000 pagziB nepesutye rvoro BrnuB Ha hepmenTtu OJE 1, OIE 2
OE 41 ®JIE 7, 110 € HASBHUMHU Yy Ceplli, MO3KYy, CYAUHAaX, [TI€YiHIli, JIeUKOLUTaX, CKeJIeTHIN
MYCKyJaTypi Ta iHIIMX opraHax. Tapmanadin y

10 000 pagziB notyxHimuii mogo ®IIE 5 nopieasgHo 3 OIE 3, m0 € pepMeHTOM, HaIBHUM Y
ceplii Ta KPOBOHOCHUX cyAauHax. LIs cenekTuBHicTh mogo ®JIE 5 mopiBusaHO 3 OJIE 3 €
BaX/IMBOIO ToMy, 110 OIIE 3 € pepmMeHTOM, SKUil Bifiirpa€ eBHY POJib Yy CKOPOUYEHHI
cepueBoro M’siza. Kpim toro, Taganagin npubnusno y 700 pasiB noTyxHimui momgo OIE 5
nopiBHsAHO 3 ®JIE 6, 1110 € PepMeHTOM, HasgBHUM Yy CiTKIiBIIi i BigmoBijadbHUM 3a
¢dortoTpancaykuito. Taganadin takox y 10 000 pasis nmotyxHuimuu uono ®IE 5 mopiBHAHO 3
OIE 7, ®[IE 8, ®IE 91i ®JIE 10.

KniniuHa eeKkTUBHICTEL Ta 6e3mneka

Tpu KmiHiuHi mocmigXeHHs Oynu mpoBedeHi 3a yyacTio 1504 maIfieHTiB 3 METOI0 BUSIBIIEHHS
nepiony mo4yaTtky epekTty Taganadiny, sKuil IPOAEMOHCTPYBaB CTAaTUCTUYHO 3HAUYIIE
IIOKpallleHHSI epeKTUIIbHOI (DYHKIT]l, a TAKOXK AIEBICTh MPOTATOM 36 TOOUH Ta BUSBIEHHS
edekTy Bxke yepe3 16 XBUITKH MiCI TPUNAOMY HO3H MOPIBHSHO 3 m1anebo.

Y 3mopoBux m0OpOBOIBINB Tamanadin He BUSBIISE iCTOTHOL Pi3HUIN OPIBHSHO 3 maiebo 3a
IIOKa3HUKaMU CACTOJIIYHOI'O Ta AlaCTOJIIYHOI'0 apTepiabHOTO TUCKY Y IIOJIOXKEHH] IallieHTa
Jiexkayu (CepemHe MaKCuMallbHe 3HUXKeHHS 1,6/0,8 MM PT. CT. BiiIOBIZHO), CUCTOIIYHOTO Ta
[iaCTOJIIYHOT0 apTepialbHOIO TUCKY y MOJIOKEHHI MallieHTa CTOI4YH (CepefHe MaKCUMalbHe
3unKeHHs 0,2/4,6 MM PT. CT. BiAIIOBiOHO) Ta iCTOTHOI 3MiHM YaCTOTHU CEPIIEBUX CKOPOYEHbD.

Y xopi mocnifKeHHS BIJIUBY Tafanadiny Ha 3ip 3 BUKOPUCTaHHIM TECTY OLIHKYA KOJIbOPOBOTO
cnpuitHATTS Farnsworth-Munsell 100 Hue 6yo BcTaHOBIEHO, 110 Tafasadin He MoripInye
pO3Mi3HaBaHHS KONbOPIB (CuHiM/3eneHui). OTpUMaHi JaHi KIiHIYHOr0 OOCTiIXKeHHS
MiOTBEPIXKYIOTh HU3BKY CIOpPigHeHicTh Tamanadiny moao ®IE 6 mopiBusHo 3 OIIE 5. V xomi
KJIiHIYHUX JOoCTimXkeHb pigko (< 0,1 %) moBigoMmsinocs ImIpo 3MiHM B PO3Ii3HaBaHHI KOIbOPIB.

Bys0 npoBefeHO TpU KIIHIYHUX JOCIIIXKEeHHS 3a Y4aCTIO YOJIOBIKIB [OJIS OLIHKU
MOTEHI[IHOr0 BIUIMBY Ha ClepMaTOreHe3 JIikapchkoro 3acoly Ciamic® B go3i 10 Mr (omHe
OOCTiIXKeHHS TPUBAIICTIO 6 MicsMiB) Ta B 1031 20 Mr (0gHE OOCTiAXKEHHS TPUBAIICTIO 6
MICSI1IiB Ta OfIHE - TPUBAMICTIO 9 Mics11iB) pK YacTOTi mpuitomy 1 pas/moby. YV xomi oBox i3
TPBOX HOCIIIIXKEHb CIIOCTEPIrasocs KIiHIYHO He3Hayuyllle 3HUKEHHS KiJIbKOCTI Ta
KOHIIEHTpAllil CllepMHU, acolliiioBaHe 3 npuiioMoM Tafanadiny. Li epexktr He Oynu 1MoB’g3aHi
3i 3MiHaAMU IHIINX XapaKTEePUCTHUK, TAKUX SIK PYXJIUBICTh CIIepMaTO0301MiB, MOpdosIoria Ta
piBeHB (HOMIKYIOCTUMYII0I0Y0TO TOPMOHY B KPOBI.



Tamanmadin y go3ax Big 2 Mr go 100 Mr orfiHioBaBCcS y Xofii 16 KIiHIYHUX [OCTigXKEeHb 3a
yuacTio 3250 mallieHTiB, SKi BKIIIOYaJIX MAIliEHTIB i3 epeKTUIbHOI0 AUCHYHKITIEIO Pi3HOI
TSKKOCTI (IOMipHa, CepelHbOl TSIXKKOCTI, 3Ha4YHA), Pi3HO1 €Ti0NOril, MaI[ieHTiB Pi3HOTO BiKYy
(Bim 21 mo 86 poKiB) Ta Pi3HUX €THIYHUX I'PYIL. Y OiMBIIOCTI MAI[iEHTIB €peKTUIbHA
OVCQYHKINSA CIIOCTEepiranacs IpOTIroM He MeHIIe HiXK OMHOTO POKY. Y XOfi TePBUHHUX
OOCIigXKeHb e()eKTUBHOCTI KOe(illieHT OKpaIeHHs CTaHy cTaHOBUB 81 % y rpymi

3aCTOCYBaHHS JIiIKapChKOT'0 3aC00y Cianico nopiBHAHO 3 35 % y rpymi mnanebo. Kpim Toro, y
MAI[iEHTIB i3 ePEKTUIbHOI0 AUCHYHKIIEIO PI3HUX CTYIEHIB TSIXKKOCTI ITOBITOMIISITIOCS IIPO
TIOKpAIeHHs CTaHy IIif] Yac IpUitoMy Jikapchkoro 3acoly Ciamic® (KoedimieHT yCmimHux
cpo0O ctaHoBUB 86 %, 83 % Ta 72 % y MaIli€HTIiB i3 epeKTUNIbHOI0 AUCOHYHKIIIEI TTOMiIPHO],
cepenHbOl Ta 3HAYHOI TIKKOCTI BiiMOBIgHO OPiBHAHO 3 45 %, 42 % Ta 19 % y rpymi
nane6o). Y xofi mepBUHHUX OOCIiIXKeHb e(eKTUBHOCTI KoedillieHT yCHilmHux crpod

CTaHOBUB 75 % y rpyImi 3acTOCyBaHHS JIiKapChKOT0 3aC00y Ciarnic©

1ane0o.

IIOPiBHAHO 3 32 % y rpymi

Y xomi mocnipKeHHS TpuBaiicTio 12 THXKHIB 3a yuacTio 186 marlienTiB (142 maiieHTH
oTpuMYyBasnu Taganadin, 44 nauieHTy - nnanebo) i3 BTOPUHHOIO ePEKTUIBHOI0 AUCHYHKITIEID
BiIHOCHO MOWIKO[XKEHHS CIMHHOI'0 MO3KY Tafanadis BUSBIAB 3HaYHE IOKPAIlleHHS
ePeKTUIIbHOI QYHKIIII, a Y cepeaHboMy Koe(dillieHT ycmimmHux cupob Ipu npuiioMi
nikapceKoro 3acoby Ciamic® B go3i 10 Mr a6o 20 Mr (mig6ip 7034, 3aCTOCYBaHHS y pasi
noTpebu) ctaHoBuB 48 % mopiBHAHO 3 17 % y rpymi nnanebo.

Himu

By1o mpoBeeHo OgHe OOCHIAKEHHS 3a Y4acTIO [iTel 3 M’s130B0I0 AucTpodieio [lromeHa
(M), y sKOMYy TiATBEPAXKEHUX NOKa3iB e(eKTUBHOCTI He OyII0 MPOIeMOHCTPOBaHo. Lle
MOCIimXKeHHsT eeKTUBHOCTI Tamasnadiny 0y10 paHIOMi30BaHUM, ITOABINHO CIIiKUM, 11aiebo-
KOHTPOJILOBAHUM, ¥ TPHOX ITapalieJIbHUX rpymax 3a y4acTio 331 OIUTUHM YOJIO0Bid0I CTaTi
BikoM Bif 7 mo 14 pokiB 3 M]I]I, siKi omHOYaCHO OTPUMYBAJIX TEPaIilo KOPTUKOCTEPOIiIaMH.
IocmimxeHHS BKIO4Yano 48-TUKHEBUM IOABIMHO CIIMINK IEPiof, i Yac SKOro MallieHTH
Oynu po3pineHi Ha rpynu npuitoMy Tamanadiny 0,3 mr/kr, taganadiny 0,6 Mr/kr abo
nane6o moaeHHo. Taganadin He TPOIeMOHCTPYBaB e(peKTUBHOCTI y IepPBUHHIN KiHIIEBil
TOYIIi 100 CIIOBiIbHEHHST 3HUKEHHS IMIBUIKOCTI X0Ib0H, BUMIPSHOI 3a 3MiHOIO0 QUCTAHIIIi y
TeCTi 3 6-XxBUNMMHHOIO0 X0b0010 (TIIX). 3MiHa cepegHbOro 3HaUueHHs aucTtaHii y TIIX,
PO3PaxoBaHOTO 3a METOOOM HallMEeHINNX KBafgpaTis, Ha 48 TuxHi ctanoBuna 51,0 M y rpymi
nnaiebo mopiBHgHO 3 64,7 M y rpyni Taganadiny 0,3 mr/kr (p = 0,307) ta 59,1 M y rpymi
tapanadiny 0,6 mr/kr (p = 0,538). [ligTBepakeHy eheKTUBHICTh TaKOXK He Oy10 BUABIEHO i
IIiJl Yac IIOBTOPHUX aHAaJIi31B pe3ysbTaTiB LIbOTO JOCIIAXKEHH. 3arajbHi pe3yabTaTi 3
Oe3neku, OTpUMaHi B I[bOMY [OCJIiIXKEHH], 3arajoM BifmoBifanu Bitomomy mpodinto 6e3meku
Tafanadiny ta HebaxkaHUM SBUIAM, OUiKyBaHUM y NegiaTpuyHiy nonynamii 3 MM npu
JIiKyBaHHI KOPTUKOCTEPOIAaMHU.

dapmakoKiHemuxka.

BcmoxkmyesaHHA. Taganadin qodpe BCMOKTYEThCS MicIs MpUoMy Bcepenuny. CepenHs MaKCUMaJlbHa
KOHIIeHTpalid B m1a3Mi (C,,,) H0CATaeTbCA B CEPEeIHbOMY Yepe3 2 TOOUHHU IiCIId IPUMOMY.
A6cosmoTHa 6iooCcTyHICT Taganadiny micis npuitoMy nepopanbHO He BCTAHOBJIIOBAJIACE.



[IIBUAKICTH i CTYIiHL BCMOKTYBaHHS Taganadiny He 3anexkaTh Bifl IPUNOMY 1Ki, TAKUM
yuroM, Cianic® MoXHa IpUitMaTH 3 ixero uu 6e3 Hel. Yac mpuiioMy o34 (paHOK 4M Bedip)
He MaB KJIIHIYHO 3HQYYIIOr0 BIUIMBY Ha IIBUIKICTE 1 CTYIIIHb BCMOKTYBaHHS.

Posnodia. CepepHiit 00’€M pO3MOAiNy CTaHOBUTDH NMPUOIXU3HO 63 71, 10 BKa3ye Ha PO3MOMIiN
nikapceKoro 3acoby Ciamic® B TkaHuHaX. [Ipu TepamneBTHYHMX KOHIIEHTpaisx 94 %
tTafmanadiny B mma3mi 38’s3aH0 3 mpoTeiHamMu. Ha 3B’g3yBaHHS 3 IPOTEIHAMU He BIIJIUBAE
OPYIIEeHHS HUPKOBOL (PYHKIIL.

Mentne 0,0005 % yBemeHo1 mo3u OyJI0 BUSIBIIEHO B CIIEPMi Y 3TI0POBUX NOOPOBOJIBIIIB.

Memaboaism. Taganadin mepeBaxHo MeTab0mi3yeTsecs i3odhopmoro 3A4 muToxpomy P450
(CYP). OCHOBHUM IUPKYIIIOIOYUM MeTabOJIiTOM € METUIIKATEXOJTTIOKYPOHiM], aKTUBHICTb
skoro BigHOocHO ®JIE 5 y 13 000 pasiB MeHIIIa, HiXK aKTUBHICTh Taganadiny. TakuM 4HMHOM,
OUiKyETHCS, 110 MeTa0OoJIiT He OyAe BUSBISATH KTiHIYHOI aKTUBHOCTI ¥ KOHIIEHTPALigX, 10
CIIOCTEPIralThCA.

BugedeHHA. KnipeHc epopanbHOro Taganadiny CTaHOBUTD 2,5 J/TOOWHY, a CEPedHil mepiof
HamiBBUBEeIeHHS - 17,5 romuHM ¥ 3M0POBUX NOOPOBOLIIIB. Taganadin BUBOOUTHCS
TIepeBazkHO y BUTTISAI HeaKTUBHUX MeTabomiTiB, Oinbinoio Mipoio 3 dhekanisMu (TpubIu3Ho
61 % mo3u) i MeHIoIo0 - 3 ceuero (Manxe 36 % mo3u).

JliniliHicmy/HeniHiliHicmb papmakokiHemuku. PapMaKoKiHETHKaA Tafanadiny y 3MOpoBUX
noOPOBOJIBLIIB JIiHIMHO MPOIOPITiiHa Yacy i go3i. B miama3oni gos Bixg 2,5 Mr go 20 mMr
ekcno3utis (AUC) migBuIIy€eThCS MPOMOPLiKHO [03i. [TocTiiHa KOHLIEHTPallis B IIa3Mi
OOCATaETHCS MPOTITOM 5 OHIB IIPU IIOJEHHOMY IIPUKAOMI OOVH pa3 Ha OeHb.

dapMaKOKiHeTHKa IIpenapaTy OgHAKOBA V MAIli€EHTIB 3 ePeKTUIbHOI0 AUCPYHKIIIEIO Ta Yy
marfieHTiB 6e3 Hel.

OKpemi epynu nauieHmis

Ocobu nimHb020 8iKYy. 30OpoBi HOOPOBOMBIL JTITHHOTO BiKy (65 poKiB abo cTapiri) Mamu HUKYi
3Ha4YeHHS KIJIipeHCy Tafanadiny npu nIpuioMi BCepeauHy, 110 MPU3BOAUIIO A0 IiABUINEHHS Ha 25 %
ekcro3utlil (AUC) nmopiBHSHO 3i 3mopoBuMy 100POBObISMU BikoMm 19-45 pokis. Llei BikoBu# edekT
He € KJTiHIYHO 3HaYylIIUM i He ToTpelye peryiIioBaHHS OO3U.

Hupkosa Hedocmamticmo. Y X0fi moCTigKeHb 3 KiIiHiYHOI (hapMaKoorii i3 3aCTOCyBaHHSIM
pa3oBol go3u Taganadiny (5 - 20 mr) ekcno3unia taganadiny (AUC) mpakTUYHO MOABOLNIACS
y malieHTiB 3i cmabkoio (KmipeHc KpeaTuHiHy Bifg 51 mo 80 mi/xB) abo momipHOIO (KJTipeHc
KpeaTuHiHy Big 31 o 50 MJI/XB) HUPKOBOIO HEJOCTATHICTIO, TAKOXK Y MALli€HTIB i3
TEepPMiHa/IbHOIO CTafli€l0 HUPKOBOi XBOPOOU Ha mianisi. YV mallieHTiB, sKi 3HaX0OUIUCS Ha
reMofianisi, MakcruMasbHa KOHIeHTpalis B mnas3mi (C,,,,) 6yna Ha 41 % Buila, HiX y
300pOBUX MOOPOBOIBINB. BrimuBoM remofianily Ha BUBeeHHS Tafanadiny MoxKHa
3HEeXTYBaTH.

ITeuinkoea Hedocmamuicms. Ekcrio3utlisa tapanadiny (AUC) y mattieHTiB 3i cabkoio Ta
IIOMIPHOIO II€YiHKOBOIO HE[OCTaTHICTIO (Kimacu A Ta B 3a mkamnoo Yaiinga - IT'10) €
TIOPiBHSIHHOIO 3 €KCIIO3UINEI0 Y 3MI0POBUX NOOPOBOIbLIIB TP Npu3HaveHHi no3u 10 mr. Jani



o0 6e3MeYHOCTi IpU3HadeHHS JIiKapchkoro 3acoby Cianic® mamieHTaM i3 TAKKOI0
Ie4YiHKOBOIO HemocTaTHiCcTIO (Knac C 3a mKkarnoio Yaiinma - [1'10) oomexeHi. Y pasi
IpU3HAYEHHS TiKapChKOTo 3aco0y Ciaic® JIiKap MOBMHEH yYBaXXHO OL[IHUTHU IHOWBILyaIbHI
repeBary/pu3uku. HeMae maHuUX 1000 3aCTOCYBaHHSA B 4031 Bullle 10 Mr maniesTam 3
IIEYiHKOBOIO HEOOCTATHICTIO.

Iauienmu, x8opi Ha yykposull diabem. Excmo3uttist Taganadiny (AUC) y XBOpPHUX Ha IIyKPOBUHI
niabet Oyra nmpuOnau3Ho Ha 19 % HUXKYa, HiXK V 3M0POBUX M0OPOBOILINB. Lsg pi3Huis B
€KCII03ullil He oTpely€e perynioBaHHs [O3H.

KrinigHi xapaKTepHCTHKH.
Iloka3aHHsA. JlikyBaHHS epeKTHIILHOI AUCPYHKIIII ¥ HOPOCTUX YOJIOBIKiB.
[Tpenapat epeKTUBHUM 3a HASABHOCTI CEKCYaIbHOI CTUMYJISIIL.

Ciamic® e moxazanuit 01 3aCTOCYBaHHS XKiHKaM.

IIpomunoka3aHHs.
[TimBuIeHa 4yTnUBICTh M0 Taganadiny abo g0 O6ymb-SKOro iHIIIOr0 KOMIIOHEHTA Mpelapary.

Y xopi KniHIYHUX JOCTigXKeHb Tafasnadin BUIBUB BIaCTUBICTh ITOCUITIOBATH TiIOTEH3UBHUMI
edekT HiTpaTiB. BBaXKa€eThCH, 110 1€ € HACTiIAKOM IIOETHAHOTO BIJIUBY HITPaTiB Ta
Tapanadiny Ha nUiax oKkcugy as3oty/ul’M®. TakuMm yuHOM, Taganadia IPOTUIIOKa3aHUI
maIfieHTaM, SKi 3aCTOCOBYIOTh OpraHiyHi HiTpaTh y OyOb-gaKil miKapchKint GopmMi.

Ciamic® He CIlifi 3aCTOCOBYBaTH YOJIOBIKaM i3 CEpIIeBUMH 3aXBOPIOBAHHAMH, [JIs IKHAX
CeKcyaslbHa aKTUBHICTh € HebakaHo10. JIikapi TOBMHHI 3BaXKaTy Ha MOTEHILIMHUYN CepIeBUM
PU3UK, aCOLiN0BaHUY 3 CEKCYaJIbHOI aKTUBHICTIO, y IAIIEHTIB i3 y2Ke HassBHUMU CePIeBO-
CyIUHHUMHU 3aXBOPIOBaHHSIMU.

Huxxue3a3HaueHi rpynu MallieHTiB i3 ceplieBO-CyIMHHUMY 3aXBOPIOBAHHSIMU He Oynu
BKJTIOUEHI y KJTiHiYHi OCTiAKEeHHS, TOMY 3aCTOCYyBaHHS Tafanadiny oas HUX
IIPOTUIIOKa3aHe:

- TTallieHTH 3 iHhapKTOM MioKapaa mpoTAroM ocTaHHIX 90 OHiB;

- maIieHTy 3 HecTabiNbHOI CTEHOKAPielo ab0 CTeHOKAPMIE!o, 110 BUHUKAE IIifl YaC CTaTeBUX
AKTiB;

- IAIliEHTH i3 ceplieBO0 HEJOCTATHICTIO, 10 BifiMoBimae Knacy 2 abo Bullle 3a Kitacudikaliero
Hrio-MopKChKOI acoliallii ceplisi, MPOTSATOM OCTaHHIX 6 MiCSIIiB;

- IAIliEHTX 3 HEKOHTPOJIbOBaHUMHU apUTMISIMU, apTepianbHoo rinotensieo (< 90/50 MM pr.
CT.) Y4 HEKOHTPOJIbOBAHO) TiePTEeH3IE;



- TALli€eHTH IiCys IHCYJIbTY, 1[0 CTaBCS MPOTATOM OCTaHHIX 6 MiCsALiB.

Cianico IIPOTUIIOKA3aHUU ITallileHTaM i3 BTPaTO 30py OLHOTO OKa B pe3yJibTaTl
HeapTepialbHOI TepenHbol imemiuHol ontudHol Helipomnatii (HATTIOH) He3anexkHO Bif TOTO,
Oy0 e OB’sI3aHO i3 rmomepegHiM BIIMBOM iHri6iTOpiB ®IIE 5 uum Hi.

CymyTHe 3acTocyBaHH4 iHri0iTopiB ®LIE 5, B TOMy 4mci Taganadiny, 3i cTuMynsaTOpaMu
TyaHilaT OUKIa3y, TaKUMU K PIOOUTyaT, IPOTUIIOKA3aHO, OCKIIBKY IIOTEHIIMHO L€ MOXe
IIPU3BECTHU [0 CUMIITOMATUYHOI TilTOTEH3il.

B3aemodisn 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

HocmimkeHHS 000 B3a€EMOiX 0yJ10 MpoBefeHo i fo3yBaHb 10 Mr Ta 20 Mr, faHi HagaHO HUXKYE.
KniniyHo 3HauyIIa B3aEMOIisi ITPU 3aCTOCYBAHHI BUIIKX J03 HE MOXKe OyTH BUKJTIOUEHA, SKIIO TaKa
cIocTepiranacs Ipy 3aCTOCyBaHHi JliKapchbkoro 3acoby Ciamic® B HuxK4YuxX mo3ax (10 mr).

Bnaus iHwux aikapcvkux 3acobie Ha madaaagi
IH2i6imopu yumoxpomy CYP450

Tapmanadin metabomnizyerbcst mepeBaxHo CYP3A4. CenektuHui inribitop CYP3A4 kerakoHnaszomn (200
MT 1ofieHHO) 306inbinye ekcno3utito (AUC) taganadiny (10 mr) y 2 pasu ta C,,,, Ha 15 % mopiBHSAHO 3
BiATIOBigHMMM MMOKa3HUKAMU OgHOTO Taganadiny. Ketokonason (400 Mr Ha geHb) 30ibIIye
ekcro3utrito (AUC) taganadiny (20 mr) y 4 pa3u ta C,,,, -22 %. Putonasip, inriéitop mporeas (200 mr
nBiui Ha meHb), mo inrioye CYP3A4, CYP2C9, CYP2C19 ta CYP2D6, 36inbinye ekcmo3utito (AUC)
taganadiny (20 mMr) y 2 pa3u, He 3MiHww0un C,,.. Xoua crenudivyHi B3aeMoii He Oy1u qOCTigKeHi,
inmi iHribiTopu mpoTeasu, Taki K cakBiHaBip Ta iHmi iHTibiTopu CYP3A4, Taki K epUTPOMIIIUH,
KJIapUTPOMILIMH, iTPAaKOHA30JI Ta rpeindpyTOBUY CiK, CITiJ MpU3HavYaTHA 3 00ePeKHICTIO, OCKIiTbKH
OUiKy€TBCS, 10 IPU CYMiCHOMY 3aCTOCYBaHHI BOHU MiIBUIITyBaTUMYTh KOHI[EHTPAII0 Tafganadiny B
na3Mi. K HaciIoK MOKe IiABUINYBATUCh YaCTOTA BUHMKHEHHS MOOIYHUX peakIri.

TpaHcnopmepu

BrinuB TpaHCIIOPTEPiB, HAIPUKIIAM P-TIKOMPOTEIHiB, Ha po3mnofin Taganadiny HEBIIOMUM.
Takum unHOM, iCHY€E IMOBiIpHICTH JTiIKAPCHKOI B3a€EMOIii, OTIOCEpeaKOBaHOl iHTiOyBaHHIM
TPaHCIOPTEPIB.

Indykmopu yumoxpomy CYP450

[apykTop CYP3A4 pudamminus 3uuxkye noka3dHuk AUC tapanadiny Ha 88 % mopiBHSIHO 3
TaKUM IIPU 3aCTOCYyBaHHI nuine Taganadiny (10 Mr). MoXHa NPUIYCTUTH, 110 TaKe
3HMKEHHS KOHIIEHTpallil IpK3Bee A0 3HUXKEeHHS eeKTUBHOCTI Taganadiny. CymyTHE
3acTtocyBaHHS iHmmx iHOyKTOpiB CYP3A4, Takux sk ¢heHoOapbitan, GpeHiTOIH Ta
KapOaMa3elliH, TaK0XK MO0XkKe 3HUKYBaTH KOHIIEHTpallilo Tafganadiny B mIa3Mi.



Bnaue madasaaginy Ha iHwi aikapcvki 3acobu

Himpamu. Y Xomi KniHiYHUX gocaigxeHb Taganadin (5 mr, 10 mr, 20 Mr) BUSBIISB BIAaCTUBICTh
IIOCUJTIOBATH TiOTEH3WBHI eeKTH HiTpaTiB. TaKMM YMHOM, 3aCTOCYBaHHS TiIKapChKOTO
3aco0y Cianic® mamieHTaMu, SIKi OTPUMYIOTh JTiKyBaHHS OPraHiYHMMHY HiTpaTaMy y Oyab-SKii
¢opmi, mpoTunoOKa3aHo. AKINO A7 MalieHTa, SKOMy npu3HadeHo Ciamic® y 6yab-aKii mosi
(2,5-20 Mr), 3acTOCYBaHHS HITpaTiB € MEIUYHOI HEOOXIIHICTIO IPH 3arPO3TUBOMY IJIS
JKUTTS CTaHi, TO OO 3aCTOCYBaHH IIpelapaTiB HITPaTiB Ma€ MUHYTHU He MeHIIe HiX 48 rogux
MiCJIsE OCTAHHBLOTO IIPUIMOMY JIKApChKOro 3aco0y Ciamic®. V TakoMy BUIAfKy 3aCTOCYBaHHS
HiTpaTiB MOBMHHO BiOyBaTUCS Il MEOUYHUM HATJISIOOM i3 HaJIe?KHUM MOHITOPUHTOM
reMOgAHaMIYHUX [TOKa3HUKIB.

AHmuzinepmeH3usHi npenapamu (8 momy uuci 610Kamopu Kaavliesux kaHania)

ITig wac cymicHOTro mpu3HayeHHs Tamanadiny (v mo3yBaHHi 5 MT ofuH pa3 Ha mo0y abo y
BUTJISITI pa30Bol fo3u 20 Mr) i3 67I0KaTOPOM (-afiPEHOPEIETITOPIB JOKCa303uHOM (4-8 Mr Ha
IEeHb) CIIOCTEPIranocs 3HayHe MOCUIEHHS TiTOTEeH3UBHOT0 e(PeKTy oCcTaHHBOTO. Llel edeKT
TpuBa€ f0 12 roguH i MoXe MPOABIATUCST OKPEMUMU CUMIITOMaMU, B TOMY YUCJI y BUTTIALL
3arnmaMopodeHHs. Taka KoMOiHallis mpenapaTtiB He peKOMEHOYEThCS AJIST 3aCTOCYyBaHHS.

Y xomi mocmimKeHb B3aEMOIii 3a y4acTio 06MeKeHOoi KilTbKOCTi 3M0poBUX H0OPOBOIBIIIB HE
TIOBIIOMJISITIOCS TIPO BUIIEBKa3aHi eheKTU pU CyMiCHOMY 3aCTOCYBaHHI i3 andy3o03uroM abo
TaMCyo3uHoM. Crtig 3 06epeKHICTIO Mpu3HavyaTu Taganadin malieHTaM, SKi OTpUMYIOTh
NiKyBaHHS 0710KaTOpPaMU (-afpeHOPEeIeNnTopiB, 0C06IMBO 0cobaM JIiTHROTO BiKy. JIiIKyBaHHS
CJIifi PO3MOYKUHATH 3 MiHIMaIbHOTO AO3YBaHHS Ta IOCTYIIOBO 30i/bIIyBaTH [03Y.

Y xomi mocnipgXKeHb KiTiHiYHO]l (hapMaKOAMHaMIiKK BUBYABCS IIOTEHIIial Tafganadiny
IIOCUJTIOBATH TillOTEH3UBHI e(EeKTH OCHOBHUX aHTUTiINEePTEH3UBHUX IIperaparis.
IocmimXyBanuch OCHOBHI KJlacH IIperapaTiB: 0710KaTOpU KabI[iEeBUX KaHaIiB (aMTOOUIIIH),
inriditopu AII® (enamanpun), 610KaTOpu P-agpPeHOPELENTOPIB (METOIPOION), Tia3uHi
niypeTuku (0erppodiyasus) Ta 6JI0KaTOPU PeLienTOpPiB aHTrioTeH3uHy II (caMOoCTiiHO Ta B
KoMOiHalril 3 Tia3umHUMU [OiypeTrKaMu, 0710KaTopaMy KallbIliEBUX KaHaliB, 6J10KaTopamu B-
ampeHoperenTopi Ta/abo 61o0kaTopamMu a-agpeHopernentopis). Tagamadin (y mo3i 10 mr,
KpiM [OCTigKeHb B3a€MOfil 3 6I0KaTopaMu PelenTopiB aHrioTeH3uny Il Ta amnoguminoM, me
BHBYaBCSA e(eKT no3u 20 Mr) He BUSABJIAB 3HAUYYIIOl B3a€MO[Iil i3 BUIlle3a3HAaYEHUMHU KJlacaMu
JMiKapChKMUX 3aco0iB. Y x0fii iHIIOTO HOCHiIXKeHHs KITiHiYHOI papMaKoIIoril BUBYAIOCs
CyIyTHE 3aCTOCyBaHHS Taganadiny (B §o3i 20 Mr) 3 gekiibKoMa rinoTeH3UBHUMU
IpernapaTtaMu (OO YOTUPLOX). Y MAIi€HTIB, SKi IPUKXMaNU JeKijlbKa aHTUTIIePTeH3UBHUX
3aco06iB, 3MiHM apTepiallbHOTO THCKY 3ajleKay Bifl piBHS KOHTPOJIIO apTEpiallbHOTO THUCKY.
TakuM YMHOM, y TIAIli€HTIB 3 0Ope KOHTPOJIbOBAHOIO TillePTEeH3i€I0 3HNKEHHS TUCKY Oy/10
HEe3HAYHUM Ta BifIMOBifaIo0 TaKOMY y 3M0POBUX HOOPOBOJIBIIIB. ¥V MAIiEHTIB 3
Ba’KKOKOHTPOJIbOBAHOIO apTepPiabHOIO TillePTEeH3i€10 CIIOCTEPIrasoch Oibiile 3HNKEHHS
apTepiasbHOTO TUCKY, X04a Y OiNBbIIOCTI XBOPUX 3HUKEHHS TUCKY HE CYIPOBOMXKYBaJIOCh
TiMOTEeH3WBHUMU CUMIITOMaMHU. Y MALi€HTIB, Ki OTPUMYIOTh CYIIyTHIO TepaIlilo
aHTUTINEePTEH3UBHUMH JTiKapChbKUMHU 3aco0aMu, 3aCTOCyBaHHA Tafanadiny B go3i 20 mMr
MOXK€e MPU3BOOUTH A0 3HUXKEHHS apTepialbHOTO TUCKY, Ke (KpiM BUIIaAKy CYIIyTHHOTO
3aCTOCYBaHHS i3 6710KaTOpaMU (-aTPEeHOPEIENTOPiB) € HE3HAYHUM Ta KITiHIYHO
He3HauyIuM. AHaJli3 faHUX TPeThol (a3 KIIiHIYHOTO JOCTiAXKEeHHS He BUSB Pi3HUII ¥



mo0iYHMX peakIlisfX, 10 BUHUKAJIX y Talli€HTiB, SKi OTpUMYBAaJId JIiKyBaHHS TafganadinoM i3
CYNyTHIM 3aCTOCYBaHHSIM aHTUTINEPTEH3UBHUX 3ac00iB Ta JIiKyBaHHS TiIbKU TafanagimoMm.
HesBaxawoouu Ha Ile, HeoOXilHO HafJjaBaTH BigIOBiHI peKOMeHallii 040 MOXKJIUBOTO
3HUXKEHHS apTepiaJibHOr0 TUCKY ITallieHTaM, SKl JIIKYIOThCA TiIOTEeH3UBHUMU JIIKAPCHKUMHU
3acobamu Ta npenapaToM Ciamic®.

Piouuezyam

Y xomi moknmiHiYHUX mOCHimXKeHb OYB BUSIBIEHUM aqUTUBHUM TiTOTEH3UBHUM eDeKT Mpu
CynyTHbOMY IpHuiioMi iHribiTopiB ®JE 5 3 piouuryaToM. Y xomi KniHiYHUX HOCHiIKeHbL 6yI10
BUSIBJIEHO, I1I0 PiOLMUTYAT IIOCUIIIOE TimOTEeH3UBHY [ito iHribiTopiB ®E 5. He 6yno nokasiB
CIIPUSTINBOTO KITiHiYHOTO eeKTy Iiel KoMmOiHail y gocmigxKyBaHii monynsiil. CynyTHe
3acToCyBaHHS pionuryaty 3 iHriditopamu ®JIE 5, B Tomy uncni Taganadinom,
IIPOTUIIOKA3aHO.

IH2ibimopu 5-a-pedykmasu

Y xopi KJIiHIYHOTO OOCIIAXKEHHS, B SKOMY IIOPIBHIOBAJIOCS CyMiCHE 3aCTOCYBaHHSA
taganadiny y mo3i 5 mr Ta piHacTepumy y mosi 5 Mr i3 npuiiomom 1miaiebo Ta GpiHacTepumy y
[03i 5 Mr Oy yCyHeHHs CUMIITOMIB HOOPOSIKiCHOI Tinepriia3ii mepegMixypoBol 3ai103u, He
Oy710 BUSBIIEHO XKOTHUX HOBUX MOOIUHUX peakiliii. [IpoTe OCKimbKY BlacHe [OCTioXKeHHS
B3a€eMOfil MiKapchKUxX 3aco0iB 3 MeTOI0 OLiHKY eeKTiB Taganadiny Ta iuribitopis 5-a-
penyKTa3u He MIPOBOJUIIOCS, CIIifi 3 00epeKHICTIO TpU3HadaTy Tafanadin namieHTaM, SKi OTPUMYIOTh
nikyBaHHS IHTI6ITOpPaMU 5-0-pegyKTa3u.

CYP1A2 cybcmpamu (Hanpukaad meoginiH)

Y xopi mocnifKeHHS KITiHIYHOI (hapMaKoJIoril mpu npuiioMi Taganadiny (B §o3i 10 mr) 3
TeodiniHoM (HeceneKTUBHUM iHTibiTOpoM ¢ocdomiecTepasn) He CIIOCTEPIranocs HisgsKol
(dhapMaKoOKiHETMYHOI B3aeMOIii. EquHUM dhapMakKoguHaMiyHUM edeKToM OyJI0 He3HAUHe
IiABUINEHHS CepIeBOro putMy. HeoOXigHO BpaxoByBaTh MOKIIMBICTh BAHUKHEHHS I[bOTO
eeKTy Ipu CyMiCHOMY 3aCTOCyBaHHI Tafanadiny Ta TeodiniHy, He3BaXKaly4H Ha Te, 0 BiH
He Ma€ KJIiHi9HOl 3HaYyIIOCTi.

Emuninecmpadion ma mepbymaniu

Tapmanadin nigBuiysaB 0i0g0CTYIIHICTh TEPOPAIbHUX TiKAPCHKUX GOpPM 3
eTuHinectpagionom. Take 30inblIeHHS Oi000CTYIHOCTI MOXKHa O4iKyBaTU MPU CYMiCHOMY
3aCTOCyBaHHI 3 TepOyTaliHOM, X04a KJIiHiYHI HacigKy Iiel KombiHallil HeBimoMi.

AKo2010b

Ankorons (cepenHs MakcuMaibHa KoHIeHTpauia 0,08 %) He BIIMBaB Ha CyIyTHE
3acTocyBaHHS Tamasnadiny (B go3i 10 abo 20 mr). Takoxk He CIIOCTepiranocs 3miH
KOHIIEHTpallil Tafanadisiy IpoTArOM HaCTYIHUX TPHOX TOOUH MiC/IS OGHOYACHOTO IPUAOMY
aJIKOTOJII0 3 TagasnadginoM. ATKOroyib 3aCTOCOBYBaId TAaKUM YMHOM, 11100 [OCATTH
MaKCHMaIbHOTO PiBHS abcopOilil amKoromio (IBUAKKYM MTPUoM 6e3 MpUoMy 1XKi IPOTSIroM 2
TOMH Iicsa 3acTocyBaHHs). [IpuiioM Taganadiny (B §osi 20 Mr) He IPU3BOAUB [0
CTaTUCTAYHO 3HAYYIIOr0 3HUKEHHS apTepiabHOr0 TUCKY Ha TJIi mpuioMy ankoroso (0,7



T/KT), IpOTe Yy OesIKUX MallieHTiB CIIOCTEPIirasocs IoCTypaibHe 3allaMOPOYEeHHS 1
OpTOCTaTH4Ha rinoTeH3id. [Ipuiiom Taganadiny Ha TIi HUXKYUX [03 ankorono (0,6 r/kr) He
CIIpUYMHSB apTepiajbHOI TiNOTeH3il, a 3allaMOPOYEeHHS CIIOCTEPIranocs 3 Ti€l XK 4acTOTOM,
110 ¥ MIpU IPUKOMi OTHOT'O aJIKOTOJII0. BIIIMB anKoroso Ha Mi3HaBanbHi QYHKIII He
IIOCUJTIOBABCS IIPHU CYIIyTHBOMY 3aCTOCYBaHHI Tafjanadiny (B mo3i 10 mr).

Jlikapcuvki 3acobu, wo memaboaizyromscs 3a yuacmro yumoxpomy P450

He ouikyeThcs, 1m0 Tamanadin copuyrHATHME KITiIHIYHO 3HauyIle iHriOyBaHHS YU
iHmyKyBaHHS KJIipEHCY NiKapCchKux 3aco0iB, 1m0 MeTabomnizyoTbes izopopmamu CYP450. ¥
XO[Ii KIiHIYHUX HocTigxkeHb 0y110 [oBeeHO, 1110 Taganadin He iHridye i He iHOYKYy€E i30opmu
CYP450, y 1. u. CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 ta CYP2C19.

CYP2C9 cy6cmpamu (Hanpukaad R-eapgpapuH)

Tapganadin (y o3i 10 mr ta 20 Mr) He BUSIB/IAB KJIiHIYHO 3HQYYIIOr0 BIJIMBY Ha
ekcno3utiio (AUC) S-Bapbapuny uu R-Bapdapuny (CYP2C9-cyOcTpaTu), a TaKOXK He
BIIJIMBaB Ha IMPOTPOMOiIHOBUY Yac, iHMyKOBaHUM Bap(papuHOM.

AcnipuH

Tamanadin (y mo3i 10 Mr ta 20 MTr) He IOTeHIIiI0BaB 30iNbIIIEHHS Yacy KPOBOTEU,
CIIPUYMHEHOI aIleTHIICAJIIIIMIIOBOIO KHUCIOTOO.

ITpomuodiabemuuHi aikapcwvKi 3acobu

Cnemudivni gocnimxkeHHs B3aeMofil Taganadiny i3 npoTuaiabeTHYHUME TiKapCHKUMU 3aco0aMu He
IIPOBOIUJIUCE.

Oco6.1ueocmi 3acmocyeaHHsi.
o nouamky aikysanHs npenapamom Cianic®

[Tepen 3acToCyBaHHSIM IIpemnaparTy JIiKapio CIIifl BU3HAUUTH MEPIIONPUIYNHYA €PEKTUIIHHOL
muChYHKIII Ta MPU3HAYUTH BiiIOBITHUN KypC JTiKyBaHHS.

IIo moyaTKy O6ymb-IKOTO JTiKyBaHHS €pPeKTUIIbHOI AUCOYHKIII TiKapi MOBUHHI 3BaXkKaTH Ha
CTaH CepIeBO-CYIUHHOI CUCTEMH TAlliEHTIB, OCKIJIbKY iCHY€ MIEBHUM CTYIiHb CEPIIEBOTO
PHU3UKY, aCOlii0BaHUY i3 CEKCYaIbHOI0 aKTHUBHICTIO. Tamanadin BUABIISIE
CyZIUHOPO3MMUPIOBAIbHUY €(peKT, 110 MOXKe TPU3BOAUTH 00 HE3HAYHOT0 i TPAH3UTOPHOT0
3HUKEHHS apTepiabHOr0 TUCKY Ta IOTEHLiI0BaHHS TilIOTEH3UBHOI'O e(eKTy HiTpaTiB.

Hesigomo, uu € epexTuBHuM Ciasic® [y Dali€HTIB, SKi IepeHecIy OIepalliio Ha Ta30BHUX
KicTKax a00 pafiuKalibHy IIPOCTAaTEKTOMIiI0 663 30epekKeHHST HEPBIB.

Cepuego-cyOuHHa cucmema

[3 moCcTMapKeTUHTOBUX [2Kepes Ta/abo y Xofi KIiHIYHUX OOCTigKeHb IIOBigOMIISIIIOCS IIPO
CepHo3Hi siBuIIa 3 00Ky CepleBO-CyAUHHOI CUCTEMH, B TOMY YUCJIi IIpo iHdapKT MioKapaa,



pamnToBY CePIEBY CMEPTh, HeCTabilbHy CTeHOKAPAiio, IITyHOUYKOBY apUTMil0, IOPYIIEHHS
MO3KOBOT'0 KPOBOOOITYy, TpPaH3UTOPHY illleMiuHy aTtaky, Oinb y rpyasx, cepueduTTs Ta
Taxikapfito. BinbuIicTs NallieHTiB, y SKUX CIIOCTepiranucs Taki nobiuHi peakiiil, Maau
(bakTOpu pU3MKY 3 OOKY CeplLeBO-CyAUHHOI cucTeMu. BomHOYac Hapa3i HEMOXKJIUBO TOYHO
BCTAHOBUTH, YU BUIIIEBKa3aHi SBUIIA ITOB’s3aHi i3 (paKTOpaMy pU3UKY, 3aCTOCYBaHHIM
nikapceKoro 3acoly Cianmic®, ceKcyaabHOK aKTHBHICTIO HALieHTIiB a60 i3 KOMOIHAII€I0 [UX YK
iHImMX (PaKTOPiB.

Heo6xigHo 3 06epexHicTio mpusHauaTy Ciamic® mamieHTaM, IKi IpUiiMaioTh a-1-6710KaTopH,
TOMY L0 Y AESKUX XBOPUX OOHOYACHUU IIPUKOM LIUX IIpernapaTiB MOXKe IIPU3BECTH 0
CHMIITOMATUYHOI rinoten3sii. He pekoMeHIyeThCST KOMOiHOBaHe 3aCTOCYBaHHS Tamanadiny Ta
IOKCa303UHY.

OpeaHu 30py

[ToBimOMISAIOCS PO BUNAAKY MOTIPIIEHHS 30PY, B TOMY YMCIIi IIPO LIEHTPaIbHY CEPO3HY
xopiopeTtuHomnariio (LICX) Ta HeapTepianbHy NEPEOHIO iIeMidHy ONTUYHY HEHPOIaTiio
(HATIIOH), mif yac 3acToCyBaHHS JiKapchkoro 3aco0y Ciamic® Ta inmmx iHriiropis ®JIE 5.
Y 6inblocti Bunapkis cumntoMu [ICX 3HUKANK CIIOHTAHHO ITIC/IS IPUTHHEHHS TPUHOMY
taganadiny. Hlomo HAITIOH anani3 maHux o6cepBaIliiHUX JOCITigKEeHb II0Ka3aB MigBUIIEHHS PU3UKY
po3BuTKy roctpol HATIIOH y 90n0BiKiB 3 €pEKTUIBHOI0 OUCQYHKIIEI MIiCAA 3aCTOCYBaHHS
taganadiny abo inmmux inribitopis ®IE 5. OCKinbKy MigBUIIEHHS TAKOTO PU3UKY MOXKEe BUHUKHYTH Y
BCiX ITAIli€HTIB, 110 3aCTOCOBYIOTh Tafianadis, MiKap MOBUHEH IOTNEPEIUTH TallieHTa Mpo HeoOXigHiCcTh
IPUIIMHEHHS 3aCTOCYBaHHS Tafanadiny Ta 3BepHEHHS 3a MEOUYHOIO JOTIOMOI0I0 y pa3i panToBoi
BTPaTH 30Dy, IOPYIIEHHS TOCTPOTH 30py Ta/abo CIIOTBOPEHHS 30PY (IUB. PO3MiN
«[IpoTUnIOKa3aHH»).

ITozipweHHs abo panmoea empama cayxy

[ToBimoMISATIOCH IPO BUIIAAKU PAIITOBOI BTPATH CIIyXY IiCJIs 3aCTOCyBaHHS Tafanadiny. HesamexHo
Bif ToOro, 4u Oy/nM HasiBHI iHII (haKTOPU PU3UKY (Taki K BiK, HAsIBHICTH fgialeTy, rinepTeHsii Ta
BUIIAOKU BTPATU CIIyXy B aHaMHe3i), MallieHTiB MOTPiOHO momnepesuTy Mpo HeoOXigHICTh TPUNUHEHHS
3aCTOCyBaHHS Taganadiny Ta 3BepHEHHS 3a MeIUYHOIO JOIIOMOTI0I0 V¥ Pa3i palTOBOroO MOTipIIEHHS
abo BTpaTu CIyXy.

ITeuiHkosa HedocmamHicmb

Kniniyni mani momo 6e3nexy 3acToCyBaHHS pa30BOl IO3U IIpemnapary Cianic® marieHTaM 3 TAXKKUMHE
nopyiieHHsIMU GyHKII mevinku (knac C 3a mkanowo Yainma - I1'10) oOmexeHi. [Tpu npu3HaveHHi
nikapceKoro 3aco0y Ciaic® TakuM malieHTaM JliKap HOBMHEH PeTeNbHO OLiHATH iHAMBiAyabHi
IepeBaru/pU3nKy Teparrii.

IIpianisam ma aHamomiuHa depopmauis cmameaoz0 4aeHa

[TamieHTaM, y SKMX BUHUKAIOTh €PeKIlil, 1110 TpuBaioTh 4 roguHu abo Oinbllle, Clifg BKa3aTu Ha
HeoOXiIHICTh HeraHO 3BepTaTUCS 3a MeIUYHOI0 JOIIOMOT0I0. fKINo He Oyae HeraliHO IPOBeeHO
JIIKyBaHHS MpiamniaMy, TO Lie MOXKe IIPU3BECTHU [0 YIIKOIXKEeHHSI TKaHUH CTaTeBOro 4YjieHa Ta
IOBTOCTPOKOBOI BTPATH MOTEHIIIL.

Heo0xigHOo 3 00epeXHICTIO MpU3HaAYaTH Cianic® marieHTaM 3 aHATOMIYHIMHU gedopMallismMu
CTaTeBOTO YJeHa (TaKUMU K KyTOBe BUKPUBIIEHHS, KaBepHO3HUH (hiOpo3 abo xBopoba Ilelipowni) uu



malfieHTaM 3i CTaHaMH, 110 MOXKYTh IIPU3BECTH [0 IpiamniaMy (Taki K ceprnonogiOHOKITITUHHA aHEeMis,
MiesToMHa XBopo0a 4u JIelKeMmis).

Cynymue 3acmocyeaHHs 3 iHeibimopamu CYP3A4

HeoGxinHo 3 06epexHicTio npu3skadary Cianic® narieHTaM, ki mpuiiMalioTs inribiTopu CYP3A4
(puTOHABIpP, CaKBiHaBip, KETOKOHA30JI, iTPAKOHA30J1, EPUTPOMILINH), OCKIIbKY IIPU CyMiCHOMY
3aCTOCYBaHHI i3 Taganadinom crocTepiraeTbest 30inbieHHs eKcrno3ullii Tamanadiny (AUC).

CynymHe 3acmocCy8aHHsA 3 IHWUMU AIKapCbKuMU 3acobamu 015 AiKY8AHHA epeKmuabHOi OuChyHKU T

Besneka Ta epeKTUBHICTh 3aCTOCyBaHHA npemnapaty Ciamic® B KoMGiHamil 3 iHmuMy iHriGiTopamMu
®JIE 5 abo iHmmMu 3acobamMu [JIs TiKyBaHHS epPeKTUIbHOI qucYHKIII He MOCTiIXKyBaIuCh, TOMY
HeoOXiTHO peKOMeHAyBaTH MallieHTaM He pUuiiMaTu Ciamic® y nogibHuX KoMOiHaIliAX.

Jlakmo3sa

Ciamic® micTuTs naxTo3y. Cianic® He CyIif IpU3HAYaTH HaLi€HTaM i3 PigKICHUMM CIagKOBAMH
dhopMamMu HeIepeHOCHMOCTI TaJlaKTO31, CHHAPOMOM TJII0K030-TajlaKTO3HOI MambabcopOirii Ta
3arajbHUM OedilliTOM JTaKTa3Hq.

Hampit

1 TabneTka 1bOTo mpemnapary MicTUTh MeHIe 1 MMoyb HaTpito (23 Mr), TOOTO GaKTHUIHO HEe MICTUTD
HaTpiIo.

3acmocyeanns y nepiod eazimnocmi abo 200ye8aHHs 2pydoro.
Ciasic® He mMOKa3aHUIA /I 3aCTOCYBAHHS JKiHKaM.

BazimHicmy. [aHi momo 3acToCyBaHHS Tafanadiny BariTHUM XiHKaMm o6MexeHi. [JocmimKeHHs Ha
TBapUHaX He BUSBUIU IPSMOTro a60 HEMPSIMOTO IIKigIMBOTO BIIUBY Ha BariTHICTh, PO3BUTOK
eMOpioHa/mofa, monory abo MoCTHATAIbHUM PO3BUTOK. fK 3amo0ikKHUM 3aXin, 6axKaHOo YHUKATU
3acrocyBaHHs CiaJiicy mif 94ac BariTHOCTI.

I'pyoHe suzodosysaHHA. HasiBHi hapMakKogMHAMIUHI/TOKCUKOJIOTIUH] DaHi Ha TBapUHAX CBig4aTh
PO eKCKpellito Taganadiny y rpynHe Mooko. He MoXHa BUKITIOUUTY PU3UK [JIT HEMOBISATH Ha
rpyAHOMY BATOHOBYBaHHI. Ciajlic He CJliff 3aCTOCOBYBAaTH y IIepiof rogyBaHHs IPYAALO0.

®epmuavHicms. EQeKTH, 110 MOXKYTh BKa3yBaTH Ha MOTIpIIeHHS PEePTUIbHOCTI, BigMidanucs
y cobak. Y xofi BOX KJTiHIYHUX AOCIigXKeHb 0yJI0 BCTAHOBJIEHO, 1[0  TIOAWMHU HE OYiKYIOTbCS
IIOPYIIEHHS (ePTUIIBHOCTI, X04Ya Y OKPEMHUX YOJIOBIKiB CIIOCTEPIranocs 3HUXKEHHS
KOHIIeHTpaIlil CIIEpMH.

30amuicmb enaueamu Ha weudkKicmob peakuii npu KkepyeaHHi asmompaHcnopmom a6o
pobomi 3 iHwuMu mMexaHizmamu.

BruBs nikapcekoro 3aco6y Cianic® Ha 30aTHICTh KepyBaTH aBTOTPAHCIIOPTOM Ta iHIIMME
MexXaHi3MaMUy He3HayHUU. X04a 4acTOTa IOBIHOMJIEHD IIPO SBUIA 3allaMOPOYEHHS Y XOA1 KJIIHIUHUX


http://www.multitran.ru/c/m.exe?t=4803214_2_1

OOCIIKEeHb i3 3aCTOCYBaHHSM I1/1alleb0 Ta Y X0l KITIHIYHUX JOCTigXKeHb i3 3aCTOCYBaHHSIM
tafganadiny 6yna mopidHa, MallieHTH IOBUHHI 3HATH, SIK BIIJIUBAE Ha HUX Ciauic®, [IePII HiX KepyBaTh
aBTOTPAHCIOPTOM a0o0 MpallloBaTH 3 iHIIMMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

Tl IepopabHOro 3acToCcyBaHHs. Ciif mpuiiMaTy TabIeTKy JIiKapchkoro 3acoby Ciamic® 3
PEKOMEHIOBaHUM BMiCTOM [Iif04901 PEUYOBUHU.

Iopoci yonosixu. PeKoMeHOBaHa 03a cTaHOBUTEL 10 Mr mepen nepenbayyBaHOIO
CEeKCyaJIbHOI0 aKTHBHICTIO, He3aJIeKHO Bif npuiioMy 1xi. [TallieHTam, y IKuX Taganadin B
no3i 10 Mr He BusBIsie OaxkaHOTO ePeKTy, MOXKHA 3aCTOCOBYBaTH A03y 20 MT.

[IpemapaT npuiiMatoTh He MeHIlle HixX 3a 30 XBUJIMH IIepef 04iKyBaHOI CEKCyalIbHO0
akTuBHiCcTI0. EdekTUBHICTL Taganadiny 36epiraeTscs 1o 36 TOOUH MiCNIS TPUNAOMY HO3H.

MakcumanbHa peKOMEeHI0BaHa 4yacToTa IIPUMOMY - OOVH pa3 Ha OeHb.

Tamanadin y go3si 10 Mr ta 20 Mr npru3HaYeHUM I 3aCTOCYBaHHS Iepel mependbadyBaHOI0
CEeKCyaJIbHOI0 aKTHBHICTIO Ta HE PeKOMEHIOBaHUM O IIOJeHHOI0 3aCTOCyBaHHS.

Y pasi nepenfauyBaHOro 4aCTOrO 3aCTOCYBaHHS JIiKapchKoro 3acoby Ciamic® (mpuHaiiMHi
OBidi HAa TUXK[EHb) PEXKUM LIOAEHHOTO 3aCTOCYBaHHSA HAXKUYMUX 003 I[bOTO IIpernapaTy Moxe
OyTu OinbIN JOITiIPHMM, Ha OCHOBI BUOOpY NallieHTa Ta pillleHHs JTiKaps. [ TaKuX Ialli€eHTiB
PEKOMeHIOBaHa 103a CTAHOBUTE 5 MI/0o0y mpuOIu3HO B OOQHAKOBUH Yac. 03y MOKHa
3MeHIIyBaTH 0o 2,5 Mr/moby 3 ornsaay Ha iHOuBigyanbHy HETIEPEHOCUMICTD Ipemnapary.
IOWiNbHICTE TPUBAJIOTO IIOJEHHOT0 3aCTOCYBaHHS CJIif IEPIOAUYHO MepPerisifaTi.

Ocobauei epynu nayieHmia
Yos08iKu nimHb020 8iky. Kopekilis 0o3u He oTpidHa.

Yo108iKu, sKi Maroms HUpkogy Hedocmamuicms. Kopekilis mo3u He mOTPiOHA [JIs HAITiEHTIB i3
c71abKOI0 Ta MOMipHOI0 HUPKOBOIO HEIOCTATHICTIO. [I715 Malli€HTiB i3 TSIXKKOI0 HUPKOBOIO
He[0CTaTHICTIO MaKCUMaJlbHa PeKOMeHJ0BaHa [103a CTaHOBUTh 10 MTI Ipu 3aCTOCYBaHHI
TabJIeTOK BifITTOBIZHOTO MO3yBaHHS.

Yos08iku, AKi Marome neyiHkogy HedocmamHicms. PeKOMeH0BaHa [03a JIiIKapChKOoro 3aco0y
Ciamnic® cranoBuTh 10 Mr mepeq mnependadyBaHO0 CEKCyalbHOK aKTHBHICTIO, HE3aJIeXHO Bifl
IPUAOMY IXi.

KniniuHi gani momo 6e31meYHOCTi Mpu3HaYeHHs JTiIKapChKOro 3aco0y Ciamic® nalji€eHTam i3
TSI2KKOIO ITeYiHKOBO HefocTaTHICcTIO (kKitac C 3a mKkanow Yannma - [1'10) o6MexeHi; y pasi
IIpU3HAYEHH JIiKap [IOBUHEH YBaXKHO OLIHUTH IHOUBIAyaIbHI IIepeBaru/pus3uku. Hemae
[aHUX 00 3aCTOCYBaHHs 103 Bullle 10 Mr malieHTaM 3 IEe4YiHKOBOI HEeNOCTaTHICTIO.
Hemae gaHuX 1I0[0 3aCTOCYBaHHA [03 2,5-0 MI OMH pa3 Ha [eHb NallieHTaM i3 Ie4iHKOBOI



HEe[OCTaTHICTIO; TOMY y pa3i IpU3Ha4YeHH JIiKap IIOBUHEH YBaXXHO OLIHUTY IHAMBINYasIbHI
TepeBary/pu3nKy Ipu3HadeHHs JIiKapChKoro 3acoby Ciamicy® B mo3i 2,5-5 Mr ofuH pa3 Ha
[IEHb.

Yoaosiku, siKki Maromes yykposull diabem. Kopekirisi o3u He mMOTpiOHA.

Himu. [Ipenapat He IpU3HAUYEHUN 1 3aCTOCYBaHHS TITSAM.

Oco0nuBi 3acTepekeHHs MIPU YTUITi3allii

HeBukoprcTaHuil npemnapaT ad0 BiIXOAHX CIIif yTUIi3yBaTH BiAMOBITHO A0 Oi0YKX
HOPMaTHUBHUX BUMOT.

Himu.

[Ipenapat He MpuU3HaUYeHUN O 3aCTOCYBaHHS AiTAM (BikoM m0 18 pokiB).

Ilepedo3yeaHHsi.

Cumnmomu. ITpu 0gHOPa30BOMY 3aCTOCYBaHHi 3MOPOBUME NOOPOBONBLISMYU Tafanadiny B mo3i mo 500
MT i mpu 6araTopa30BOMY 3aCTOCYBaHHi nalieHTaMu Tafanadiny o 100 mr Ha noOy HebaxaHi
edexTu OyIM aHAJOTiUHiI TUM, 110 CIIOCTEPiraaucs MPU 3aCTOCYBaHHI MEHIIINX 103 IIpernapary.

JlikyeaHHA. Y pasi nepeno3yBaHHS, SKIIO IOTPiOHO, CJIifl 3aCTOCOBYBaTH CTAHAAPTHY
CHMIITOMaTH4HYy Teparito. Ha eniMinalito Taganadiny reMopiaii3 BIIMBaB HEiCTOTHO.

ITob6iyHi peakuii.
Pestome npoginio 6esaneku Aikapcvkoz2o 3acoby

HebaxanuMu epeKTaMu, IPO SIKi TOBiOMIISIETHCSA HaldacTillle IPH JIiKyBaHHI e pEKTUIIBHOI
nucdyHKII, € TOMOBHUM 6inb, HUCHEICis, 6ifb y CIMHI, Mianris, YacToTa BUHUKHEHHS STKUX
3pocTasa 3i 3GiIbIIeHHAM 034 JiKapchkoro 3acoly Ciaic®. ITo6ivHi peakuii Gynu
KOPOTKOTPUBAJIMMH, Biff TETKUX [0 MOMipHUX. BiNbIIiCTh BUNIAAKIB IIOSIBU TOJIOBHOTO OO0
TIpY OAEeHHOMY IIpuiioMi JiKapchkoro 3acofy Ciamic® B mo3ax 2,5 Mr, 5 MI' criocTepiranacs
npoTsarom nepmux 10-30 gi6 micnsg mo4yaTKy NTiKyBaHHS.

Tabauy4Hi OaHi nobiuHUX peakuyill

HuxxyeHaBemeHa TaOIuIlg MiCTUTh MaHi CTOCOBHO IMOOIYHUX peakIiil, inpopmariis npo ski
Ha[XOOusIa 3i CIOHTAHHUX MMOBIIOMJIEHB Ta SIKi CITOCTepiramucs B xofi miarebo-
KOHTPOJIbOBAHUX KITIHIYHUX OOCTiAXKeHb (3a yyacTio 8022 maIji€HTiB, IKi OTpUMYyBaju
Cianic®, Ta 4422 namuieHTiB, SKi OTPUMYyBaJIH I1ane6o) 3aCTOCYBaHHS JIIKAPCHKOIro 3aCo0y
Ciamic® y pa3i motpebu Ta IIOJeHHOTO 3aCTOCYBaHHS [JIg TiKyBaHHS €pPEeKTUIIbHOI



oUChYHKIIIL.

Iyxe gacto (= 1/10), gacto (= 1/100 ta < 1/10), HeyacTto (= 1/1000 ta < 1/100), pigko (=
1/10000 Ta < 1/1000), myxe pigko (< 1/10000), yacToTa HeBifoMa (4aCTOTy He MOXKHa
BCTQHOBUTHU 3a HASIBHUMHU JAHUMHU).

Myzxe
qaCTO

YacTto

HeuacTo

Pigko

JacToTa
HeBigoMa

[TopyuieHHS 3 00Ky iMyHHOI CUCTEMU

Peax1iii rinep4yTInBOCTI

AHTI0HEBPOTUYHUM
HaOpSK

[TopymeHHs: 3 60Ky HEPBOBOI CUCTEMHU

TooBHUH OiNTb

3amaMopoYeHHs

[lopyleHHsa MO3KOBOTO
KPOBOOOIry'
(BKJTIOUAIOYH
reMoparigyHi sBUIIa),
BTpaTa CBIIOMOCTI,
TPaH3UTOPHA illeMiyHa
aTaka', Mirpess’,
CymoME’, TPaH3UTOPHA
aMHe3isa

[TopyiuieHHS 3 60Ky OpraHiB 30py

HeuiTkuii 3ip, BiguyTTA
00JII0 B 0Yax

[edexTu mons 30py,
HaOpSK IOBIK,

KOH IOHKTHBAJIbHa
rimepemis,
HeapTepianbHa
[IepeqHs imemiyHa
ONTMYHA Heuponaris
(HAITIOH)?, okJmio3ist
BEH CiTKiBKH®

[leHTpanIbHa
Cepo3Ha
XOPiOpeTHHOMIATIA

[TopymeHHs: 3 60Ky OpraHiB CIyXy Ta PiBHOBAru

|03Bin y Byxax

[PanToBa BTpara cayxy

TTopymenHs 3 60Ky cepis’

Taxikapmisi, ceprebuTTs

[HpapKT MioKapHa,
HecTabinbHa
CTeHOKapmis’,
ITYHOYKOBA ApUTMisl’

[TopyuieHHsT 3 60Ky CyIUH

[[punnuBu

ApTepianibHa
rinoTeHsis’, apTepianbHa
rinepreHsisa

[TopyureHHS 3 60Ky peclipaTOpHOl CUCTEMHU

3akianeHicTh Hoca

JTrcmHOE, HOCOBA
KPOBOTEYa

[TopyuieHHS 3 60Ky racTpOiHTeCTHHAIbHOI CUCTEMHU

Iucnercisa

AODoMiHaIBEHUY OiNb,
HymoTa, 6J1I0BaHHS,
ractpoe3odareanbHUN
pedIToKC




[TopymeHHs 3 60Ky WIKipK Ta MiAIIKIDHUX TKAaHUH

Bucumnanus Kponu'aHKa, CHHOPOM
CriBenca - J[I2K0oHCOHa’,
exchomiaTUBHUM
MepMaTUT , Tileprigpo3
(HapMipHe
ITOTOBHU[IiIEHHS)
[Topy1ieHHS 3 00Ky OIIOPHO-PYXOBOTO arnaparty, CIOJIYYHOl Ta KiCTKOBO-M's130BO1
TKaHUHU

binb y CrinHi,
Mianrisi, 0inb y

KiHITIBKax
[TopyureHHS 3 00Ky HUPOK Ta CEYOBUAINBHOI CUCTEMU
[rematypis |
[TopyureHHS 3 60Ky PENPOAYKTUBHOI CUCTEMHU
[TomoBXKeHa epeKIlis [IpiamiaM, KpoBoTeda 3i
CTaATEBOTO YJIEHa,
reMoCIepMmis
3aranpHi po3nagu
Binb y rpynax’, HaOpsk o6nuays’,
nepudepuyHi HAOPSAKHY, [palToBa ceplieBa
crabKicTb cmepTs'

' BinpIIicTh Mali€HTIB, y SKUX CIIOCTepiranucs Taki mobiuli peaxil, Manu GakTopy PU3UKY 3 GOKY
CepIIEBO-CYAUHHOI CUCTEMH.

2 [To6iuHi peaxirii, Tpo sKi MOBiqOMIISITIOCS ITiJ Yac MOCTMAPKETUHTOBUX MOCTIIXKEeHb Ta SKi He
criocTepiranucs B Xofi mi1anebo-KOHTPOJIEOBAHNX KITIHIYHUX JOCTIiAKEHb.

3 Yacrie moBigoMIISI0Cs ¥ pa3i 3acToCyBaHHS Tafasnadiny pa3oM 3 aHTUTIIePTEH3UBHUMU
3acobamu.

Oxpemi nobiuHi peakuyii. TToBimoMIISIIIOCE TPO TPOXH BuUIly YacToTy 3MiH Ha EKI, HaliyacTie - mpo
CUHYCOBY OpaguKappilo, y IalieHTiB, siKi oTpuMyBanu Taganadin 1 pa3 Ha mo0y, MOPiBHSIHO 3 TAKOIO Y
TalienTiB, ki npuiiManu mianebo. binpuricts Takux 3min Ha EKT He Oymu moB’si3aHi i3 mposiBoM
moOIYHUX peakili.

Ocobaugi epynu nauieHmia. [laHi KIMiHIYHUX OOCTIIXKEHb CTOCOBHO 3aCTOCYBAaHHS Taganadiny mis
TiKyBaHHS ePeKTUIbHOI MuC(YHKINI v HallieHTiB BikoM moHaM 65 poKiB oOMexkeHi. Y xomi KiHiyHIX
IOCTiAKeHb Il Yac 3aCTOCyBaHHS Tafganadiny y pasi motpebu mis miKyBaHHS epeKTUIbHOI
nuchyHKII1 Aiapesl 4acTillle BUHUKAJIA Y MAI[iEHTiB BIKOM IIOHAT 65 POKiB.

ITogidomaeHHs npo nido3prosaHi nobiuHi peakuii

[ToBimoMmeHHs Ipo MOOiYHI peakilil MicJs peecTpaliil TiKapcbKoro 3aco0y Ma€ BaK/IMBe
3HaueHHs. Lle mae 3MOry NpoBOAUTU MOHITOPUHT CIIiBBIAHOIIEHHS KOPUCThL/PU3UK IIPU



3aCTOCYBaHHI LIbOTO JIIKapChKOTO 3ac00y. MequuHUM Ta ¢apMalleBTUUHUM IpalliBHUKAM, a
TAKOX TallieHTaM a0o iXHiM 3aKOHHUM IIPeICTaBHUKAM CJIifl TOBiqOMJISITH IIPO YCi BUTIAIKU
nifmo3poBaHuX M00IYHUX peakKlliil Ta BiiCyTHOCTI e(eKTUBHOCTI JTiKapChKOTO 3aco0y yepes
ABTOMaTH30BaHy iH(pOpMalilHy cUCTEMY 3 (hapMaKOHAT ISy 3a MOCUIIaHHSIM:
https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 3 poku.

YMmoBu 306epiranns. 30epiraTy B OpuriHanbHil yakoBIl npu Temmepartypi He Buile 30° Cy
He[OCTYIIHOMY [JIf OiTey MiCi.

Ynakoeka. [1o 1 abo 2 Tabnetku no 20 Mr y 6iicTepax, 1o 1, 2 a6o 4 6micTepu y KapTOHHIH
KOPOOIIi.

Kareropis Bigmycky. 3a peLierToM.

BupoOHHK.
ITepsuHHa ma 8MOpPUHHA YNnakosKka, 0038i/1 HA BUNYCK Cepil:

Jlinni C.A. / Lilly S.A.

Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJgpeca MicCIllsi IPOBaXKeHHsS HOro Jis/IbHOCTI.

ABpma me nst Inmyctpis, 30, 28108, AnpkobGernmac, Manpun, Icnanist / Avda de la Industria, 30,
Alcobendas, Madrid, 28108, Spain.



