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2.  KAYECTBEH H KOJHYECTBEH ChCTAB HAIPoHE Nl ez,

Bcska Tabnerka csaspaxka 20 mg Tananadun (tadalafil).

[TOMOIIHO BEIIECTBO C W3BECTHO AEHCTRHE:
Beska ¢inMupana Tabnetka cbabpxka 250 mg nakro3a (KaTo MOHOXUPAT).

3a ITbJIHHA CIIHCHK HA TIOMOLIHHTE BEILECTRA BHIKTE TOuxa 6.1.

3. JJEKAPCTBEHA ©0OPMA
PunMupana Tabnerka (Tabnerka)
dunMupannTe TabneTku ot 20 mg ca: CBETIOKEITH, OBaIHH (priMHpaHH TaOJIETKH, rpasHpaHH ¢

"20" ot enHaTa cTpaHa M TAJKH OT JpyraTa ctpaHa. Tabnetkara € ¢ anamersp 12 mm X 7,4 mm o
nebennHa 4,6 — 5,2 mm.

4, KJIHMHHAYHH JAHHH

4.1 TepaneBTHUHH DOKAZAHHS

JleyeHHe Ha epeKTHIHA NWCPHYHKLMSA NPH BB3PaCTHH MBXKeE.

3a na Obae epekTHBEH Taganadul, ¢ce H3HMCKBa CEKCYalHA CTHMYTALMA.
Tananadun AKTaBHC He € NOKa3aH 3a yroTpebda oT eHH

4.2 [lo3HpOBKA H HAYHH HA NPHJIOKEHHE

JosHpoBKa

Bw3pacmuu mvorce

[To npuHUMN npenopruMdTeNHaTa 3032 € 10 mg, KoATO ce NpHeMa MpeAr OYaKBaHaTa CEKCYyaIHa
aKTHMBHOCT, CBC WIH 6e3 XxpaHa. [Tpu Te3n naumeHTH, npu kouro 10 mg Taganagen He BOAH A0
3aA0BOJIMTENCH €heKT, MOXKE /1a ce onuTa ¢ 03a ot 20 mg. Tabnerkara Moxke Aa ce npHeMa [OHE
30 MHHYTH peJiH CeKCyalHa aKTHBHOCT.

MakcuManHaTa 4ecTOTa Ha [IPHJIOKCHHE € BCAHDLXK JHCBHO.

Tapanagun 10 u 20 mg e npeanasHaueH 3a ynorpeba npeiM O4akBaHa CEKCyajHa aKTHBHOCT H He Ce
NpenopbYBa 3a MPOAL/LKHUTEIHA €XKEIHEBHA yoTpeda.

[Tpy nampenTH, KOUTO MPEeOBHXKAAT YecTa ynoTpeba Ha Tananadgun AxraBuc (H
CeIMUYHO), MO3Ke Aa Oblie MoAXOoAAIA CXEMA HA NPHIIOKEHHE BeIHBK JHEBHO
Ha Tananadun AkraBuc, BE3 OCHOBA Ha M300pa Ha MalMeHTa U NPELEHKATA Ha ]




[Tpu Te3M MAUMEHTH NPENOPHYXTEIIHATA A03a € 5 Mg, KOATO C€ NIPHEMa BEAHBK JHECBHO
NpUOIU3UTEIHO B €HO U CHILIO BpeMe Ha AeHA. B3 ocHOBa Ha HHAHBHYaJlHaTa MOHOCHMOCT J03aTa
MOXe na 6bae noHkeHa 10 2,5 mg BEAHBXK JHEBHO.

Lenecrobpa3HocTTa Ha NPOALIDKHTEHATA exeqHeBHA yIoTpe6a TpaGBa NEPHOAMYHO J1a ce
NpeolcHARA.

CrnenHaaiHy NOMyAAlMH

Muvoice ¢ cmapuecka ewv3pacm
Ilpn MBke B cTapuecKa BB3PACT He € H3IHCKBA afanTHPaHe Ha 103aTa.

Muvorce ¢ 6v6peuno yspesicoane

IIpu nanHeHTH ¢ Aeko Ao yMepeHo 6p0peydHo yBpekaaHe He ce M3MCKBA afanTHpaHe Ha /103ara. 3a
MALMEHTH C TEeXKO OBOpeYHO YBpeXKAaHe MaKCUMAITHATa penoppuHTenHa f103a ¢ 10 mg. Ilpu
MAHEHTH ¢ TEeXKO GLOPEHHO YBPEKAAHE HE Ce TIPENOpBhUBa ¢KEAHEBHO NPUIOKEHHE Ha Taganadun
(k. Touka 4.4 ¥ TOuKa 5.2).

Mmvoice ¢ weproopobro yepedcoane

[Ipenopruntensara aosa Taganadun AxraBuc e 10 mg, kosTo e npreMa NMPeAH 0YaKBaHa CeKCYanHa
aKTHBHOCT, Ch¢ WiIH 6e3 XpaHa. KiiuHHUHKTe aanuH 3a GeaonacHocTTa OT Ynotpebara Ha tananadusn
NpE NAHHEHTH C TEXKO YepHoApoOHO yepexkaaHe (Child-Pugh knac C) ca HemocTaTs4HH; aKo ¢
NpeAnHcRa, TpAOBa na ce H3BBLPIIH BHHMATEIHA MHAMBHAYAIHA NPELIEHKa HA CBOTHOLIEHHETO
M10/138/PUCK OT NpeAnHUcBalys Jekap. HsaiMa HalHYHM JaHHH OTHOCHO NPHIOKEHHETO Ha Taganadun B
N03H, No-BUcokH ot 10 mg npH NaHeHTH ¢ YepHOaPoOHO yBpekaade. [IpH nauHeHTH ¢ yepHOIpoOHO
YBPEXKIAHE HE € OLICHABAHO eXeAHEBHO NPIIOKEHHE; €TO 341110, aKO ce IPEANHCBa, TpA0Ba Ja ce
M3BBPIIH BHHMATEIHA HHAMBHAYAJIHA MPeLeHKa Ha ChOTHOLICHHETO MOi3a/PUCK OT MpeANUCBAIMS
nexap (BX. TOUKH 4.4 ¥ Touxa 5.2).

Mnvoice ¢ Quabem
ITpu nanyenTH ¢ nHaber He ce U3UCKBA ANANTHPAaHE Ha J03aTAa.

Hleowampuuna nonyaayun.
VrorpebaTa Ha Tananadun AKTaBHC B NeAHATPHYHATA NOMYIALHMA OTHOCHO JICUCHHETO HA €PEKTHIIHA

ANC(HYHKIMA HE € peNieBAHTHA.

Hauns Ha npunoxenne
[Tepopanto npuickeHHe

4.3 IIpoTHBONOKA3AHHA

CBpBLXYYBCTBHTENIHOCT KbM aKTHBHOTO BELHECTBO MIIH KbM HAKOE OT MOMOILHHTE BEILIECTBA,
W36poeHH B TO4Ka 6.1.

B x1HHHMYHM Npoy4BaHHA € YCTAHOBEHO, Ye Taganadmn 3acHIBa XHIOTEHIHBHHTE ¢EKTH Ha
HuTparuTe. CuuTa ce, Ye TOBA € Pe3yNTaT OT KOMOMHHpaHATe epEeKTH Ha HUTPATHTE M Tajanadun
BBEPXY IBTA a30TeH okcup/ul M®. ETo 3awo, nprioxeHuero Ha Taganadii AKTABHC IIPH NAIHEHTH,
KOHTO M3MIOJI3BAT HAKAKBH (POPMH HA OPTraHUYHH HUTPATH € NMPOTHBONOKA3aHO (BXK. Touka 4.5).

Tananadun Axtasuc He TpAOBa Aa ce YNoTpe6apa NpH MBXe ChC ChpAeUHH 3a00/1SBaHHA, NPU KOUTO

CeKCyaJiHaTa aKTHBHOCT He e npenoppuntensa. [Ipu nauueHTH ¢ HanH4yHe Ha ChPACYHO-CHAOBO

3a0osaBaHe JekapuTe TpadBa Ja OOMUCTAT BB3MOXKHHA ChPACYEH PHCK OT CEKCYyalHa aKTHBHOCT,
.-"')‘.."I

ChnegHuTe rpyIid NALMEHTH ChC CHPASYHO-CBAOBO 3a00/I9BaHE HE Ca BKIIOUCHH B
Npoy4YBaHKs, MOPaAH KOETO yroTpedaTa Ha Taaanadun rpH TAX € NPOTHBOIOKA3
- MALHEHTH ¢ MHOKapACH HHPApKT nipe3 nocneaHute 90 aHu,

- MALHEHTH ¢ HeCTaOMIHA CTEHOKApAUA WIH CTEHOKAPANA, KOATO ¢¢ NPOABA
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MOJIOB aKT,

- NAalMEHTH CBC ChPACUHA HELOCTATRYHOCT Knac 2 win no-eucok no NYHA (New York Heart
Association) npe3 nocieaHHTe 6 Mecelia,

- NAalMEHTH ¢ HEKOHTPOJIHPAHH apHTMBH, XHNOTOHUA (< 90/50 mm Hg), min HexoHTponHpaHa
XWIISPTOHUS,

- MaLHEeHTH ¢ HHCYJIT TIpe3 MOCACAHHTE 6 Mecela.

Tamanagun AKTaBHC € IPOTHBONOKA3aH NIPH NallMEHTH ChC 3ary0a Ha 3pEHHETO Ha €IHOTO OKO,
BCJICACTBHE HA HeapTepHHTHA MpeHa HCXeMHYHa onmiaHa HeponaTtHa (NAION), He3aBHCHMO OT
TOBA, JAH TO3H €MH301 € CBBP3aH WIX He ¢ npeaumHa excno3uting Ha PDES naxuburop (BXK. TOUKa
414)l

EnnospeMenHoTo npunoxkenue Ha PDES unxuOutopy (BKIIOUHATENIHO Taganahwi) ¢ ryaHHIaT-
IIMKJIa3HU CTHMYJIATOPH, KATO PHOLMIYAT, € MPOTHROMNOKA3aHO, Thil KATO TOBa MOXKE €BEHTYAJTHO Ja
NpeaAN3BUKA CUMITTOMATHYHA XHITOTOHHA (BXK. TOUKA 4.5).

44 CpennalHn npegynpexiaeHEs H NPeANAZHA MEPKR OpH ynoTpeba

[Ipeny neuenue ¢ Tananadun AxTaBHC

IIpenn oa ce npeanpueMe hapMakOJIOrHYHO JeueHHE, TPAOBA 1a Ce CHEME MEMIIMHCKA aHaMHE3a M
ia ce mpoBee (pH3HKANEH Mperiien, 34 ia ¢e JHarHOCTHIMpa €PeKTHIHA AHCOYHKIHA H [a C€
OIIpeAcAT BE3MOXKHHTE NPHIHHH.

ITpenu na ce 3amovHe KaKBOTO H Ja € JIeUeHHe Ha epeKTNHA NHuehyHKUMa, teKapure Tpadsa Aa
NpPEeLEeHAT ChPACYHO-CHAOBHA CTATYC Ha MALMEHTHTE CH, Thil KaTO ChINECTBYBA H3BECTHA CTEIICH Ha
ChpACUEH PHCK, CEBP3aH ChC CEKCYaJIHATA aKTHBHOCT. Tafanadun npHTeXaBa Ba30HIaTHBHH
CBOHCTBA, KOETO BOAM IO JIEKO H MPEXOZHO NOHIKABaHEe HA apTEPUATHOTO HAIATaHe (BX. ToYKa 5.1)
M IO TAKBB HAUMH NOTEHHHPA XHIIOTEH3HBHUA eeKT Ha HUTPaTHTe (BXX. TOUKa 4.3).

OueHkaTa Ha epeKTHIHATa AUCHYHKUHA TPAOBA AA BKIIOYBA ONPEAEAIHETO HA B3MOXKHHUTE
MOANeKAIH OPHYMHU U ONpeeAHeTO Ha NOAXOAALIO JIEUCHHE clle] MPaBHIHA MEAHI[HHCKA OLICHKA.
He e u3BecTHO, nanu Taaanadun AxTapuc e epekTHBeH NpH nalMeHTH, NPEeTHPNETH ONepaliHH B
of1acTTa Ha Ta3a WIH paJHKalHa, HEChXPpaHABallla HepBa NPOCTATCKTOMMA.

ChbpaedHO-ChAOBH (JakTOpH

[To BpemMe Ha NOCTMApKETHHIOBUA NEPHOA W/HWIH B KIIMHHYHH NMPOYYBaHHA Ca JOKIAIBaHH CEPHO3HH
ChPACYHO-CHAOBH HHLIHAEHTH, KATO MHOKapaeH HH(apKT, BHe3allHa ChPIACIHA CMBPT, HecTabHiIHA
aAHIHHA MICKTOPHC, KAMEPHA apHTMHKA, HHCYJIT, IPEXOAHH HCXEMHYHH aTaky, rpbasa OoJika,
NAIMHTAMA | Taxukapausd, [IoBeyeTo OT HALMEHTHTE, IPH KOKTO Ca ZOKIAABaHH Te3H ChbuTHA, ca
MMaJIM MPEAILECTBALH ChbPACYHO-ChIOBH PUCKOBH hakTopH. BENPEKH T0BA, HE € B3MOMKHO
KaTeropH4HO Jia ce ONpEeaeiIH, JaJIH TE3H HHIMASHTH ¢a CBbP3aHK NPAKO ¢ TE3H PUCKOBH (PaKTOpH, ¢
Tananadun AKTaBHC, ChC CEKCYATHATA AKTHBHOCT HITH ¢ KOMOMHALMA OT TE3H WM APYTH (PaKTOPH.

Ilpu nanKeHTH, KOHTO NpHeMAaT ajida; ONoKepH, CHITFTCTBALIOTO NPWIOKEHHE Ha Taganadun MOXKe Aa
JOBENie A0 CHMIITOMATHYHA XHIIOTOHHA NPH HAKOH OT TAX (BkK. Touka 4.5). KomOnHMpaneTo Ha
Taganadu ¥ AOKCa303HH HE Ce NpenophyiBa.

3penne
Crob1asaHu ca 3pATE/IHM HapyLIeHHd U cayidan Ha NAION, cBpp3aHH ¢ npueMa Ha Taganadpun H

apyrn nHxubutopu Ha PDES. AHanu3u Ha faHHH OT HEMHATEPBEHUMOHAIHH NPOYYBAHKA NIPEAoNaraT
nosHieH puck ot ocrpa NAION npu MbXke ¢ epekTHIHA AUCPHYHKIIMA CNen EKCNO3HMLMs Ha

KOHCYJITHpa He3a0aBHO ¢ Jiekap (B, TOUKA 4.3).




Hawmanen cnyx wnu BHe3anHa 3aryba Ha ciyxa
Crnyvad Ha BHe3amnHa 3ary6a Ha cyxa ca cho0IeHH ciel ynotpebata Ha Taganadui. Benpeku ve

OPYTH PUCKOBH (aKTOPH Ca HATMLE B HAKOH CIydaH (Karo Hanpumep, B3pacT, AHabeT, XUIepToHns U
aHaMHe3a 3a npeHIHa 3aryda Ha ciiyxa), mauuMeHTHTe TpaOBa Aa ObAaT NOCHBETBAHH Aa CIIpaT
npueMa Ha Taganadgun H Ja MoTHPCAT He3abaBHO MEAHLIMHCKA NOMOILL B CITy4al Ha BHE3AITHO
HaMaJISBaHe Ha clIyxa HiH 3aryba Ha ciyxa.

HepHoapobHo yepexnane

[Ipn naumeHTH ¢ Texkka yepHoapoOHa RemocTaThuHOCT (Child-Pugh xnac C) KTHHHYHKTE NJaHHH 34
0e30MmacHOCTTa OT PHIOKEHHETO HA eAHOKpAaTHA 034 Tajanadui ca HeAOCTaTBYHH. AKO C€
npeamicea Tananadun Axrasuc, TpAOBa Na ce HIBHPUIH BHAUMATEIIHA HHAMBHIYaTHA OLICHKA HA
CBHOTHOLICHHETO MOJN3a/PHCK OT NPEANUCBALIHA JISKAP.

lIppanv3bM ¥ aHaTOMHYHa AedopMaliii Ha IeHnuca

[TaumenTHTe, KOWTO €2 MMAJIH EPEKIIHA, NPOABIDKIIA 4 yaca WK noBeve, TpabBa aa Obaat
NOCHBETBaHH /1A MOTHPCAT He3a6aBHO TeKapcKa MoMOILL. AKO IPHANM3MbBT HE Ce JIeKyBa He3a0aBHo,
61 MO0 14 Ce CTHrHE A0 YBPEXAaHe HAa THKAHUTE Ha MEHKCa M MOCTOAHHA 3aryba Ha MOTEHTHOCT.

Taganadna AxtaBuc Tpa6Ba Ja ce HINOM3BA ¢ NOBUIIEHO BHHMAHKE MPH MallHEHTH ¢ aHaTOMHYHA
aedopmMaliis Ha NneHHca (KaTo HaMp. aHTyJalKs, KapepHo3Ha Gubposa win bonect Ha Peyronie) unu
NPH HAUHEHTH, KOUTO HMAT 3aboNABaHMs, KOMTO MOTaT Aa ' MpeApa3NonokKaT KbM IIPHAIH3bM (KaTo
CBPIIOBHAHO-KJIETHYHA aHEMUA, MYJITHIJICH MHEAOM HIH JICBKEMHS).

Ynorpeba ¢ naxuburops Ha CYP3A4

H3uckBa ce opHMIIeHO BHUMaHue, korato Taganagmun AKraBuc ce npeAlMcBa Ha NAalMeHTH, KOUTO
M3MI0J13BAT MOIMHKA HHXHOUTOpH Ha CYP3 A4 (pHToHaBup, CAKBHHABHP, KETOKOHA30JI, HTPAKOHA30J1 H
EpPUTPOMHLIAH), THii KaTo € HabMmoAaBaHa NOBHIIEHa eKCno3uika Ha Taganapmi (AUC), ako Te3n
JICKAPCTBEHH MPOAYKTH ce KOMOHHHpPAT (BXK. To4uka 4.5).

Tananadgun AKTaBHC U APYTH JICYCHHA 33 EPEKTHIHA JUCHYHKIMA

He ca npoyusaiH Ge30nacHOCTTa A eHKACHOCTTa Ha KOMOHHALIMHTE Ha Tajanadgun u Apyru
HHXHOMTOpH Ha PDES wnu aApyru NeueHHs Ha epekTiIHa gucdynkumsa. [lanueHTeT Tpabsa na 6nae
HHQOpMHpaH Za He npHeMa Taganadpun AKTaBuC B NOA0OHH KOMOHHAITHH.

JlakTo3a

Tananadgmn AktaBic chABpKa JakTo3a. [lalmenTtHre ¢ peaxy HacNeACTBEHH NpobaeMH Ha
rajJakTO3HA HEMOHOCHMOCT, Lapp akTaseH AeMUHT WIH TTIIOKO3HO-TATaKTO3Ha Matadcopbims He
TpaOBa 1a npHeMaT TO3H IEKAPCTBEH MPOAYKT.

4,5 BiammoaeiicTBHe ¢ APYrA JEKapCTBEeHH NPOAYKTH H ApYrH GpopMH Ha B3aRMOJeHCTRHE

[TpoyuBaHHATA 3a B3aUMOAelcTBHA ¢a mposegeHH ¢ 10 mg wwnu 20 mg Taganadul, KakTo €
NocoueHO NO-70iTy. KaTo ce MMa npeaBHa, Y€ B TAKMBa NPOYYRaHHA 32 B3aHMOACHCTBHA € TNIPHIIaraH
caMo Tajganadun B 034 o1 10 mg, KNTHHHYHO 3HAaYHMH B3aHMOACHCTBHA NIPH NO-BUCOKH JO3H HE
MOTAaT aa OBAAT HAITHIHO H3KITIOUCHH.

EdexTn Ha npyry BenlecTsa BhpXY Taganapui

Huxubumopu na yumoxpom P450
Tapanadun ce Metabonusupa raasHo upes CYP3A4. KerokoHazon (200 mg AHERHO), KOHTO €
cenexkTuBed wHxubutTop Ha CYP3 A4, yeennuapa 2 npt ekcnosunuata (AUC) Ha mana’gbjd.u 10 mg)
1 Cmax ¢ 15%, cnpamo croiinocTuTe Ha AUC 1 Cmax npH caMOCTOATENHO NIPANOKEDE WHLW;; /?
taganagmn. Kerokonaszon (400 mg AHeBHO) yBennyara 4 mbTH ekcrio3HuHATa (AU 74 gibir: r;y
(20 mg) 1 Cmax ¢ 22%. Purorarup, nporeazeH HHXHOKTOP (200 mg, 2 mbTH HHEB / B
uHxubuTop Ha CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yrenuqasa 2 TbTH €KC t

Ha taganagun (20 mg), 6e3 na npomens Cmax. Bernpeku, ye KOHKPETHH B3aHMOJE
H3CTe/IBaHH, APYr'd NpoTeasHl MHXHOMTOPH, KaTo cakBHHABHD B ApyrH CYP3A4
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EPUTPOMHITHH, KIapHTPOMHLIMH, HTPAaKOHA30JT H COK OT rpeitngpyT TpsOBa Aa C€ NPHIaraT 3aeIHo ¢
NMOBHEICHO BHHMaHHeE, Thil KATO Te OMXa MOIHM 13 MOBUIIAT IUIA3MEHHATE KOHLICHTPAUHHY HA
tananadgun (ex. Touka 4.4). CneqoBaTeNHO, YECTOTATA HA HEXKEJIAHUTE JICKAPCTBEHH PEaKLHH,
NOCOYSHH B TOuKa 4.8 Moxe aa O6pa¢ yenmieHa.

Ipancnopmuu npomeuny

He e B3BecTHA pondTa Ha TPAHCIIOPTHUTE NPOTEHHHU (HANPHUMEP P-TJHKONPOTEHH) BBPXY
OMCTIO3HIMATA Ha Tananadmn. CreAoBaTeNnHO € HanMile NOTCHLHAI 3a JIEKAPCTBCHH B3aHMOICHCTBHA,
MEIHHAPAaHH OT MIOTHCKAHE Ha TPAHCTIOPTHHTE MPOTEHHH.

Huoyxmopu na yumoxpom £450

Pugamnunmn, kokro ¢ vuaykrop Ha CYP3A4 wamanasa AUC Ha Tananagpun no 88%, cropamo
croiinocTTe Ha AUC npu caMocTosTenHo npraoxeHue Ha Taganadma (10 mg). Moxe na ce oyaksa,
e Ta3H HaMalleHa eKCIO3HIMA 1te HaManu edHKacHOCTTA Ha Tajanadui; CTENeHTa Ha HaMaleHaTa
edrKacHOCT ¢ HemssecTHa, Jpyru uEaykTopu Ha CYP3 A4, kato ¢peHoOapOHTAN, HEHNTOHH U
KapGamMasenHH, MOraT ChbLIO Aa HAMAJIAT IJIa3MEHHTE KOHLEHTPALUWH Ha Tafanadu.

EdexT Ha Taganadun BEPXY APYrH JCKAPCTBEHH NMPOAYKTH

Humpamu

B KIHHUYHY MPOYYBaHUA € YCTAHOBEHO, Yye Tananadhmn (5, 10 1 20 mg) noTeHIMpPa XHNOTCHIHBHHUTE
edeKkTH Ha HUTpaTHTe. [lopanu ToBa, NpUNoxkeHUeTO Ha Tananadun AKTaBHC NPH NALMCHTH,
npHeMaInH HIKkos GopMa HA OPraHHueH HUTPAT € NpOTHRONOKa3aHo (Bx. Touxa 4.3). B13 ocHoRaTa Ha
pe3yJTaTH OT KIHHHYHO NpOYy4Bane, B Koeto 150 nauneHTH ca nojiyuasany JHEBHH 1034 OT 20 mg
taganagmn 3a 7 qiu 1 0,4 mg HUTPOITHUEPHH CYOIIHHIBAIHO B PA3/IHYHO BpeMe, TOBA
B3aMMOACHCTBHE € HabMoNABaHO 3a NOBEYS OT 24 yaca W He € Ha0MoAaBaHo clle/] M3TH4aHe Ha 48
yaca OT ITOCJieAHaTa no3a Taganadmn. ClieaoBaTeHO ¢e CUHTa, Ye [IPH MallHEHT, Ha KOHTO ¢
npeAnHUcaHa HAKaKea f103a Tazanadun Akxraeuc (2,5 mg-20 mg), korato DpHIOKEHHETO HA HHTPATH
CE CMSAT4 3a HEOOXOAUMO NO MEAHIIMHCKH MOKA3aHHMA B )KHBOTOCNIACABAIIH CHTYALMH, TpAOBA 1a ca
H3MHHAIH NoHe 48 yaca oT npMema Ha nmocnenHaTa ao3a Tapnanadgun AKraBHC, IIPeIH Ja Ce IPHIoXKAT
HUTpaTH. [IpH TakHBa 0OCTOATENCTBA, HUTPaTHTE TPAOBa Aa ce MpHIAraT caMmo noj CTpor
MEAHLHHCKH KOHTPOJ H NPH NOAXOAAIN0 HabmoaeHHe Ha XeMOJAMHaMHKAaTa.

AnmuxunepmenzusHu 1eKapCMBeRU CpeoCcmea (SKIOYUMENHO KAryuesu anmazoRucm)
EanoBpeMeHHOTO MpHIarage Ha Aokca3o3uH (4 ¥ § mg nHeBHO) ¥ Taganadui (ZHEBHA 1032 OT S mg H
20 mg xaTo eAHOKpATHa 03a) 3aCHJIBa XHITOTEH3UBHAA e¢ekT Ha To3u anda-Onokep B 3HAYHMA
creneH. To3u edekT ce 3ama3Ba NOHE ABAHAACCET Yaca U MOXE 13 NPeAM3BHUKA CHMIITOMH,
BKIHOYHTENHO ¢cHHKoN. ETo 3aiio Ta3u koMOuHalHa He ¢e Tpenopbusa (BxK. ToUKa 4.4).

[Tpu npoyuBaHHUs 3a B3AHMOAEHCTBHATA, H3BRPIIEHH NIPH orpanHyeH Opoii 31paBH Z0OPOBONLY, TE3H
ebekTH He ca ChoOLIeHH NMpH andy303HH UK TaMCYNo3KH. Bee nak, HeoOX0IHMO € IOBHINEHO
BHMM3HHE, KOraTo Taganadui ce ynorpeSiaea npH NalHeHTH, JIeKYBaHH ¢ KAKBHTO H J1a € ayda-
OnokepH, 0cobeHO NpH MAIIMEHTH B CTApPUECKa Bb3pacT. JleueHrueTo TpAOBa Ja 3alo4He IpH
MHEHHAMAJHA 034 H Jla ¢e AZIaliTHPa ¢ BPEMETO.

[Tpu knuBEUYMHNA dapMaKOIOrHIHH MPOYUBAHHA € H3CIIeIBaH MOTEHLUHATHT Ha Tajanadhui na 3acHiBa
XHIIOTEH3HBHHUTE e(eKTH HA AHTHXUMEPTEHINBHATE JIEKapcTBeHH nipoayktd. Ilpoyusany ca
OCHOBHHTE KJIACOBE AHTHXHIICPTCH3HBHH JICKAPCTBEHH IIPOAYKTH, BIUHOYHTEIIHO KaJILIHEBH
AHTATOHHUCTH (aMIIOIHIHH), HHXHOHTOPH HAa AHCHOTEH3HH KOoHBepTHpallua eH3HM {ACE)
(enananpun), 6era-agpeHopelleNTOPHA ONOKEPH (METONPONON), THA3HAHK AHYPETHIH
{OeHapodnyazun), u anruorensuH Il peuenTopHM aHTaroHUCTH (Pa3IMuHEA BUOBE H 03H,
CaMOCTOATENHO HIH B KOMOMHALMA ¢ THA3UAHM, KaNLIHEBH aHTATOHUCTH, GeTa-0okep "’ﬁ"-‘*
onokepu). Taganadmn (10 mg, ¢ HIKNOYECHHE HA NPOYYBAHUATA C AHTIOTEHIUH 11 /-/ 3 iiL‘ N \\
AHTArOHMCTH U aMJIOJHNHH, KBAETO € MPHIarax B 703a oT 20 mg) He oChIIECTBAHAA kw\m} >
3HAYHMO B3QUMOZIEHCTBHE C HHTO SIHH OT Te3H Kiacose. B Apyro kiMHuuHO hapyay@iorsie 'Eyé
npoyusase Taganadun (20 mg) € u3nKMTBaH B KOMGHHALHMA ¢ A0 4 Kiaca aHT et l\.“’:"
npoxykTd. [1pn nanpeHTHTE, IpHEMany HAKOIKO @HTHXHIIEPTeH3HBHH TPOA] ¥ HIT

5 £, g /4
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NPOMEHH B APTEPHATHOTO HAITaHE M3rJIeX/a ¢a CBBP3aHH ChC CTETIEHTa HA KOHTPOJX Ha
aAPTEPHANHOTO HandraHe. B Ta3u Bpb3ka, Npy NALHEHTHTE OT KIMHHYHOTO M3NHTBAHE, YHETO
apTepHANHOTO HaATaHe € 6uno nodpe KOHTpONHpaHO, HAMANABAHETO € OUI0 MHHHMATHO WIH
noaoOHO Ha ToBa, Habumo1aBaHO NPH 3ApaBH xopa. [Ipy yyacTHHIM B MpOY4YBaHETO, IPH KOHTO
APTEPHAIIHOTO HA/IAraHe Ha NalMeHTHTE He € GHI0 KOHTPOIMPAHO, CNATAHETO € OHII0 NO-TOJAMO,
BBIPEKH Y€ TO He € G0 CBBLP3aHO ¢ XMITOTEH3UBHH CHMITTOMH IIPH NOBEYETO 0T nauuenture. [1pn
NALMEHTH, MOTyYaBall(H CHITFTCTBAIIO JIeUeHHE C aHTHXHNIEPTEH3HBHH NEKapCTBEHH MPOAYKTH, 20 mg
TaganaduI Moxke Aa MHIYLHpa HaMAIIBaHe Ha apTEPHANIHOTO HALAraHe, KOeTo (¢ H3KTIOYCHHE Ha
anga 6noxepH, BXK. NO-rope), KaTo [0 € MUHHMAIHO U BEPOATHO HAMA A4 € KITHHHYHO 3HAYHMO.
AHaJIH3ATE Ha JaHHHTE OT KJIMHHYHH NpoyuBaHus (a3a 3 He ca NOKa3aJIH Pa3jIMKa B HEXKEJIAHUTE
JICKapPCTBEHH ChOMTHA [IPH TALIHEHTHTE, KOMTO MpHEMAT Tagaaadul cbe WIH 6¢3 aHTHXHNCPTCH3HBHH
JIEKapCTBEHH NMPOAYKTH. BEIPEKH ToBa Ha nalMeHTHTE TPAORA Ja ce npeAocTaBd MOaX0AaI]
KIHHHYECH CBBET OTHOCHO BB3MOKHO CIAAAHE HA apTEPHAITHOTO HaJIAraHe, KOraTo ¢e IEKyBaT
AHTHXKNEPTCHIHBHH JICKAPCTBCHH IIPOAYKTH.

Puoyuzyam

[IpeaxknuEMYHK NpOyUBaHHA NOKa3BaT AXWTHBEH CUCTEMEH aHTHXHNEPTEH3UBEH e(EKT IpH
komOuHupane Ha PDES uaxnOuropu ¢ puowmryar. B KIMHAYHH npoydraHUd € AOKA3AHO, Ye
PHOLITYAT IOTEHLMPa XHNOoTeH3HBHUTE edpekTH Ha PDES unxuburopure. Hama pannf 3a
OnaronmpHsaTeH KIHHHYeH ePeKkT Ha KoMOMHAIMATA B NPOYyYBAHATA NomyJialud. EqHoBpeMeHHATa
ynotpeda Ha pronmryar ¢ PDES urxuburopu, sBkniounTeNnso taganadun, € NpOTHBONOKA3aHa (BXK.
TO4Ka 4.3).

Hnxubumopu na S-angha peoykmasama

B xMHEYHO MPOYYBaHE, B KOETO Ce CpaBHABa 5 mg Taganagui, mpuiarad €IHOBPEMEHHO ¢ 5 mg
duHAcTEpH, ¢ Iwanebo wnoc 5 mg ¢guHacTepun 2a obnexyapane Ha CHMITTOMHTE Ha
pobpokauecTseHa xurepruiazug Ha npoctarara (JXII), He ca ycTaHOBEHK HOBH HEXKENIaHH PeaKLyH.
Bunpeku TOBa, THif KATO HE € MPOBEKAAHO OPULIHAIHO MPOYUBaHEe 32 ePEKTHTE, KOUTO BE3HUKBAT
NpH JEKapcTBeHO B3aHMOACHCTBHE MeKAY Tananadun H S-anda peaykrasaure HHXHOHTOPH (5-ARIS),
Ce H3HUCKBa [IOBHLICHO BHUMAHHE NIPH €JTHOBPEMEHHOTO NpIIOkKeHHe Ha Taganadun ¢ 5-ARIs.

Cybempamu va CYP1A2 (wanp. meogpunun)

[Ipu nprnoxenue Ha 10 mg Tananadun ¢ TeopunuH (HeceaekTHBeH ochoaHecTepazeH HHXHOHTOD)
B KIMHHYHO ¢$apMaKOJIOrHYHO NPOYYBaHe, He ¢a HabmoaaBaHH papMaKOKHHCTHYHHI
B3aMMOAECcTBH. ExuHcTBEeHHAT hapMakoauHamMuueH edekT e 6mi exo (3,5 yaapa/MuHyTa)
YCKOPSIBAHE HA ChpAeYHATa YeCToTa. BENpekH ye To3H eeKT € He3HAYUTENCH H B TOBA MPOYYBaHe He
e OT KJIMHHHYHO 3HayeHHe, TOH TpAOBa aa ce B3eMa noa BHUMAaHUe NpH eAHOBPEMEHHA yrioTpeda Ha

TE3H JICKAPCTBEHH ITPOIYKTH.

Emununecmpaouon u mepbymanun

Taganadun e nokasan, ue NPEAU3BUKBA YBEIHYEHHE HA OHOHAIMUHOCTTA HA €THHUIECTPANHON ClleA
NepopATHO MPHIOKEHKE, MOAOOHO YBeUeHHE MOXKe Ja Ce OMaKBa MPH MepOPanHoOTO IPHIIOKECHHE
Ha TepOYyTaNHH, BRNPEKH 4¢ KTHHHYHHUTE NOCICACTBHA OT TOBA Ca HEOMPEACICHH.

Anxoxon
KoHueHTpauuuTe Ha ankoxos {CpefHa MakcHMalTHa KoHIeHTpaiua B kpbeta 0,08%) ne ce nopnuspat
OT CEBMeCTHaTa ynotpeba ¢ Tapanadmn (10 mg unu 20 mg). B nonsnuenue, 3 yaca cnen
eXHOBPEMEHHOTO NMPHJIOKEHHE C aJIKOXO0J He ca HabmoaasaHi NpoMeHH B KOHLCHTPaLIHHTE Ha
Tafganapui. AJIKOXONET € MPWICKESH N0 HAYKH, KOHTO yBeJHYaBa MAaKCHUMAaJITHO CKOPOCTTa My Ha
aGcopbumsa (CyTpuH Ha ri1agHo, 6e3 Ja ce nmpHeMa xpaHa 2 4yaca cliefl mpjeMa Ha aJIKoXoJT).
Tapanadun (20 mg) He 3acWiIBa CPEAHOTO HAMANABAHE HA KPBBHOTO HAIATAHE, NIPSAU3BHKAHO OT
ankoxona (0,7 g/kg wnu okono 180 ml 40% ankoxon [Boaka] npu 80-kumorpamMoB M'B}I() HOTIPH,
HAKOH XOpa ca HaGnionaBaHH NOCTYPAICH CBETOBbPTEXK HWIH OPTOCTATHYHA XHIOTOE : N 'f-\
MpHIcKEHHe Ha Tajanagui ¢ mo-HUcKH A03n ankoxon (0,6 g/kg) He ce HaOMOAE A (V)
CBETOBBPTEXK c€ HAOMONaBa ¢ YE€CTOTa, NOAOOHA HA Ta3H IPH CaMOCTOSTEIIHOTO 4 r&?
ankoxon. EgexTeT Ha ankoxona BspXy KOTHUTHRHATA QYHKIHS He Ce 3acHIIBa 1
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Jexapcmeaenu npooyxmu, koumo ce memaboauzupam om yumoxpom P430
He ce oyaxBa Taganagpus Ja NMpeAU3BHKBA KIMHHYHO 3HAYHUMO NOTHCKAHE HIH HHAYKLIHA Ha
KIMPBHCA Ha JIEKapCTBEHH MPOAYKTH, KOMTO ce¢ MeTabonusupar ot n3odopmure Ha CYP450.

IIpoyuBanusTa ca MOTBBPIOWIH, Ye TanatadHa He HHXHOHpa WK HHAYLHpa u3opopMuTe Ha CYP450,
sxmounTenso CYP3A4, CYP1A2, CYP2D6, CYP2EL, CYP2C9 u CYP2CI19.

Cybempamu na CYP2C9 (nanp. R-eapghapun)

Taganadmn (10 mg u 20 mg) HAMa KNHHHYHO 3HauUM edekT BLpXY ekcnoznuudaTa (AUC) Ha
S-papdapus win R-sapdapun (cyoctpar Ha CYP2C9), HHTO 3acsAra MPOMEHHTE B MPOTPOMOHHOBOTO
BpeMe, NPeIH3BHKAHH OT BapdapuH.

Ayemuncanuyunosa KucerurHa
Tamanadgmun (10 mg 1 20 mg) He IOTEHLHpa YABIDKABAHETO HA BPEMETO HA KbPBEHE, MPHIHHEHO OT
AUCTHICATTHLWIOBA KHCE/THHA,

Ipomusoouabemnu nexapcmeenu npooyxmu
He ca nporexnaHy cneipUYHN NPOYYBAHUSA 34 B3AMMOZACHCTBHA C IPOTHBOAHA0ETHH JIEKAPCTBEHH

NPOAYKTH.
4.6 @eprannETeT, GPEMEAROCT H KhpMeHe

Taganadun AKTaBHC HE € TIOKa3aH 3a ynoTpeba oT KeHH.

bpeMeHHOCT
JlaunnTe 3a ynorpebarta Ha Tananadun npu OpeMeHHH KeHH ca OrpaHH4YCHH. [IpoyuBaHusTa NpH

*KHUBOTHH He IMOKAa3BaT NPAKO HJIK HEMPAKO BPEAHO BBH3AEHCTBHE BEPXY OPpeMEHHOCTTA,
eMOPHOHATHOTO/ETATHOTO pPa3BHTHE, PAKIAHETO HIH [IOCTHATAIHOTO Pa3BHTHE (BXK. TOUKA 5.3).
Karo npeanasHa Mapka € 3a npeanodnTaHe ynorpetara Ha Taganagun AKTaBHC M0 BpeMe Ha
OpeMeHHOCT Ja ce n3barea.

KspMene
Hamuauure papMakoamHaMMYHH/TOKCHKOJIOPHYHH AaHHHA NPH XKHBOTHH [IOKA3BAT €KCKPELIHA Ha

Tagatagun B Mimakoro. He Moxe na ce H3KTIOUH pHCK 3a KbpMaueTo. Taganadpuin AkTaBHc He TpsaOBa
I8 Ce H3MOJ3Ba MO BpeMe Ha KbPMEHe.

DepTHIHTET

[Ipu ky4era ca HabmogasatH edeKTH, KOHTO MOKE J1a ¢a NMIOKa3aTe H 3a YBpEKAaHe Ha depTuinTeTa.
IlBe nocneaBallii KIMHINAN NPOYUBaHHA NOKA3BAT, Y€ TO3H €QEKT € MAJIKO BepOSTEH MPH XOpa,
BBIPEKH Ye TIpH HAKOH MBbXe ce HabiolaBa HAMAIICHHE HA KOHLIEHTPAlMATa Ha CTIEPMATO30H IHTE
(Bx. ToukH 5.1 1 5.3).

4,7 EdekTH BBpPXY c1I0cCODHOCTTA 32 ModHpane B paboTa ¢ MAIIHHA

Taganadui NopIHABRA MpeHEOPEKUMO criocoOHOCTTA 3a modupane win padoTa ¢ MalIHHHA. Benpexks,
ye NPpH KIHHHYHY NPOYYBAHHA YECTOTaTa Ha ChOGINEHHATA 32 CBETORBPTEK B paMEHaTa ¢ 1w1anebo u
Taganadun € ¢xoaHa, npegM wodupade WM pabora ¢ MALIHHE MallHeHTHTE TPA0Ba Na ca HAACHO 3a
TOBA KaK pearHpar Ha Tajganagun.

4.8 HexenaHu JeKapcTBEHH PeakiHA

Pestome Ha npoduna Ha 6e30M1acHOCT
Haii-gecto chrobimaBaHHTe HEKENAHH ICKAPCTBEHH PEaKLMy NpH MaLMEHTH, PHEMaLH TansiaeT
NeUYEHHETO Ha ePEeKTHIHA JUCOYHKLMA HiIH J00pOoKadecTBeHa XHIIEPILIa3Hd Ha NpoCT;
rnaBobonure, aucnencus, 6onka B rspba ¥ MHANTHS, NPU KOUTO YECTOTATa CE YBET
MIOBMIIABAHE Ha /i03aTa Ha Tajanagwi. JoKnaJBaHHTE HEXKESNaHH NEKaPCTBCHH peat
¥ B NOBEYETO CJIyyaH ¢1a0o WIH yMepeHo u3pazeHH. [lo-rongMara 4acT OT ciyys




cBODIIABAHE TIPH exXeIHeBHA ynoTpeba Ha Taganadwn, ca HabmoaasaHu npes mepeuTe 10 no 3¢ aun
OT HAYAJIOTO Ha JIEUEHHETO.

 Pesiome Ha He)keJlaHHTe peaKilid B TaGNHYEH BUA |
B Tabaxuara no-nony ca H30poeHH HEXKEITAHHTE JIEKAPCTBEHH peakU{H, Ha0moaaBaHH 0T CIIOHTaHHH

CBHOOLIEHH H NPH IWIanef0 KOHTPOMHUPaHH KITHHUYHE npoyyuBanua (oOXxBawamy oduro

8 (022 naumeHTH, JIeKyBaHH ¢ Taganadui H 4 422 nauueHTH, NOJyvaBaly Ni1aLedo0) 3a ieueHHe Ha
epeKkTiiIHA ZUChHYHKUMA NPH HY»XKJIA H TIPH CKCGIHEBHO NPHIOKEHHE, H OT €3XeJHEBHOTO JIEYEHHE Ha
no0poKaYecTEeHA XUNIePILTA3HA.

Knacuthukaina no 4yecToTa: MHOTO uecTH (>1/10), yectr (=1/100 no <1/10), neuectu (=1/1 000 mo
<1/100), peaxu (=1/10 000 no <1/1 000), mroro peaku (<1/10 000) u ¢ Hen3BecTHA YecToTa (OT
HANUYHUTE A3HHH HE MOXe Ja ObJ¢e HampaBeHa OLEHKA).

Mporo YecTH HevecTH Peaxn
YeCTH

Hapyuernus na uMyHRama cucmema

cakLWH Ha AHTHOEZIEM
BPBXUYBCTBHTEHOCT
Hapywenus na nepsnama cucmema |
'nmasoGonue BamMasHOCT CYNT (BKIIOMHTETHO XEMOPATHHHH

BGHTHS), CHHKOTI, IPEXOAHH HCXEMHIHH
TAKK', MHTPeHa’, FbPYOBE, MPEXOAHA

HE3Hs
Hapyuienun na oyume
aMbIJICHO 3PSHHC; HapyuieHye Ha 3pHTETHOTO NOJe, OTOK Ha
CEIIAHMSA, ONMHCBAHHU KATO [KIEMAYHTe, XUIIEPEMHs HA KORIOHKTHBATA,
OJIKA B OYUTE HeapTepHHTHA NpeAHa HCXeMHYHA ONTUYHA
HEBpPOMATHA (NAJON)} 3allyllBaHe Ha
ICBAOBETE HA PETHHATA
Hapyuenun va yxomo u rabupunma
TunuTyC BHe3anHa riryXxora
ICopoeunu napywenus.
Taxuxapans, nalnuTalHH HOKapeH HH(PapKT, HecTabuiIHA
%HOK&[)I[PU[Z, KAMEPHA apHTMHUS
Cvooau napywenus
3auepBABAHE XHMNOTOHHS",
XHUIEPTOHUS
Pecnupamopnu, 2pb0HU 4 MEOUQCTRURANHY HADYUEHUA
asajiHa crises,
OHIeCTHSA ﬁ:‘ncmncﬂc
Cmomawino-upesnu napyiuenus
IMucnencus opemHa 6oJika,
OBpbBLIAHE, FaJicHe,
cTpoe3odareaneH
pyke

Hapywernun na xodcama u nooKoNCHAMA MuKaK
IOGpus

Y pTHKapHA,




bonka B rep6a,
MHAJITHASA, OONKH B

KpaHHHLIMTE
 |Hapywenus na 6v6peyume u nUKoOuHUmMe Noimutya
Xematypus
\Hapyuienus na 8b3nPOUBO0UMENHANA CUCIMEMA U 2bpoama
Y IBIDKEHA EpeKMA [IpHann3eM,
KPHbBOHIIHB B [ICHHCA,
XEMaTOCIICPMHS

Obwu napywenus u egpexmu Ha MACMomo HQ NPUNOICERUE

Bojka B 06G1aCTTa HA OTOK Ha JTHILETO,

1,2
rEpAMTE , MepHdepeH OTOK, [BHE3AMHA ChPACYHA CMBPT
yMopa

{1) [opeyero OT MALIHEHTHTE CA HMAITH MpeALISCTRAIIN CHPACYHO-CHA0BH PHCKOBH (paKTOpH
(B2Kk. TOuKa 4.4).

(2) CnoblaBaHH HEKEIAHH PEaKIH TIPH NMOCTMAPKETHHTOBOTO HabmoaeHHEe, KOHTO He ca
HaGmonasani NpH MNauedo KORTPOJIHPaHH KIWHAYHHA NIPOYYBaHHA

(3) Ilo-yecto ce chobInaBa, koraro Taganagun ce Mpuaara Npy NALMUCHTH, KOUTO Be4e MpHEeMar
AHTHXHMECPTEH3UBHM JIEKAPCTBECHH NPOAYKTH.

OnuicaHue Ha H30paHy HEXKEeNaHH PeaKLyH
Manxo no-eucoka 4ecrora Ha otknoneHua B EKT, mpeau Bcuuko cHHycoBa Opaankapaus ca

AOKIaBaHH NPH MALIHEHTH, JIEKYBaHH ¢ Taganadun BeAHBK JHEBHO B CPaBHEHHE ¢ Manebo.
[Toseueto ot Te3n orknoHeHnd B EKI' He ca cRBEp3aHK ¢ MOABa HA HEXENIAHH IEKAPCTBEHH PEaKIMH.

Jpyry cunenuanHu noryaaiiiy

JlaHHHUTE TIpH NalMEeHTH Ha BB3pacT HaJ 65 roJuHU, KOUTO NPHEMAT Taaana(puin B KTHHHYHH
NPOYYBAHHS MM 32 JISUEHHE HA epeKTHNHA ANCHYHKLIMA, HIH 32 IeYeHue Ha A00POKAYECTBEHA
XHNEPa3ka Ha IPOCTAaTaTa ¢ca OrpaHHYeHH. B KIHHWYHY NpoyYBaHHS ¢ Taganadui, NpHeMaH NpH
HYXKJA 33 IEYEHHC HA CPEKTHJIHA ANCHYHKLINA, AHApHA ¢ ChoOIAaBa No-4ecTo MPH MAUKHEeHTH Ha
BB3pACT Hax 65 roguHn. B xinuwaHs npoy4ysanus ¢ 5 mg taganagni, mpHeMaH BEOHEX AHCBHO 3a
fieYeHHe Ha JoGpoKauecTBeHa XHIEPILIas|ua Ha IPOCTaTaTa, 3aMasHOCT H JHapus ¢a ChObINaBaHH Mmo-
YeCTO NPH NaLHeHTH HaZk 75-rOQHLIHA BE3PAcT.

CrobinaBaHe Ha r0A03MPAHH HEXKEIAHW PEAKIIHH

CroSuaBaneTo Ha NOAO3HPAHH HEXKENIaHH PeaklHH cliel paspeliaBaHe 3a ynorpeda Ha 1eKapCTBEHHA
NPOAYKT € BaXKHO. TOBA NO3BOJIABA A4 NPOABIDKH HaGMIOAEHHETO HA CHOTHOLIEHHETO TMON3a/PHUCK 32
JEKAPCTBEHHUSA OPOAYKT. OT MEAHLHHCKHTE CTIELIHATTHCTH CE H3HCKBA J]a cbo01uaBaT BCAKA
NOJO3HPAHA HEXeETaHa peakuma upes H3nbaHuTeHa areHims o jJeKapeTsara, yi. ,,JamMaH I'pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeaiir: www.bda.bg.

4.9 Ilpenozupane

ITpu 3apaey A00POBOJILIA ca MPUIAraHd ¢IHHAYHH A034 Ao 500 mg, a Ha TaLHEHTH ¢a NpularaH
MHOTOKpaTHH AHeBHH jo3u 10 100 mg, Hexxenanure cubuThs ca 6unu nonobHH HA OHE3H,
HaOmogaBaHK ITPH NO-HHCKH A03H. [Ipu npeaosupane TpabBa 1a ce npeAnpHeMaT CTAHAAPTHHTE
NOATBPXKAINN MEPKH, CIIOPER M3UCKBAHHATA. XEMOJHAIM3aTa HE3HAYMTENHO cioMara 3a
eIMMHHHPAaHETO Ha Tapanagui.




5. OAPMAKOJOI'MYHH CBOUCTBA

5.1 OapMakoAHHAMHYHH CBOHCTBA

Cbapmxo*repanemﬁtma rpyna: ¥ poJIOrH4HH CPEACTBA, JlekapCTBEHM MPOAYKTH, KOHTO C& H3NOI3BAT
npH epexTiwiHa auchyrkung, ATC kon: GO4BEOS.

Mexanu3beM Ha AEHCTBHE

Tananadun e cenekruseH, o6paTHM HHXHOHTOP Ha LMKIMYHUA I'YaHO3HH MoHOGochat (ul MP) -
cneurpuana dochoauecrepasa Tan S (PDES). Koraro cekcyanHoTo CTHMyNHpaHe NpeaH3BHKA
NOKATHO 0cBO0OK/IaBaHe HAa a30TeH oKcHa, MHxubupanero Ha PDES ot Taganadm npeanssHkBa
noBuilieHd HHBa Ha I’ M@ B kaBepHO3HOTO TANO. TOBa BOAH A0 penakcallia Ha IJiadKaTa
MYCKYZIaTypa ¥ IIPMTOK Ha KPBB B TBKAHHTE Ha MEHHCa, Bodelo Ao epekuua. Taganaduin e
Hee(PEKTHBEH B OTCHCTBHETO Ha CEKCYaTHa CTUMYJIALMSL.

dapMakoTHHAMHYHH eDEKTH

IIpoyusanusTa in vitro nokaspart, 4e Tananadui e ceaextied HHXHOUTOp HAa PDES. PDES € ensum,
KOWTO ce OTKPHMBA B INIAKaTa MyCKYJIaTypa Ha KaBEpHO3HOTO TAJIO, CHAOBATA H BUCLIEPAJIHA I1aaxa
MYCKYJIaTypa, CKEJISTHUTE MYCKYH, TpoMGonuTHTE, O60pewire, 6enus xpob 1 MankHa MO3IBK.
Heiicterero Ha Tananadmn e no-cwiHo BepXy PDES, oTkoNKOTO BLPXY ApYrd gocdonuecrepasm.
Tazanadun ¢ > 10 000 meT no-Moiuers 3a PDES, otkonkoro no otHowenne Ha PDE1, PDE2 u PDE4
- €H3HMH, KOHTO C& OTKPHBAT B CBHPLIETO, MO3bKa, KPEBOHOCHHTE CHAOBE, UepHHA Apob u ApyrH
oprann. Tapanagmn € > 10 000 nbTi mo-Moiien no otHoweHHe Ha PDES, 0TKONKOTO N0 OTHOMICHHE
Ha PDE3 — eH3HM, HaMHpaL ¢€ B CHPLETO H KPBBOHOCHUTE ChAOBe. Tasn cenekrHBHOCT KbM PDES,
CPaBHEHA ChC CENCKTHBHOCTTA KbM PDE3 e BakHa, 3amoro PDE3 e en3uM, yyacTealll B MEXaHH3Ma
Ha CEPACYHNTE ChKpalleHus. B gomennenne, Tananapun € npudnusurento 700-mbTH no-MoLIEH 1o
oTHOweHHe Ha PDES, otkonkoTto cnpamo PDEG —~ en3uM, KOHTO ce HaMHpa B peTHHATA H € OTTOBOPEH
3a hororpancaykumara. Tananadun e cemo > 10 000 meTH Mo-momen no orHowenne Ha PDES,
O0TKOJIKOTO Mo oTHOmEHHe Ha PDE7 ao PDE1O.

Knnununa epukacHocT B 6esonacHoCT

[TIposenenu ca Tpyu KIMHHYHM ITpoy4uBaHud npu 1 054 nanyeHTH B JOMAIIHH YCJIOBHA, 33 A3 ce
OnpeneNH NpOILDKATEIHOCTTA Ha AeficTBHe Ha Taganadun. Taganadun mokalea CTAaTHCTHICCKH
3HAYKMMO MOAOOpeHHe B €PEKTIWIHATA (PYHKIMA ¥ CIOCOOHOCTTA Aa C€ M3BBPIIH YCICIIEH MOJNOB aKT
A0 36 yaca ciesl IpHeM, KaKTo U B CIIOCOOHOCTTA Ha NALMEHTHTE J1a NMOMyYaT H NOAIBPKAT epexius
33 YCIEeHISH MOJIOB aKT olle Ha 16-ta MHHYTa cJie/l IpHeMa Ha 103aTa, B CpaBHEHHE ¢ I1auedo.

[Mpunoxen Ha 3apasy IMNA Taaanadwl He MpeIH3BUKBA 3HAUHMAa pa3IHKa B CpaBHEHHE ¢ IU1aledo B
CHCTOIHOTO H AHACTOJHOTO KPHBHO HaIAraHe B JIETHAIO NONOXKXEHHE (CPEAHO MAKCHMAIHO
HamaneHue ot 1,6/0,8 mmHg, cboTBETHO), B CHCTONHOTO H AHACTONHOTO KPBBHO HAJISIaHE B
H3NPaBEHO [0J0XeHHE (CPeAHO MaKCUMANTHO Hamanienue ot 0,2/4,6 mmHg, crorBeTHO), M HAMa
3HAYMMAa IPOMAHA B CHPACYHATA YECTOTA.

[Ipn npoyuBaHe 3a OLICHKA Ha ¢(EeKTHTE Ha Taaanaduil BLpXY 3PEeHHETO He ¢a OTYCTEHH HapylleHus B
Pa3no3HABaHETO Ha LBETOBETE (CHHLO/3EICHO) NIPH M3No3BaHeTo Ha TecTa Farnsworth-Munsell
100-hue. Te3n RaHHH ca B CHOTBETCTBHE ¢ HHCKMA aduHETeT Ha Taganagmn keM PDEG, B cpaBHeHuME C
abunuTeTa KM PDES. Cho0LIeHHATA OT BCHMKH KITHHHYHH [IPOYYBaHHA 3a NPOMEHH B 1{BETHOTO
3penne ca peakH (< 0,1%).

IIposeneny ca TpH NpOy4BaHUA TIPH MBKE, 3a Aa €& OLIEHH MOTEHLUATHUAT eEeKT BBPX

HabnMoaaBaHO HAMAICHHe Ha OpOsA H KOHICHTPALMATA HA CIIEPMATO30HAHTE, CBE
Taganapii, BepoATHO 0€3 KIHHMYHO 3HaYeHHe. Te3H edekTh He Ca CBbP3aHH C I
MapamMeTpH, KaTo HojiBikHocT, Mopdonorus u FSH.
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Tapanagun e no3u ot 2 mg Ao 100 mg e oueHeH B 16 KIHHWYHKA NNPOYUBAHHA, KOHTO BKJHOYRAT

3 250 nauMeHTH, BRIIOYHTENHO NALHEHTH C ePEeKTHIHA MUCRYHKUHA OT padiniHa TeXeCT (Jieka,
YMEpPEHA, TEXKKA), eTHONOrHA, BbipacT (Mexny 21-86 roMHH) U eTHHYECKA MPHHAIEKHOCT.
[opedeTo MaHeHTH ca ChOOLWTH 32 JABHOCT HA €PEKTINHATA JUCQYHKLMA OT OKOJIO IIOHE €AHA
rofuHa. IIpy MpBOHAYANIHHTE MPOYYBaHHA 3a €(PHKACHOCT BEPXY obliaTa nomynauus 81% ot
NALMEHTHTE ChoOLIABAT, Y& Tazanadui € noaodpuI epeKiHTe UM, B cpaBHeHHe ¢ 35% npu nnanebo.
QcBeH TOBa, NALHEHTHTE C €PEKTHIHA AUCHYHIMSA OT BCHUKH CTENEHH Ha TEXECT ChoOIaBar 3a
noaoOpeHH epeKIHH, A0KaTo ca npueManH Taganagpun (86%, 83%, u 72% croTBETHO 34 JIeKa,
YMEpPEHA H TeXKa, cpaBHEHO ¢ 45%, 42%, u 19% npu nnauedo). [lpn meppoHauanHuTe NPOyUBaHHU
3a epuKacHOCT 75% OT OIMTHTE 3a MOJIOB aKT ¢ Tajanadmi ca OWIH yClelHH, B CpaBHEHHE ¢ 32%
pH mnanedo.

B 12-ceaMHuHO npoyusase, npoBeaeHo npu 186 nauuenTu (142 Ha Tananadin, 44 Ha manebo) ¢
epeKTHIHA JUCOHYHKIHA, HACTBIIMIA BTOPUYHO BCAEACTBHE Ha YBpEXAaHe Ha IphOHAYHHA MO3BK,
TaganagHI 3HaUUMO NoAoOPABa SPEKTHIHATA (PYHKIMA, KOETO BOAM JI0 CPEAHA YeCTOTa Ha
YCTIeITHHTE ONMTH 33 HHAHUBHA oT 48% npH maumenTuTe, JiekyBauu ¢ 10 wim 20 mg tananagmn
(rpBKaBa 1034 OpH HYXA4), B cpaBHeHHe e 17% rpH 1uianedo.

IHennaTpuuna nomyaargis

[Tpn neauaTpyvHM MalMeHTH ¢ MycKynHa aucrpodusa Tin Jomen (M), e mpoBeaeHo eqHo
MpOYUBaHe, B KOSTO He ¢a HabnionasaHl AaHHM 3a egukacHOCT. [1pu 331 MoMuera Ha BB3pacT

7-14 rogunau ¢ MJIJ], Ha KOHTO ce nNpuaara eHOBPEMEHHO JIeYEHHUE ¢ KOPTHKOCTEPOHIH, € NIPOBEICHO
PaHZOMH3HPAHO, ABOHHOCIIATIO, Iale00-KOHTPONHPAHO, NApaleIHO MPOYYBaHE ¢ 3 paMeHa C
tagaitapun. [Ipoyusasero Bxmovpa 48-ceqMusueH JBOHHOCAT NEPHOA, B KOHTO NAIMEHTHTE Ca
paHZOMH3HpaHH Ja noayyasat Taganadun 0,3 mg/kg, Tananadmn 0,6 mg/kg nnu nnauebo BCEXH ACH.
Tananadun He Nokaszea ehHKACHOCT MO OTHONICHHE 3a0aBAHe Ha BIOIIABAHETO HA CIIOCOOHOCTTA 34
CaMOCTOATETHO XO/IeHEe, H3MEPEHO ¢ MOMOIITA Ha MEPBHYHATA KpaiHa To4ka - 6-MHHYTEH TECT 3a
xoneHe (6 minute walk distance, SMWD): cpenHa npoMaHa Ha Hali-MankuTe KBaapaTH (least squares,
LS) B Tecta 6MWD Ha 48-Ta ceamuua ¢ -51,0 MeTpa (m) B rpynaTa, noxy4apama njaneto, B
cpaBHeHHe ¢ -64,7 m B rpynara, noixyyasaima taganagun 0,3 mg/kg (p = 0,307), u -39,1 m B rpynara,
nonyuaeania taganadpmun 0,6 mg/kg (p = 0,538). OcBeH TOBa, TUINCBAT JAHHH 33 €(PHUKACHOCT OT
BCHYKH BTOPHYHH aHAITH3H, HaNpaBeHH B TOBa NpoyuBaHe. O0LpTe pe3yaraTi 3a 6e3omacHoCT or
TOBA NPOYYBAHE KATO IIANO Ca B ChOTBETCTBHE C H3BECTHHA Mpodiul Ha 6e301acHOCT Ha Taaaiabhii 1
¢ Hexenanure cuOuTHA (HC), ouakBaHu B neauaTpudHaTa nomynaums ¢ M, nonyyasatua
KOPTHKOCTEPOMIH.

EBponeiickaTa areHIus o JISKapcTBaTa 0cBOOOXKAABA OT 3aABLIDKCHUETO 33 IPEAOCTABAHE Ha
PE3YIATATATE OT NPOYYBAHMATA C Tajanadun BbB BCHUKY IOATrPYIH HA NEAUATPUUHATA NOMyNALMA 38
JeYCHHE Ha epeKTHIIHA JHCHYHKIHA (BXK. TOUKA 4.2 3a HEQOpMaLMa OTHOCHO ynorpeda B
NeAHATPHATA),

5.2 OapMaKOKHHeTHYHH CBOHCTBA

Abcopbims

Cnen nepopanHo npunoxense Taganadgun ce abcopbupa Beanara M HabmoaaBaHUTE CPETHH
MaKCHMATHH IU1a3MeHH KOHLeHTpauH (Cmax) ¢e NoCTHrar 3a CpeJHO BpeMe OT 2 Yaca cief
TIPHIOKEHHETO, AOCOMIIOTHATA OHOHANTHYHOCT Ha Tajanadii ClIeA NepopaTHO IMPHIIOKEHHE HE €

ONpEAETIEHA.

CkopocTTa 1 creneHTa Ha abcopOuma Ha Taganadun He ce MOBINABAT OT XPaHa, CICNOBATEIHO
TazanadguI Moxke Aa ce npueMa ¢sc WiH 6e3 Xxpana. BpeMeTo Ha ipHeMaHe (CYTpHH CIpAMO BEYep)
HAMA KJIMHHYHO 3HaYUMH €eKTH BBPXY CKOPOCTTA H CTENCHTA Ha abcopOiums.

Pasnpenenenue
Cpeaunnar obeM Ha pasnpeacneHue Ha Taganadgun e mpubausuTenaHo 63 1, koeTo mox

Taganadun ce pasnpeaens B TeKauuTe. [Ipu TepaneptiydHan koHUeHTpawmH, 94% ot
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CBBP3BA C IUIA3MEHHTE [MPOTEHHM, CRBPIBAHETO ¢ MPOTEHHMTE HE CE 3aCATa NPH HapymeHa 0s0pevuna
dyuxiua. [lo-manxo ot 0,0005% ot npuerara g03a ce nogBABa B CiepMara Ha 3ApasH HHIAHBUIH.

buoTtpaHcpopMa

Tananadm ce meTabonuzupa mpeauMHo nocpeacTsoM LaToxpoM P450 (CYP) 3A4 wsodopmara.
OCHOBHHAT LMPKYIHpaul MeTabonuT € MeTIIKaTeXo NIoKypouua. To3u Metabonur e noxHe

13 000 et mo-cnabo axTuBeH oT Taganagun no orHomwenHe Ha PDES. CrepoBarento, He ¢e o4akBa
na 6pae KNHHUYHO aKTHBEH TP HabMoqaBaHuTe KOHIIEHTpaLu: Ha MeTabonHTa.

EnxMuHMpane

CpeAHHAT NepopaieH KIHPBHC Ha Tazanadmi e 2,3 I/gac, a cpeAHHAT nonykKHBOT € 17,5 yaca IpH
3paBd HHANBHIM.

Tanaragun ce ekcKperupa npeAUMHO Mo GopMaTa Ha HEAKTUBHH META0OIHTH, OCHOBHO 4pe3
deiteca (mpubauzuTeTHO 61% OT A03aTa) H B 110-MaJIKa CTETEH Ype3 ypHHaTa (NpHGAH3HTETHO 36%
OT A03aTa).

JInHeHHOCT/HETHHEHHOCT

@apMaKOKHHETHKATA Ha TaZanads NpH 3ApaBy HHAMBHAU € THHEHHA 110 OTHOLICHHWE HA BPEMETO H
nosara. ITpu no3u B quanasona ot 2,5 o 20 mg excmosuuuara (AUC) ce ysennyaga
NPONOPLIMOHANHO ¢ Ao3aTa. CTALMOHAPHH IUIA3MEHUTE KOHLICHTPALMH Ce MOCTHTAT 3a 3 IHU MPH
NpHeM BEIHBK AHEBHO.

PapMaKkOKMHETHKATA, ONPene/IeHa ¢ NONyNAlHOHHNS NOAX0A, NMPH NMAlHEHTH ¢ €PEKTHIIHA
muChYHKIHA € oi06Ha Ha (papMaKOKMHETHKATA TIPH HHAMBHAHM 6€3 epeKTHIHA AHCHYHKIMA.

CoenMaiHH nonyaanuy

Cmapuecka ev3pacm

3npaBH NALHEHTH B cTap4ecKa BB3pacT (Ha 65 WM MoBeYye roAdHH), HMAT TI0-HHCHK MEpopaieH
KIHPBHC Ha Taganadwun, koeto BoaH 10 25% no-pucoka excnosuums (AUC), B cpaBHeHME CBC 3paBH
MHAMBHIOH Ha BB3pacT ot 19 no 45 roauan. To3u pb3pacToB e(eKT He € KIHHHYHO 3HaYHM H He JaBa
OCHOBaHME 32 aJlanTHpaHe Ha A03aTa.

Bvbpeuna nedocmamuuiocm

[Tpu kauHYHM dapMaKkoIOrHUHH MPOYUBaHHUA ¢ €XHOKpaTHA A03a Taganadui (O ao 20 mg),
ekcnosnnuaTa Ha Taganadun (AUC) ¢ npubau3suTeNHO YABOSHA NNPKX HHAHBHAM € JieKa (KpeaTHHHHOB
kaupbHE 51 10 80 ml/min) unu ymepeHa (xpeatuHusoB KiupsHC 31 20 50 ml/min) 6s6peuta
HEeAOCTATHYHOCT H IIPH HHAHBHMH ¢ TEPMHHANIEH CTaAWH Ha OpOpeuno 3abomaBane Ha Auanusa. [Ipn
NAHHEHTH Ha Xemonuanuia Cmax e 41% no-eucoka or HabMoaaBaHaTa MpH 34ApaBH HHAHBUIMK.
XeMoxuManu3aTa crioMara He3HAYMTENHO 33 CTUMHHHPAHETO Ha Tajalahu.

Ueproopobra nedocmamvyrRocm

Excno3uipiata Ha taganadun (AUC) npH HHAMBHAM C JIEKO A0 YMEPEHO YEPHOAPOOHO yBpeKIaHe
(xi1ac A u B no Child-Pugh) e cpaBHHMa ¢ eKCIIO3NLKATA MPH 3ApaBH HHAHBHAH, ciel NPHIOKEHHE
Ha 703a ot 10 mg. Uma orpaHHyeHHA KITHHHYHH AaHHH 32 6e30nacHOCTTA Ha Taganagmi NpH NalHeHTH
C TEXKKa YepHOAPOOHa HemocTaThuHocT (kiac C no Child-Pugh). [Tpu nampeHTH ¢ yepHOApoOHa
HEIOCTATEYHOCT HAMA JAHHH 33 NPHIOKEHUE Ha Tanana(il BeHBK JHEBHO. AKO ce MpeIIHCBa
Taganadui, TO NpeANHCBALHAT JieKap TpaOBa 1a HAMpaBH BHUMATEIHA HHAHBHAYaAIHA OLICHKA HA
OTHOLICHHETO NoN3a/puck. [Ipn nauyenTy ¢ YepHOApPOOGHO YBpeKAaHe HAMA HAJIMYHH JAHHH 32
ITPWIOKEHKHEe Ha Taaanagpun B 034, no-Bucoku oT 10 mg.

Hayuenmu ¢ Ouabem
Excriosnuuara xa taganapun (AUC) npu naumenTy ¢ Auaber € npubnusurento 19%
OTKOJIKOTO croiiHocTHTe HAa AUC 3a 3apaBH HHAMBHAN. Ta3u pa3iidka B €KCNO3H
OCHOBaHHE 33 aJlanTUPaHe Ha N03aTa.

12




5.3 IIpeaxnAHBEYHH JaHHEH 32 6ezonacHocT

HexnnnavuannTe naHHK He nNoKazear 0COOEH pHCK 3a XOpara Ha 0a3a Ha KOHBEHIHOHAITHHTE
¢hapMakoIOrAYHA H3NKTBAHHA 3a 0€30MacHOCT, TOKCHYHOCT IIPH MHOTOKPaTHO NPHJIAraxe,
reHOTOKCHYHOCT, KapiIMHOPeHEH NOTCHUHAT U PENPOAYKTHBHA TOKCHYHOCT.

HsiMa AoKa3aTENCTBA 34 TEPATOTEHHOCT, EMOPHOTOKCHYHOCT HITH (PETOTOKCHYHOCT MPH IUThXOBE HIIH
MMILIKH, KOMTO ca npHeaH raganadmn B no3n g0 1 000 mg/kg/nnesHo. B mpoyysane 3a NpeHATATHO H
NOCTHATATHOTO Pa3sBHTHE NPH [UTHX0BE, 103aTa, PH KOATo He ce Habmoaasa edekT, ¢

30 mg/kg/nuenso. [Tpn 6peMenunTe WibxoBe AUC 3a M3UHCIIEHOTO CBOOOIHO JICKapCTBO NPH Ta3H
no3a € npubnusurenno 18 meth AUC nipu Xopa cnen npunoxkeHyne Ha no3a ot 20 mg.

Hama yBpexnane Ha ¢hepTHIHTETA TIPH MBXKKH H XXeHCKH MrbXoBe. [1py kyyeTa, Ha KOWTO € npuiaray
exenHeBHO Taaanadun 3a 6 a0 12 mecena B go3u ot 25 mg/kg/nHEeBHO (BOACLIO AC MOHE TPHKPATHO
MO-BHCOKA eKkeno3uuma [Mexnay 3,7 — 18,6] or BabmoaeanaTa npy Xopa, Ha KOMTO € 1aBaHa
eMMHMYHA 1033 OT 20 mg) M noBeye, € HMANO perpecus Ha eNHTela Ha CEMEHHHTE KaHATYCTa, KOETO
NPH HAKOH KYY€eTa € OBEJO [0 MOHMWKAaBaHe Ha CTiepMaToreHe3ara. BikTe cbiio Touka 5.1.

6. PAPMAINEBTHYHH JAHHU

6.1 Cnouchk nHa NOMON[HHTE BEIECTBA

JAnpo na Tabnerxara:

JIAKTO3a MOHOXHApAT,
NPEKENATHHH3IHPAHO HHIIECTE,
KOJIOHZIEH Oe3B0OACH CHIMLIHMEB THOKCH,
KpPOCKApMeJIO3a HATPHUH,

HaTpHeB Jaypun cyndar,

MAarHe3MeB creapar.

OUAMOBO NNOKPHTHE:
xunpomenosa (E464),

NnaKTo3a MOHOXHIpAT,
THTAaHOB Anokcua (E171),

TPHALIETHH,

Tank (E553b),

KBIT XKenesen okcug (E172),

qyepBeH KeneseH okcua (E172).

6.2 HechbBMECTHMOCTH

Henmpuioxkumo

6.3 Cpok na rogaoCT

3 roguHu

64 CoenHanHH yCJIOBHSA HA CHXPAHCHHE

To3n nekapcTBER NPOXYKT HE H3HCKBA CMICHHAJIHM YCIIOBHA Ha ChXpaHEHHeE.

6.5 Bna#chALpKAHEE HA OHAKOBKATA

TaGnerxure ca onakopanu B PVC/PCTFE/anymMuanesu Onuctep.
I[lo 2, 4, 8, 12 n 56 pmwiMupanu TabreTKu.
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He BcHUKH BHAORE ONAKOBKH MOraT Aa 6baaT mycHaTH B npoaaxba.

6.6 CpneunajHa NpeaANaA3Hy MEPKH NPH H3XBLPJAHE H pafoTa

HeM3MmoN3BaHyaT feKapcTBeH MPOAYKT HiIH OTHAXbYHHTE MATEPHAH OT Hero TpAOBA Jia ce HIXBHpJIAT

B CHOTBETCTBHE ¢ MECTHHTE H3UCKBAHHA.

7. IIPHTEXATEJ HA PAZPEILIEHHETO 3A YIIOTPEBA

Actavis Group PTC ehf.

Reykjavikurvegi 76-78

220 Hafnarfj6rdur

Hcnanans

8. HOMEP HA PAJPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20160232

9. JATA HA ITBPBO PA3SPEIIABAHE/TIOJHOBSBAHE HA PAZPEINIEHHETO 3A
YIIOTPEBA

Jlata Ha mepBo pazpewapase; 05.07.2016 .

10. JATA HA AKTYA/IMIUPAHE HA TEKCTA
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