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1. HME HA JIJEKAPCTBEHHA ITPOIYKT
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Tamanadgmn AxraBuc 10 mg dunmupanm Tabrerkn . T
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2. KAYECTBEH H_KOJ]H'IECTBEH CbhCTAB

Bcsaka Tabnerka Cbaeprka 10 mg Tapanadun (tadalafii).

TOMOLIHO BELIECTRO C HIBECTHO JEHCTRHE: - |
Bcaka ¢prnmvupana Tabnerka ceabpxka 177 mg nakrosa (KaTo MOHOXHIPAT).

3a IBJIHMA CITHCHK Ha TIOMOIHHHTE BELIECTBA BIKTe Todka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunMupana tabneTka (:raﬁnema)

QuUIMHPAHHATE Taﬁ.neﬁm or 10 mg ca: cne’mom'ni onahim ¢riMupasy TabNeTKH, rpaBHupaHy C
"10" oT eaHaTa CTpPaHa M ITIAAKH OT Jpyrara CTpaHa. Tabnerxkara e ¢ naamenp 11 mm x 6,6 mm »
acbenuHa 3,9-4,5 mm,

4. K/IMHHYHM JAHHH

4.1 TepaneBTHYHEH NOKAIAHHSA

JleueHue Ha épelcrmma AACPYHKLMA NMPH BB3PaCTHH MBXE.

3a na 6ba¢ eexTHBeH Taganadun, ce H3UCKBaA CEKCYATHA CTHMYJIALAA.

Tananagun AKTaBHC HE € NIOKa3aH 3a ynoTpeda oT KeHH

4.2 [Jdo3upoBKa H HAYHHE Ha NPHACKEHHE

AOBHPOB@

Bw3pacmuu Mvoice

[To npHHLMAI TpenopbYMTeIHaTa K034 € 10 mg, KoAaTO ce npHeMa Npe/id OUaKBAHATA celccyanﬂa
 aKTHBHOCT, ¢h¢ WiH 6ea xpana. IIpH Te3u naumesTH, mpH KouTo 10 mg Tananadui He BOAH A0
3anoﬂonmej1eﬂ edexT, MOXKe Ja ce omiTa ¢ A03a oT 20 mg. Tabnerkara Moxke Aa ce MpHeMa NoHe
30 MHHYTH NIpeaH CEKCYaNIHA AKTHBHOCT, |

MakcHMaITHaTa 9E€CTOTA HA IPHIOKEHHE € BEAHBXK JHEBHO.

Tananadpun 10 u 20 mg e npeaHa3zHaveH 3a ynorpeba MpeAn OUAKBAHA CEKCYAJIHA &
' MpenopbYBa 3a NPOXBDKHTEIIHA SKEAHEBHA YIIOTpeDa.

TIpn naupeHTH, KOUTO NPEABUXKAAT YecTa ynoTpeDa Ha Tananadun AxraBHc (H
CeAMHYHO), MOXe ia Ob/ie NOAXONAIA CXEMA Ha IPIWIOAKECHHE BEIHEXK AHEBHO
SE/MH/15632/001-004/1A/013



Ha Tapanadun AKTaBHC, B3 OCHOBA Ha H300pa Ha [AalMeHTa H NPELICHKaTa Ha J1eKaps.

[Tpy T€3M MalMEHTH NPEeNOpBYKTENIHATA 1034 € 3 g, KOATO C¢ NpHeMa BEAHBXK JHCBHO
NpUOJMIATENHO B €HO M ChLLO BpeMe Ha JeHA. Bp3 ocHOBa Ha HHAHBH/YalHaTa NOHOCUMOCT 03aTa
MOKE a ObJle MOHMXKeHA A0 2,5 mg BeIHBK JHEBHO.

LlenechoOpa3HoCcTTa Ha NPOIBIDKHTENHATA €XeAHeBHA ynoTpeba TpAdBa nepHOIHIHO 1a ¢e
MPEOLICHABA.

CnenManHiA nonyJjanuuu

Muvorce 8 cmapuecka év3pacm
[Ipu MEKE B CTApUECKa BB3pACT HE CE M3UCKBA aJanTHpaHe Ha J03ara.

Muvorce ¢ 6vbpeuno yepescoane |
[1pn nauMeHTH ¢ JIEKO J0 yMEpeHo GBOpeYHo YBpEXKaAHe HE ce H3MCKBa ajanTHpaHe Ha 103aTa. 3
MALMEHTH ¢ TEXKO ObOpeuHo yBpekaaHe MaKCHMAalTHATa TIpenophynTeHa no3a ¢ 10 mg. 1lpn
MALMEHTH ¢ TexKO GbOPEUHO YBpexkaaHe He ce Mpenopbusa ekeAHEBHO MPIIOKEHHE Ha Tafanad
(Bx. TOUKa 4.4 ¥ TOUKa 5.2).

Mmuoice ¢ weproopobro yepescoane

[Ipenopwumrennara no3a Taganadun Axktapuc € 10 mg, koATO C& NpHEMa Npeau O4aKBaHa CEKCyaliHa
aKTHBHOCT, ChC WM Oe3 xpana. KnuHuunHHTe JaHHH 3a Ge3onacHocTTa oT ynotpebarta Ha Tananagu
[IPH TALMEHTH ¢ TEXKO YepHOaApoOHO yepexaane (Child-Pugh knac C) ca HenocraTbUHH; aKo C€
npennucsa, TpadBa Aa ce H3IBLPIIH BHUMATEIHA HHAHBHAYAIHA NPELICHKA Ha ChOTHOLIEHHETO
NOJI3a/pUCK OT NpeAnucBalnya nekap. HaMa HATMYHKM JaHHHM OTHOCHO NPUJIOKEHUETO Ha Tananadmi B
JIO3H, NO-BHCOKH OT 10 mg npH malmeHTH ¢ yepHoapobHo yepexaane. [Ips nalneHTr ¢ YepHOAPOOHO
YBPEXKAAHE HE € OUCHABAHO SKEJHEBHO MPHJIOKEHHE; €TO 3al1{0, aKO ¢¢ NPEANMHCBa, Tp4OBa Ja ce
M3BBLPLUN BHHMaTEIHA MHAUBUIYANHA IPELIEHKA Ha ChOTHOUICHHETO NO3a/PUCK OT NPEANHCBalINA
nekap (BX. TOYKH 4.4 H TOUKa 5.2). |

Mwuoice ¢ Ouabem
[Ipy panueHTr ¢ AMadeT He Ce H3IMCKBA AalITUPAHE Ha 103aTa.

[leouampuuna nonyrayua:
Ynorpebara Ha Taganadun AKTaBHC B IEAHATPHYHATA MOMYIAlHA OTHOCHO JICYCHHETO HA CPCKTHIIHA
AHCPYHKLHA He € pelleBaHTHA.

HauuH Ha npHUIIOKEHHE
[IepopanHO NpUITOKEHHE

4.3 IlporHBomnmokazanusg

CBpbX4YBCTBHTENHOCT KbM aKTHBHOTO BEUIECTBO MIIK KBM HIKOE OT [MOMOILIHUTE BELIECTRA,
u30poeHn B TOUKA 6.1.

B KIMHHYHH NPOYYRaHHI € YCTAHOBEHO, Y€ Tananagl 3aCHIIBa XMIIOTEH3HBHUTE e(heKTH Ha
HuTpatute. CUMTA ce, Ye TOBa € pe3y/ITaT OT KOMOHMHHpaHHTe ¢()eKTH Ha HUTPATHUTE K Tajatadu
BBpXY 6T a30treH oxkcua/ul M®P. Eto 3awo, npuioxeHHeTo Ha Tananagui AKTaBHC NPH NAlHEHTH,
KOWTO H3II0/3BaT HAKAKBH (OPMH HA OPTAHUYHH HHTPATH € MIPOTHROINIOKAa3aHo (BXK. TOUKa 4.5).

| ~\(EHUMS
Taganadun AxtaBHc He TpaOBa Aa ce ynoTpeOaBa NpH MBKE ChC ChPACYHH 3a00IBa L MPEKSKIO/ »
CEKCYATHATa AKTUBHOCT He € npenopbuMTenta. [Ipy nanMeHTH ¢ HATHYHE HA CHLPAE / ' j '
zabonsaBane nekapure TpsadBa 1a OOMHCIST BE3IMOXKHUA CHPACYEH PHCK OT CEKCYallfa X
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CrneTHUTE TPYTIH MAIHEHTH CHC ChPAEYHO-ChA0BO 3a00NABaHE HE ¢a Bmmqeﬂﬂ B KJIMHHHYHH

NpOyYBaHMA, IOPAAH KOETO yroTpebata Ha Tananadui npH TAX € MPOTHBONOKA3aHa:

- NaIHEHTH ¢ MHOKapAeH HHQapKT npes nocneanute 90 nxu,

- NalHEHTH ¢ HECTAOWIHA CTEHOKAPAUA UK CTEHOKAPIHA, KOATO C€ IPOABABA I10 BPEMC Ha
IOJIOB AKT,

- MaLMEeHTH ChC ChpJeHHA HEAOCTaThUHOCT Kiac 2 uid no-eucok no NYHA (New York Heart
Association) npe3 nocieIHUTe 6 Mecena,

- MALIAEHTH C HEKOHTPOJIMPaHH apuTMEH, XunoToHus (< 90/50 mm Hg), Wi HeKOHTpOIHpaHa
XHIIEPTOHHS,

- NAlMEHTH ¢ MHCYJIT Mpe3 nocjeasure 6 Mecela.

Tananadun AKTaBHC € IPOTHBONOKA3AH [1PH TIAIMEHTH ChC 3aryba Ha 3peHHeTo Ha €1HOTO OKO,
BCJICACTBHE HA HEAPTEPHUTHA NpEAHa HexeMryHa onrmuHa Hepponathsa (NAION), He3aBHCHMO OT

TOBA, JAJTH TO3M €MK30]] € CBLP3aH WK HE ¢ NpeaHHa ekcno3nims Ha PDES nHxuOuTop (BK. TOUKA
4.4).

EnHoppeMeHHOTO npHnoxerne Ha PDES uHXubuTOpn (BKIIOYMTENHO Tananaduit) C ryaHH1aT-
IIMKJIA3HH CTHMYJIATOPH, KaTO PHOLMIYAT, € MPOTHBOIMOKA3aHO, ThH KaTO TOBa MOXE €BEHTYaA/IHO /12
NMpeAM3BHKA CHMITTOMATHYHA XUIIOTOHUA (BXK. TOUYKA 4.5).

4.4 CnenHajHH npeaynpexXIeHHus H IpeIna3Hd MePKH NPH ynoTpeda

Ilpeny neuenue ¢ Tananagun AKTaBUC

IIpenu na ce npeanpueme hapMaKkoJIOrHYHO JieueHue, TpaOBa Ja ce cHeME MEAMLIMHCKA aHAMHE3a K
1a ce NpoBeae PHU3UKANEH Npersies, 3a Ja ¢e JMarHOCTULIMPA ePEeKTHIHA NUCOYHKLIMA B Aa ce
ONpEeAENAT BE3MOXKHATE NPUYAHH.

IMpeau fa ce 3am04HE KAKBOTO H Ja € JICUCHHE HA ePEKTHIIHA AMchYHKLHA, ICKapuTe TPAOBa Aa
NPELEHAT ChPACYHO-ChIOBHS CTATYC HA MALHEHTHTE CH, ThbH KaTO ChIHECTBYBA H3BECTHA CTEIICH HA
CBDACYEH PHCK, CBbLP3aH ChC CEKCcyanHaTa aktusHocT. Taganadun npuTexaBa Ba30JAIATaTOPHH
CBOMCTBA, KOETO BOIH [0 JIEKO H MPEXOAHO MOHIKABAHE Ha apTEPHANIHOTO HAJIATaHe (BXK. TOYKa 5.1)
M N0 TAKBB HaYHH MOTEHLUMPA XUNOTEHINEHHS eQeKT Ha HuTpaTHTe (BXK. Touka 4.3).

OueHKaTa Ha epeKTHIHaTa JUCYHKLMA TpAOBa /1a BKIIOYBA ONPEACIIAHETO HA BE3MOXXHHTE
NOJTEXKALIN MPUYAHN M ONIPSACNISHETO HA MOAXOAALIO JICUEHHE CTie/] NPaBHIHA MEMLIMHCKA OLICHKA.
He e u3BectHo, nanv Tapanadun AKTaBuc € ¢EKTHBEEH IPH NMAalHEHTH, OPETHPIICIH ONCPallHH B
00/1acTTa Ha Ta3a WM pajJHKaliHa, HEChXpaHABALlAa HEPBA NPOCTATEKTOMMUAL |

CepaeuHo-cbI0BH HAKTOPH

[To BpeMe Ha MOCTMAPKETHHTORUA NMEPHO H/WIH B KIMHHYHH NIPOYYBAHHA Ca /I0KJIaABAHH CCPHOIHH
ChLPJICYHO-CHAOBH HHLIMICHTH, KaTO MHOKApAcH MH(APKT, BHE3AMHA ChPACHHA CMBPT, HECTaOHITHA
aHTMHA NEKTOPUC, KAMEPHA apHTMHMS, MHCYJIT, IIPEXOJHH HCXEMHYHH aTaKH, TphaHa 00/Ka,
MaJanHUTALMK M Taxukapaua. [loBeyeTo OT MaUMEeHTHTE, PH KOUTO ca A0K/IaABaHy T€3H ChOATAS, ca
UMaJIK [PEAECTBAIIH ChPASYHO-CBAOBH PHCKOBH (PAKTOPH. BENPEKH TOBA, HE € BE3MOXKHO
KaTErOPHYHO 14 CE ONPERENH, JATH T€3H HHUW/ICHTH ca CBLP3aHK NPSKO C Te3M PUCKOBH (akTopH, ¢
Tapanadun AKTaBHC, ChC CEKCYAIIHATA AKTHBHOCT IWIH C KOMOMHALMA OT T€3W WIH JPYTH PaKTOpH.

[Tpu nauMeHTH, KOUTO OpHeMaT anda; GNoKepH, CHITLTCTBAIIOTO MPHIOKEHHE Ha Tajanadun Moxe Ja
NOBeIE A0 CHMITTOMATHYHA XHIIOTOHHS NIPU HAKOH OT TAX (BK. Touka 4.5). KomOMHKHpaHeTO Ha
Tazganaduil B AOKCA303KH HE Ce NpenophYBa.

3penue
Crob1asanu ca 3pHTENIHY HAPYLUCHHS, BISTIOYHUTEHO LIEHTPa/IHA CEpPO3HA XOPHC _-' o
"~IL

(CSCR) u cimyuyan Ha NAION, cepp3anu ¢ npHeMa Ha Tafianadui B ApYTH HHXHE
[ToBeuero ciyyan Ha CSCR oTiryMsBaT CMIOHTAHHO Cejl CTMpaHe Ha Tajanadig

SE/H/1532/001-004/1A7013



NAION, aHanu3uTe Ha JaHHKH OT HEMHTEPREHUHOHAIHY NIPOYUYBAHHS NPEATIONArar NOBHIICH PUCK OT
octpa NAION npu Mbike ¢ epexThisa AHCYHKUMA e/ eKCMO3HLMA Ha Tajanadun Wil Ipyru
PDES unxuburtoph. Toil karo ToBa MOXKe Aa ObAe OT NPAKTHYECKO 3HAYECHHE 32 BCHUKH NTAIHCHTH,
H3JI0KEHHM Ha Taaanadn, nanneHTsT TpAOBa 1a ObJie npeaynpexaaBaH, Y€ B CIy4al Ha BHE3anHoO
3PUTENHO HAapyIIEHHE, HapyLIeHHe Ha 3PMTEIHATA OCTPOTA H/WIH 3PUTEIHO HIKPHBABAHE, TPSOBa 12
CIipe npHeMa Ha Taganadii H 4a ce KOHCYITHpa He3abaBHO ¢ jiekap (BX. Touka 4.3).

HamajeH cayX WiH BHe3anHa 3aryda Ha ciayxa
Cayuad Ha BHe3anHa 3ary0a Ha ciryxa ca ¢hoOlieHn cnen ynorpebara Ha taganagui. Brnpekn ue

NPYrH PUCKOBH (DaKTOPH ¢4 HANMIIE B HAKOH CITy4aH (KaTo HalpUMeEp, Bb3pacT, AHabeT, XUMEPTOHHA H
aHaMHe3a 3a NpearIlHa 3ary0a Ha cyxa), nanueHnTure TpA0Ba Aa 6bAAT OCHBRETBAHHU Aa CIpAT
npremMa Ha Taaanadui K Aa NOTHLPCAT He3abaBHO MEIUIIMHCKA MTOMOL B CJTydad Ha BHE3AIHO
HAMaJIABaHE HA CJIyXa Wi 3aryba Ha ciryxa.

YepHonpoOHo YBpeXKaane

[Tpu maumenTy ¢ TexKKa yepHoapobHa HeaoctarsusocT (Child-Pugh wiac C) knMHHUHKTE AaHHY 32
Ge30MmacHOCTTa OT NPHIOKEHHETO Ha eHOKpAaTHA 7103a Tajanadmi ca HEAOCTATBYHA. AKO ¢&
npeankcBa Taganadun AxtaBuc, TpaOBa Aa ¢e H3BLPIUH BHUMATEHA MHAMBHIYaHa OUCHKa Ha
CBOTHOLIEHHETO NON3a/PUCK OT MpeaIinCBallMs JIeKap. |

HEH&I'IHS’I:M H dHdTOMHWYHA QEQ)UPMEII_JJ{H Ha TIICHHCA

[ManmeHTHTE, KOUTO Ca MMATH €PEKIHA, IIPOAL/DKIIA 4 Yaca WIH oBede, TpAOBa fa Opar
MOCHBETBAHA 1a MIOTHPCAT He3abaBHO JeKapcka MOMOIL. AKO NPHANM3MET He ce JIEKYBa He3abaBHo,
61 MOIJIO [1a C€ CTHIHE /10 YBpEXKIaHe Ha THKAHHTE Ha MEeHHCca H TOCTOSHHA 3ary0a Ha MOTEHTHOCT.

Tamanagun AxtaBuc TpaOBa a ce W3MOJ3BA ¢ [IOBUILIEHO BHHMAaHHE NIPH MALIHEHTH ¢ aHaTOMUYHA
aedopMaliHg Ha NeHUca (KaTo Hamp. aHTy/Ialus, KasepHo3Ha ¢pubpo3a win 6onect Ha Peyronie) Wi
NPH MALMEHTH, KOHTO KMAaT 3a00/IABaHMsA, KOUTO MOFaT Jia TH MPEApa3NoNiokaT KM MPHANH3BM (KaTo
CBhPNOBHAHO-KIETHYHA AHEMHS, MYJITUILICH MUEJIOM HITH JICBKEMHA ).

Ynorpeba ¢ uuxuburopu Ha CYP3IA4

H3uckea ce MOBUIICHO BHUMAHUE, Korato Tamnanaduwn AKTAaBHC ce MPeANKHCBA HA NALHCHTH, KOHTO
M3M0JI3BAT MOMIHH HHXHOHTOpH Ha CYP3 A4 (puTOoHaBHp, CaKBUHABHP, KETOKOHA30J1, HTPaKOHA30J1 U
EPHTPOMHIIMH), THi KaTo € HabJII0aBaHa NIOBHLIEHA eKCIo3Hiua Ha Tananadui (AUC), ako Te3n
JEKAPCTBEHHW NIPOAYKTH ce KOMOMHMpAT (BXK. TOouka 4.5).

Tapanadui AKTaBUC H APYTH JICUYESHHSA 33 €PEKTUIHA AUCHYHKINS
He ca npoyusann Ge3onacHocTTa H epUKACHOCTTa Ha KOMOMHALMMTE HA Tafanadun H Ipyru

MHXHOMTOPH Ha PDES5 win apyru neyenus Ha epekTida auchynkups. [lauventsT Tpsadsa na obae
nagoOpMHpaH aa He ipueMa Taganadum AKTaBHC B TOZ0OHH KOMOMHALUAH.

[ToMOLIHH BelIECTBA

Jaxmoza

[TaLmenTH ¢ PeaKH HACTEACTBEHH NPOONEMH Ha HEMOHOCHMOCT KbM FajlakTo32a, IThJIEH JIaKTa3eH
DehULIMT WM TIIIOKO3HO-ralakTo3Ha Manabecopbumsa He TpaOBa Aa NpUEMAT TO3H JIEKApCTBEH

NPOOYKT.

Hampuii
To31 NEKapcTBEH MPOAYKT ChALPxa No-Manko ot 1 mmol Hatpuii (23 mg) Ha puiMHpaHa TabaeTKa,
T.€. MOXKE J]a C€ KaXKe, Y€ NPaKTUYEeCKH HE ChAbPIKA HATPHH.

4.5 BiaumoaeHcTBHe ¢ APYIH JieKAPCTBEHH NPOAYKTH H ApYrH GOpMH HA B3aMORaNOTRY

3 %2
[IpoyusanusTa 3a B3auMoAcHCTBHA ca nposeacHH ¢ 10 mg w/imm 20 mg Tananagyid-i P T %
nocoyeHo no-noy. Kato ce uMa npensiun, 4e B Takupa Npoy4BaHUs 3a B3aHMOZEHET Bithardn
SE/H/1532/001-004/1A/013 f S¥5, kel [E<B1
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camo Taganadui B 1034 o1 10 mg, KIMHHYHO 3HAYMMH B3aHMOACHCTBHSA NPU NMO-BUCOKH I03H HE
MOTaT Aa ObJaT HAMBJIHO H3KIIIOYEHH.

EdexTy Ha JIpyry BeINecTBa BbPXY Tananagua

Huxubumopu na yumoxpom P430

Tananaduin ce Metabonusmpa riaso upes CYP3 A4, Kerokonason (200 mg AHEBHO), KOHTO €
cenekTuBeH HEXHOHTOp Ha CYP3 A4, yBenuuasa 2 neTH excriozvimsta (AUC) na tapanagun (10 mg)
U Cmax ¢ 15%, cnipamo croitHocTHTe HAa AUC M Cmax npH caMOCTOATENTHO MPHITIOKCHHE Ha
raganadnn. Kerokonason (400 mg naesHo) yRenuuaBa 4 meTH excrnosuimsara (AUC) Ha Tazanadmn
(20 mg) n Cmax ¢ 22%. PuroHasup, nporeasen HHXUOHTOP (200 mg, 2 MbTH AHEBHO), KOHTO €
uuxubutop Ha CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yeenuuana 2 mbTH excnozuumsara (AUC)
Ha Tagasadmn (20 mg), 63 1a npomers Cmax. Bernpeku, e KOHKPETHH B3aHMOJCHCTBHS HE Ca
H3CEIBaHH, PYrH MPOTEa3HH MHXUOUTOPH, KaTo cakBHHAaBHp B ApyrH CYP3 A4 uHXUOHTOPH, KaTo
EPHTPOMHLIMH, KIAPHTPOMMLIHH, HTPAKOHA301 M COK OT rpeiindpyT TpadBa Aa ce npwiarar 3a¢iHo ¢
NOBHIIIEHO BHUMAHHE, Thil KaTO Te OMXa MOIJIM Ja NOBUHIAT INTA3MEHWTE KOHLICHTpalH Ha
taaanadun (Bxk. Touxa 4.4). CnegoBaTenHo, YECTOTATA Ha HEXKENIAHMTE JICKAPCTBCHH PCAKUHH,
NocoYeHH B Touka 4.8 Mmoxke Ja Obae yBenuueHa. |

Tpancnopmuu npomeunu

He e u3BecTHa possATa Ha TPAHCMIOPTHHTE MPOTEHHH {HANPUMEP P-TJIHKONPOTEHH) BEPXY
AHCIIO3HIMATA Ha Taganadun. ClegoBaTe/HO € HaIMIE NOTEHLHA 33 JIEKAPCTBEHH B3aUMO/ICHCTBHY,
MEIHHAPAHU OT NOTHCKAHE HA TPAHCNOPTHHUTE OPOTCHHH.

Huoyxmopu na yumoxpom P450

PudaMmuumH, koiito e uHaykrop Ha CYP3A4 namanasa AUC Ha Tapanadun ao 88 %, cnpaMo
croliHocTHTe Ha AUC npH caMocToATEHO npriokeHHe Ha Taganadun (10 mg). Moxe na ce o1akBa,
4e Ta3¥ HaMalcHa EKCTIO3HIMS e Hamak e(pHKACHOCTTa Ha Tajanadgiul; CTENCHTa Ha HaMaleHara
edukacHocT e HenspectHa. Jpyru ungykropu Ha CYP3 A4, kato dpenobGapOuran, peHHTOHH 1
KapBamaszenus, MOraT ChIe /1a HAMAJST IUla3MEHHTE KOHUEHTpalliH Ha Tajanadun.

EdexTH Ha Tananadgun BLpXy APYTH JAEKaPCTBCHH OPOAYKTH

Humpamu |

B xnMHHUHH pOYYBaHHA € YcTaHOBeHO, e Taaanadun (5, 10 u 20 mg) noreHIMpa XHMOTCH3HBHUTE
edextd Ha HuTpatute. [lopaau Tora, npunoxeHHeTo Ha Tajanadpuia AKTaBHC TIPH MALMEHTH,
npHeMallH Hakoa GopMa Ha OpraHHYEH HHTPAT € NPOTHBOMOKA3aHO (BXK. Touka 4.3). BB3 ocCHOBaTa Ha
pe3yJITaTH OT KIMHMYHO NpoyyBaHe, B koeTo 150 nauueHTH ca nojTy4aBpann JHeBHH A03H oT 20 mg
Tajganadpun 3a 7 A4 1 0,4 mg HUTPOTrIMLEPHH CYOITHHTBAITHO B pa3/IM4HO BPpEME, TOBA
RIaUMOjIeliCTBHE e HabonaBaHo 3a noseve oT 24 yaca ¥ He € HabMOJABaHo cliell H3THYaHE Ha 48
yaca OT MOC/eAHaTa 103a Tajanadun. ClenoBaTeHO ¢e CUMTa, Ye MPH MAIMEHT, HA KOHTO e
npeankcasa Hakakea no3a Taganadbun Aktaeuc (2,5 mg-20 mg), Korato NprAnoKECHHETO HA HHTPATH
ce cMATa 3a HeoBXOAHUMO N0 MEIUIIMHCKH MOKA3aHUA B )KMBOTOCIIACABAILH CHTYallHH, TpAOBa N1a ca
H3MHHAJIH NoHe 48 yaca oT npHeMa Ha nocieaHarta ao3a Tajanadmn AKTaBUC, IPeaH Aa CC NPH10XaT
nutparth. [Ipy Takuea obcrosrencrea, HUTpaTUTE TPAOBa Aa ce MpUIaraT ¢camo noa Crpor
MeTHLMHCKH KOHTPON H NpH NoAX0A41in0 HabnoaeHHe Ha XeMOAMHAMHKaTa.

Anmuxunepmenzusnu texapcmeenu cpedcmed (BKAYIMERHO KAMYUEsY GHMA2ORUCY)
EaHOBpeMEHHOTO NPHIAraHe Ha N0Kca303uH (4 1 8 mg nHeBHO) M Tafanadun (JHEBHA 1034 OT 5 mgH
20 mg Kato eHOKpAaTHA /103a) 3aCH/IBa XHIOTEH3UBHHA e(eKT Ha TOo3H anda-6okep B 3HaUHMA
creneH. To3u eekT ce 3ama3ea [OHE ABAHAAECCET Yaca M MOKE Ja Npeau3suka CUMITTOME

[Ipy npoyuBaHuns 3a B3aMMOJICHCTBUATA, H3BBPLISHH IPH OrpaHuYcH Opoit 3apaf ﬁ) s
eekTH He ca choOLIEnH NpH andy303KH WK TAMCYJI03HH. Bee nak, Heobxoam f g JOBAHON
SE/H/1532/001-004/1A/013 %
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BHHMAaHHE, KOT'ATO Tananadbwui ce ynoTpedasa MpH NalMeHTH, IEKYBAHH ¢ KAKBHTO H Jia © andga-
Gnoxepy, 0co0EHO TIPH NMALMEHTH B CTapyecka Bb3pacT. JleueHHeTo TpsAOBa Aa 3ano4yHe npH
MUHHMAITHA 034 U Jla C€ aJanTHpa C BPEMETO. |

TTpH KIHHHYHH HAPMAKOIOrMYHH NPOYYBAHUS € M3CIIEBaH NOTCHUMATBT Ha Tazanagui ia 3aCuiBa
XHAOTEH3UBHHTE e(EKTH HAa AaHTHXHIIEPTEH3HBHHUTE JIEKapcTBEHH NpoAyKTH. [lpoyuBaHy ca
OCHOBHHTE KJIACOBE aHTHXHIIEPTCH3UBHM JICKAPCTBEHH MTPOAYKTH, BKIIOYHTETHO KAIIHCBY
AHTAT'OHHCTH (AMJIOAMIIKH), MHXHOMTOPH Ha aHTMOTEH3HH KOHBECPTUPALIH €H3AM (ACE)
(enananpun), 6eTa-agpeHOpeNenTOpHH OokepH (METONPOSIOINT), THASHAHM JHYPETHIH
(Gerapodyasu),  aHrnoTeH3uH Il pelienropHy aHTarOHHCTH (Pa3ii4HA BUAOBE H JI03H,
CAMOCTOATENHO WIH B KOMOHHALMA C THA3WIHM, KAJILMEBH AHTArOHKCTH, GeTa-G1oKepH W/HITH anda-
6aokepn). Taganadut (10 mg, ¢ U3KIIOYEHHE HA IPOYYBAHUATA C AHTHOTEH3HH 11 PELIETITOPHHTE
AHTArOHHCTH H aMJIOMIIHH, KBAETO € MpHiarad B Ao3a ot 20 mg) He OCBUIECTBABA KTHHHYHO
3HAYMMO B3aHMOJCHCTBHE ¢ HUTO €MH OT TE3H Kiacose. B Apyro KinHH4YHO GapMaKONIOruiHo
npoyusane Taaanadpun (20 mg) e uanuTBaH B KOMOKHALKA ¢ 10 4 Ki1aca aHTHXHUIICPTEH3HBHU
npoaykTH. [Ipy NamueHTHTe, NPHEMANH HAKOJIKO AHTHXKIIEPTEH3HBHH IPOYKTa, aMOy/IaTOPHHTE
MPOMEHH B APTEPHATHOTO HATATAHE M3IJIEHK/A ¢4 CELP3aHH ChC CTETIEHTA HAa KOHTPOJ Ha
APTEPHANTHOTO HanAraHe. B Ta3u Bpb3ka, NPH NAUMEHTHTE OT KIHHHYHOTO H3MHTBAHE, YHETO
aPTEPHATTHOTO HANAraHe € 6UNo A06pe KOHTPOIMPaHO, HaMANABAHETO € OHI0 MUHHMATIHO HIIH
nonoGHO Ha TOBA, HA0MIOAaBAHO TIpH 3ApaBH xopa. [IpH yyacTHHIH B IPOY4YBaHETO, IPH KOUTO
apTEPUATHOTO HAITAHE HA MALMCHTHTE He € GHII0 KOHTPOMHPAaHO, CIIAAHETo € OIIIO NO-TONAMO,
BBIPEKH Y€ TO HE € OHTO CBEP3AHO ¢ XHNOTEH3MBHM CUMIITOMH TIPH MOBEYETO OT NauueHTuTe. 11py
TIALMEHTH, TIOTy4aBallH CHITPTCTBALLO JICUEHHE C AHTMXMIIEPTEH3UBHH JIEKAPCTBEHH IMPOAYKTH, 20 mg
Tagaiad MOXKE Ja HHAYLMPA HAMAMBAHE Ha APTEPUANHOTO HAJLAraHe, KOETO (C H3KITIOUEHHE Ha
anda GroxkepH, BIK. MO-TOpe), KaTo ISUI10 € MUHUMAITHO H BEPOSTHO HAMA A4 € KIHHHYHO 3HAYHMO.
AHanH3HTEe HA AAHHHUTE OT KIMHHYHH Mpoy4vBaHHus ¢asa 3 He Ca NOKa3aJK passiMKa B HCXKEIIAHUTE
NIEKAPCTBEHH CLOUTHS NPH MALMEHTHTE, KOWTO NPHEMAT Tafaadun CbC WK De3 aHTHXHNEPTCH3UBHA
JIEKAPCTBEHH PO YKTH. BENpeKH ToBa Ha NMallMEeHTHTe TPAOBa fa ¢ce Npe/locTaBs NOAXOAALN
KIMHWYEH CHBET OTHOCHO BL3MOKHO CIIafaHe Ha apTEPHANHOTO HaNSIraHe, KoraTo ce JICKYBAaT €
AHTHXUNECPTEH3UBHU JIEKAPCTBEHM MPOIYKTH.

Puoyucyam |

MpeaxAHHUYHK MPOYYBAHKUA TOKA3BAT aHTHBEH CHCTEMEH AHTHXHIICPTCHIMBEH €EeKT NpH
koMOuHHpaHe Ha PDES nHxuburopn ¢ pyouuryar. B KiIMHUYH#A MMPOYYBAHHA € I0KA33HO, e
PHOLIMTYAT TIOTeHIMpa XunoTensnerute edektd Ha PDES mHxubHTopure. Hima faHHM 32
GnaronpuaTeH KiHHH4YeH epeKT Ha KOMOMHALMATA B TPOYyYBaHaTa nomynauus. EnsoBpeMEHHATA
yriorpe6a Ha puonuryat ¢ PDES uaxubuTops, BKMIOUYMTENHO Tajanadil, € NpoTUBONOKasaHa (Bx.
TOouKa 4.3). |

Huxubumopu na S-angpa peoyxmazama

B KIHHM4HO Npoy4BaHe, B KOETO Ce cpaBHsABa 5 mg Taaanabui, MpHaran eJHOBPEMEHHO € 5 mg
¢uHacTepHn, ¢ riaiebo Twnoc S mg huHacTepua 3a obnekyapaHe HA CHMITTOMHTE Ha
noOpokavyecTBeHa XHIiepiuiasus Ha rpocrtaraTta (JIXI1), He ca ycTaHOBCHH HOBH HEXKCIAHH PCaKLHH.
Brnpexu ToBa, Thil KaTO HE € NPOBEXKAAHO OPHIHATHO MPOYYBAHE 3a €(PEKTHTE, KOUTO Bb3HHKBAT
PH JIEKAPCTBEHO B3aUMOEHCTBIE MEKAY Tadanadun v S-anda peaykrazHute HHXuOHTOpH (5-ARlISs),
Ce W3HCKBA MOBHIIECHO BHAMAHHE MPH €IHOBPEMEHHOTO NMPHJIOKEHHE Ha Tananagmi ¢ 5-ARls.

Cyb6cmpamu na CYPIAZ (nanp. meoghurun)

IMpu npunoskeHue Ha 10 mg Tananadun ¢ Teogunnn (HecenexrheeH docoanecrepaset HHXHOUTOP)
B KUIMHHYHO ($apMakoJIOTMYHO Npoy4BaHe, He ca HabnioxaBaHH (papMaKOKHHETHYHH

B3auMozeiicTBHA. EOWHCTBEHHAT dapmakoaaHaMHuer edexT e 6un neko (3,5 yaapa/pos Y

YCKOpSiBAHE HA ChpAEYHATA YeCTOTa. BuIpek ve TO3H eeKT € HEIHAYMTETIEH H B Brabniioysis

€ OT KJIMHWYHO 3HaueHue, Toh TpadBa 1a ce B3eMa 1101 BHHMaHHE [IPH €AHOBPEM / e

T€3H JEKaApPCTBEHH MPOAYKTH. %

&
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Emununecmpacuon u mepbymanun

Tananathun e mokazan, 4e NpeJIU3BHKBA YBREIHYECHHE HA OMOHAIMYHOCTTA Ha €THHIIICCTPaAHON e,
MEPOPAITHO TIPHIOKEHHE; MOJOOHO YBEIMUCHHE MOXKE J1a C€ OYaKBa MPH ePOPaNHOTO MPHIOKEHHE
Ha TepOYTauH, BBNPEKH Y€ KIHHHUHHTE TOCICACTBEUA OT TOBa Ca HEONPEIC/ICHH.

Aaroxon

KonuenTpaumnTe Ha ankoxol (cpeaHa MaKCHMa/IHA KoHileHTpalms B kKppBTa 0,08 %) He ce
[IOBJTHABAT OT ChbBMeCTHaTa yrnotpeba ¢ taganadun (10 mg wins 20 mg). B aombineHue, 3 qaca cren
€JHOBPEMEHHOTO NPHJIOKEHHE C AJIKOXOJ HE ¢a HaboaaBaHH MPOMEHH B KOHLICHTPALMHUTE Ha
Tajanadui. ATKOXOIBT € MPWIOKEH 10 HAYKHH, KOWTO yBeNnHYaBa MakCHMalHO CKOpOCTTa MY Ha
‘abcopbuys (CYTPHH Ha raaaHo, Ges na ce nmpUeMa XpaHa 2 yaca ciiesi 1IpHeMa Ha aJIKoXod).
Tananadgun (20 mg) He 3acHUIBa CPEAHOTO HAMAIABAHE HA KPbBHOTO HalAraHe, NpeIH3BHKAHO OT
ankoxona (0,7 g/ke wnu okosno 180 ml 40 % anxoxon [Boaka] npu 80-kiwiorpaMoB MBK), HO NpH
'HAKOH XOpa ¢a HabMoNaBaHM OCTYPATEH CBETOBBPTEXK WIHM OPTOCTaTHYHA XHIToTOHUA. [1pu
NPHIOKEHHE Ha TaganaduI ¢ mo-aHUCKH 103u ankoxon (0,6 g/kg) ne ce HabmoAaBa XHIIOTOHN, &
CBETOBBPTEXK Ce HAONIOaBa ¢ 4eCTOTa, MOJOOHA HA Ta3H MPH CaMOCTOATEIHOTO NPIIOKEHHE Ha
ankoxoJl. EdekTbT Ha ankoxosna BbPXy KOTHHTHBHATA QYHKIMA He ce 3acHiBa oT Tafganadun (10 mg).

Jexapcmeernu npooyxmu, xoumo ce memaboruzupam om yumoxpom P450

He ce ovyaxsa Tananadui aa npeaM3BUMKBa KIHHHYHO 3HAYMMO [TOTHCKaHE MIIH MHAYKINA HA
KJIMPBHCA Ha JIEKAPCTBEHH MPOAYKTH, KOUTO ce MeTabonusnpar ot usodpopmure Ha CYP450.
[TpoyuBanMaATa ca NMOTBBPAWIH, e Tapanadul He MHXUOHpa Wi HHAYLMpa u3opopmuTe Ha CYP450,
srrounutenHo CYP3A4, CYPIA2, CYP2D6, CYP2E]L, CYP2C9 u CYP2C19.

Cyb6cmpamu na CYP2C9 (nanp. R-sapghapun)

Tamanadun (10 mg u 20 mg) HAMa KITMHAYHO 3HaYMM eekT BBpXy ekcrniozuimsaTa (AUC) Ha
S-sapdapus unH R-sapdapun (cy6erpat Ha CYP2C9), HHTO 3acara NPOMEHHTe B IPOTPOMOHHOBOTO
BpEMeE, MpeIU3BUKAHH OT Bap(apuH. |

Ayemuncaruyunoea xuceauna |
Tapanadun (10 mg u 20 mg) He MOTEHUHPa YIBDKABAHETO HA BPEMETO HAa KBPBEHE, IPHYHHEHO OT
aLeTHICAIHUMIORA KHCEJIHHA.

IIpomugoouabemnu rexapecmeenu npooyKniu
He ca npoBexaaHu cneliGHYHM MPOYYBAHHA 38 B3IaHMOACHCTBHS ¢ MPOTHBOAHA0OETHH JICKAPCTBEHH
NPOOYKTH.

4.6 DPepTHINTET, OpEeMEHNOCT H KbPMEHe
Taganagun AKTaBHC He € NoKa3aH 3a ynorpeda OT AKEHH.

bpeMeHHOCT

JaHHuTe 32 ynorpebara Ha Taganadgui npu OpeMeHHH JKeHH ca orpaHudeHH. IlpoyuBanusaTa npy
KUBOTHH HE NOKA3BAT MPAKO WIH HENPIAKO BPEAHO Bb3AeHCTBHE BLPXY OpEMEHHOCTTA,
eMOPHOHATTHOTO/(DETATHOTO Pa3BUTHE, PAXKAAHETO WIH MOCTHATAIIHOTO pasBHTHE (BXK. TOYKa 5.3).
KaTo npeana3na mapka e 3a npeanoydrade ynorpedara na Taganadgun AKTaBHC 110 BpeMe HA
OpeMeHHOCT Ja ce H30Area.

KtpMmene
Hannunure dpapmakoaHaAMHYHH/ TOKCHKOJIOTHYHM JaHHHK MPH YXKMBOTHH NOKA3BAT EKCKPEIML HE

raganadun B makoro. He Moxe /1a ce W3IKIIOUH PUCK 3a KepMavueTo. Tananadgun AKpaeHedigpiiBa
74 CE€ M3MOM3Ba MO BpeMe Ha KbpMEHE. ' ,@\&
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QGrepTHnMTET

[Tpu kyueTa ca HaGa0AaBaHH eeKTH, KOUTO MOKE 12 ¢a TIOKa3aTelH 3a YBpeXKAaHe Ha (GepTHIHTETA.
JBe moceaBaid KIHHHYHY TIPOYYBaHUA NMOKA3BaT, Y€ TO3KW e(PeKT € MAJIKO BEpPOATEH IMPH Xopa,
BEIPEKH Y€ NPH HAKOH MBXKE c€ HabJioJaBa HaMaJICHUE HAa KOHLICHTpALIUATA Ha CICPMaTO30H/IUATE
(BK. TOUKH 5.1 u 5.3).

4.7 EdexrTh Bbpxy cnocoOHOCTTA 32 mModHpaHe B padoTa ¢ MAIIHHH

Tananadun noenusea npeHeGpeKHMo cnocoGHOCTTA 3a odupaHe WiH paboTa ¢ MalIMHH. Brnpeky,
ye MpH WIMHWYHY TIPOYYBAHKS YECTOTATA HAa CHOOLICHMATA 33 CBETOBBPTEX B paMeHaTa ¢ Iialedo u
Tajanadui € cXoaHa, npeay wodupane wiK padoTa ¢ MALIMHHA NaLHEHTHTE TpAOBA J1a ca HasICHO 32
TOBA KaK pearupar Ha Taganacdun.

4.8 He:xkenaHn NeKAPCTBEHH PEAKIHH

Pe3romMe Ha npoduia Ha 6€301acHOCT |

Hait-uecTo chOOIABAHHTE HEXKEIAHHM JIEKAPCTBEHH PEAKLMH MIPH MALMEeHTH, TPHEMALIIH TajanapHn 3a
NEUEHHETO Ha EPEKTHIHA AUCOYHKIMA WIH ZoOpOKavyecTBEHa XHIIEPIUIa3Hg Ha NPOCTaTara, ca:
rnasodonue, aucnencus, 6oaka B repéa H MHAITHA, IPH KOMTO Y€CTOTATA ¢€ YBE/IMYaBa C
MOBHIIABAHE HA 103aTa Ha Taganadui. JokinaiBaHUTE HEXETaHH JIEKAPCTBCHH PEAKIIHU Ca NPEX0IHA
M B [IOBEYETO CIy4aH ¢J1abo WM yMepeHo u3paseHH. [o-rosisMara 4act OT cllyHaHTe Ha riaBobosnue,
cpO0IIABAHY NPH eXeaHeBHa yroTpeba Ha Tananadu, ca HabmopapanH npes mbpeHuTe 10 10 30 AHHU
OT HAYaJIOTO Ha JIEYSHHUETO.,

Pesrome Ha HexeJIaHWTE peakliUy B TaOAH4YEH BUA
B Tabnuuara no-nony ca H30poeHH HEXENAHUTE ISKapCTBEHNA PeakivH, HabIronaBaHH OT CIIOHTAHHA

CHOOLLIEHHA U ITPH M1ALE00 KOHTPOIHPAHH KIHHHYMHH NpoyuBaHis (o6xBaiamu oduio

8 022 nauneHTH, neKyBaHH ¢ Taaanagun 1 4 422 nauyeHTH, NOMy4YaBaly mialedo) 3a eYeHHe Ha
€PEKTHIHA AUCPYHKLNA NPH HYXKIA H TIPH €XKEAHEBHO MPWIOKEHHE, U OT €3XEJHEBHOTO JICUeHHUE Ha
A00POKAUYECTBCHA XUTIEPILIAZHA.

Kimacupuxaims no yectora: Maoro yectu (>1/10), uectu (=1/100 no <1/10), neuectn (=1/1 000 ao
<1/100), peaxn (=1/10 000 ao <1/1 000), muoro peaxu (<1/10 000) u ¢ HeU3BeCTHA YECTOTA (OT
HaJIMYHMTE JAHHH HE MOske Aa ObJie HalmpaBeHa OLEHKA).

|Mmnoro YecTH Heuectn Peaku C Hen3BeCcTHA
JecTH | qecToTa

Hapyuenua na uMyHHama cucmema

t’em{uﬂu Ha AHrHoeaeM
BPBXUYBCTBHTENHOCT
Hapyutenus Ha Heperama cucmema

[naBoGoaue BamasHoCT Hucynt! (BKIIOYHTENHO

XeMOpPAarHYyHH ChOUTHA),
CHHKON, TPEXOAHK
MCXEMHYHH ATaKU ',
MMIpeHa’, TbpUOEe,
MpeXoaHa aMHE3HS
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iHagyzaenuH HQ oyume
| 3aMBITIEHO 3PEHHE,

CellaHuA, ONMCBAHN KAaTo
OJIKa B QUUTE

HapymeHnHe Ha
BPHTEJIHOTO TIONE, OTOK
Ha KJ1eTIAYHTE,
XHUTEpeMHs Ha
[KOHIOHKTHBATA,
HeapTepHHUTHA NpeIHa
MCXeMHYHA ONTHYHA
lmesponarus (NAIONY,
3aMyLIBAHE HA CHAOBETE
Ha PETHHATA®

eHTpasHa

cepo3Ha
XOPHOPETHHOIATHA

Hapywenun na yxomo u aabupunma

ITHHHTyc BrezanHa riyxota
Copoeunu napyuieHus’
~ [Taxuxapaus, NaAATALHH t/lnoxap,ueu MH(DAPKT,
ecTabUHa |
. cTeHOKapAMA®, KAMEPHA
pHTMES
\Cv006u napyuienus
ayepBABaHe XHMoTOHUS,
F XHIIEPTOHHS
Pecnupamopnu, 2pbOHU  MEOUACTMURQIHU HAPYUIEH A
Hazanna Encrmen,
KOHIeCTHA MHCTAKCHUC
Cmomauno-upesni Hapywenus
Dlﬂcnencﬂs[ KopemHa 6onka,
TIOBpBILAHE, TajieHe,
racTpoe3odareancH
Ipabﬂylcc
Hapyutenua Ha Kodicama y noOKoJCHama nibKan
~ |06puB Y pTHKapUA,

CUHIPOM Ha Stevens-
Tohnson?,
ekc¢honHaTHREH
IepMaTHT,
XHIEPXHAPO3a (IOTEHE)

Hapywenus na MyCKyano-ckelemnuama CUCmemd, CoeOUHUmeHama movKan u

bonka B repba,
MUHAJITHA, OONKH B
KpanBULUTE

Hapywenua na bvbpeyume u nuxounme nomuyd

Xemarypus

Hapyiuenun Ha 8b3npou3co0umeInama cucmema u 2bpoama

Y IbIhKeHa epeKuus

[Tpuanu3em,
KPBLBOHM3NHMB B TICHHCA,
Ixemamcnepmuﬂ -

Obwgu napywenus u eghexmi Ha MACMOMO HA HPUIOINCEHUE
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Efmca B 00JIACTTA Ha DTOK Ha THLETO?,

pauTe!, nepHdepeH OToK, BHE3AMHA ChpAeYHa

lyMopa eMBpT! 2

(1) TloBeueTo OT NALKEHTHTE CA KMAJTH IPEAIIECTBALIM CHPASYHO-CHAOBH PHCKOBH QakTopu
(BK. Touka 4.4).

(2) CrolmaBaHH HeXKEJIAaHH PEaKIMH MPH MOCTMAPKETHHIOBOTO HAOMOAEHHE, KOMTO HE ca
HaOmogapaHu NpH mwanedto KOHTPOJIUPAHH KIHHHYHH [POYYBaHUA

(3) Tlo-4ecto ce croOiara, KoraTo Taganadui ce npuiara MpH IMalHEHTH, KOUTO BEYE NpUEMaT
AHTHXHUIICPTEH3UBHH JICKAPCTBCHH NPOTYKTH.

OnucaHHe Ha B30paHM HEXKENIaHU peaKiiiH

Manko no-Bucoka dectora Ha oTikioneHHA B EKI, npeau BCUYKO CHHYCOBA 6pamukapaus ca
JOKNaABaHK MPH NMallMeHTH, JIEKYBAHH ¢ Tajanadui BeAHBXK JHEBHO B CpaBHEHHE ¢ mlanedo.
[ToBeuero or Te3u oTkoHeHRA B EKI™ He ca cBbp3aHu ¢ MosABa Ha HEXXETIAHU JIEKAPCTBEHH PEAKIIHH.

Jpyry cneuyanHy nonynanuu

JlaHHUTE NPH MALKMEHTH HA BH3pacT Hal 65 TOAMHHM, KOWTO NMpHeMaT Tajanadui B KIHHHYHH
MPOyUYBaHHA MJIH 34 JICUEHHE HA €PEKTHIIHA AHCHYHKIS, HIH 32 JIEUEHHE Ha A00pOKaueCcTBeHa
XHIEPIVIA3HAA HA MPOCTATATA Ca OrpaHHYeHH. B KIHHHUHH NpOyYBaHHMS C TafanaQHI, MPpHEeMaH NMpH
HY>Ka 3a JICYCHHE Ha €PeKTUIHA JUCHYHKIHA, AHapHA c¢ Cho0L[aBa MO-4eCTO NMpH [IALACHTH Ha
RBE3pacT Haj 65 rogund. B knuHUuHE npoyuBaHus ¢ 5 mg Tananadml, NpUeMaH BEAHBXK JIHEBHO 38
JIEYCHHUE Ha N10OPOKadeCTBEHA XHIIEPILIA3HA HA MpOCTATATa, 3aMagHOCT H ,[I,HapHﬂ ca cpOOLLaBaHH 110~
YEeCTO MPH NALUEHTH HaA 75-TOIMLIHE Bb3pacT.

Cpolimasane Ha NOTO3HPaHH HEXKENaHH PEAKLIMH

Cp001IaBaHETO HA MOJO3HPAHH HeX¥eNaHH PeaKll|H cliell pa3pellaBaHe 3a ynoTpeda Ha IeKapCTBEHHS -
NPOAYKT € BaXHO. TOBA N03BOIABA A2 NPOAB/LKH HAGMIOAEHHETO HA CHOTHOLIEHHETO TMOJI3a/PHUCK 32
NIeKAPCTBEHUS NMPOAYKT. OT METHIIMHCKHUTE CNELHAIMCTH Ce M3UCKBA J1a ChOOIIABAT BCSKa
OJ03UPaHa HEXeENaHa peakuys upe3 UsmeanuTeHa areHIHs no aekapersara, yi. ,,JlamiaH ['pyes”

No 8, 1303 Codms, Ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpepo3upane

I1pu 3apaBn 1oOpOBOJILIK ca NPHIAraHHd €AHHUYHY 1034 10 500 mg, a Ha NalMEHTH ¢a MPHIaraHu
MHOTOKpaTHH AHeBHH 103H 10 100 mg. Hexenanure chOuTHA ca OWIH MOA0OHH Ha OHE3H,
Ha0J110AaBAHU ITPH NO-BUCKH A03H. [Ipu npenosupane tpsadBa ga ce NpeanpHeMaT CTAaHIAPTHHTE
MOAABPAKALIM MEPKH, CAOPE] U3UCKBAHUATA. XEMOIHAIW3ATA HE3HAUHATCIIHO CioMara 3a
ENMMHHHPAHETO Ha Taganagml.

S. OAPMAKOJIOTHYHH CBOUCTBA

5.1 QPapmakoaHHAMHYHH CBOHCTBA

dapMaKkoTepanesTHUHA Ipyna: Y ponoruusy cpeicTea, JlekapcTBeHu NPORYKTH, KOHTO ¢€ H3MNON3BAT
npu epekrriHa auchysxuug, ATC kon: GO4BEOS.

MexaHu3bM Ha JEHCTBHE
Tamanadhun e cenekTHBEH, 0GpaTHM HHXKOUTOP Ha LMKIWYHAS ryaHO3HH MoHodochat (ul =

cneunduyHa pocdoauecrepaza tun 5 (PDES). Korato cexcyalHOTO CTHMYIUPAHE NMpeieshk Eﬂuﬂﬁ n
JIOKATHO OCRODOMXKAABaHE HA a30TeH OKCHI, HHXxuOHupaneTo Ha PDES ot Taganadmn '
MOBHILEHN HUBA Ha Il M B kaBepHO3HOTO TL10. TOBAa BOAM A0 peaKcalys Ha Tiiag
MYCKyJaTypa U NPUTOK Ha KPHB B ThbKaHHTE Ha TIEHKCA, BOAEWIO 10 epekiia. Tanapaes
Hee(PEKTHBEH B OTCHCTBHETO HA CEKCYaIHA CTUMYJIALIMSL.
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(D&EMEIKOQHHRMH'-I HH eQEKTH

[TpoyusaunaTa in vitro nokasear, ge Tananadun e cenekrased naxudburop Ba PDES. PDES e eHsum,
KOHTO C€ OTKpPHBA B I'MaJAKaTa MYCKYJIaTypa Ha KaBEPHO3HOTO TAMO, ChAOBATA W BUCLIEpAIIHA IIaaKa
MYCKYJIaTyp4, CKETIETHHTE MYCKYJIH, TpoMOoLuTHTE, OB0peLuTe, Henus Apod 1 MaJIKus MO3BK.
JeficTBreTo Ha Taganadgun € mo-cwiHo BbpXy PDES, oTkonkoTo BBpXy ApyrH pocdoamectepasy.
Tananagpwun e > 10 000 rea no-mMomeH 3a PDES3, orkonxoTo no otaomenne Ha PDE1, PDE2 u PDE4
- EH3IUMH, KOHUTO C€ OTKPUBAT B CHPIIETO, MO3BKA, KPBbBOHOCHHTE ChOBE, YEPHHS APO0 H APYTH
oprauau. Taganadmn e > 10 000 mbTH no-MolieH no orHomeHue Ha PDES, 0TKOMKOTO 10 OTHOIHCHUE
Ha PDE3 — en3uM, HaMHpalll ¢ce B CHPLETO U KPBBOHOCHHTE ¢BHA0BE. Ta3H ceneKTHBHOCT KbM PDES,
CpaBHEHA CBC CENEKTUBHOCTTa KbM PDE3 e BakHa, 3amorto PDE3 € ¢H3uM, yuacTBalll B MCXaHH3Ma
Ha CBHpAevHHTe ChKpalieHnd. B norrsaHeHue, Taganadun e mpuonuznrenHo 700-reTH Mo-MOUIEH 110
otHowenHe Ha PDES, otkonkoro enpsmo PDE6 — eH3nM, KOHTO ce HAMHpa B PETHHATa H € OTTOBOPEH
3a GoToTpancaykuuara. Taganadun e cuio > 10 000 mpTH no-MotneH no oruowenne Ha PDES,
OTKOJIKOTO 110 oTHomeHue Ha PDE7 no PDE1(.

Knunpvna edukacHocT U Oe30nacHOCT

IIpoBeneHH ca TpH KIIHHHYHH NTpoy4yBaHuA npH | (54 mayMeHTH B JOMaUIHH YCIOBHA, 3a Ja C€
OIpeIe)IH IPOABL/DKUTETHOCTTA Ha JcHcTBHE Ha Tananaduin. Tananagwt noka3sa CTATHCTHYECKH
3HAYMMO MOR0OpEHHE B epeKTHAHATA PYHKLUMA M CTOCOOHOCTTA A & H3BBPLHM YCNIELIEH MONO0B aKT
Ao 36 yaca chiel pHeM, KaKTO H B ¢OCOGHOCTTa Ha IALMEHTUTE XA [OJY4aT B NMOJUIBPXKAT epeKLins
3a ycriellieH MOJIOB aKT omie Ha 16-Ta MHHyTa clie]] IPHEeMa Ha J03aTa, B CPaBHEHHE ¢ M1a1edo.

IpwioxeH Ha 3ApaBH JHMUA TananadH He MpeIU3BUKBA 3HAYHMa pa3/ivka B cpaBHEHHE ¢ ruauedo B
CHCTOMHOTO H JIWACTOJIHOTO KPLBHO HAJIATAHE B JIETHATO NMONIOKEHUE (CPEIHO MAKCHMAJTHO
HamaneHue ot 1,6/0,8 mmHg, croTBeTHO), B CHCTOMHOTO M IHACTOIHOTO KPBBHO HANATaHE B
H3NPABEHO NOJIOKEHKE (CPEeAHO MaKcHMaiHo Hamanenue ot 0,2/4,6 mmHg, cvoTBeTHO), H HAMA
3HAYHMa MPOMAHA B ChPASYHATA Y€CTOTA.

[1py npoyupade 3a OlICHKA HA e(heKTHTE Ha Tafaladun BpXY 3pEHUETO HE Ca OTUCTEHH HapyLLeHHs B

Pa3NO3HABAHETO HA LBETORETE (CHHBO/3EIEHO) NMPH W3n0M3BaHeTo Ha Tecta Farnsworth-Munsell
100-hue. Te3u nanHH ca B CHOTBETCTBUE ¢ HUCKHA aduHUTeT Ha Taganadpwn kem PDEG, B cpaBHeHHE ¢

adpuuuTeTa KkbM PDES. ChollueHnsiTa oT BCHUKH KIMHUYHHA [IPOYYBAHHUA 334 IIPOMEHH B LIBETHOTO
3peHHe ca peakn (< 0,1 %).

[TpoBeIcHH ca TPH MIPOYUBAHHUA NPH MBKE, 32 /14 C€ OLIEHH TIOTCHIHAIHHAT eEKT BbpPXY
crepMaToreHe3aTa npH eKeAHEBHO MpuiokeHHe Hal0Q mg (eaHo 6-MeceuHo npoyysane) 1 20 mg
(eaHO 6-MECeYHO W eaHO 9-MeceuyHO nmpoyuBane) Taganagui. B neBe ot Te3H NpoyvBaHHs €
HaOJI0NaRaHO HaMalleHHe HA Opos U KOHIIEHTPAMATA HA CIIEPMATO30UANTE, CBBP3aHH C JICYEHHETO C
TajanaguI, BEPOATHO Oe3 KIMHMYHO 3HauYeHHe. Te¢3H edeKTH He ca CBBP3aHH ¢ NMPOMEHH B JIpYTH
[IapaMeTpH, KaTo NOABMXHOCT, Mopdosiorus 1 FSH.

Tananadmun B 103u o1 2 mg Ao 100 mg e orieHeH B 16 KIHHAYHH NPOYYBaHHS, KOHTO BKITIOYBAT

3 250 nan@eHTH, BKIIOUMTETHO MALHEHTH ¢ €PEKTHIHA AHCYHKIMA OT pa3/inyHa TExECT (JIeKa,
YMEPEHA, TEXKKa), €THOJIOTHA, BB3pacT (MeKay 21-86 TonHHH) 1 €THHYSCKA NPUHAUIEKHOCT.
[Toeuero naueHTH ca ChOOMIMAM 32 JABHOCT Ha €pPeKTIWIHATA ANCPYHKIEA OT OKOJIO MOHE eaHa
roauHa. IIpi MbpROHAYAIHHTE MPOYYBAHHUA 33 €PUKACHOCT BBPXY obuiarta noirynanms 81 % ot
MAHEHTHTE CHODLIABAT, 4e€ TaaanadHi € MOAOOPUI EPEKLIMUTE UM, B cpaBHeHue ¢ 35 % npwu
manedo. OcBeH TOBa, MALMEHTHTE C EPEKTHIHA JUCHYHLHA OT BCHYKH CTENIEHH Ha TEXKeE
cbo0OL1aBAT 3a TOACOPEHH epeKlMM, TOKaTO ¢a npueMand Taganapui (86 %, 83 %, u
33 JIeKa, YMEPEHA H TexXKKa, cpaBHEeHO ¢ 45%, 42%, u 19% npu manebo). Ilpy mbps
Npoy4YBaHHA 33 ePpHKacHOCT 75 % OT ONHTHTE 3a MOJIOB aKT ¢ Tajanadpun ca OHIN
cpaHeHHe ¢ 32 % npu nmnanebo.
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B 12-ceamuuno npoyusaHe, nposexeno npu 186 namment (142 Ha Tananadun, 44 Ha nnauebo) ¢
€peKTHIHA THCOHYHKIUWA, HACThIFIIA BTOPHYHO BCJIEACTBHE HAa YBpEXkKJaHE Ha rPBOHAauHHT MO3BK,
Tajanapuil 3Ha4UMO NOAOOPABa EPEKTHIHATA YHKIHMA, KOETO BOJH 10 Cpe/iHa YECTOTA Ha
YCIOEUIHHATE OITKHTH 32 HHAUBHI OT 48 % 1pH NalHEHTUTE, JIEKYBAHU C 10 wiH 20 mg Taganagu
(rbBKaBa J103a NPH HyXKJa), B cpaBHeHKe ¢be 17 % npH manedo.

[leauaTpyyna nooynalms

[Ipu neaMaTpUyHH NALMEHTH C MYCKYJIHA aAcTpogus Tan Jromen (ML), e [POBE/ICHO EHO
[TPOYUBaHe, B KOETO He ca HaOmoaapaHu JanHH 3a e¢ukacHocT, [Ipn 331 MoMYeTa Ha BB3pacT

7-14 rognan ¢ MJ1/1, Ha kouTO ce npunara eHOBPEMEHHO €YEHHE ¢ KOPTHKOCTEPOMIH, € IIPOBEICHO
PaHAOMHU3HPAHO, ABCHHOCAMNO, TL1ae60-KOHTPOIHPaHO, NapayielTHO [IPOYUYBAHE C 3 paMeHa ¢
taaanagun. Ilpoyusanero Bnoysa 48-ceaiMuueH ABOMHOCIAN NEPHO, B KOWTO NIALMEHTHTE Ca
paHIOMM3HpaHH Ja nony4asar Taganadun 0,3 mg/kg, rananadpun 0,6 mg/kg unu miaiebo BCKH ACH.
Tananadun He Nokasea ePHKaCHOCT 1O OTHOLIEHHE 3a0aBAHE HA BIOILIABAHETO HA CNOCOOHOCTTA 34
CaMOCTOATEIHO X0JICHE, U3MEPEHO C MIOMOLITA Ha MbPBUYHATA KpaliHa TOYKa - 6-MHHYTCH TECT 3a
xoaeHe (6 minute walk distance, 6MWD): cpeana nmpomsaHa Ha Half-MankuTe KBagpartH (least squares,
.S) B Tecta 6MWD Ha 48-ra ceamuua e -51,0 merpa (m) B rpynaTa, nojy4asana rnaueoo, e
cpaBHeHHe ¢ -64,7 m B rpynara, nonyyaeaiia taganadmn 0,3 mg/kg (p = 0,307), 1 -39,1 m B rpymnara,
nonmy4apaiua tananadua 0,6 mg'kg (p = 0,538). Oceen ToBa, NUNCBAT AAHHK 32 €PMKACHOCT OT
BCUYKH BTOPHYHH &HAIIH3H, HATIPABEHH B TOBA MpoyuBaHe. OBIKTE pe3yNTaTH 3a 6€30MacHOCT OT
TOBa MPOYUBaHe KATO LJI0 ¢a B CHOTBETCTBHE C W3BeCTHHs ipodui Ha Oe30nacHOCT Ha Tajanapun H
¢ Hexenanute ceOuTHE (HC), ouaxsanu B neauaTpuunata nomynanus ¢ M, nonyyasaia
KOPTHKOCTEPOUIH. |

EBponeiickaTa areHUMs 1O JICKApCTBaTa OCBOOOXKAaBa OT 3aABLJDKEHHETO 3a MPEAOCTABIHE Ha
pe3yJITATHTE OT NMPOYHYBAHHATA ¢ TaJanadun BbB BCHUKH MOATPYN HA NEHATPHYHATA NOMyAaLus 3a
JIeYeHHe Ha epeKTHIHA NUCHYHKIHMA (BXK, TOUKa 4.2 32 HHpOpMaLIHA OTHOCHO ynoTpeba B
NICAHATPUATA).

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbris
Cnen nepopanHo npaioxeHue Tajanagun ce abcopOupa BeHara ¥ HabJIIOAaBaHHTE CPEIHH

MaKCHMAJTHH [L1a3MeHH KoHLeHTpauuH (Cmax) ce nocTUrar 3a CpeaHo BpeMe OT 2 4aca ciiel
NpWIoKEeHHETO. AbBcomoTHaTa OHOHAIMYHOCT Ha TaJaaaduia ciel NeEPoOPANTHO IPUITOKCHUE HE €
onpenesieHa.

CkopocCTTa H cTeneHTa Ha abcopbuns Ha TaaanagHI HE Ce NOBNUABAT OT XpaHa, CJIeAOBATE/IHO
TapanagHa MoXKe 11a ce npHeMa chbe Win 6e3 xpaHa. BpemeTo Ha npreMaHe (CyTpHH CIPAMO Beyep)
HAMa KIMHHYHO 3HAYMMH €(PEKTH BLpXY CKOpPOCTTA H CTENEHTa Ha abcopOuus.

Paznpenenenue

Cpennunat obeM Ha pasnpenesicHie Ha Taganadui e mpuOIU3KTENHO 63 |, KoeTo moKa3pa ye
Tazanadun ce pasnpencis B Tbkanute. [IpH TepaneBTHYHH KOHIIEHTpalu, 94 % ot Taganadun ce
CBBP3RA C [UIa3MeHUTE NpoTeHHH. CBBP3BaHETO C MPOTEMHUTE HE ce 3acsra NpH HapylieHa ObOperHa
¢dynkuna. ITo-manako ot 0,0005 % ot npueTara Ko3a ce noABABa B CIEPMATA HA 3/paBy HHIAUBHIH.

buotpatichopmarina
Taganagun ce merabonusupa npeauMHo nocpeacteom uuroxpom P450 (CYP) 3 A4 uzodopmara.
OCHOBHHAT LIMPKYIHpAN] MeTA0OJUT € METHJIKATEXOJ THOKYPOHH. T03u MEeTabONHT € IIOHE

EnumuHKpaHe
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CpemHHAT HepopalieH KIHPBHC Ha Taganadun e 2,5 l/yac, a cpeaHHaT noay:xusot € 17,5 Haca npH
3/ipaBU MHAKRBH/IH.

Tananadun ce excKkpeTHpa npeauMHo noa gopMaTa Ha HEAKTHBHH METADOJIHTH, OCHOBHO YpE3
¢eueca (mpubnusurento 61 % ot qo3aTa) H B MO-MaJIKa CTEMCH YPE3 ypHHATA (mpuOnu3nTenHo 36%
OT k03aT1a).

JIMHEHHOCT/HETMHEHROCT

dapMaKkOXHHETHKATA Ha Taganadui npH 34paBu HHIHBHIAM € JIHHEHHA MO OTHOLICHHE HA BPEMETO H
no3ara. [1py nos3u B auanaszona ot 2,5 1o 20 mg excrniozumata (AUC) ce yBenugasa
MPOMOPLHOHANTHO ¢ 103aTa. CTAlIHOHAPHHM TUIa3MEHUTE KOHUEHTPALMK C€ TIOCTHIaT 3a ) nHA npu
MpAEMA BEIHBXK JHEBHO.

(dapMaKOKHHETHKATA, Olpee/IeHa ¢ [OMyIAlHOHHHS MMOAXO0A, NMPH NALKHEHTH C CPEKTHIITHA
nucyHKIHES € nonobHa Ha PapMAKOKHHETHKATA MPH HHAMBUAHK Ge3 epeKTHIIHA AHCOYHKIMA.

Crenyanau nonynanuu

Cmapuecka ev3pacm

3apasH NALUHEHTH B CTapuecKa BE3pacT (Ha 65 Wi noseye roguHH), HMaT Mo-HHCBK NEPOPANCH
KAMPBHC Ha Taganadmil, KoeTo BoAM A0 25 % no-sucoka excniozdims (AUC), B cpaBHEHHE CBC 31PABH
MHIMBHAHA Ha BB3pacT oT 19 1o 45 roauuy. To3d BB3pacToB edeKT He € KITHHWYHO 3HAUHUM H HE NaBa
OCHOBaHHE 33 aJallTHPAHE Ha 1034aTa.

Bwvbpeuna nedocmamvunocm

Tpx kIHEMIHE GapMaKOJIOrHYHH NPOYYBaHHA ¢ eXHOKpaTHa Jo3a Taganadu (5 a0 20 mg),
eKkcro3uLMATa Ha Taganadwi (AUC) e npuGnu3MTenHo yABOSHA NP HHIUBH/IM C JieKa (KpeaTHHHHOB
iMpbHe 51 10 80 ml/min) win ymepena (kpeaTHHuHOB KTHpBHE 31 10 50 ml/min) On0petna
HEJIOCTATHYHOCT ¥ NPH HHAMBUIH C TEPMHHAJICH cTalui Ha O1bOpeuno 3abonaBaHe Ha quanu3a. [1pn
nAaHeHTH Ha XxeMoauanuza Cmax e 41% no-BHcoOKa or HaboaaBaHaTa IpH 3iPaBH WHAHBUIH.
XeMoAnaNH3aTa CoMara He3HAYHTENHO 32 CTMMHUHHPAHETO Ha TaAaagu.

Ueprodpobra Hedocmamvynocm

Excnosuuusra Ha taganadun (AUC) npH KHIMBHAM C JIEKO 10 YMEPEHO YEPHOAPOOHO yBpeXaaHe
(x1ac A 1 B no Child-Pugh) e cpaBHIMa ¢ ekco3uLmaTa MpH 3paBH HHAUBHIH, CJIE] IPHTOKCHHC
Ha 71032 ot 10 mg. MiMa orpaHMueHH KIMHHYHH JaHHH 3a 6¢30TIaCHOCTTA Ha TafanadI Npy NalUMeHTH
¢ TexKa uepHOapoOHa HeaocTaTbuHocT (itac C no Child-Pugh). Ilpu naupenTy ¢ yepHOApoOHa
HEIOCTATHYHOCT HAMA AaHHH 32 NIPHIOKEHKE Ha Tajanadui BeHbK JHEBHO. AKO ce NPERNNCEa
Taganadui, TO NpeANUCcBalUAT JeKap TpAOBA Aa Hanpasyd BHHMaTeAHa HHAMBHAYaliHa OLICHKa Ha
OTHOLIEHHETO Noa3a/pUcK. I1pH nauueHTs ¢ YepHOAPOOHO YBpEXIaHe HAMA HAIMYHH JaHHH 32
NpHIOKEHHE Ha Tajanadgua B 03U, N0o-BHCOKH oT 10 mg.

Hayuenmu ¢ ouabem -

ExcniosunusTa Ba Taganadun (AUC) npu naumeHTH ¢ guabet e npubaysutenHo 19% no-HuckKa,
oTKONKOTO cToifHocTHTE Ha AUC 3a 3/1paBH HHAHBUAMK. Ta3y pa3iiKa B €eKCNO3KIMATA HE ijaBa
OCHOBaHHE 3a aJlaliTHpaHe Ha Jo3aTta.

5.3 IIpeaAKIHHHYHH JAHHH 33 0€30NaCHOCT
HekMHHUHHTE JaHHM HE NOKa3BaT ocobeH PUCK 3a XopaTa Ha 0a3a Ha KOHBEHLIMOHAJIHHTE

(apMaKOJIOTrMYHH H3NHUTBAHHA 32 6€30MacHOCT, TOKCHYHOCT IPH MHOIOKPATHO IpHIIaraHe,
reHOTOKCHYHOCT, KAPLUMHOTEHEH TIOTCHIMA1 H PENPpOAYKTHBHa TOKCHYHOCT.

Hsima nokaszaTencTea 3a TEPATOT€HHOCT, EMOPHOTOKCHYHOCT HIH d’)em’rm-ccm
MHILKH, KOMTO Ca MPUETH Tananaqnm B 1034 a0 1 000 mg/kg/nHesHo. B npo
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30 mg/kg/nuepHo. [pu 6pemennuTe wibxoBe AUC 3a H3YHCIIEHOTO CBOOOIHO JIEKAPCTBO NPH Ta3H
noza e npubnusuTento 18 mern AUC npu xopa cnen npHioxeHye Ha 1o3a ot 20 mg.

Hsama yBpexaaHe Ha DEpPTHINTETA OPH MBKKH 1 JKEHCKH IUTeXOBe. IIpH KyueTa, Ha KOUTO ¢ npujarad
exeqHeBHO Taganadmwi 3a 6 1o 12 Mecena B 1034 oT 25 mg/kg/AHeBHO (BOACIIO 10 IIOHE TPUKPATHO
[10-BUCOKA ekcno3nuus [Mexay 3,7 — 18,6] or HabmogasaHarta NpU Xopa, Ha KOUTO € JaBaHa
eMHHYHA 1032 oT 20 mg) ¥ MoBeyYe, € UMAJIO PErPecHs Ha €NHUTEIIA HA CEMEHHHTE KaHAT4ETa, KOCTO
NP HAKOW Ky4€Ta € JOBENO JO NOHIKaBaHe Ha cepMaToreHesara. Bikre Cpilo ToUKa 5.1.

6. OAPMAILLEBTHYHH NAHHHU

6.1 Chnrcbk HA IOMOINHHTE BEIMECTBA

Anpo na tabnetkara

JlakT03a MOHOXHApAT
[IpexenaTHHH3IHPAHO HHLIECTE
KonouneH, 0e3BoZieH CHITHLIMEB JHOKCH]L
Kpockapmenosa HaTpHH

Harpues naypun cyndgar

MarHesmnes creapat

OUIMOBO IOKPUTHE
Xunpomenosa (E464)

JlakTo3a MOHOXMAOpAaT

Turanos auokcra (E171)

TpuaieTun

Tank (ES53b)

Kot xenezed okeua (E172)

Uepren xeneseH okeua (E172)

6.2 HecpBMecTEMOCTH

HenpunoxuMo

6.3 Cpoxk =HA rOogHOCT

3 roauHm

6.4 CuonenHaaHH YC/JI0BHE HA CHXPaHEHHE
To3u nexapcTBeH NPOAYKT HE H3UCKBA CNIELHAIHHA YCJIOBUA HA ChXPaHCHHE.

6.5 BuaH cLABLPKAHHE HA OIAKOBKATA

Tabaerkure ca onakosaHH B PVC/PCTFE/amyMunness BJaKCTEPH.
[Io 4, 8 u 12 dunMupaHu TaONETKH. |

He Bcryky BHAOBE OMAKOBKHM MOrar Ja ObaaT iyCHaTH Ha asapa.
6.6 CnensajHM NpeANa3HH MEPKH HPH H3XBLPJAHE H paboTa

Hama cneumanHHU H3IWCKBAHHA.
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7. IPUTEXATEJ HA PASPEHMIEHMETO 3A YIIOTPEBA
Teva B.V.

Swensweg 3
2031 GA Haarlem

Hupepnanaus

8. HOMEPHA PAZPEIIEHHETO 3A YIIOTPEBA

Per, Ne 20160233

9. JATA HA IIBPBO PA3ZPEINIABAHE/MIOAHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jlata Ha mepBO paspewapade; 08.07.2016 r.
Ilata va nmocneaHo noaHoaBaHe: 18.02.2021

10. JATA HA AKTYA/INIUPAHE HA TEKCTA

28.11.2023
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