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1. HME HA JIEKAPCTBEHHA NPOAYKT | N3NBIHWUTENHA ATERLLRA NO NEKAPCTBATA

TaanJIEKC 20 mg ¢uamuapand radierkn  ont Poa. N . /2!71 2009
TadiLEX 20 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH CbCTAB |[ogospenue Me ..., W orimurosrenninesrisriseassians

Bceaka dunmupaHa Tabnerka cbabspka 20 mg Tananagun (tadalafil).
[IOMOIIHO BEILIECTBO C U3BECTHO JEHCTBUE:
Bceska punMupana rabnerka cpabpxka 236,25 mg nakro3a MOHOXHApPAT.

3a MBJAHUSA CNHCHK HA NMOMOIIHUATE BelecTBa BUXKTe TouKa 6.1.

3. JEKAPCTBEHA ®OPMA

dunmMupada Tabnerka

TagnJIEKC 20 mg ¢punmupanu tabnerku ca 61ea0 OpaH>KeBH, IBOWHOM3ITBKHANK GHIMHPAHH TadNeTKH
c ¢popMa Ha Kanka, ¢ penedHo u3obpakenue “20” oT eanara crpaHa.

4. KJIMHUYHHU JTAHHHA
4.1 TepaneBTHYHM NOKAZAHUS
JleueHHe Ha epeKTUIHA AUCHYHKUHUA NMPH BL3PACTHH MBXKE.

3a na 6bae edexTHBEH Tafanadun 3a JJeYCHHE Ha EPeKTIIHA AUCPYHKLMA, Ce H3UCKBA CEKCYaJlHa
CTUMYJIALIMA.

JleueHHe Ha MMpHU3Hald H CUMIITOMH Ha noﬁpoxaqecmena XHIICpIUla3Ka Ha 11poCTaTaTad INMPH Bb3paCTHH
MbIKC.

TaauJIEKC He € nokasaH 3a ynorpeda oT JKeHH.

4.2 JH03HpOBKA ¥ HAYAH HA NPHIOKEHAE
Ho3upoBka

Epexmunna oucynryun npu ev3pacmuu muaice

[IpenopbuBadara no3a € 10 mg, nprera npeay o4akBaHaTa CEKCYAJTHA aKTUBHOCT ChC WK Oe3 xpaHa. [Ipu
TE3W NalMEeHTH, NTpH KoWTo Taganadun 10 mg He Boau A0 noaxoasly edekT, Moxe aa ce onuta 20 mg.
Tazu no3a moxke na 6sae npuera noHe 30 MHHYTH NPeaH CEKCYAJTHA aKTHBHOCT.

MakcuManHaTta YecToTa Ha NMpUEM € BCAHBX IHCBHO.

Taganadun 10 u 20 mg e npeanaszHauen 3a ynorpeda npeau ouakBaHa CEKCyalHa aKTUBHOCT M HE Ce
NpenopbuBa 3a MPOABLMDHKUTENHA eXEeAHEeBHA yoTpeda.




Ilpn nauueHTH, KouTo nNpeaswkaar yecra ynorpeba na TaguJIEKC (wamnp., noHe ABa mbTH CeAMHYHO),
MOX€E a ce OOMHCIM KaTo NOAXOIALL PEXUM eNHOKPATeH [IHEBEH IPHEM HAa HaH-HUCKUTE [OO3M
TaauJIEKC, 6a3upaiiky ce Ha n3bopa Ha naLyeHTa u peLIEHBETO Ha JieKapsi.

IIpu Te3u mauueHTH ce npenoppYBaHaTa 03a € 5 mg, rpueTa BEOHbK JHEBHO NMPHOIH3HTETHO B €IHO H
ChIO BpeMe Ha naeHA. llozara Moxe na ce Hamanu o0 2,5 mg €AHOKpaTHO OHEBHO Ha 0a3aTta Ha
WHAUBUYATHATA MOHOCHMOCT.,

Ilenecbobpa3HOCTTa HAa MPOABDKUTEHATA ©XKEAHEBHA YRoTpe6a Tps6Ba NepHOAMYHO 12 Ce MMPEOLICHABA.

Crenyanyy nomyJjJaudy
Muvoice 6 cmapuecka év3pacm
IIpn MBKe B cTapuecka Bb3pacT He Ce K3UCKBA aAanTHpaHe Ha A03aTa.

Muvoice ¢ 6vOpeuno yspescoane
He ce Hanara HamanigsaHe Ha 103aTa NpH NalMeHTH ¢ JIEKO A0 YMEPEHO 6b0peuHo yBpexxaaHe. 3a mauMeHTH
C TEXKKO OBOpeuHO yBpexaHe MaKCHMAJTHaTa NpenopbuMTenHa 103a ¢ 10 mg 3a neueHne npH HyxKaa.

IIpy nanueHTH ¢ TexKO OLOPEUHO yBpeKAaHe AO3UPAHETO COHH BT JHEBHO HA Taganadun 2,5 mg win 5
mg, KakTo 3a JIeYCHHE Ha €PEKTHIHA JHCOYHKIIMA Taka U 3a 10O poKayecTBEHa XUnepruia3nsa Ha NPoCTaTaTa
He ce npenopbyea (Bx. Touka 4.4 v Touxa 5.2).

Muvoice ¢ veproopobuo yspescoane

3a IeYeHHE Ha EPEKTHIHA JUCPYHKLMS, ¢ ynoTpeba Ha TaauwJIEKC npwu Hy»Aa, npenopbuyuTenHaTa 03a
TapnJIEKC e 10 mg, npuera npean oyaksaHa ceKcyalHa akTHBHOCT Cbe WM Ge3 xpaHa. MMa orpaHuyeHu
KAMHHYHM JaHHH 3a 6e3onacHocTTa Ha TaauJIEKC npu MalHEHTH C TEKKA YEPHOOPOOHA HENOCTATBYHOCT
(Child-Pugh xnac C); ako ce npeanucea, To NMPeaNUCBALIMAT IO Nekap TpsGBa Ja HanpaBd BHHMATENHA
MHAMBHAYATHA NpelleHKa Ha CbOTHOLIEHHETO NoJi3a/pHcK. HaiMa Hanu4HA JaHHH OTHOCHO MPUIOKEHHETO
Ha J034 N0-BUCOKH OT 10 mg Tajanadgun Ha NALMEHTH ¢ YePHOAPOOHO YBPEKIAHE,

Josupanero Ha TagnJIEKC eaus nbT qHEBHO XaKTO 3a jeYeHHe HAa ePEKTHIHA JUChYHKLMA, TaKa U Ha
A0OpOKaYeCTBEHa XHNEPIUIa3Hs Ha MpPOCTATATA HE € OLEHABAHO [P MAlMEHTH C 4YepHOApPOoOHa
HEAOCTaTBYHOCT, CNEAOBATENHO, @KO Ce MPEANHCBa, TO IPEATIMCBAIIMAT ro ekap TpsabBa na Hanpasu
BHUMATETHA HHAMBMAYAJTHA PELIEHKA HA OTHOLWICHHETO NMoJ13a/pucK (BX. Touka 4.4 ¥ Touka 5.2).

Muvoice ¢ ouabem
ITpu MBixe ¢ n1uabeT He ce H3UCKBA NpOoMAHA B 03aTa.

Heduampuuna nonyaayus
Hsama cvorBetHO nmpwioxkenue Ha TaanJIEKC B meauaTrpuyHaTa nonynanMs OTHOCHO JIEMEHHMETO HA
EPEKTHJIHA JUCPYHKLHUA.

HaduuH Ha NpunoxexHye
TaauJIEKC 20 mg ca punmMupanu TabneTku 3a nepopaiHO NPHIOKEHHE,

4.3 IIpoTuBonoKA3aAHHS

CBpPBXUYYBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MM KbM HAKOE OT MOMOUIHHTE BellleCTBa, W30poeHH B
Touxa 6.1.

B KIMHHYHH [IPOYUYBAHHA € YCTAHOBEHO, M€ TajanadHi YCHABA XUMOTEH3UBHHTE eheKTH Ha HHTpamTe
CmATa ce, Ye TOBa € pe3yaraT oT koMOHHHUpaHHTE edeKTH Ha HUTpATUTE U Taganad '




azored oxcua/ul’ M®. Ilopaau ToBa, npunoxennero Ha Taau/IEKC npu naumeHTH, KOHTO M3MON3BAT
HAKaKBY HOPMH HA OPraHHYHH HHTPATH € NPOTUBOMNOKA3aHO (BXK. Touka 4.5).

TannJIEKC He TpabBa na ce npunara Ha MbXe CbC ChPOECYHH 3a0ONABaHMSA, NPH KOUTO CEKCYAllHATa
aKTHBHOCT HE € mnpenopbuuresHa. Jlexkapure Tpsabea na obCchLAAT NOTEHUMaNHHA CbplieveH PHCK OT
CEKCyaZIHa aKTHBHOCT MpU MaLMEHTH C ApeAIlecTBal0 ChPACYHO-CHI0BO 3abogBaHe.

CneaHuTe rpynd NauMMEHTH CbC CHPASYHO-CBHAOBO 3abonsiBaHe He ¢a OMAH BKIIOUEHH B KIMHHYHH
NPOy4YBaHHUA Y 3aTOBa ynotpebara Ha Tananadun npu T4X € NPOTHBOTIOKA3aHA:
- MALMEHTH ¢ MHOKapACH HHPAPKT B paMKHTE Ha nocaeaunre 90 anuy,
-  MaUKHeHTH C HecTabWIHA aHrHHA WIK aHrvHa, MPOABABAaLIA CE N0 BpeMEe Ha MOJIOB aKT,
-  MalMeHTH Cbe ChpAcuYHa HeaocTaTbyHOCT Kiac no NYHA (New York Heart Association) 2 miu no-
BUCOK Mpe3 NnocaeaHuTe 6 mecela,
-  MalUMEHTH C HEKOHTPOJIMpaHK ApHTMHH, XMNOTOHHA (< 90/50 mm Hg), win HekoHTponnpaHa
XUMEPTOHMUA,
- MaLMEHTH C UHCYAT B PAMKHMTE HA NMOCJIEAHKTE 6 Mecelia.

Tapu/IEKC e npotuBonokasan npu nalmeHTH cbe 3aryba Ha 3peHHETO Ha €IHOTO OKO, B PE3yATAT Ha
HeapTepHalHa aHTEPHOPHA HCXEMHYHA OYHa HeBponaThs (non-arteritic anterior ischemic optic neuropathy,
NAION), He3zaBHCHMO OT TOBZ, Jajid TO3M €MH30] € CBbP3aH WIH He ¢ npeaHiuHa ynorpeba Ha PDES
UHXUOUTOP (BXK. TOuka 4.4).

EnHoepeMeHHOTO npunoxeHne Ha PDES unxuburopu, BkmounTenHo Taganadu, ¢ ryaHuiaT- UHKIa3HH
CTUMY/IATOPH KAaTO PHOLMIyaT € NPOTUBOINOKA3aHO, Thi KATO TOBA MOXE [a NPHYMHM CHMNTOMAaTHYHA
XUNOTOHHA (BXkK. Touka 4.5).

4.4 Crenna/jHi nDpexynpexaeHss B NPeINa3HA MEPKH NpH ynorpeba

Ipeau nevenune ¢ TaquJIEKC o

[Tpenn na 6nae 06cbacHO hapMakonorHyHo nedeHue, TpadBa Aa ce CHeMe aHAMHE3a H HaNlpaBH QH3UKaNEH
nperaea, 3a Ja ce AMarHOCTHLMpa CPEKTHAHA AHCHYHKUHA WM J0OpokavecTBeHa XHMEpIUiasus Ha
MPOCTATaTa H [a C€ ONPELENAT TOTEHUHAIHUTE NMOATEKAILLA IPHYUHM.

[Ipean na ce 3amoyHe KaKBOTO M Aa € JEYCHHE Ha epekTUNHA TUCHYHKLHA, TeKapuTe TpaOBa a NpelueHaT
CbPASCUYHO-CHAOBUA CTAaTYC Ha TEXHHUTE MAallHEHTH, ThA KATO MMa HU3BECTHA CTEMEH HA ChpPAEYEH PHUCK,
CBBpP3aH CbC CEKCyallHaTa aKTHBHOCT. Tajanadmin uma Ba3OAWNATATUBHU CBOHCTBA BOJELIM 0 JIEKH H
NpeXOJHH NOHUAEHWA Ha KPBHBHOTO HaAraHe (BXK. To4dka S5.1) ¥ NO TakbB HAUMH MOTEHIHMpa
XHNOTEH3WBHUA €PEeKT Ha HUTpaTHTE (BXK. TOUuKa 4.3).

Ilpeay na ce 3amouyHe Jne4YeHHE C TajganapWil Ha OOOpOKavYeCTBEHA XHUMEpILIa3us Ha [IPOCTaTaTa,
AaLMeHTHTE TPAOBA Ja ce M3C/IeaBarT 3a Ja C€ H3KIIOMM HATHYHETO HA KApLMHOM Ha MMPOCTATaTa Y
BHHMATEJIHO Jla C€ OLUEHH HATHYHETO Ha CHPACYHO-CHA0BH 3abonsapraHUg (BxK. Touka 4.3).

Ouenkata Ha epekTWnHata aAuchyHkius TpadBa Aa BKIOYBA ONPEACNISHETO HA MOTEHLMATHUTE
NOJIEXKAINH NPHYWHHK M YCTAHOBIBAHE HA NOAXOAALIO JIEYEHHUE Clie]] NPaBHJIHA MEIHLIMHCKA oLieHKka. He e
H3BeCTHO, AanM TaauJIEKC e epekTHBEH NpU NaLMEHTH NpeTHPNENH Ta30BH ONEpalldd MIH paauKasIHa,
HECHXPaHABAILA HEPBAa MPOCTATEKTOMHA.

Cepae4Ho-CchA0BH hakTopH




aHPHHA TNIEKTOPHC, KAMEPHY ApPHTMHUM, WHCVIIT, TPAHZUTOPHHM HCXEMHYHM €MU30AU, rpbiHA OOJNKa,
NaiNnMTaluM KB Taxukapaus. IloBeueto nauveHTH, IIPH KOUTO Cca JOKIaJABaHU Te3d ChOMTUS Ca UMAITU
NpeAWeCcTBall CbpACYHO-CBAOBH PHCKOBH (akTepu. Bbnpexku ToBa, HE € BE3MOXKHO Ja Ce Onpeleiu
KATErOPHYHO Jany Te3W ChOMTUA ca CBLp3alM PAKO ¢ Te3M PUCKOBH Qaktopu, ¢ TaauJIEKC, cnc
CEKCyanHaTa akTHBHOCT MW ¢ KOMOMHALMATE HA TE€3H WIH APYrH (aKTOpH.

HPH MalfHEHTH CBC CBITBTCTBAULIO NCYCHWE 0 AHTHXUNCPTCH3HBHHU JICKAPCTBCHH MPOAYKTH, Ta,uanatbwl
MOXC da UHAYUHPAa NOHWXKXCHHC Ha KPPBHOTO HaJsdAl'aHE. Koraro ce 3anouBa CHKCAHCBHO JICHEHHE C
Tﬂﬂﬂﬂﬂfbﬂﬂ TpHﬁBﬂ gJa ce OOMHCIH KIHHHYHATA Bb3MOXHOCT 3a aJdlITHpAHE Ha A03aTd Ha
AHTHXHIICPTCHIHBHOTO JICUCHHUC,

IIpn nauueHTH, KOouTO Npuemar andal 6nokepu, enHospeMerHoTo npuioxenue Ha TaauJIEKC moxe na
HOBEAE 10 CHMITTOMAaTHYHA XHITOTOHHA MPU HAKOH OT TAX (BXK. ToUKa 4.5). KoMGuHHMpaHeTo Ha Taganadun
M JOKCa303UH HE ce NPENopbUBA.

3peHue
Crob1uasaHu ca 3pHTenHH HapyLueHus M cayydad Ha NAION (HeaprepHaiHa aHTepHOpHA HCXEMHUUHA OYHA

HeBponaTtus), cBbp3aHH ¢ npuema Ha TagnJ/IEKC u apyrn PDES-nuxuburopu. AHannsu Ha AaHHH OT
HEHHTEPBEHIIMOHANHHY MNpPOYYBaHHA npearnonarat nosvieH puck ot ocrpa NAION (Heaprepnanna
AHTEPHOPHA UCXEMHYHA OYHA HEBPOTIATHA) MPH MbXKE ¢ €PEKTWIHA AMCHYHKUMA Clel €KCIO3UIIMA Ha
taganadpun wid apyrs OJIES unxuburopu. Trit kaTo ToBa Moxe fa Obae OT MPAaKTHUECKO 3HAUCHHE 34
BCHUKH MALIMEHTH H310’KEHHU Ha Tajanadui, NaluMeHTsT TpabBa Aa Ob1e npeaynpexaasaH, 4e B CJiyyaii Ha
BHE3AITHO 3pUTENIHO HapylLleHuUe TpadBa aa cripe npuema Ha TaguJIEKC m aa ce koncynTupa ne3abaBHo ¢
nekap (Bxk. Touka 4.3). | o g el e
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HaManeH ciyX wid BHe3anHa 3aryba Ha chr.t_;g{)(aj e s

Cny4au Ha BHe3anHa 3aryba Ha ciyxa ca cyoﬁmenn caen ynomeﬁaTa Ha Taganadpun. Bropeku ue npyru
PHCKOBHM GAKTOPH Ca HANMIIE B HAKOH CITy4ap, (XaTo HapHMEp, BB3PAcCT, AHabeT, XMNEePTOHHS U aHaMHe3a
3a npeaviiHa 3aryba Ha ciayxa), nauMeHTHTEe TpAOBa fna ObAar NMOCHLBETBAaHW Ja CNpaT ApHEMa Ha
Tafanaguil 1 ia NOThbpCAT He3abaBHO MEJHLHCKA NOMOILL B CYy4gH HAa BHE3ANHO HAMANBAHE Ha CiyXa
WM 3aryba Ha ciayxa.

b16peuno ¥ yepHOAPOGHO YBpekAaHe

Iipu nmaumeHTH ¢ Texka 6LOpeyuHa HegocTarbuHOCT go3upaHeTo HAa TagJIEKC eqHokpaTHO IHEBHO He ce
npenopbisa, nopaad nosviieHata excrno3uuud (AUC), orpaHHYeHHs KAMHHYEH ONMUT M JIMNCATa Ha
BH3MOMKHOCT 32 NOBJIMABAHE Ha KJIHPBHCA NOCPEACTBOM AHAJIH3A.

HMa orpanyueHn KIIMHUYHH JaHHH 3a 6e3onacHocTTa Ha TaauJIEKC, npuaoxkeH kaTo eIMHWYHA 1034, PH
NauMeEHTH ¢ TeKKa YepHoapobHa HeaocTaTbuHOCT (Child-Pugh knac C). IIpu nauuenTtn ¢ yepHogpobHa
HEIOCTATbYHOCT HE € OLEHABAHO €AHOKPATHOTO AHEBHO MNPUIOKCHUE WM 33 JIEYeHHE HA €PEKTHIIHA
AMCOYHKUHA, WK 33 AoOpokavecTBeHa Xurneprulazds Ha npocrtatata. Ako TagwJIEKC ce na3Hauapa,
TpsaOBa 1a ce€ HanpaBM BHMMATElHA WHAMBUAYATHA TpelleHKA HAa OTHOUICHHETO MOJI3a/pUCK OT
NpeanKCBALLINA IO Jiekap.

[IpHanK3bM M aHATOMHYHa AcdopMaliig Ha [IeHUca

[MauueHTHTe, KOMTO Ca HMAJIM EPEKLHS, MPOABIDKUNA 4 4aca WK NoBede, TPA6BA Ja 6bIaT HOCHBETBAHM
A2 NOThLPCAT He3a0aBHO leKapeKa NOMOL. AKO IPHANH3MET He Obje IEKYBaH BEAHAra, ThKaHTa Ha NEHUCA
Ce YBpEeKa H MOKE Ja ce CTUTHE JI0 NOCTOAHHMA 3aryfa Ha NMOTEHTHOCTTA.

TaanJIEKC Tpa6Ba 1a ce u3floNn3BaT ¢ BHHMaHHE. MpH NaLMEHTH C aHATOMH4YHa JedopMaLius Ha NEeHMCa
(KkaTo Hamp., aHrynauMs, KaBepHO3Ha ¢H6p03a unu 6onect Ha Peyronie) unu npu :




BaGOJ'IHBHHHH, KOHTO MOraT Aa cp3Aaaar npcapa3ifnojoKCeHHE KbM IIPHAINTH3IBM (K&Tﬂ CbpNOBHUAHO-KIIETbYHA
AHCMHA, MYATHILICH MHENIOM HIIH .IIﬂBI(EMHH).

Ynorpeba ¢ CYP3A4 unxuburopu
M3UCKBa ce MOBULIEHO BHHMaHMe, ako ¢e npearnucea TaauJIEKC Ha nauueHTH, KOUTO M3N0A3BAT MOLIHH
CYP3A4 unuxubutopu (pyToHaBHp, CAKBHHABUP, KETOKOHA30J1, HTPAKOHA30/ H EPUTPOMULIMH), Thil KaTo
npy¥ KOMOMHHPAHETO Ha TE3H NEeKApCTBEHW NPOAYKTH ce 3abend3pa MoOBHLIABAHE HA €KCMO3HULIMATA Ha
tananadpun (AUC) (Bx. Touka 4.5).

TanuJIEKC 1 Apyry aeyeHus 3a epekTUIHA JUChYHKIHS

He ca npoyusanu be3onacHocTTa ¥ epukacHocTTa Ha KoMOuHaLmMuTe Ha Tanuw/IEKC u apyru nHxuburopu
Ha PDES wiun apyru neuenns Ha epextinna aucdynkuus. [lauuentsT Tpabea ga 6vae vHGOpMKpaH fa He
npueMa TaguJIEKC B nopobHun koMbuHaLmmy.

JlakTo3a

TanuJIEKC cwvobppxa nakroza. IlaumeHTuTe ¢ peakd HACHEACTBEHH MpoOJeMH HA TrajlaKTO3Ha
HEMMOHOCUMOCT, Lapp nakraseH aeduUHT WK MIOKO3HO-rajlakTo3Ha MaiabcopOums He TpaOBa fa npHeMar
TO3H JIEKAPCTBEH NPOAYKT.

4.5. BsanmoaelcTBHE ¢ APYrd JIEKAPCTBEHH HPOAYKTH H APYrH GopMH Ha B3aHMOAEHCTBHE

IlpoyuBanusTa 3a B3auMoacHcTBUA ca nposeneHy ¢ 10 mg w/unu 20 mg Taganadun, KakTo € NoCo4YeHoO [10-
noxry. lllo ce oTHacd A0 Te3u NpOydBAHUN 3a B3AUMOACHCTBHA, KBAETO Ca NMPWIaraHd caMo A03H Ha
Tagaanadpua ot 10 mg, KTHHHYHO 3HaYHMH B3aHMOJCHCTBHA MPH MO-BUCOKM N03H HE MOTAT M3LAJO Aa

OBbIAT KIIUTIOUEHH.

Edexry Ha Apyry BellecTBa BbPXY TaAanadun

Huxubumopu na yumoxpom P450 e

Tananagnn ce merabonusupa rnaeHQ . upes CYP3A4. CeﬂeKTHBHPIHT uHxubutop nHa CYP3A4,

keTokoHa30. (200 mg nHeBHO), yBeanuasa 2 nbTH ekcno3uuuara (AUC) Ha Taganadun (10 mg) n Cmax ¢
15% crnpsamo crofiroctuTe HAa AUC M Cmax npu caMOCTOATENHO NPUIOKEH Taganadu.

KerokoHason (400 mg nHeBHO), yBenHuasa 4 mbTH ekcnosuuuata (AUC) Ha Taganadun (20 mg) u Cmax
¢ 22%. Puronasup, nporeaseH HHxubuTop (200 mg, 2 mbTH OHEBHO), KoiTO € HXxuGHuTOp Ha CYP3A4,
CYP2C9, CYP2C19 u CYP2D6, yeenuuana excriozvnuusaTa (AUC) Ha tapanadun (20 mg) 2-nnTu 6e3 na
npoMeHa Cmax. Brunpexu ye He ca npoyuBanu cnienudHuHy B3aUMOCHCTBHA, €[HOBPEMEHHATA YNOTpeba
C Apyrd NpoTeasHy HHXHOUTOPH, KaTo cakBHHaBHP, U ApYrH CYP3A4 HHXHUOHUTOPH, KATO EPHTPOMMLIHH,
KJIapHTPOMHULHH, HTPAKOHA30J H COK OT rpeindpyT, W3HCKBa BHUMaHHe, Thii KAaTO MOXE 1a Ce OUaKBa, Te
Ja YBEJIHYaT Ia3MeHHTE KOHLUEHTpauud Ha taganadpun (Bx Touka 4.4). CnenoBaTenHo, HecTOTaTa Ha
HEXETAaHHTE JIEKAPCTBEHN PEAKLIHM, TIOCOUYEHH B Touka 4.8 Moxe 1a 6bae yBelTHJeHa.

Tpancnopmnuu benmvyu

He e u3BecTHa pondaTa Ha TpaHCnopTHUTE OenThUM (HanpuMep, p-rUKONPOTENH) BhPXY JUCIIO3ULIMATA HA
Taganagun. CrenoBaTenHO € HalHlle MOTEHLMAT 3a JICKAPCTBEHH B3aMMOACHCTBUR, MEIHMPaHH OT
MOTHCKAHE Ha TPacHOpTHUATE OENTHLH.

Huoykmopu na yumoxpom P450

Hupykropst Ha CYP3 A4, pudamnuunn, Hamanasa AUC Ha Tananadun 1o 88%, cnpaMo cTOMHOCTUTE Ha
AUC npH camocTosrenHo npunoxeH tananadui (10 mg). Tasu HamaneHa ekcnosHLHMA MOXE Aa C€ OYaKBa
ia HAMau ePUKACHOCTTA Ha Tajanaduil; CTENEeHTa Ha HaMaleHHe Ha ePUKACHOCTTa € Heu3BecTHA. J[pyru




HHAYKTOpH Ha CYP3A4, kato ¢enobapOuran, ¢peHMTOHH M KapbaMasenuH, MOTAT CBILO [a HaMalar
Ma3MEHNTE KOHLICHTPAaLUKMU Ha Taganadnnr.

Edexry Ha Taganadwi BbpXY APYTH JEKAPCTBEHU NPOAYKTH

Humpamu

B wiHHHYHH npoy4BaHus, Tafanagpui (5. 10 u 20 mg) € nokazan, 4ye NOTEHUMPa XHNOTEH3WBHUTE €EeKTH
Ha HuTparute. Ilopaau Toea, npunoxkeHnero Ha TaauJIEKC npu nauveHTH, npueMaluy Hakoa ¢opma Ha
OpraHHY€H HHUTPAT € NPOTHBOMOKa3aHO (BX. Touka 4.3). Bbv3 OcHOBaTa Ha pe3ysiTaTd OT KIMHHYHO
npoy4BaHe, B x0eTo 150 nauueHTH ca Noay4asain AHEBHU 1034 oT 20 mg Taaanadun 3a 7 auu 1 0,4 mg
HUTPOTITHLIEPHH CyOIHHIBANTHO B Pa3THYHO BpEME, TOBA B3aUMOeHCTBHE € HabmoaaBaHo 3a noseue ot 24
yaca ¥ He ¢ HabniogasaHo cnen n3Tu4yaHe Ha 48 vaca ot nocneaHara no3a taganagui. Taka, npu natueHr,
Ha KOMTO € npeainu1caHa HAKakBa no3a Taganadgui (2,5 mg-20 mg), ¥ 3a KOWTO NPIIOKEHHETO HA HUTPATH
CE€ CMATA 33 HEOOXOAKUMO NO MEAULIMHCKH NOKA3aHHA B KPUTHYHH CUTYaLUH, TpsOBa na uMa roxe 48 yaca
OT npHeMa Ha nocieanara go3a TaauJlIEKC, npeau npunoxennero Ha HuTparute. Ilpu TakuBa ycnosus,
HUTpaTHTE TPAOBA Ja ce Npuiarar caMo MoJ CTPOr MEAMHHHCKH KOHTPOJI ¥ CbC CHOTBETHO NPOCJICAIBAHE
Ha XeMOJMHAMHUKATA.

Arnmuxunepmen3uenu 1exapcmeeru Cpeocmea (BKIIONUMETHO KATYUE8H AHMALOHUCMY)

EHOBpPEMEHHOTO NPWIOKEHHE HA A0KCa3034H (4 U & mg AHEBHO) K Taganadui (AHEBHA 103a OT 5 mg M
20 mg Karo eZHOKpaTHa 103a) 3aCHJIBA AHTUXHNCPTEH3HRHUA €(PEKT Ha TO3H anda-06j0Kep B 3HAUHUMA
cterneH. To3u edekT ce 3ana3Ba NMOHE ABaHAAECET Yaca H MOXKE /1a NPEeAN3BHKA CHMITTOMH, BIJTIOUHTENHO
CHHKOII. 3aTOBA Ta3H KOMOUHaLMA HE CE NpenopbyYBa (BX. Touka 4.4).

B npoyuBaHus 3a B3aHMOAEACTBUATA, H3BBPLUEHH NIPH OrpaHnucH 6poii.3apaBu N06GPOBOILH, Te3H edeKTH
He ca cHo0LEeHH Npy aady303MH HIH TAMCYJIO03HH. Bee nak € Heo6X0IMMO MOBHINEHO BHHMAaHHE, KOTATO
Taganadun ce ynotpebsBa Npu NAUMEHTH, JEKYBaHH C KaKBMTO M 1a ¢ anda- GnokepH, ocobeHo mnpu
NAaUHEHTH B CTap4ecka Bb3pacT. HequHeTo TpaGBa J3.3aNl0YHE NPH MHHHMANHA 11033 ¥ NPOTPECHBHO Jia
ce agamrHpa.

B K1MHHYHM (apMAKONOrHYHH MPOYYBAHUA & H3ICNENBAH MOTEHUHANET Ha Tananapun 1a ycUiBa
XHIIOTEH3UBHUTE €(EeKTH Ha amuxunep'reuanﬂﬂme JiekapcTBeHH mpoaykru. Ilpoyusanu ca oCHOBHHTe
KNaCOBE€ AHTHXHMIEPTEH3UBHH JIEKADCTBEHH TMPOOYKTH, BKIOYMTEIHO KalLMEBH AaHTAroHHCTH
(amoaunuH), KHXHOUTOPHUTE HA AHTHOTEH3HH KoHBepTHpalms ex3uM (ACE) (enananpun), 610kepHTe Ha
OeTa-agpeHEPruuHHUTE PELENTOPH (METONPOION), THAZHAHKUTE AWYPeTHIM (OeHapoduyasua) H OiokepHTe
Ha aHrHoTeH3MH |l peuentopure (pa3ziMyHU BHAOBE K JO3U, CAMOCTOATENHO HIH B KOMOMHALMS C THA3HIH,
KaJlUHEBUTE AHTArOHWCTH, Oecta-Onoxepu, w/unu anda-bnokepu). Taganadun (10 mg oceen B
Npoy4YBaHHUATA ¢ aHTArOHUCTHTE Ha aHrHOTeH3HH !l penenTtopuTe ¥ aMmI0AMNUH, NPK KOMTO € NpUiaraHa
no3a or 20 mg) HAMa KIMHUYHO 3HAYMMM B3aUMOJCHCTBHA ¢ KOMTO ¥ Aa € OT Te3W Kiacose. B apyro
KIMHUYHO ($apMaKoJOruyiHo fipoy4BaHe taganadun (20 mg) e usnureaH B koMOunanus ¢ 10 4 Kiaca
AHTUXUNEPTEH3HBHA MPOAYKTH. IIpH nalMeHTHTE, NPHEMANIH HAKOJIKO AHTHXHMIEPTEH3WBHH MpPOAYKTA,
aMOy/laTOPHUTE NPOMEHH B KPbHBHOTO HAIAMAHE HM3INEKIAT CBbP3aHM ChC CTENEHTA HAa KOHTPOJ Ha
KPBBHOTO HaliAraHe. B Ta3u Bpb3Ka, NPpH NALMEHTHTE OT KIHHUYHOTO H3MUTBAHE, YHETO KPbBHO HalIsiraHe
€ 610 106pe KOHTPONHPaHO, HAMANARAHETO € HHIO MHHHMAJTHO UMK NOAOGHO Ha TOBA, HabMIOAABaHO NPH
3npaBH Xopa. ITpu y4acTHHLM B MPOYYBaHETO, IIPH KOMTO KPbBHOTO HANATAHE HA NAlUEHTHTE HE € GUIIo
KOHTPOJIHPaHO, CnanaHeTo € OWI0 NO-roafiMo, BBLIOPEKH Y€ TO HEe € OMJIO CBBP3aHO C XHMIOTEH3HBHH
CUMITTOMHM MpH MoBedeTo OT nauventdre. [IpM naupeHTH, MojydaBally ChHBTCTBAIUO JICUEHHE C
AHTHXHIMECPTCH3IHBHHU JICKAPCTBEHH NPOAYKTH, Tajanadwi 20 mg Moxke Oa WHAyLMpa HaMaleHWe Ha
KPBBHOTO HanaraHe, koero (¢ M3KmoUYeHne Ha anda Gnokepu —BxK MO-rope), € KaTo L0 MATKO U He e
BEPOATHO Ja € KIUHWYHO 3HAYKWMO. AHANU3WTE HA NAHHUTE OT KJIMHHYHH NpPOYy4YBAHH q)asa HE ¢a
MOKa3a/Ii pa3yKa B HeXKENIAaHUTE JICKAPCTBEHH ChOHUTHA NIPH NAUMEHTHTE, TIPHEMALIH Ta 3 Jad P

0€3 aHTUXMMEPTEH3UBHU JIEKAPCTBEHHM MPOAYKTH. BBNpekH TOBAa HA NALMEHTHTE




noaxoaiaul KIHHH4YEH CBhBCT 33 BB3MOXKHO HAMAJICHHC HAa KPBBHOTO HANAraHe, KOraro ce€ JCKYBaT C
AHTUXHIICPTCH3IHBHH JNCKAPCTBCHH TTIPOIOYKTH.

Puoyuzyam

IIpeAKNHHHYHH MPOYUYBAHUA NOKAIBAT AOIBJIHHUTENEH edeKr HA TMOHMKABAHE HA CHCTEMHOTO KPBBHO
Haidaraie, korato PDES uuxuburopy ce komOMHUpaT ¢ puonuryar. B KTHHUYHK Npoy4YBaHUA € JOKa3aHo,
4ye pHOLMIyaT TMOTEHUMpa XUNOTEH3UBHMUTE e¢dexktd Ha PDES unxuburopure. Hama paHeM 3a
OnaronpuaTed KWiHHHYeH edekT Ha KomMOMHaluuaTa B NpoyuBaHaTa nomynauusa. EaHoBpemedHara
ynotpeba Ha puolmryat ¢ PDES unxuburopu, BmouuTesiHO Taganadgun € mpoTHBONOKA3aHa (BX. TOUYKA

4.3).

Huxubumopu na S-angpa peoyxmaszama

B kIHHHYHO NPOyYBaHe, KOETO CPaBHABA TaJanadun 5 mg, Npuiarad €AHOBPEMEHHO ¢ pUHAcTEpHA 5 mg,
¢ miauebo mmoc ¢puHacTepu 5 mg 3a obnekyaBaHe Ha CHMITTOMUTE Ha JOOpOKAUECTBEHA XUITEPIINA3HA Ha
npocrarara (J1XII) ne ca yctaHOBeHU HOBU HEXENaHH peakudH. Bobrnpexku Toea, Thil KaTO OPHLMATHO
NMpOoyYBaHe 3a JIEKAapCTBEHH B3aUMOJAECHCTBUA 32 OLUCHKA Ha epeKTUTE Ha Tazanadun U Ha HHXHOUTOpHTE
Ha 5-anda penyxraszata (5-ARls) He ¢ npoexaaHo, taganadun TpsOBa ga ce Mpuiara BHHUMATETHO
eIHOBPEMEHHO ¢ HHXHOUTOpU Ha S-anda peayxraszara (5-ARls).

CYPIA2 - cy6empamu (nanp., meoghunun)

Koraro Tananadun 10 mg ce npunara ¢ teodpunuu (HecenektueeH Qocdoauecrepazet MHXHOUTOP) BbB
dapMaKkoIOru4HO MpoYy4YBaHE, He € HMaNo (PapMAKOKHHETHYHH B3aUMOJCHCTBHS. EAMHCTBEHMAT
¢apmakoauHaMuyeH edext e 6un neko (3,5 yaapa/MuHyTa) YBETHUEHHE HA ChpAEYHATA YECTOTA.
Bbnpeku 4e To3H e(peKT € BITOPOCTENEeHEH U He € OMn QT KIMHUYHO 3HaYeHHe NMpH TOBa NpoyYBaHe, TOH
TpsA0Ba Aa ce B3ema oj BHUMaHHKE [IpM €AHOBPEMEHHA ynoTpeba Ha Te3u JIEKapCTBeHK NPOAYKTH.

Emununecmpadcuon u mepbymanun

Tananadgun e nokasan, ye NPEeAU3BHKBA YBENHYEHHE HA GHOHANMYHOCTTA HAa €TMHMNECTPAIMON CNel
NePOPATHO NPHIOKEHHUE; N0A06HO YBENHYEHHE MOXeE aa Gbe 04aKBAHO NPH NEPOPATHOTO PHIOKEHHE
Ha TepOyTalHH, BHIPEKH Y€ KIMHHYHATE N0CECTBHS OT TOBA £a HEONpPEIEIEHH.

Anxoxon |

KoHuieHTpauurTe Ha ankoxon (cpeaHa MakcuMaiHa KoHueHTpauus B KpbBTa (0,08%) He ce nosnuaBar ot
cbBMeCTHaTa yrnotpeba ¢ taganapun (10 mg unn 20 mg). B nomenHeHue, 3 yaca ciiel €AHOBPEMEHHOTO
NPWIOKEHHE C AIKOXON HE ca HabMoaaBaHW NMPOMEHH B KOHUEHTpaUMHTE Ha Tagatadui. AJIKOXONBT €
NPWIOKEH MO HAYMH, YBEJIMYABALL MAKCHMANHO CKOPOCTTa Ha abcopOums Ha ankoxo (CyTpHH Ha rlajgHo,
Ge3 1a ce npHeMa XpaHa 0 2 yaca ciie npHema Ha ankoxon) Taganadun (20 mg) He yBennuasa cpenHoOTO
HamaJisiBaHe Ha KpBhBHOTO HajlsAraHe, npeaussukano ot ankoxona (0,7 g/kg wiu okono 180 ml 40% ankoxon
[Boaka] npu 80-kMnorpaMos Mbik), HO IPU HAKOM XOpa MOXe a ce Habnmoaapa NocTypaneH CBETOBBPTEK
HJIH OPTOCTaTH4YHA XWnoToHuA. Korato tananagun ce npunara ¢ no-mManku aosu ankoxon (0,6 g/kg),
XMIIOTEH3Ms1 HE ce HabmomaBa, a CBETOBBPTEXBT ce HabmogaBa ¢ 4ecTOTa, MOAOOHA HA Ta3H MpU
CaMOCTOATEIHOTO NPHJIOKEHHE Ha ankoXoll. E¢ekTbT Ha ankoxona BbpXY KOMHHTHBHATA (QYHKIHA HE Ce
3acUnBaT oT taganadun (10 mg).

Liumoxpom P450 memaboruzupa nexapcmeernu npooyvkmu
Tananadgun He ce ouakpa Aa NPEAU3IBUKBA KIHHHYHO 3BaYUMO MOTHCKAHE WIH HHAYKUHA Ha KIMPbHCA Ha
JIEKAPCTBEHH NPOAYKTH, MeTabommsupanu ot CYP450 usodopmure. [IpoyuBaHudaTa ca NOTBBPAMIIH, Y€
Taganapun He HKHXubupa unn uuayuunpa nodopmure Ha CYP450, sxmountenno CYP3A4, CYP1A2,
CYP2D6, CYP2E1, CYP2C9 u CYP2C19,

CYP2C9 - cybempamu (nanp., R-eapghapun)




Tananagun (10 mg 1 20 mg) HAMa KIMHHAYHO 3Ha4uM edekT BepXy ekcnosuumaTa (AUC) Ha S-
Bapgapun unu R-papdapus (cyberpar na CYP2C9), vuto 3acara MpOMEHHTE B MPOTPOMOHHOBOTO
BpeMe, NPeaU3BUKAHMA OT BapghapHH.

Acnupun
Tananadpun (10 mg v 20 mg) He noTeHUNpa YBENUHEHUETO BbB BPEMETO Ha KbPBEHE, NMIPHYUHEHO OT
ALETHICATHLIUIOBA KHCEJIHHA.

IIpomusoouabemrnu nexapcmeeru npoOyxmu
He ca nposexaanu cieUHHYHHA NMPOy4BaHUA 332 B3aUMOJCHCTBHS C MPOTUBOAUAOETHH JIEKAPCTBEHH
NPOAYKTH. |

4.6, DepTHIHTET, OpEeMEHHOCT H KbpPMEHe
TanwJIEKC He e noka3aH 3a ynoTpeda OT KeHH.

bpeMeHHOCT |

HMa orpaHHuyeHM AaHHM 3a ynoTtpedara Ha Taaanadun npu 6peMeHHH xeHu. IIpoyusaHusTa npu
JKHUBOTHH HE MOKA3BaT MPAKO HIIH HENPAKO BPEOHO B3aHMOAeHCTBHE BhPXY OpeMEeHHOCTTA,
eMOPHOHANTHOTO/(PETATHOTO Pa3BHTHE, paXKIGHETO HIH MOCTHATATHOTO pa3BHTHe (B Touka 5.3). Karto
npeanasHa MspKa, 3a npearnoynTade € ynorpebdara Ha TaquJIEKC no sBpeMe Ha 6pemeHHOCT na ce n3bAarea.

KnpMmeHe

Hanuunure ¢apMakoAUHaMHYHKW/TOKCHKONOIHYHY, . JAHHH TPH. XHMBOTHH MNOKA3BaT €KCKpeLus Ha
Taaanagui B wiiskoto. He Moxe na ce nakmouu puck 3a kbpmadeto. TannJIEKC He Tpa6Ba na ce uanonsea
no BpeMe Ha KbpMEHe.

QepTHIATET
HabmonaBanu ca edekTH NMpM KyuyeTa, KOMTO MOXE Ja cCOYaT YBpexiaHe Ha ¢epTunutera. JlBe

MoceABallH KIMHHYHYU NPOYYBRaHHA [10KA3BAT, Y€ TO3M e(EeKT € MAIIKO BEPOATEH NP XOPa, BHIPEKH Y€ Ce
Ha0/I01aBa HaAMANIEHHE Ha KOHLIEHTPaUHMATA Ha CriepMa NpH HAKOH MBXe (BXK. Touka 5.1 ¥ Touka 5.3).

4.7. Edexrn BupXy cnocobHocTTa 32 IogHpane H padoTa ¢ MAIIHHH

TapnJIEKC nosnusea npenedpexxumo cnocobHocTTa 33 odupade Win pabora ¢ MamnHu. Benpeku, ye B
KIMHHYHH NPOYYBaHHs YECTOTaTa Ha ChOOIIEHMATA 32 CBETOBBPTEXK MPH rpyrnara ¢ niauebo u rpynara ¢
Tafanadun Ja e buna cxojHa, nauMEeHTHTE TPAOBa 1a ca HajICHO 33 TOBa Kak e pearupar Ha TaguJIEKC,
npeay WopHpaHe uax paboTta ¢ MalllMHHK.

4.8. Hexenann JekapcTsenn peaknuu

Pesiome Ha npoduia Ha 6e300acHOCT ,

Haiji-uecTo chobwaBaHnTe HexenaHH NCKAPCTBEHH peakilMM NMpH naumedTH, npueMmamd TasuJIEKC 3a
JICYEHHE HA €PEKTHIIHA JUCHYHKUMSA HIH J0OpOKaYecTBeHa xUnepyia3Ha Ha NpocTarara ca riasobonue,
aucnencus, 6oka B r pba M MUANTHA, PU KOMTO YECTOTATA C€ YBEJIHYABA C MOBUUIABAHE HA A034Ta Ha
TanuJIEKC. [loknagsanure HexenaHM JICKAPCTBEHU peakLUUH ca OHIM NpeXOoOHH M B MOBEYETO CITyYaH
neku 110 ymepend. [lo-ronsmara yacr ot cnyyaute Ha rnasobonue, crobuiasany npu npuem Ha TaauJIEKC
BEHEXK AHEBHO, ca HabnioaasaHu npe3 mbpBUTe 10 10 30 AHM OT 3an0OYBaHe HA NEYEHHETO.

Pe3ioMe Ha HeXKENaHUTE peaklMy B TabIHYeH BHI




B Ttabnuuara no-a0ny ca H30pOeHH HEWENAHHTE JICKapCTBEHM peaKklMH, HabmMoaaBaHH OT CMOHTAHHH
ChOOLIECHHSA M TIPH auebo KOHTPOAHpathi »ihh-iHA NpoyuBaHus (obxBamaum o6mo 8 022 mauyenTy,
NeKyBaHM ¢ Taganapun 1 4 422 naumeHTs Toyyvanaid nnaedo) 3a AeyeHne Ha epeKTWiIHA AUChYHKIMS
npu HYKIA ¥ BEAHBX AHEBHO H 34 JICUEHH: Ha n0OpoKaueCTBEHA XUMEPIIa3yWa HA NPOCTATaTa BEIHBXK

HEBHO.
Heocenanu nexapcmeenu peaxyuu
KoHnBeHUMA 3a yecToTaTta: MHOrO YyeceTH (=1/10), yectu (>1/100 go <1/10), Heuectu (>1/1 000 g0

<1/100), peaxu (=1/10 000 mo <i/1 (:00), muoro peaxu (<1/10 000) u ¢ Heu3BecTHA YecTOTa (OT HATMUHHTE
NaHHW HE MOXKe Aa ObjJie HanpaBeHa OLICHKA).

Muoro wecta YecTH - HeuecTn Peakn C Hen3BecTHA
JeCcTOTA
Hapywenus na umynnama cucmema -
Peakiuy Ha AHTHOEHEM~
CBPBXYYBCTBHTE
JTHOCT
Hapywenus na nepenama cucmema |
| napobonve 3amasHoCT HHcyﬂTl (BKITIOYHTENHO
XeMoparHuHu CboOuTHA),
) . | Cunkorn, TpaHsuropuH
W wihe e[ MexeMwdH npuoThIM],
o . kﬂl'lpﬂnam:uuz,
TpanzuropHa
] aMHe3HA
Hapywenus na ouume
3aMBITICHO HapyuieHHe Ha 3pHTENHOTO
BIDKJAHE, | none, OTOK Ha
Ycelwanms, KJiena4mre, Xunepemus
OIMMCBAHU KaTO Ha KOHIOHKTUBATA,
Honka B ounTe HeaprepuanHa
AHTEPUOPHA HCXEMHYHA
| ouna Hesponarus
| (NAION)?, 3anywsane
Ha CbIAOBETE Ha
] ~ pe’I‘HHaTaz
Hapywenua na yxomo u nabupunma ’
| | Tuauryc . .. | Buesanna 3aryba Ha ciyxa
Cvpoeunu napywenus’ L o
| Taxuxapaus, MuokapaeH UHDapKT,
Ilannuranuum Hecrabunua
CTGHOK&p,E[Hﬂz,
Kamepna apHT™ s’
Cv006u HapyuieHus
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3auepranaHe XUFOTOHHA® ,
XUNepToHus
Pecnupamopnu, 2pbOHU U MEOUACTMURATHY NADYIMENUS. HADYUEHUR
HazanHa JlMucnHes
KOHIeCTHA Enucrakcuc
CmomMauiHo-4peaHU HaApYIHeH uﬂ'_ ~ '
Hucnencus f Kopemua bonka,
[loBpbinane,
["apene, 'acTpo-
e3odareaneH
peduryke
Hapywenua na xoxcama u noOxodicHama mvKaH
O6pue. Yprukapus, CHHIpOM
| Ha Stevens-JohnsonZ,
ExcdonnarupeH
ﬂEpMaTHTz
Xunepxuaposa
(moreHe)

HQPJMBHHR Ha MYCKYARO-CKEAemHama cucmema, CHEOUHUMENHAMA MBKAK U KOocmume

bonka B rep0a,
MUaIrus, boska

B KPAHHHK
Hapywenus na 6vbpeyume 1 RUKOYHUME NWPUMYA
XemaTypus |
Hapywenua na ewnpomﬁodummama cucmema u abpdama -
Yabmwokesa [Ipuanuzbm,
< CpeKLMsA KpbBOU3IUB B NEHKCA,
e | Xemarocnepmus
Obwu napywenus u eqbexmu HQ MACMOMO HA npuﬂm'ceuue h
T'puaua 6onka', OTOK Ha JMLEeTOZ,
Hepudepen BHe3anHa chpleyHa
OTOK, YMOpa 19
CMBpT

(1) IMoBeueTo OT NaUMEHTHTE HMAT NPEALIECTBALIM CHPACYHO-CHAOBH PUCKOBH GakTOpH (BXK. Touka 4.4).
(2) CrobluaBaHi Npy NOCTMapKETHHIOBOTO HAOMOASHHE HEXENTaHN PeaKL{HH, KOUTO He ca HabmoaaBaHu
Mpy Mnauedo KOHTPOJUPAHK KIMHHYHH NPOYy4YBaAHHA
(3) Ilo-yecTo gowiaaBaHa, kKOraTo Taganagun ce npuiara npu nauHeHTH KOMTO BeYe NoJIyyaBar
AHTHXHUINEPTEH3UBHHU JICKAPCTBEHH MPOLYKTH. ey

Onucanue Ha u3dpaHN HEMENAHW peaKIivH |

HesnauurenHo no-rongma yectora Ha otknoneHus B EKI, npean BCHUKo crHycoBa Gpaankapaus, ca
AOKNAABAHA NPH MALHEHTH, IEKYBaHH C Taaanadua eUH NbT AHEBHO B CPaBHEHHE C Mauedo.
[ToBeuero ot Te3n oTknoHeHna B EKI™ He ca CBLp3aHM ¢ HEXeNaHHUTE IEKAPCTBEHH pPeakLHH.

Apyry coeuManHy noiyJaumu
JAaHHHUTE MIPH NAaLMEeHTH HA BB3pacT Haj 65 rogHHH, KOUTO MPUEMAT TaJanadua B KIMHAYHH NPOYYBAHUS
HJIM 34 fIeYCHHE Ha EPeKTHIHA AUCHYHKLMA, UITH 3a JIeHeHHe Ha noOpoKavyeCTBEHa XHNEePIUIa3ysa Ha

NMpOCTaTaTa, ¢a OrpaHH4YeHH. B KIHHHYHH NpoyyBaHug ¢ Taaanadui, NpUEMaH NpH 13 3-HeHel




epeKTHJIHA DIUCOYHKLMA, JHapHs ce ChOOULBA TIO-4ACTO NPH NALMEHTH Ha Bb3pacT Haj 65 roauHy. B
KIMHHYHH NPOYYBaHHUA C Tananadgui 5 mg, fipMeMaH BEIHBLK JHEBHO 3a JIEUeHHe Ha Jo0poKauecTBeHa
XHMIIEPIUIA3MA Ha IPOCTATATA, 3aMagHOCT M [L#apHA ca ChoOLLaBaHH No- YECTO NPH NMALWEHTH Haj, 75-
FOJMILIHA Bb3PAacT.

CrobiaBaHe Ha NONO3HPAHH HEXETAHH PEALiUHA

Crob1asaHeTo Ha NOAO3UPAHU HEXEaHY PedKilMK e pa3pellaBaHe 3a ynoTpeda Ha JleKapCTBEHUS
NPOAYKT € BaXXHO. ToBa Nno3posnsABa Aa NpoaAL/LKH HAONIOAEHHETO HA CHOTHOLICHHETO MOJI3a/pUCK 33
JIEKapCTBEHHUA NMPOAYKT. OT MeAULIMHCKUTE CIEeLHANTUCTH C€ M3XUCKBA Oa CbhOOLaBaT BCAKA MOAO3HpAHA
HEXXENlaHa peaklys AMPEeKTHO Ha UanbiHuTenHa areHuus no nekaperparta (MAJI):

yn. ,,JJamsan I'pyes* Ne 8

1303Codus,

ten.: +359 2 8903 417

en. noua: bda@bda.bg
yebcaitT: www.bda.bg

4.9. Ilpeao3mpane

CuMnToMH

Ilpn 3npasum pobpoBonuu ca gaBaHH eaAMHMYHHA 103u a0 500 mg, a HA MauMeHTUH ca TMPUNATaHH
MHOTOKPAaTHHU AHeBHH no3u A0 100 mg, Hexxenanure cubrtua ca Ounu nogodbHu Ha oxesH, HabmoaaBaHu
NMpH MNO-HHCKM A03M. B cayuyaute Ha npeuosdpaHe, ako ce Hamara, Tpabea ja ce MpeanpHeMar
CTaHJAPTHUTE NOANBbPIKALUK MEPKH. XeMOIMAnU3aTa, HE3HAYUTENIHO CroMara 3a elMMHHHMPAHETO Ha
Tazatadu.

- - - [}
L .
L]

A

5., @GAPMAKOJOI'MYHU CBOMCTBA
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5.1 PapmakoaIHHAMHYIHH CBOlicTBa .

" 'r'l ‘ .
dapmMaKkoTepaneBTHYHa Ipyna: YPOJIOTHYHH CPEICTBA, IEKAPCTBEHH NPOAYKTH, NPHIIaraHH NpH
EPEKTUJIHA AHCHYHKLHA.

ATC kon: GO4BEQS

MexaHH3bLM Ha JeHdCTBHE

Tapanagun e cenexTuBeH, oOpaTUM HHXMOHTOpP Ha LHKIHYHHMA TyaHo3uH MoHodochar (ulMdD) -
crieungpruHa dpochoauecrepasa tun 5 (PDES). Korato cexcyanHOTO cTUMYJHpaHe NpeaU3BHKa JJOKAIHO
ocBoDOK/1aBaHe Ha a30TeH OKCHA, HHXHOUpaHeTo Ha PDES ot taganadgun npean3BHKBa NOBULLIEHH HUBA
Ha il M® B kaBepHo3HuTE Tena. ToBa BoAW N0 penakcalus Ha r1aJKaTa MyCKyAaTypa H NPUTOK Ha KPbB
B ThKaHHWTE HAa MEHMCA, BOAELIO Aa epekuua. Tananagun e HeedekTUBEH B JIEUYEHHETO HA €PEKTUIIHA
JUCHYHKUHUA MPH JINNCA HA CEKCYalHa CTHMYAALIMY.

dapMakoIMHAMHUYHHU €DEKTH

[IpoyuBaHusaTa in vifro ca nokazaas, ye Tajanaduwi e cenekruBeH UHxHOUTOP HAa PDES. PDES ¢ ensum,
KOMTO Ce OTKPMBA B MIaIKaTa MYCKY/aTypa Ha KaBEpHO3HOTO TAJIO, CHAOBATA W BHCLEpPaiHa rNiajKa
MYCKYJIaTYpa, CKEJETHHUTE MYCKYJIH, TpoMOouMTUTe, OBOpeuMTe, Oenus Opod M ManKus MO3DLK.
HelicTBHeTO Ha Tajanagun e no-cwiHo BbpXy PDES, oTkonkoTo BBpXY Apyru -
Tanganagun e naag 10 000 meTH no-moinex 3a PDES, orkonkoTo no orHowneHue Ha PDJ




€H3UMH, KOMTO C€ OTKPHBAT B ChPHETO, MO3bKA, KPLBOHOCHUTE ChAOBE, YepHHUs Apob M OPYrH OpraHu.
Tananagpun e Han 10 000 nyTH no-moLueH no othomenne Ha PDES, otkonkoTro no otHolueHye Ha PDE3 —
€H3UM, HaMHMpaL C€ B CbPLETO H KPLBOHOCHUTE ~ hA0BE. Ta3u ceaeKTHBHOCT kbM PDES, cpaBHeHa cue

cenektuBHocTra kbM PDE3 ¢ Baxna, 3amoto PDE3 e eHsum, yuacTBal B MEXaHHW3Ma Ha ChpPAEUHHTE
cbkpauieHus. B nomsiaHenne, Taganagun € npséauzurenno 700-ny»TH no-MoLieH no otHoieHue Ha PDES,
OTKOJIKOTO CHpsAMO PDE6 - eH3uM KOHTO Ce NaMHUpa B peTHHATA K € OTrOBOPEH 3a (POTOTPAHCIYKLMATA.
Tapanadun e cemo Han 10 000 meTy no-mouiew no otHotueHue Ha PDES, oTkonkoTo no oTHOLIeHHE Ha

PDE7, no PDE10.

KnuHu4Ha epuKacHOCT ¥ He30nacHoCT

Tpyn xIMHHYHHK npoy4yBaHHA ca npoBeieHU ¢ [ 054 maumeHTH B JOMaUWIHK YCIOBHA 32 OfIpefe/iIsHe Ha
NPOAL/DKUTENHOCT Ha OTroBopa KbM Taganapun. Tananadun € nokazan cCTaTUCTHYECKH 3HAYHMO
noaodpeHue B €peKTHIIHATA QYHKLUA H CIOCOOHOCTTA 1a Ce U3BBPILK YCIEHIEH NTOOB aKT A0 36 yaca cnen
NpHEMa Ha 103aTa, KaKTO H B CIOCOOHOCTTA Ha MallMEHTHTE 1a NOMy4aT H MOATbPAKAT epeKiid 3a yCnelueH
IOJIOB aKT B CpaBHEHHE € U1aleto owe Ha 16-taTa MUHYTAa ¢Jie] ITpHeM Ha A03aTa.

Tananadun, npunokeH Ha 37paBH JiMla, He MPeJU3BMKBA 3HAYMMA Pa3jIMKa B CpaBHEHHe ¢ ruiaLedo B
CHCTOJIHOTO H JJMACTONIHOTO KPBBHO HaNAraHe B JIErHAIO MOJNOMKEHHE (CpEeAHO MAKCHMAIHO HAMAIEHHE OT
1,6/0,8 mm Hg, cboTBETHO), B CUCTOJIHOTO M AHACTOJHOTO KPbBHO HAJIAraHe B M3MPABEHO MOJOKEHHE
(cpeano makcumanHo HamaneHue ot 0,2/4,6 mm Hg, cboTBETHO) H HAMA 3HAYHMA NPOMSIHA B ChpAEYHATA
4YeCTOTA.

B npoyusaHe 3a OLEeHKa Ha BAMAHMETO HAa Tajanaguia BbpPXY 3PEHHETO, HE €A OTYETEHH HHKAKBH
HapylUeHHs B pPa3sNO3HAaBaHETO. Ha, LBETOBETE (CHHBO/3ENEHO) TMOCPEACTBOM M3MOJA3BAHE HA TECTa
Farnsworth-Munsell 100-hue. To3k pe3yitaT kopecnouzupa ¢ HUCKHE ahuHUTET Ha Taaanaduw kem PDE6
B cpaBHeHHe ¢ PDES. BbB BCHUKH KHHHUYHH NPOYYBaHUS, CbOOLIEHHATA 33 IPOMEHH B LIBETHOTO BUXKAHE

ca peakH (< 0.1%). | i |

[IpoBenenu ca Tpu NpOYYBaHHUA NPH MBKE sa:,g}aenxa Ha NMOTEHUUATHHA edeKT BbpXy CIepMaToreHe3ara
Ha Taganagun 10 mg (eaHo 6-meceuHo npgyHuBaHe) W 20 mg (eqHO 6-MeceYHO M €AHO 9-MeceuHO
Mpoy4BaHe), TMpHIaraH exeAHeBHO. B 1Be oOr Te3w npoyyBaHHs € HAOMIOAABaHO MOHWKEHHE HA
KOJTHYECTBOTO H KOHIIEHTPALIUATA HA CIIEPMAaTa, CBBbP3aHO C JICYEHHETO ¢ Tajanadgui ¢ MaaKa BEPOATHOCT
38 KJIHHHYHA 3Ha4YuMOCT. Te3n edekTH He ca OunM CBbp3aHH C MPOMEHH B APYTH NapaMeTpH, KaTo
NOABHXKHOCT, Mopdosnorua v FSH.

Tananadpun B go3m or 2 mg no 100 mg e 6un uscneasaH B 16 KIMHUYRYA MPOYYBaHKA, BIKIOUBaLM 3 250
MALIHEHTH, BIUTFOYHTE/IHO NALMEHTH C €PEKTHAHA JUCOYHKLHA OT pasiKvHa TexecT (JieKa, yMepeHa,
TEXKKA), ETUONOrHs, Bb3pacT (Mexay 21-86 roaguMHu) u eTHUYECKA PHHALIEKHOCT.

[IoBeuyero nanueHTH CHLOOUIABAT 33 €PEKTHIHA AMCHYHKLMA C NPOTB/DKHTEHOCT OT MOHE €HA MoAHHA.
IIpy TEpPBOHAYAHUTE MpPOYHBAHUA 3a €(PEeKTHBHOCT BbpXy obmara nomynauma 81% ot nanmenTuTe ca
cpobmny, ye Tananapun e nopobpun TAXHATA epeKUMs B cpaBHeHUe ¢ 35% npu nnauebo. ChIo Taka,
NaLMEHTUTE C EPEeKTHIHA JUCPYHLIUA OT BCHYKH CTENeHH Ha TexkecT ¢hOOLIaBaT 3a NoA0OPEHH epeKiuHy,
AOKaTO ca B3eManH Taganagun (86%, 83%, u 72% 3a neka, ymepeHa, H TeXxKa, ChOTBETHO B CPABHEHHE C
45%, 42%, u 19% c nnaue6o). IIpy MbpBOHAYANHWTE NMPOYYBAHHUA 32 ePEKTHBHOCT 75% OT OMUTHTE 3a
NOJOB aKT ¢ Tafanadun ca OMny ycrellHy B cpaBHeHue ¢ 32% npu miaue6o.

B enno 12-cenmuuHo npoy4sase, nposeneHo mnpu 186 mauuentu (142 Tamanadun, 44 miaue6o) c
EPEKTU/THA ﬂucq)yﬂuum BTOPUYHO Ha YBPEKAAHE HA l"p']:ﬁHa‘{HHH MO3BK, Taganapi 3Ha4HUMo rnoaobpasa

nianebo.




[leauaTpyU4Ha OOMYJIALIMS
[IpH neAHATPHYHH NALUEHTH ¢ MYCKYNHR AUCTpogHa THN Jowen (MJIT), € npoBeaeHo €1HO NpoyUBaHe,

B KOeTO He ca HaDmogaBaHu JaHHH 3a edukacHocT. IIpn 331 MoMueTa Ha BB3pacT

7-14 roguan ¢ MJIJI, Ha KOHTO ce MpuUnara eXHOBPEMECHHO JICHEHHE C KOPTHKOCTEPOUIH, € MPOBEACHO
PaHAOMH3IMPAHO, ABOHHOC/IANO, TU1aUe0D-KOHTPOMHPAHQ, NAPANICNTHO NIPOYYBaHe ¢ 3 paMeHa ¢ Tananadu.
IlpoyuBaHeTo BrmouBa 48-ceqMHUY4EH ABOHHOCIAMN NEPHUO], B KOHTO MAUHEHTHTE Ca PaHAOMH3UPAHH 1a
nony4asaT Taganacpun 0,3 mg/kg, rananadpun 0,6 mg/kg unu nnauedo sceku aeH. Taganadun He nokazsa
€(pHUKACHOCT MO OTHOLIEHHe 3abaBsHe Ha BJIOIIABAHETO Ha CMOCOOHOCTTAa 3a CaAMOCTOSTENIHO XOJIEHE,
H3MEPEHO € NOMOLL(TA HA ITBPBUYHATA KpaiHa TOYKa - 6-MHHYTEH TecT 3a xoaeHe (6 minute walk distance,
6MWD): cpenna npoMsHa Ha Hai-Mankute KBazpaTH (least squares, LS) B recta 6MWD Ha 48-Ta cenMuna
¢ -51,0 Metpa (m) B rpynara, nosyvyapaia ruauebo, B cpaBHeHue ¢ -64,7 m B rpymnara, nomydasauia
taganapun 0,3 mg/kg (p = 0,307), u -59,1 m B rpynara, nonyyasama taaanadun 0,6 mg/kg (p = 0,538).
OcBeH TOBa, JIMNICBAT AaHHU 32 eUKACHOCT OT BCHYKH BTOPUYHHU @HATIM3H, H3BbPLICHH B TOBA MIPOYYBaHe.
Obiuure pe3ynraTy 3a 6€30MacHOCT OT TOBA [IPOYYBaHE KATO LPLIO Ca B COTBETCTBHE ¢ U3BECTHHA Npodun
Ha Be3onacHoCT Ha Taganadun ¥ ¢ Hexxenanure cuOuTHa (HC), ouakBanu B neauaTpUyHaTa NOMYMALHA C
M/, nonyyasama KOPTUKOCTEPOUIMU.

EppornieiickaTa areHuuMs o jekapcreara oCBOOMKAABA OT 3aALKEHUETO 33 NIPEJOCTABSIHE HA PE3YJ/ITATHTE
OT NMpOy4BaHHATA BBB BCHUKH MOArpyNH Ha IEIUHATPHYHATA MOIMyJallus 3a JiCUEHHE Ha epeKTUIHATa
AMcYHKUMA. Buxre Touka 4.2 32 uHGOpPMAUHUI OTHOCHO yrorpedba B rneiHaTpHATA.

52. @®apMakoKHHETHYHH CBOHCTBA

Ab6copbuns |

Tapanadun ce abcopOupa ecHO crien NEPOPATHE . NPHUIIOXEHHE. U, .HabIIOAaBaHUTE CPEHH MaKCHMAJIHH
[U1a3MeHH KOHUEHTpPaLIUM (Cmax) CE . [IOCTHIAT. 33 CPEAHO BPEME OT 2 4aca ciel TIPUNIOKEHHETO.
AbcontoTHaTa HOHANIMYHOCT Ha Tajaanadui clieal NEPOPATHO NPUIIOKEHHUE He € Ouna onpeneneHa.
CKOpocTTa H cTeneHTa Ha abcopOums Ha Tasanadun He Ge NOBIHABAT OT XpaHa, Taka ye TagnJIEKC moxe
Jia ce MpHeMa HE3aBHCHMO OT XpaHeHeTo. Bpemero Ha npuem Ha fgosata (CyTpHH cnpaMO Beudep) HAMA
KTMHUYHO 3HAYMMH €EKTH BbpXY CKOPOCTTa M CTeMNeHTa Ha abcopOuui.

PasnpeneneHue L

Cpennusit 06em Ha pasnpeneneHue Ha Tanagadun e npubnusurento 631, koeTo nokasea ue Taganadun ce
pasnpenens B TbKaHHWTe. [IpH TepaneBTU4YHH KOHUEHTpaLMK, 94% ot Taganadun B nnasMara ce CBhLp3Ba ¢
npoTeuHHTe. CBBbP3BAHETO C MPOTEHHHUTE HE CE 3acira Npu HapylleHa 6v6peuna pyHKLHA.

Ilo-manko ot 0,0005% ot npueraTta n03a ce NUABABA B CIEPMaTa Ha 3APaBH HHAMBHM.

buoTpaHchopmaums

Tananadpun ce MeraGonusupa npeauMHO nocpencTsoM wuutoxpom P450 (CYP) 3A4 wusodopmara.
OCHOBHHAT LIMPKYNUpall MeTabONnUT € METHIKATEXON MOKOpOHKA. To3u MeTabommuT € none 13 000 meTH
no-cnabo aktueeH ot Taganaun no orHoiseHue Ha PDES. CnenosaTtenHo, He ce ouakBa Aa € KIIHHUYHO

AKTHBEH NpH HabMoOJaBaHUTE KOHLICHTPAIIMK Ha MeTaboNHTA.

EnuMuHupae
CpeHHAT nepopanieH KIMPBHC Ha Tadanagun e 2,5 /4ac, a cpeaHusT nomyxueoT ¢ 17,5 yaca npu 3apasu
WHIOHBUIH.

Tapanapun ce ekckpeTHpa NpPeOUMHO KATO HEAaKTHBHM MeTaCo/IMTH, OCHOBHO C (hexanuuTe
(npubnusurenHo 61% ot no3aTa) M B MO-MAJIKa CTENEH ¢ YpHHaTa (Npubausurenno 36% ot




JIMHEAHOCT/HEMUHEHHOCT

DapMakoKHHETHKATa Ha Tajanaduil HpH 31DaBH WHAMBHAM € JWHEHHA MO OTHOLIEHHWE HAa BPEMETO M
no3ara. [1pu nosu nan 2,5 no 20 mg exenpnamara {AUC) ce yreMyaBa nponopLHOHaiHO ¢ A03aTa.
CTauHOHAPHOTO CBLCTOAHHUE Ha (U1a3MEHUTE KOHLEHTPALMH CC NOCTURAT 332 5 OHM MPH J03HpAHE BEIHBXK
NHEBHO.

(dapMakOKHHETHKATa, ONPE/C/ICHA C NOMYNALMOHHUS IOAXO/L. TPH NMALMEHTH ¢ ePEKTHIHA THCHYHKIUHA €
noaobHa Ha GpapMaKOKHMHETHKATa NPH HHAWBHAY 663 epekTHNHA AUCHYHKLIMA.

CneuuanHy nomyJjalHu

Cmapvecxa ev3pacm

30paBH MAUMEHTA B CTapyecka Bb3pacT (65 rogWHH HaM no-awpacmn) HMMAaT [0-HUCBK NEpPOpalieH
KNHpBHC Ha Taganapwui, sofaewo no 25% mno-Bucoka excnosuums (AUC), B cpaBHeHHe CBhC 31paBH
WHIAMBHIH Ha BB3PACT OT 19 a0 45 roauHu. To3u edexT Ha BB3PACTTA HE € KIHHMYHO 3HAYMM U He 1aBa
OCHOBaHHeE 3a NPOMSAHA Ha A03aTa.

bvopevna nedocmamuvunocm
B kanHH4HH (apMakoNOrMuHH fIpoydBaHHS ¢ eAaHokpaTHa Ao3a Tagamadpun (5 mg o 20 mg),
excroddumara Ha Taganagun (AUC) e npubnuskrenHo yaBoeHa mpH UHAMBHIOHN C JieKa (KPEATHHHHOB
KIHpBHC 51 a0 80 ml/min) unu yMmepeHa (xpeatunHHoB KiMpbHC 31 no 50 ml/min) GnOpeuna
HEAOCTaTbYHOCT H MPH MHAMBH/H C KpaeH CTaguH Ha OLOpeuHo 3abonsaBaHe Ha aAvanu3a. [Ipy nauMeHTH
Ha xemoauaiu3a Cmax ¢ 41% no-sucoko oT HabnoAaBaHOTO TNpH 3ApaBH Xopa. XeMoaualiH3aTa
HE3HAYMTETHO CoOMara 3a eJJHMHHHPaHeTO Ha Tananadu.

L S T RONEETIS SRR VR P SR T
Yeprnoopobua Heaacmamwuoam T
EKCrO3ULMATA Ha Tananadu. (AUC) npu HH,uHBH,gH C nexa ,uo yMepeHa YepHOAPOOHA HEAOCTATHUHOCT
(Child-Pugh knac A u B) e cpaBHiMa ¢ ekcnozuupsaTa Mpy 34paBi HHAMBUAK, KOTATO Ce NpUiara 103a OT
10 mg. iMa orpaHHYeHH KIMHMYHKH JaHHY 3a Oe3omacHoCTTa Ha Taganadun NpM NalLMEHTH ¢ TEXKa
uepHOApoOHa HexocTaThuHOCT (Child-Pugh wiac C). He, ca HanuuHu JaHHU 32 NpUIOXKeHHE HA A03M
rafanadun €IMH MbT AHCBHO NPH 11aLMEHTH .C ‘-IBpHD,upOQHa HenocTaThbyHOCT. Axko TanuJIEKC ce
NpeanucBa €aMH NBT [HEBHO, TO TpabBa Ja HanpaBU BHMMAaTeNHa WHAMBMAYANHA NpELEHKAa Ha
OTHOLLIEHHETO NOJI3a/PUCK OT NMPEAMHCBALUHA T'O JIEKap.

[layuenmu c ouabem

Excniozuuusita Ha tamanapun (AUC) npu naumentu ¢ auabet e 6una npubnuzurento 19% no-Hucka,
oTkonkoTo croiHocTHTe Ha AUC 32 3apasn uHaIMBUAM. Tazu painka B €KCNO3ZULIMATA HE NaBa OCHOBAHHE
3a MPOMAHA Ha JI03aTa. )

S5.3. IIpeaAkIHHHYHH JAHHH 33 0€300ACHOCT

HexnuuuuHuTe JaHHKM He noka3BaT ocobeH pPHCK 3a Xopa HAa 6asaTa Ha KOHBEHLHOHATHWTE
$hapMakonoOru4HH MPOYuBaHHMA 3a 0€30MacHOCT, TOKCMYHOCT TP  MHOTOKPATHO TpHJIaraHe,
FeHOTOKCHYHOCT, KAPLMHOTEHEH MOTEHIHAJL ¥ PETIPOIYKTHBHA TOKCHYHOCT.

Hsama nokasaTencrBa 3a TEPaTOr€HHOCT, eMOPHOTOKCHHHOCT WIH (ETOTOKCHYHOCT NMPH IUTHXOBE HIIH
MHUIUKH, KouTo ca nony4yunu po I 000 mg/kg/nneBHo rananadun. B npoyusaHe 3a mnpeHaTaliHO M
MOCTHATANHOTO pa3BHTHE NPH IUTLXOBE, A03aTa, NPH KOATO He € HaOmoaaBaH edekT € 6Mna

30 mg/kg/nuesno. Ipu 6pemener mipx AUC 3a n3uMciaeHoTo CBOﬁOﬂHG JIEKapCTBO MPH Ta3y 1032 €
npubamznutenHo 18 mvh yoBewkara AUC npu nosa 20 mg.
Hsama yBpexxnane Ha $epTHIHOCTTa NPH MBXKKH M JKEHCKH ILTbXoBe. IIpH kyuera, Ha ko




BHCOKA €KCMO3MLMA [Mexay 3,7 — 18,6] ot HabmoiasaHaTa npu Xopa, Ha KOMTO € AaBaHa €JMHUYHA J103a
ot 20 mg) 1 NoBe4e € UMATIO PErPECHA HA EMUTENA HA CEMEHHHUTE KaHAJIYETA, KOETO € JIOBEJIO 10 HAMATIEHHE
Ha CepPMATOreHe3aTa Ha HAKOHM Ky4eTa. BUTE CBILIO TOYKa 5.1.

6. OPAPMAINEBTHNYHHN TAHHHM
6.1. CnuchKk HA DOMOIIHHTE BellecTBA

Cvovporcanue Ha mabremxama.
JIakTo3a MOHOXHIpAT,
L-xuapokcunponunuenyaosa - LH 11,
L-xuapokcunponunuenynosa - EF,
Kpockapmenosa HaTpHH,

Hatpuer naypuncyndgar
MuKkpOoKpucTUIHHHA uenynosa PH 102
Mardesues creapar

Dunmoso noxpumue Opadry Il TAN 85G27001:
JleuuTHH,

JXBaT XKenezeH okcua,

TuraHOB AHOKCHI,

UepseH xene3eH OKCUa,

[IoNMBHHUIOB ANIKOXOJI, YACTHYHO XHAPOIU3UPEH, .,
Tank,

Hepen xene3eH okcun,
[lonaueTnieH raukon.
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6.2. Hmnuewmmc*m
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Henpunoxumo.

6.3. Cpok Ha rogsoCT
3 ronuHU

6.4. CoeunajnH ycl10BHA HA ChLXPAHCHHE

Jla ce cbxpanssa noa 25°C B OpHrHHANHATA ONAKOBKA.
Jla ce cbXxpaniasa Ha MACTO HEAOCTBITHO 3a AeLa.

6.5. Buau chrabpxaHAE HA ONAKOBKATA

[Ipospaunu PVC/PE/PVDC 6Gaucrepy NOKPpUTH ¢ aTyMHHHEBO (OJTHO.

Envn 6nuctep cvabpxa 2 6pos dunMHpaHy TabneTky.

Pa3smep Ha onakoBkara: 2 Gpaal cbmmupﬁﬂu Tabnerku (1 onakoska/ 1 6naucrep);

4 6pos punMupanu Tabierku (1 onakoBka/ 2 6aKcTepa).
8 6pos punmupanu Tabnaerku (1 onakoBka/ 4 6nucrepa).




6.6. Coennanns npeana3HA MEPKY 3 PU HIXBLPJASHE

HsMa cneuraidHyi H3UCKBAHMS.

Heuznon3paHUAT NPOAYKT WIH OTNATBYHIIC MATEPHATH OT HEro TpAOBa 1a e W3XBBPNAT B
CbOTBETCTBHE ¢ MECTHUTEC U3UCKBAHUS.

7. ITPUTEXATE HA PASPEHNIEHUETO 3A YIIOTPEBA

HOBEJI PAPMA EOO/]
Oyi. ,,bbarapusa” Nel(9
Codus 1404, brarapus

8. HOMEP HA PASPEIIEHHUETO 3A YIIOTPEBA

Peructpaumonen Ne 20210009

9. JAATA HA ITBPBO PAZPEHIABAHE/IIOJHOBABAHE HA PASPEIIEHHMETO 3A
YIIOTPELA

Jiata Ha mbpeRO pa3peluaBane: 19.01.2021
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10.  JATA HA AKTYAJIM3UPAHE HA TEKCTA
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