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1. HME HA JEKAPCTBEHHSA MPOAYKT 5" A E
o ]
TaawlEKC 5 mg ¢namupanu TabaeTkn e e L i e

TadiLLEX 5 mg film-coated tablets

2. KAYECTBEH H KOTHYECTBEH CBbCTAB

Bceaka ¢punmupana Tabnerka ceabpika 5 mg rananadun (tadalafil).
[ToMolIHO BelleCTBO ¢ M3BECTHO AelicTBHeE:

Beaka puMupana tTabnerka csaspika 123,125 mg nakro3a MOHOXHApAT.
3a MBEMHUA CIIMCHK HA MOMOIIHUTE BEILIECTBA BIDKTE TO4Ka 6.1,

3. JIEKAPCTBEHA ®OPMA

QunMHpana Tabnerka

TagnJIEKC 5 mg ¢punmupann TabneTky ca 6neno opamxeBy, JBOHHOM3IMBKHATY PIIMHPAHH TaOJIETKH C
¢opMa Ha Kanka, ¢ penedHo mobpakeHne “5” OT ¢HaTA CTpaHa.

4. KJIMHAYHHA NAHHH
4.1 TepaneBTHYHH NOKA3AHNA
JleyeHHne Ha epeXTHIHA JUCHYHKIHA NPH BE3PACTHH MBXKE.

3a Aa 6be epexTHBEH Taganadun 3a feYeHHe Ha EPEKTIWIHA JUCYHKLMA, Ce H3HCKBA CEKCYallHa
CTUMYJIALMA.

Jleyenue Ha MpH3HALHM H CHMOTOMH Ha Jo0poKadecTBeHa XHUMEPIUIa3NA Ha MpocTaTara [IPpH BE3pacTHH
MBKe.

TamnJIEKC re e nokazaH 3a ynorpeba o1 XeHH.

4.2 JA03HPOBKA H HAYHH HA NPHJIOKEHHE

J103UpOBKa
Epexmuana ouc@ynxyus npu eb3pacmuu mvice

[Ipu nauueHTH, KOMTO NpeABHXAaT YecTa ynorpeba Ha TamuJIEKC (namp., moHe ABa IMBTH CEAMHYHO),
MOXe€ Aa ce 0OMUCN KaTo NOAXOMALL peKUM €AHOKpAaTeH JHEBEH NMPHEM Ha Haif-HHcKaTa 103a TaquJIEKC,
bazupaiixi ce Ha n360pa Ha MaLMEHTA M PELICHHETO Ha JIeKaps.

I1pH Te3H DAaLMEHTH [IpENOPBUBAHATA J034a € 5 mg, NpUeTa BEAHbXK AHEBHO NPHOIM3IUTENHO B €AHO H CHLIO
BpeMe Ha feHd. Jlo3aTa MoXxe 1a ce HaMaJH 0 2,5 mg eAHOKpaTHO JHEBHO Ha 6a3aTa HA HHAMBUIOYATHATA
MOHOCHMOCT.

HenecrobpasHOCTTa Ha MPOABKHTENIHATA eXEAHEBHA yroTpeba Tpa6Ba NEpHOAMIHO Aa € NMPEOLICHABA.

B cnyvauTe, B KOMTO €XEIHEBEH MMPHEM He ¢ 060CHOBaH, Mpenopb4BaHaTa €IHOKpaTHa ao3a ¢ 10 mg,
NpHETa MpeAd 0YaKBaHATA CEKCYalTHA aKTHBHOCT CbC HNH Oe3 XpaHa. IIpy Te3d MauyeHTH,
tananapun 10 mg He Boau no noaxomsii edexrt, MoXke aa ce onura 20 mg. Tasn xo3za Moxe
noHe 30 MEHYTH NpeaH CEKCYATHA aKTMBHOCT.




MakcHManHaTa 9ecToTa Ha INPHCM € BEIHBXK JHCBHO.

Tananagun 10 1 20 mg e npeanazHayeH 3a ynotpeba IpeH oYaKkBaHA CEKCyallHa aKTHBHOCT H He ce
Npenopsyna 3a MPOALDKHTENHA eXKeJHEBHA yroTpeda.

Hobpoxawecmeena xunepnrasus Ha npocmamama npu 8b3pacmHu MbICe

[IpenopvunTennara nosa € 5 mg, npueMaHa MpHOIM3HTEIHO MO €IHO H CBINO BpEMe BCEKH JIEH ChC HIH
0e3 xpaHa. 3a BE3PacTHHE MbXe, KOUTO Ce JIEKYBaT KaKTo 3a Jo0pokadecTBeHa XHITEPILIa3As Ha TPOCTATATa,
TaKa H 33 CPSKTHIHA THCQYHKINA, NPeNOpBYHTEIHATA 032 ChIIO € 5 mg, MpHeMaHa MPHOJHINTETHO 110
€IHO ¥ CBILO BpeMe BCEKH AeH. IIpH NauMeHTHTe, KOHTO He €2 B ChCTOAHUE Ja MOHACAT Tajanapwi 5 mg

32 JICUCHHE Ha NodpokadecTReHa XHTIEPIUa3us Ha MpOCTaTaTa, TpAbBa Ja ce R3eMe NpeABH ATTEPHATHBHO
JIEYCHHE, THH KaTo ¢PUKACHOCTTa Ha Tanatadui 2,5 mg 3a neyeHrHe Ha JOOPOKAYECTBCHA XUIIEPIUIA3HA Ha

MPOCTATATa He € JOKa3aHa.

Coenpanyy nonynaiyy
Mvoce 6 cmapyecka ev3pacm

HpH MBKC B CTAapUCCKa BB3pACT HE CC H3HCKBA aalITHpAHC Ha A03aTa.

Muorce ¢ bvbpeuro yepexcoare

He ce Hanara HaMaJIMBaHe Ha JO3aTa NPH MALMEHTH € JIEKO 0 yMepeHo Op0pedno yBpexaane. 3a nanueHTH
¢ TeXkKo OBOPEYHO YBpeKAaHe MAKCHMATHATA MpenophUYHTEHA fo3a € 10 mg 3a neYecHHe MpH HyXAa.

[Tpu maumeHTH ¢ TeXKO 6LOpeUHO YBpekAaHe NO3HpaHeTo AMH ITHT AHEBHO Ha Tafganadnn 2,5 mg WiIH 5
mg, KaKTO 33 JICYCHHE Ha €PEKTHIHA AHCPYHKINA TAKa U 332 100poKaucCTBEHa XHUIIEPIUTa3HA Ha IpocTaTaTa
HE ce nIpenoprysa (BXK. TouKa 4.4 ¥ Touka 5.2).

Mpuworce ¢ yueprodpobro yepexcoane

3a e4YEeHME Ha epekTHnHa aucyrkuus, ¢ ynotpeba Ha TamuJIEKC npy Hyxaa, npenopbYMTENIHATA 034
TamuJIEKC e 10 mg, npuera npeay o9akBasa ceKCya/lHa aKTHBHOCT €bC WM Oe3 XpaHa. ViMa orpaHHy¢HH
KIMHUYIHH ZaHHM 33 6e3onacHocTTa Ha TannJIEKC npu naimeHTH ¢ Tekka YepHOAPOOHa HEIOCTAThYHOCT
(Child-Pugh xnac C); ako ce npeanucsa, To nNpeANHCBANIHAT IO Jiekap TpsOBa Ja HampaBH BHUMATEITHA
HHAHNBHIYATHA IIpELIeHKA HA ChOTHOMCHHETO MoN3a/puck. HaMa HaTHYIHH JaHHH OTHOCHC NPIHITOXKEHHUETO
Ha JO3H NMO-BHCOKH OT 10 mg Taganadun Ha MAUMEHTH ¢ YUEPHORPOOHO YBPEXKAAHE.

Hozuparero Ha TanuJIEKC eauH mbT AHEBHO KAKTO 3a JICUEHHE Ha C€PEeKTHIHA JUCQYHKLVMA, Taka H HA
NoOpOKavYecTBCHA XMIIEPIUIa3HA Ha MNpPOCTATaTa HE € OLEHABAHO NPHM NAUMEHTH C YEpHOAPOOHA
HENOCTATHYHOCT, CACAOBATENHO, ak0 C€ NMPEANMCBa, TO NpEANHCBALIMAT ro nckap Tpadpa Ja HanpasH
BHHMaTe/HA WHIMBHAYAIHA NPELICHKA Ha OTHONIEHHETO NoN3a/pHCK (BK. To4ka 4.4 ¥ To4YKa 5.2).

Muvxce ¢ duabem
IIpx MBXe ¢ AHabeT He ce U3HCKBA ITPOMAHA B A03aTA.

Ileduampuuna nonynayun
HsMa cbotBeTHO npmnoxeHue Ha TagwJ/IEKC B nmeauarpyyHara nomyjaaiMs OTHOCHO JICUCHHETO Ha
EPEKTIUIHA AUCPYHKIMA.

Haunn Ha npunoxeHue
TamuJIEKC 5 mg ca pmymmApans TaGneTkH 3a NEpopasiHO NPHIOKEHHE,




4.3 IIpoTnBONOKA3aAHHSA

CBPBEXYYBCTBHTEHOCT KBM aKTHBHOTO BEIIECTBO MM KBM HAKOE OT MOMOIIHNTE BEOICCTBA, H30POCHH B
TO4Ka 6.1.

B xaHHMYHM NpOy4BaHHA € YCTAHOBEHO, 9¢ Tajanaduwil yCHnaBa XHNOTEH3UBHUTE epeKTH Ha HUTPATHTE.
CMATa ce, 9¢ TOBA € pe3yNTaT OT KOMOHHHpaHHTe eeKTH HA HUTPATHTE M TaJanradWwi BbPXY Bpb3KaTa
aszoreH okcHa/ul M. ITopanu ToBa, npwioxeHuero Ha Taan/IEKC npH nauMeHTH, KOWTO H3MON3BAT
HAKAKBH QOPMH Ha OPraHHMHH HUTPATH, € IPOTHBOMOKA3aHo (BX. Touka 4.5).

TamuJIEKC He 1psabBa na ce npwiara Ha MbXe ChC CHpOEYHH 3aD0JIABaHMA, IPH KOMTO CEKCyasiHaTa
AKTHBHOCT He € npenoppumrenHa. Jlekapure tpabpa na oO6CHIAT NMOTEHUWANHHMA CBHPAECYCH PHCK OT
CEKCYAlHa aKTUBHOCT NPH NALMEHTH C MPEALISCTBAINO ChPASTHO-ChAOBO 3abaaBaHe.

Crnepnure rpyne nalMeHTH ChC CHPACYHO-CHAOBO 3a0o/sBaHe He ca OMIH BKMOYEHH B KIHHHYHH
npqunaﬂm M 3aTOBa yroTpedara Ha Taganadun npH TaX € MpoTHBOIIOKA3aHA:
NMallHEHTH ¢ MHOKapAeH HH(APKT B paMKHTE Ha rnocjaeaHuTe 90 num,
-  TMAUMEHTH ¢ HECTAOHIHA aHI'MHA I aHTMHA, [TPOABABAILA CE 110 BPEME HA M0JIOB aKT,
- MAUHEHTH CBC ChpAeYHA HEAOoCTaThUHOCT Kiac o NYHA (New York Heart Association) 2 HiIH no-
BHCOK IPe3 NOCNETHUTE 6 Mecella,
- MALUWEHTH C HEKOHTPONMPAaHH apHTMHH, XHnoToHMA (< 90/50 mm Hg), unu HekoHTpONHpaHa
XHIICPTOHHA,
-  NalHEHTH ¢ HHCYIT B pAMKHTE Ha NocneqHUTe 6 Mecela.

Tanu/IEKC e nmpoTHBOnoKazaH NpH MAUMEHTH CHC 3ary0a Ha 3peHHETO Ha €HOTO OKO, B pPE3yNTar Ha
HeapTepHaTHa aHTEPHOPHA UCXEMHYHA OYHA HEBpONaTHA (non-arteritic anterior ischemic optic neuropathy,
NAION), He3aBUCHMO OT TOBa, AalH TO3H €NM304 € CBBbpP3aH WIH HE ¢ MpeaHlmHa ynorpeba Ha PDES
HHXHOUTOP (BK. TOYKA 4.4).

ExnorpeMeHHOTO Npinoxenue Ha PDES HHXHOUTOPH, BKIIOYUTENHO Tagaladui, ¢ ryaHHnarT- HHKITa3HY

CTUMYNATOPH, KaTO PHOLMIYaT € MPOTUBOIIOKA3aHO, Thil KaTO TOBa MOXKE Ja MPHYMHH CHMITTOMAaTHYHA
XHITOTOHHA (BXK. TO9Ka 4.5).

4.4 Coeunaasd apeaynpexaeHus H NpeANasHE MepPKH NpH ynoTpeta

IIpenan negcnue ¢ TamnJIEKC

IIpenn na 6v1e obcbaeHO hapMakonoOrnyHO IeYeHHe, TpAOBa 1a ce CHEME AHAMHE3a H HanpaeH (pH3HKaNIeH
Npersien, 3a Aa ¢¢ AHArHOCTHLMpa €pPEKTHNHA IHCPYHKUMA HIH AoOpOKAaYeCTBEHa XMIIEpILUIa3vA Ha
NPOCTaTaTa v 1a C€ ONPEAeNAT NOTCHUHATHHTE NOJICKALLH TIPHYNHH.

Ilpenn Aa ce 3anovHe KaKBOTO U /A € JIeMeHHe Ha epeKTHIHa AUCHYHKLINA, TeKkapuTe TpabBa na NMpeLeHsT
ChPASYHO-CBJOBHA CTATYC HA TEXHMTE ITALMEHTH, Thif KaTO HMa H3BECTHA CTEIICH HA CBHPAEYEH DHCK,
CBBP3aH ChC CEKCyanHaTa akTuBrOCT. Taganadun uMa Ba3OAWMATATHBHHN CBOKMCTBA, BOJACLIM A0 JIEKH U
NPEXOAHH MNOHMWKEHHA HAa KPBBHOTO HansAraHe (BX. Touka 5.1) H Mo TaksB HaMHH NOTEHIHpA
XHNOTCH3UBHUA ¢eKT Ha HUTpATHTE (BXK. Touka 4.3).

[Ipenn nma ce 3amoune nedenue ¢ Taganadun Ha A0OpPOKAYECTBEHA XHINEPIUIA3MA HAa IIPOCTAaTaTa,
NalMeHTHTe TpsAOBa Ja ce U3CN¢ABaT, 3a Aa ¢€¢ H3KIYH HATMYHETO Ha KapLMHOM Ha
BHUMATEIHO Na C€ OLIEHH HATHUYHETO Ha ChPAEHHO-CH0BH 3a0onaBanus (Bx. Touka 4.3),




OneHkata Ha epeKTWwIRaTa AMCOYHKLUMA TpaAbBa Aa BKMOYBA ONPEACISHETO HAa TOTEHLHMATHHTE
NOIeKAIIH MPHIMHY H YCTAHOBABAHE Ha NOIXOIAMIO JICHEHHE CJIe] TpaBHITHA MEMIIHHCKA OLeHKa. He ¢
H3BeCTHO, JanH TanquJ/IEKC ¢ edekTHBEH NpH IMAHEHTH, NPETHPOEIH Ta30BH ONEPAAH HIH PaJHKAIHA,

HEChXPAHABAILA HEPBA MMPOCTATEKTOMHA. |

ChpAeHO-CBAOBH GaKTOPH
ITo BpeMe Ha NOCTMApPKETHHroBHM HaOMOACHHS W/ WIK KIHHAYHH NPOYYBaHHA €A AOKJAJABAHH CEPHO3HH

ChPACYHO-CHAOBH CHOUTHA, BKIIOMBALIN MHOKAPACH HHQAPKT, BHE3AIMHA ChPACYHA CMBPT, HECTAOHIHA
aHrMHA NEKTOPHC, KAMECPHH apHTMHH, HHCYJT, TPAH3MTOPHH HCXCMHMHH €MH30/H, IPBIHA 0olka,
NaJIHTALUMH ¥ Taxukapaua. [ToBeyeTo mauueHTH, MPH KOHTO €A JOKNAJIBAHM TE3H CHOUTHA, ca MManH
NpeaIIeCTBAllll ChPAEYHO-CHAOBH PHCKOBH (dakropu. Bhipeku ToBa, HE € BB3MOXHO Aa €€ ONpENCnH
KaTeropu4Ho, Aank Te3d ChOMTHA ca CBBP3aHM NpIKO ¢ Te3n puckoBH (aktopM, ¢ TamrJIEKC, cne
CeKCyallHaTa aKTMBHOCT HITH ¢ KOMOHHALIMATA HA T€3H MM ApYTH (PaKkTOPH.

[Ipy MauUHEHTH CHC CHITBTCTBALIO JIEYEHHE ¢ AHTHXHMICPTEH3UBHH JIEKAPCTBEHH MPOXYKTY, Tadanadur
MOX€ Ja HHAYLYpa NMOHWKCHHE Ha KPBBHOTO HanAraHe. Koraro ce 3anodpa €XEIHEBHO NCUMCHHE C
Tafanadpun, TpadBa [a ce OOMHCIM KIHMHHMYHATA BB3MOXKHOCT 3a ajanTHpaHE Ha Jlo3aTa Ha
AHTHXHUNCPTEH3HBHOTO JIEYEHHE.

[Tpu naumeHTH, korTo npueMar andal 6rokepn, enHoBpeMeHHOTO npmioxeHHe Ha Tagu/IEKC Moxe na
NOBEJE 0 CHMITTOMATHYHA XMITOTOHMA NPH HAKOH OT TsX (BX. Touka 4.5). KoMOuHMpaHeTo Ha Tajanapui
M IOKCA303HH He e NPCHophYBa.

3peHue
Croblasann ca 3pHTeNTHN HapymeHua 4 ciy4ad Ha NAION (HeaprepranHa aHTepHOpPHA HCXEMHYHA 0YHA

HeBponarthg), cBup3aHd ¢ npueMa Ha Tagu]IEKC u apyru PDES-unxuOuTOpH. AHANM3M Ha JaHHM OT
HEHHTCPBCHUMOHATTHH MPOYYBAaHHA NpeAnosaraT moeumeH prck oT octpa NAION (HeaprepnanHa
aHTEpHOPHa HCXEMMYHAa OYHA HEBPONATUR) NMPH MBXKE ¢ CPEKTWIHA AUCPYHKIMA Cliell €KCIIO3ULMA Ha
taganapwi unu apyru GJES muxuburtopn. Thii kaTo ToBa MoXKe Ia OBae OT MPAKTHIECKO 3HAYECHHE 32
BCHYKH MallHEHTH, HATOKEHH Ha Taganadwi, nauueHTHT TpAOBa Aa Oble npeaynpexaaBad, 4e B CIyyaH
Ha BHE3AIMHO 3PUTEIIHO HapylleHHe, TpabBa aa cripe mpuema Ha Tanu/IEKC u aa ce KOHCYNTHPa He3abaBHO
¢ nekap (BX. Touka 4.3).

HamaneH cyx MM BHE3alHa 3aryba Ha ciyxa
Cny4an Ha BHe3alHa 3aryba Ha ciyxa ca choOiueHu cnen ynorpebara Ha Taganagun. Brnpeku ue apyru

PMCKOBH (aKTOpPH ca HAJIMLIE B HAKOH CITyqaH (KaTo HanpHMep Bh3pacT, AHabeT, XHNepTOHHA U aHaMHE3a
3a MpeAuIHa 3aryba Ha cityxa), naupeHTHTe TpAOBa fa O6BAAT MOCHBETBAHHM Jla CIIpaT NpHEMa Ha
Tananadpun ¥ Ja noThPCAT He3a0aBHO MEQHMIIMHCKA [IOMOII B C/y4ail Ha BHE3alMHO HAMA/BIBaHE Ha ClIyXa
WIH 3ary0a Ha ciyxa.

bb6peuHo 1 yepHOIpPoGHO yBpexkIane
[IpH naierTH ¢ TOKKa 6b0peuna HepocTaThuHOCT Ao3upaneTo Ha TamnJIEKC eqHOKpaTHO JHEBHO HE C€

npenops4sa, nopaad nosumieHara ekcnozuuma (AUC), orpannueHus xIMHHYMEH ONMT M JIMNCaTa Ha
BB3MOXKHOCT 3a NOBJIWABAHE Ha KNHPBHCA NIOCPESACTBOM JHATTH3A.

Hma orpaHiyeHH KTHHHYHH JaHHH 32 Oe3onacHocTTa Ha Tagu/IEKC, mpunoxeH KaTo e JHHHYHA 1033, [TPH
NALMEHTH ¢ TexXka yepHoapobua HenocTaThuHoCcT (Child-Pugh xnac C). Ilpu nammeHnTy ¢ 4epHQOpeL
HENOCTATBYHOCT HE € OLICHABAHO €AHOKPATHOTO AHEBHO MPHNOKEHHE MIH 3a JIEUCHHE R,
auchyHKUMA, WM 3a AoOpokavecTBeHa xunepmaaiua Ha npocrarata. Ako Taguw/IEKC/ce, W fawana, K
TpAabBa 1Oa ce HanpaBy BHHUMATENHA HHAMBHAYATHA NpelcHKA Ha OTHOLICHUETO//TI§
IIPEATTUCBALIMSA IO JIEKAp.




[Ippam3sM B aHATOMWYHA JedopM HA NMEeHUCa

TManpexnTHTE, KOUTO Ca HMaNlA epPeKL, IPOAB/DKHIA 4 Yaca WIH noBeye, TPAOBa Aa OBAAT TOCHBETBAHH
12 NOTBHPCAT He3abaBHO JIeKkapcKa MOMolll. AKO NPHANMH3MEBT He OBb/I¢ NeKyBaH BeJIHara, ThKaHTa Ha NICHKCa
C€ YBPEK/Ia H MOXeE Jla C€ CTHI'HE 10 MOCTOAHHA 3aryba Ha NMOTeHTHOCTTA.

TagnJIEKC Tpsabea na ce uanonspat ¢ BHHMaHHE IPH HAMEHTH ¢ aHATOMKHYHA AedopMallif Ha MeHHca
(kaTo Hamp., aHrynamus, kaBepHo3Ha ¢(uOpoza wim Gonect Ha Peyronie) MIM NMpH MAOMEHTH CBC
3a00/19BaHMA, KOMTO MOTAT Aa CH3AAAAT MPEAPA3NIONOKEHHE KBM NIPHANH3EM (KaTo CHPHOBHAHO-KIECThYHA
aHEeMHA, MYJNTHIUICH MHE/IOM HIIH JTEBKEMHA ).

Ynorpeba c CYP3A4 uHxXHOUTODK
H3uckpa ce MosHmeHo BHMManne, ako ce npeanucea TanuJ/IEKC Ha maumeHTH, KOUTO W3MON3BAT MOLIHU

CYP3 A4 unxnbutopn (pUTOHABHD, CAKBMHABHD, KETOKOHA30J1, HTPAKOHA30J1 H EPUTPOMMLIMH), TBH KaTo

Mpd KOMOHMHMpAHETO Ha TE3H JICKApCTBEHH NMPOAYKTH ce 3abeni3pa NMOBHMIIAaBaHe HA €KCIIO3MIMATa Ha
taganapun (AUC) (Bx. Touka 4.5).

TanwIEKC ¥ Apyru edeHns 3a epekTHIHA ZHCHYHKIH
He ca npoyusaHu 6e30MacHOCTTa H epHKACHOCTTA Ha KoMOuHalwHTe Ha TagrJIEKC u apyru vHxuburopn

Ha PDES win Apyry neveHns Ha epektiwiHa quchyHkima. [TauueHTsT Tp6Ba Aa 6pa¢ HHOpMHpaH Aa He
npHeMa TaguJIEKC B nogo6ny koMOHHaLHH.

JlakTo3a
TagnJIEKC ceaspxa nakroza. IlammeHTHTe C© peakd HaclneACTBEHH IpoOneMH Ha rajakTo3Ha
HEMOHOCHUMOCT, Lapp nakTaseH AeHIMT UMY IMOKO3HO-rANIakTo3Ha Manabcopbimsa He TpabBa Aa npueMar

TO3H JICKApPCTBCH MPOOYKT.

4.5. B3auMoaeHcTBHe ¢ APYIH JeKapPCTBEHH NPOAYKTH H APYrH GopMH HA BIaHMOAeHCTBHE

IIpoyuBanusTa 3a B3aHMOZAeHCTBHA ca mpoBeaeHH ¢ 10 mg wwn 20 mg Taganadui, KakTo € NOCO4EHO M0-
nony. Illo ce oTHaca x0 Te3w mpoydmaHHA 3a BlaHMOZEeHCTBHA, KBACTO ¢a MPHIAraHH ¢aMmo AO03H Ha
Taganapun or 10 mg, KNMHAYHO 3HAYMMH B3aMMOAEHCTBHA NPH MO-BHCOKH JO3HM HE MOTaT H3LAIO Ja
OBAaT HIKIHOYEHH.

EdexTH Ha APYrH BEIIECTBa BEPXY Taaanadun

Huxubumopu na yumoxpom P450
Taganagun ce Merabonmmsupa rnasHo upe3 CYP3A4. CenextmBHHAT nMHXHOMTOp Ha CYP3A4,
keTokoHa3on (200 mg aneBHo), yRenuuaBa 2 mbTH ekcnozuimaTa (AUC) Ha rapganadgmn (10 mg) u Cmax ¢
15% cnpamMo croidHocTuTe Ha AUC 1 Cmax opH caMOCTOATENHO NPHIOKEH Taganadu.

Ketokonason (400 mg nHeBHO), yBenmaapa 4 meTH excriozuuuaTa (AUC) Ha taganadun (20 mg) u Cmax
¢ 22%. Puronasup, nporeaser uuxuburop (200 mg, 2 nbTH AHEBHO), KOiTO ¢ HHXUOHTOp Ha CYP3 A4,
CYP2C9, CYP2C19 u CYP2D6, ypennuana excnoszuupsta (AUC) Ha tananadun (20 mg) 2-meTH 6e3 aa
npoMeHa Cmax. BeIipeky ge He ca npoyyYBaHy crieLH¢MIHH B3aUMOZICIHCTBIS, eIHOBPEMEHHATa ynoTpeba
C APYTH MpOTeasHH HHXUOUTOPH, KaTo CakBUHABHP, H ApYTH CYP3 A4 HHXHOHTOPH, KaTO €pUTPOMHLHH,
KJTAPHTPOMHIIHH, UTPaKOHA30/ H COK OT rpeAngpyT, M3HCKBA BHHMaHUE, Thil KATO MOXE [a C€ O4aKBa, T¢
Ja YBEJIHYAT IUIA3MEHMTE KOHUEHTpauuMH Ha Tajanahun (Bx touka 4.4). CnenoBarenHo,




Tpancnopmru beamvyu

He e u3BecTHa poJiTa Ha TPAHCTIOPTHATE OeNTHIM (KapHMEP P-TIIHKONMPOTEHH) BEPXY AHCMO3ULHMATA Ha
Tafanapun. CAefoBaTENIHO € HAJNHLE NOTEHLMan 3a JIEKapCTBEHH B3aHMONCHCTBUA, MCAMMpPaHW OT
NMOTHCKAHE Ba TPACTIOPTHHTE OeIThIm.

Huodyxmopu na yumoxpom P450

HuaykropsT Ha CYP3 A4, pudammnmun, namansea AUC Ha Tananagmn go 88%, cipamo cToHHOCTUTE Ha
AUC npu camocTosrenso npunoxeH Taganadgun (10 mg). Tasn HaMaieHa eKCITO3HAIAA MOXE J1a ¢ 01aKBa
Ia HaManH eQpHKACHOCTTa Ha Taaanadpui; CTENEeHTa Ha HAMaTeHHe Ha epUKACHOCTTa € Hen3pecTHA. JlpyrH
HHAYKTOpH Ha CYP3A4, xato ¢enobapburan, penuTronH M kapbaMasenuH, MoraT CHUIO Ja HaMansT
[UTa3MEHHUTE KOHLIGHTPALMH HA Taganadul.

Edekrn Ha Tananaun pepxy Apyry J1€KapCTBEHH MPOAYKTH

Humpamu

B xmiruyHHE npoyyranud, Taganadpun (5, 10 u 20 mg) e nokasal, ve MIOTEHUHPa XKMOTCHIUBHUTE SHEKTH
Ha HuTpaTHTe. [Topaau ToBa, npunoxennero Ha TaguJIEKC npu mammeHTH, npueMallid HiKos popMa Ha
OpraHHvYeH HHMTPAT € MPOTHBOMOKazaHo (BX. Touka 4.3). B»3 ocHoBaTa Ha Pe3yNTaTH OT KIHHHYHO
npoyuBaHe, B koeTo 150 nauMeHT! ca nonmyyaBand AHERHH A03H oT 20 mg Taganadmun 3a 7 auu u 0,4 mg
HETPOTJIHIIEPHH CYO/THHIBANHO B PA3THIHO BpeMe, TOBA B3aUMOoAeHCTBHE ¢ HalmoaagaHo 3a nnosede ot 24
4aca H He ¢ HabmoaasaHo cinel H3THYaHe Ha 48 yaca ot nocaeaHata Jo3a taganadun. Taka, npna NanHeHT,
Ha KOHTO € IIpeancaHa HIKaksa 103a Taganapui (2,5 mg-20 mg), 1 3a koATO MPUIOKEHHSTO HA HATPATH
ce CMATa 32 HeOOXOAMMO 110 MEIHLIMHCKH MOKa3aHHA B KPHTHYHH CHTYAllMH, TpAOBa Oa HMa noHe 48 vyaca
OT ITpHEMa Ha nocneaHara no3a TaguJIEKC, npeau npunoxxeHHeTo Ha HUTpatuTe. IlpH TakuBa ycrnoBus,
HUTpaTHTE TPpAOBA Aa ce MPUNAraT caMo IO CTPOI MEAHLIMHCKH KOHTPOJI H ChC CHOTBETHO NPOCAEIBAHE
Ha X€MOIHHAMHKATA.

Arnmiocunepmen3uenu neKapcmeenu Cpeocmen (6KNIORUMENHO KATYUESY aHMAZoRUCML)

EqHOBpeMEHHOTO NPWIOKEHHE Ha NoKCca303KH (4 u § mg aHeBHO) M Tananadwin (FHEBHA 032 0T 5 mg K
20 mg kaTo eAHOKpaTHA 5103a) 3aCWIBa AaHTHXUIICPTCH3HBHMA €¢ekT Ha TO3H alda-OnoKep B 3HATHMA

creneH. To3d edekT ce 3ana3pa NoHe JBaHAJIECET Yaca H MOXE Ja MPEAU3BHKA CHMITTOMH, BITIOUHTETHO
CHHKOIL 3aTOBa Ta3H KOMOMHALMA HE C€ NMPENOopBYBa (BX. TOUKa 4.4).

B npoyuBan#s 3a B3aUMOAEHCTBIATA, H3BBPLIEHH NPH orpaHNdeH Opoii 31paBu JOOPOBOIILH, TE3H €PEKTH
He ca ChoOmEHH NMpy aNdy303MH WIH TaMCYJIO3KHH. Bee nak, € HeoOXoauMoO NOBUIIEHO BHUMaHHE, KOraTo
Tafanadwi ce ynorpedgea NpH NAUMEHTH, JEKYBAaHH ¢ KAKBHTO H Aa € aada- OnokepH, 0CobeHo nmpu
IIALIHEHTH B cTapyecKa BB3pacT. Jledenuero Tpabpa Aa 3ano4yHe NpY MUHUMMANHA 4032 ¥ POTPECHBHO Ja

ce aJanTHpa.

B wmnHYHM (GApPMaKONOTHYHKM MPOYYBAHMA € H3CHEABaH MOTEHIMATHT Ha Taganadwi jga ycunsa
XMIIOTEH3UBHUTE ePeKTH Ha aHTHXHMIIEPTEH3HBHUTE JICKAPCTBEHH NPOAYKTH. IIpoyduBaHH ca OCHOBHMTE
KNacoBe aHTHXHIIEPTEH3MBHH JICKAPCTBEHH NPOAYKTH, BKTOUUTENHO KAIIMEBH AHTaroHHCTH
(aMJTOOHNHH), MHXUOUTOPUTE HA AHTHOTEH3UH koHBepTHpaiuua eH3suM (ACE) (eHananpun), 65okepuTe Ha
GeTa-agpeHeprHuHHTE peuenTopy (METOMpoNon), TRa3UAHMTE AMYpeTHIM (6enapodnyasun), u Gnoxepure
Ha aHTMOTCH3HH 11 penenrropure (pa3iiHiHN BUIOBE B JI03H, CAMOCTOATETHO HIH B KOMOHHALIHA C TUA3H]IH,
KQIIMECBHTE AHTATOHHCTH, Oera-Onokepu, Wwuwin anda-6nokepn). Tamanapun (10 mg oceen B
Mpoy4YBaHHUATA C AaHTATOHHUCTUTE Ha aHTHOTEH3HH |l peuenTopuTe U aMJIOAHITBH, NPH KOHTO € IpHiaraHa
A03a oT 20 mg) HAMA KIHHWYHO 3HAYMMM B3aMMOAEHCTBHA, ¢ KOHTO M Ja € OT Te3H Ki1acose. B apyro
IIMHMYHO (apMaKonorudHo npoyyeaHe Tajgantadmwi (20 mg) € MINWTBAH B KOMOMHAUMA C_JQ 4
AHTHXHIEPTCH3UBHY NpOoayKTH. IIpH naipeHTHTE, MpHEMAIH HAKOJKO AHTHXHUMEPTCH3MBHK

aMOynaTOpHUTE NPOMEHH B KPBLBHOTO HANATAHE H3INEXKAAT CBEP3aHH CHC CTENECH 74 1Y

KPbBHOTO HAIATAHE. B Tazu BpPPB3KAa, I[IPH NALIHCHTHTE OT KIHHHYHOTO H3IIMTBAHC, 1H -‘H’/ RPAE




¢ 610 nobpe KoHTpONHMpaHO, HAMANABAHETO € OO0 MHHHMAIHO WY Mogo6Ho Ha ToBa, HabMoqaBaHo NpH
3gpaeH xopa. [IpH y4yacTHHIM B MpoyuBaHETO, MPH KOHTO KPBBHOTO HANATAHE HA MALMEHTHTE HE € OHNe
KOHTPOJMPAHO, CMaJaHeTO € OMIIO Mo-ToaMo, BBIPEKH Y€ TO HE € OMI0 CBBP3AHO ¢ XHIOTEH3IMBHH
CHMIITOMH [IDH MOBCYETO OT NaIHeHTHTe. IIpH nmauWeHTH, nNogyvYaBalid CBIOBTCTBAINO J€YCHHE C
AHTUXHUIICPTCH3INBHH JICKAPCTBEHH NPOAYKTH, Tafanapun 20 mg Moxke Ja HHAYUHpa HaMancHHEe Ha
KPBbBHOTO HANATaHE, KOETO (C M3KMOUcHHe Ha anda OlokepH —Bxk MO-Tope), € Karo LU0 MaJIKO H HeE €
BEPOATHO N1a € KMHHHYHO 3HAYMMO. AHAIM3MTE Ha JAHHUTE OT KIHMHHYHM Ipoy4dBaHHMa ¢asza 3 He ca
MOKA3aT! Pa3/iIKKa B HEXEJTAHHTE NIEKapCTREHH CHONTHA MPH NAlMEHTHTE, MPUEMaIH Tajanadust, ¢be WK
0€3 aHTHXHMIIEPTECH3NBHH JICKapCTBEHW NPOLYKTH. BBNpekn ToBa Ha nauueHTHTe TpabBa Oa ce naaBa
MOAXOMANl KIHHKYEH CHBET 3a BB3IMOXKHO HAMANICHHE HAa KPBBHOTO HaNATaHE, KOraTo C€ JEKYyBaT ¢
AHTUXHIIEPTCHINBHH JICKAPCTBEHH IPOAYKTH,

Puoyuzyam

[IpenxnuBaMYHKH NPOYYBAHMA NMOKA3BaT ACHBIHHTENEH €(ekT Ha NMOHHKABAHE HA CHCTEMHOTO KPBBHO
HaATaHe, xorato PDES muxuburopu ce xoMOMHHpaT ¢ pyoLMryaTt. B KIMHUYHHA NPOoY9IBaHHA € 10Ka3aHo,
Y€ PpHOLMIyaT MNOTCHIMpa XHnoTcH3uBHMTE edektd Ha PDES wuxuburopure. HaMa nanHn 3a
OnaronpusTeH KIHHHYEH edekr Ha KOMOHMHANMATA B MPOYYBaHATA NOMyJamHi. EaHoBpeMeHHaTa

ynotpeba Ha prouuryat ¢ PDES uaxuburops, BKIICYHTENHO Taaanagwl, € MpOTHBONOKAa3aHa (BX. TOYKA
4.3).

HAnxubumopu na S5-anga pedyxmaszama

B knvHH9IHO MpoyuBaHe, KOETO CpaBHABA Taganadun 5 mg, IpHIaraH €IHOBPEMEHHO ¢ pHHAacTepHa 5 mg,
¢ manedo mwnoc puHAcTepua S mg 3a o6exk9aBaHe Ha CHMIITOMHTE Ha Z00pOKavYeCTBEHA XHEPIINasya Ha
npocrarata {(JIXII), He ca ycTaHOBEHH HOBH HEXKeNaHH peakuuH. BhOpexH ToRa, Thil kaTo oduLMANHO
Npoy4BaHe 3a NEKAPCTBCHH B3aUMOACHCTEHA 32 OLEHKA Ha ¢eKTHTe Ha Tagaladun H Ha HHXHOMTOpHTE
Ra S-ana peayxrazara (5-ARIs) He ¢ mpoBexkaaHo, Taganadw! TpaOBa fa ce MPHIAara BHHMATEIHO
€IHOBPEMEHHO ¢ HHXHOMTOpH Ha S-anda peaykrasata (5-ARIs).

CYPIA2 - cybcmpamu (vanp., meopunurn)

Korato Tananagpun 10 mg ce npuiara ¢ TeodwiHH (HecenekTuseH GochoamecTepascH HHXHOUTOP) BB
¢dapMmakonorygHo TpoydYBaHe, He € HMano (ApMAKOKHHETHYHH B3aHMOAEHCTBHA. EAMHCTREHHAT
(papMakogHaMuieH edekT € 0w seko (3,5 yaapa/MHHYTa) YBEIHYECHHE HA ChPASYHATS YECTOTA.
Brnpekn ue To3H e(EKT € BTOpocTeNeHeH U HE € OIUT OT KIMHMYHO 3HaY€HHE NpH TOBA MpOYyYBaHE, TOM
TpsAbBa 1a ce B3eMa 1o BHUMAHKE HPH eAHOBPEMEHHA YIOTpeba Ha Te3H JIEKapCTBEHH NIPOAYKTH.

Emununecmpaouon u mepbymanun

Tapanadgun e mokasan, ye Npeau3BHKBa YBEIMYeHHe Ha OMOHATMYHOCTTA HA €THHWIECTPAZMON CHER
NEPOPATHO NMPHAOKEHHE; NMOAOOHO YBETHYECHHE MOXE Aa Oblie 0MaKBAHO MPH NEPOPANTHOTO IIPHIOKEHHE
Ha TePOYTAIHH, BBIPEKH Y€ KITHHHYHUTE NOCNEACTBHA OT TOBA Ca HeOoNnpeaeeHH.

Anxoxon
KoHuenTpanuure Ha ankoxon (cpeaHa MaKCHMaIHa KOHIEHTpaia B KpsBTa 0,08%) He ce NoBIUABaAT OT
CbBMECTHaTa ynoTpeba ¢ rananagmn (10 mg win 20 mg). B nombaHenne, 3 yaca ciea ¢IHOBPEMEHHOTO
NPHJIOXKEHHE ¢ ANKOXON He ca HabmopgaBaHH MpoMeHH B KOHIEHTPALMHATE Ha Tajanadmwil. AJKOXONIBT €
NPHIOXKEH MO HAYMHH, YBEIHYAaBalll MAKCHMAJTHO CKOPOCTTa Ha abcopOia Ha ankoXos (CyTPHH Ha [JIATHO,
6e3 na ce npuema xpaHa A0 2 yaca ciel npueMa Ha ankoxon) Taganadun (20 mg) He yBeandaBa cpeIHOTO
HaMaJIABaHe HAa KPBBHOTO HaNigraHe, npeausBukaHo ot ankoxona (0,7 g/kg mnu okono 180 ml 40% anxoxon
[Bonka] npr 80-kmnorpaMoB MEBX), HO IIPH HAKOH XOpa MOXeE J1a ce HaGmoaBa MOCTYpaieH C
HIH OpTOCTaTHdHA XHnoToHudA. Korare taganadgun ce mpunara ¢ no-MajlkHd A03H @K
XHIIOTEH3UA HE c¢e HallllojaBa, a CBETOBBPTEXBT ceé HaOmMmoJaBa ¢ 9ECTOTA, IMOA




CaAMOCTOATESTHOTO NMPHIIOKEHHE Ha ankoxon. EGexThT Ha ankoxona BepXYy KOTHHTHBHATA $YHKIHMA HE Ce
3aCHIBaT 0T Taganadun (10 mg).

Lfumoxpom P450 memabonusupa nexapcmeenu npodykmu

Tananagun He ce o9akBa A2 NPeAM3BUKBA KITHHHYHO 3HAYMMO MOTHCKAHE HITH HHAYKIMA Ha KJIHpPbHCA Ha
JIEKApCTBEHH NMPOAYKTH, MeTabommupanu ot CYP450 m3odopmure. [IpoyusanusTa ca NOTBEPAAIH, Ye
Tafanadun He HEXHOHpa WK HEAyIHpa u3odopMuTe Ha CYP450, skmountenno CYP3A4, CYP1A2,
CYP2D6, CYP2EIL, CYP2C9 n CYP2CI19.

CYP2C9 - cybcmpamu (nanp., R-eapdapun)

Tapanadgun (10 mg 1 20 mg) HAMa KIHHUYHO 3HAYUM edekT BhpXy excriozuumara (AUC) Ha S-
Baphapun win R-sapdapun (cyberpar Ha CYP2C9), HHTO 3acsra NPOMEHMTE B MPOTPOMOHHOBOTO
BpeM¢€, NMpeIH3BUKaHH OT BaphapHH.

Acnupun
Tananagun (10 mg u 20 mg) He NoTeHUMpa YBEJHYECHHETO BBB BPEMETO HA KEPBEHE, IPHIHHEHO OT
ALCTHICANUIWIORA KHCENHHA.,

IIpomugoouabemuu nexapcmeenu npodykmiu
He ca npoBexnabn cielu¢pUIHHE NMpoydBaHHA 3a B3aHMOICHCTBHA ¢ APOTHBOAHAOETHH NEKAPCTBEHH

4.6. @epTHAATET, OpeMEHHOCT K KhpPMeEHe

TamuJIEKC He € noka3zaH 3a ynotpeda oT XKeHH.

bpeMeHHOCT
MMa orpanHieHn AaHHH 33 ynotpebara Ha Tananadun npu 6peMeHHH >kenH. [IpoydusanasaTa npn

XKHBOTHH HE MMOKA3BaT NPAKO WM HENPAKO BPEAHO B3aiiMoaeficTBUE BEPXY OpeMEHHOCTTA,
eMOpPHOHANHOTO/peTanHOTO pa3sBUTHE, PAXAAHETO WIH MOCTHATANHOTO pa3BHTHE (BX Touka 5.3). Kato
npeanasHa MApKa, 3a npeanounTane € ynorpedara Ha TaauJIEKC no speme na 6peMeHHOCT Ja ce H304rBa.

KbpMmeHe

BHamnuxure QapMakoaMHaAMHYHW/TOKCHKOJOTHYHH JAaHHH [PH JXHBOTHM NOKa3BaT €KCKpELMA Ha
Tajganagun B MIIAKoTo. He Moxe a ce m3kmouH puck 3a kbpMaueto. TanuJIEKC He TpabBa aa ce u3nomn3sa
10 BpeMe Ha KbpMEHe.

DepTHIRTET

Habmonasanu ca edexTH npH Kydera, KOMTO MOXE Ja COYaT YBpekiaHe Ha ¢eprunutera. Jlpe
MIOCNACRBAILM KITHHAYHH MPOYYBAaHHSA [IOKA3BaT, Y€ TO3M eGeKT € MANKO BEPOATEH NMPH X0Ppa, BBIIPEKH 4e ¢
HaO/mo/1aBa HAMAIEHHE Ha KOHLIEHTPAIIMATA HA CMIePMa IIPH HAKOH MBKe (BXK. Touka 5.1 1 Touka 5.3).

4.7. EdexTH BBEpXY cnocobHocTTa 32 modHpaHe 4 padoTa ¢ MAIIHHH
TaguJIEKC nopnussa npesebpexumMo criocobHocTTa 3a modupade Wik pabora ¢ MalMHH. BeIipeky, 4e B
KJIHHHYHH MPOYYBaHHA YECTOTaTa Ha ChOOIIEHHATA 3a CBETOBBPTEK NPH IpynaTa ¢ rianebo u rpynara ¢
Tananadun na e 6una cxogHa, maumesTHTe TPAOBA Aa Ca HAACHO 3a TOBA Kak wue pearupar Ha TamnJIEKC,
npeay wodupane WM paboTa ¢ MallMHH.

4.8. Hexenanu JeKapcTBeHH pPeaKUHH




Pesiome Ha podHna Ha Be3sonacrocT

Haii-yecTo crobmaBaHuTe HeXeNnaHH JIEKAPCTBEHH peaKLHH fpHu nauueHTH, npueManm TamuJIEKC 3a
NieYEHHE Ha EPEKTHIIHA AUCPYHKLMA WIH J00pOKAadeCTBEHA XMIIEPIUTA3AA Ha MPOCTaTaTa ca rinasodonue, -
AMcnencus, 6onka B repba 1 MHANTHA, IPY KOMTO YECTOTATa ce YBE/IHMYaBa ¢ [10BMIlIaBaHe Ha J03aTa Ha
TapnJIEKC. MoxnaneaHuTe HexeNaHM JEKAPCTBEHR peaklUHH ¢a GHWIH NMPEeXOAHH H B NOBEYCTO C/ydaH
NeKH no yMepeHH. [lo-ronamara gact ot ciygante Ha rnasobonue, chobmanany nmpy npueM Ha TagnJIEKC
BEIHBX JHEBHO, ca Habmoaasanu npe3 mepeuTe 10 10 30 AHM OT 3aMOYBaHE HA JIEYEHUETO.

Pe3loMe Ha HEXKETAHHUTE DEaKIMH B TaONMHYeH BUA

B Tabnunara no-gomy ca H36poeHH HEXETaHMTE JIEKapPCTBEHH PeaklMH, HabmoJaBaHHM OT CIIORTaHHH
CHODIICHH H TIPH IWTaLebo KOHTPOMHPAHH KIMHHYHH IMpoy4usaHuA (oOxBamammy odbmo 8 022 naumenty,
JIEKYBaHH ¢ Taganadun, H 4 422 naigieHTH, NOTYYaBalH I1ale00) 3a JICIeHAE Ha €PeKTHITHA NHCYHKLIMA
MPH Hy>J1a H BeJHLX JTHEBHO U 3a JICYEHHE Ha J00poKavecTBeHa XMIEPNJIa3Hf Ha MPOCTaTaTa BEIHBXK
IDHEBHO.

Heoicenanu nexapcmeernu peaxyuu

KOHBEHUHA 32 yecToTaTa: MHOro 4ectH (>>1/10), gectu (>1/100 mo <1/10), Hewectu (=1/1 000 oo
<1/100), pemxn (>1/10 000 ao <1/1 000), Muoro peaxu (<1/10 000) ¥ ¢ HeM3BeCTHA YeCTOTA (OT HATUMHHTE
DaHHH He MOXe Ja Oblic HalpaBeHa OLIEHKA).

Fl— —

MHoro yectn YecTH HeuecTn Penxu C HeH3BeCTHA
JecToTa
Hapywenus na umynnama cucmema
Peakipin Ha AHruoenem?>
CBPBXYYECTBHTE
_ _ JHOCT
Hapywenus na nepsnama cucmema )
I'maBobonue 3aMasHOCT Hucynrl (BKTIOYHTENHO
XEMOparavHu ChOHTHA),
Cnnkon, TpaH3NTOpHH
HCXCMWYIHH npumnnl ,
Mm*pcuaz,
Hpnna,naunz,
. TpausuropHa aMHE3HsA
Hapywenus na ouume
3amMbriacHo HapyineHse Ha 3pUTeNHOTO
BHXK/IAHE, none, OToK Ha KIenavHTe,
Ycemanus, XHIIEpeMHa Ha
OTIMCBAHM KaTo KOHIOHKTHBATA,
6onka B oumTe HeaprepuanHa agrepuopHa
HCXEMHIHA OMHA
HEBPOTIATHA (NAION)Z,
JanmyluBaHe Ha CHAOBETE HA -
-~ |:>e'1'lrma'1.‘a2
Hapywenus na yxomo u nabupurma




) ) Tunnryc ‘BHesanna 3ary6a | Ha coyxa |
Coepoeunu Ha_g}weﬂuﬂf _
Taxuxapnamns, MuoxapaeH unapkr,
[Tannurauuu Hecrabnnna
CT€HOKap , KamMepHa
ApHTMHA
Croosu napywienus _
3a4epBaBaHe XUTIOTOHUA" .
| | _ XHNepTOHHUA [
Pecnupamopnu, 2pvOHu 1 MeOuacmuraniu Hapyuenus _
Ha3zanHa Jlucrines
KOHIeCTHA Emucrakcuc
| Cmomawno-upesnu Hapywenus _
ducnencus KopeMHa 6orka,
IloBprinane,
I"anene, I'acTpo-
e3odarean
: o €H pedIyke . — !
Hapywenusn na KONCAMA U NOOKOICHAMA MbKAH _
O6pus Yprukapus, CHHAPOM Ha
Stcvens-Jnhnsonz,
Excdonuarusen
,Il;epMaTPsz,
Xunepxuaposa (IIoTeHe )
Hapywenun na mycxynno-cxenemnama cucmema, CoeOUHUMeNHAMA MbKAH 1 Kocmume
bonka B rep6a,
Muanrus, bonka
B KpaHHMK
Hapywenua Ha Gobpeyume u nuxounume nomuia _
| XeMmarypus
Hapywenus na év3npoussodumennama cucmema u zepdama
Y aLDKeHa [IpuanusbM,
epeKUHA KppBOH3AHMB B NEHNCA,
XeMaTocnepMus
Obtyu HapyweHus u ehexmu HA MACNIOMO HA NPUNOJICERUE
[poana 6onka™, | o o j—
Tepugepen Bre3anma chpieuHa
OTOK, YMOpa 12
CMBPT? _

(1) IloBeyeTo OT NaUMEHTHTE UMAT NPEAIIECTRALNH CHPACHHO-CHA0BH PHCKOBH (PaKTOPH (BXK. TOUKa 4.4).
(2) CroOlaBasH IMpH MOCTMAapKETHHIOBOTO HabMoOAeHHEe HEXEIaHH peakLMH, KOHTO He ca HabmoaaBaHHu
NPH M1auedo KOHTpONHpaHH KNHHHYHA NTPOYYBaHKA
(3) To-uecTo noknanBaHa, koraro Taganadn ce NpUiara NpH NaLKEHTH, KOHTO Bede NOMyYaBaT
aHTMXHNEPTCH3UBHH JIEKAPCTBEHH IIPOAYKTH.

Onucanye Ha H3OpaHK HexenaHy peakiip
He3HavMTENHO MO-ro/isMa yecToTa Ha oTknoHenus B EKT, npenu BcHuko cuHycoBa 6 DARHIARIS

OOKNaJBaHH NpPH MALMEHTH, JIEKYBaHH ¢ Tagaladu €IMH ITbT AHEBHO B CPaBHEHHE ¢/ANQN




IToseueto oT Tesu oTknoHeHua B EKI™ He ca CBBP3aHM ¢ HEXETAHUTE JICKAPCTBEHH PEaKIHH.

JIpYrH creuHATHN oy IaIHi

JaHHHUTE [TPH MALMEHTH Ha BPBIPACT HAT 65 roAUHM, KOUTO MpHEMAT Tajanadun B KIHHHYHA NPOYYBAHHA
HJIM 32 JIeYeHHEe Ha epekTHIHA THChYHKINA, HITM 3a TedeHHe Ha JobpoxkadecTBeHAa XHIICPILTa3HA Ha
NPOCTATaTa, ca OrpaHHueHH. B KinAMIHN npoyyuBaHnA ¢ Taganadwi, NpueMaH MpH Hy>Xa 3a JICUCHHE Ha
epEeKTHIHA AUCPYHKIMA, MAPHA Ce CHLOOUIABA MO-YECTO IIPH NAHEHTH HA Bb3pacT Hall 65 roAHHH. B
KTHHHYMHH PpOY9BaHuA ¢ Tazana¢ua 5 mg, npHeMaH BeANBX JHEBHO 3a ICUCHHE Ha A00pOKATeCTBCHA
XHIIEPILUTa3KA HA IIPOCTATATA, 3aMasHOCT H IHapHs ca chobImaBaHl No-4€CTO NpH MALMEHTH Hax 75-
TOOHIIHA BB3PACT.

CrobliapaHe Ha MOO3HPAHE HEXEIAHH PEAKI[HH
CroliiaBaHeTo Ha NOA03HPAHH HEXENAHH PEaKIlHH Clell pa3pellaBaHe 3a ynorpeba Ha NeKapCTBCHNA
IPOAYKT € BaxkHo. ToBa 103B0ONSBa 1a NPOAWDKH HaOMOAEHAETO HA CROTHOMEHHETO MOMN3a/PHCK 33

NeKapcTBeHHA NpoAYKT. OT MEAMIIHHCKHTE CNELHAIHCTH C¢ HM3HMCKBa Jia choOIABAT BCAKA MOA03HPaHa
HEXeNTaHa PeaKinus JUpeXTHO Ha M3meiHUTenHA areHimA o nekapcreara (MAJ]):

yi. ,JlamaH ['pyes* Ne 8
1303Co¢ns,

Ten.: +359 2 8903 417
e, noma: bda@bda.bg

yebcaliT: www.bda.bg

4.9. IIpenozmpane

CHMIITOMH

IIpu 3apaBn AoGpPOBOILM ca JaBaHM e€AMHWYHH Ao3u A0 00 mg, a HAa TMAalHEHTH ca INpHIaraHy
MHOTOKDPaTHH JHEBHY 034 Ao 100 mg. Hexenanure cx6uTHa ca 6w nonoOHU Ha OHE3H, HaO/ro1aBaHH
npy [O-HHCKH J03H. B cnyyauTe Ha NpeHo3HpaHe, ako <€ Hajara, TpabOBa Aa c¢e mnpennpHeMmar

CTAHOAPTHUTE TOAALPXKAM MepPKH. XeMOOWANTM3aTa HE3HAYMTENIHO croMara 3a CMHMHHHUPAHETO Ha
Tajanau.

S. GAPMAKOJIOTHYHHU CBOMCTBA

5.1 ©apMaKoAHHAMHYHH CBOJCTBA

(dapMaKoTepanesTHYHA rpyna; YpoJIOrHiHH CPEACTBA, JIEKapCTBEHHN MPOAYKTH, NIPWIAraHH NpH
EPEKTHITHA JUCPYHKIMA.

ATC xonx: GO4BEQR

MexXaHHu3bM Ha JeHCTBHE

Tananapun € cenekruBeH, oOpaTuM MHXMOHTOp HAa LMKIMYHMA TyaHo3WH MoHogwchar (UI'M®P) -
cneipudHa docomuecrepasa THn S (PDES). Koraro cekCyanHoTo CTHMYNIHpaHe Mpean3BHKa JTOKATHO
ocB0oDOXKAaBaHE HA A30TeH OKCHA, HHXHOHpaHero Ha PDES ot Tananadgun npeau3BHKBa NOBHINCHH HHBA
Ha UWI'M® p KaBepHo3HHTE Tena. TOBa BOAM A0 peNlakcalida Ha IIafikaTa MyCKyJIaTypa U IIPUTCK Ha KPbB

OUCPYHKIUA IIPH INNCA HA CEKCYATHA CTHMYJIALIKA.




EdexTeT Ha vHxuOMpaHero Ha PDES BepXy KoHneHTpaupsra Ha ul'M® B KOpIyC KapepHO3YM ce
Habmozasa CBINO H B IMAAKHTE MYCKYNH Ha MPOCTATATa, MHKOUHHA MEXYpP H KPHBOCHAaOAIBAaLNTE TH
ChACBE. B pesyirat Ha peflakcanis Ha ChAOBETE C€ NORHIIABA Nep(y3UATa C KPBB, KOETO MOXE Ja Obae
MEXaHH3MBT, HPe3 KOUTO ce HAMANABAT CHMIITOMMTE Ha J0OpoKavecTBEHA XHNIEPILTA3HA Ha

npocrarara. Tesu cpA0BH ediek T MOXKeE Ja ¢ AOIMBABAT OT MHXHOUpAHETO Ha aKTHBHOCTTA Ha adepeHTHUA
HEPB Ha MHKOYHHUA MEXYP K PElaKcaliaTa Ha [MaJKUTE MyCKY/IH HA ITPOCTATATa H HA THKOYHHS MEXYD.

dapMakoTTHAMUYHE epeKTH

[IpoyuBanmsaTa in vifro ca nokasanu, 4e Taganadmun e cenektueed HExuOurop Ha PDES. PDES ¢ enzum,
KOHTO Ce¢ OTKpHBa B IJIanKaTa MYCKYJAarypa Ha KaBEPHO3HOTO TANO, ChAOBATA H BHCLECPAIHA IAaaka
MYCKYJNaTypa, CKENETHHTEe MYCKyiH, TpoMboumrure, &nbpemwre, Oenua apod, ¥ MalKkMig MO3BK.
HeHcTBHeTO Ha Tamanadmn € mo-cunHo BepXxy PDES, oTkonmkore BBpXy ApyrH thocdoamectepasu.
Tananagun e vaa 10 000 neTH mo-MomeH 3a PDES, orxonkoro no otHomenue Ha PDE], PDE2 u PDE4 -
CH3MMH, KOHTO C& OTKPHBAT B CHPILIETO, MOYBKA, KPBBOHOCHHTE CHAOBE, YepHHA Apod H IpYrH opraHH.
Tanamadun e wag 10 000 meTH Mo-MomeH 110 oTHomeHKe Ha PDES, oTkonkoTo no orsotiedue Ha PDE3 —
€H3MM, HAMHDAI] ¢€ B CHPLIETO U KPRBOHOCHHUTE ChA0BE. Ta3u celicKTUBHOCT KBM PDEDS, cpaBHeHa CBC
cenekTuBHOCTTA KBM PDE3 € BaxHa, samoro PDE3 e eH3uM, y4acTBall, B MEXaHH3Ma HAa CHPICYHHTE
ChKpalleHHA. B noneinxHenue, Taganadun e npubmuzutenso 700-msTH no-MomeH no otHomeHue Ha PDES,
OTKONKOTO cnpAMo PDE6 - eHzuM xoliTo ce Hamupa B peTHHATa H € OTTOBOPEH 34 (POTOTPAHCAYKIIHATA.
Tananadmn e cemo mvag 10 000 meTH no-MomeH o otHomeHue Ha PDES, 0TKOAKOTO N0 OTHOIICHHE Ha
PDE7, no PDE10.

KiunnyHa ehrkacHoCT B 0e30IaACHOCT

Tamanagun, nprnoxer Ha 30paBd JdHMIA, NpeAH3BHKBAa HE3HAYHMa Pa3liiKa B CpaBHEHHE ¢ IDanebo B
CHCTOJIHOTO M JHACTOJHOTO KPBBHO HAATAHE B JISTHAIO MOJIOXKEHNE (CPeAHO MAKCUMATHO HAMAICHHUE OT
1,6/0,8 mm Hg, cb0TBETHO), B CHCTONHOTO W AHACTONHOTO KPBBHO HATATAHE B M3NPABRCHO MOIOKECHHE
(cpeAHo MakCHManHO HaMarnieHHe oT 0,2/4,6 mm Hg, croTBeTHO) M HAMA 3HAYHMA [TPOMAHA B ChpACYHATA
4eCcToTa.

B mpoyusane 3a olicHKa Ha eekTHTE Ha TaAwIadHNI BEPXY 3PEHAETO HE Ca OTYETEHH HapyIIeHHs B
PA3MO3HABAHETO Ha UBETOBETE (CHHBO/3ENIEHO) MOCPEACTBOM HM3NOM3RaHe Ha Tecta Farnsworth- Munsell
100-hue. To3u pesynrar xopecnongupa ¢ KHCkHA aguuHTET Ha Taganadmn xeM PDE6, B cpaBHeHuE C

PDES. BBB BCHYKH KAMHRYIHH ITPOYUBAHHA ChOOIMEHHATA 3a MPOMEHH B LIBETHOTO BIKAAHE Ca peIKH (<
0,1%).

[IpoBeneHH ca TpH MPOYYBAHMA NPK MBXKE 33 OLICHKA HA TIOTCHLUMAIHHA €(EKT BbPXY CIIepMaTOreHes3ara
Ha taganagun 10 mg (emHo 6-mMeceyno npoyueane) u 20 mg (eOHO 6-MECEYHO W €OHO 9-MECEeyHO
Npoy4BaHE), NpUNaraH exeAHEBHO. B ABe OT Te3u mpoyuyBaHHa € HaOmoAaBaHO TNOHIKEHHUE Ha
KOJIMHECTBOTO H KOHLIEHTPALIMATA Ha CTIEPMATA, CBBP3aHO C JICUCHHUETO ¢ Taganaduin ¢ MaIKa BEPOATHOCT
32 KIHHWYHA 3HAYUMOCT. Te3u edektd He ca OWIH CPBpP3aHH C NMPOMEHM B APYTH IIapaMETpH, KaTo
IIOABKHOCT, Mopdonorusa i FSH.

Epexmunna ouchynrxyun
3a Tamanapun NpH HyXJaa ca npopeAcHH TPH KIMHHYHH npoyuBaHud € 1 054 naumeHTH B AOMAIIHH
YCIIOBHA 33 ONpEENsHe Ha NPOABMKHTSIHOCTTAa HAa OTroBopa. 1ajanadun € mokasanl CTaTUCTHYECKH
3HaTHMO NO0OPEHNE B epeKTHAHATA (YHKLHNA ¥ CIIOCOOHOCTTA A2 C€ M3BBPIIM YCIEMEH [OJ0B aKT A0 36
qaca CJI€ NpHeMa Ha K03aTa, KakTo M B CTIOCOOHOCTTA Ha MALMEeHTHTE Aa NOMYYaT H 10
33 YCIICIICH TIOJIOB aKT, B CPaBHEHUE ¢ [UTale0o, olle HA 16-Ta MHHYTa Ce[ IIpUeEMa H




B enHo 12-ceamrHo npoytBane, nposesieHo npu 186 mammenTu (142 Taganadwn, 44 nnauedo) ¢ BTopHIHa
€PEKTIIHA THCHYHKIMA BCEGACTHE HA YBpEXKIaHE Ha rppOHAUHMA MO3BK, Taganagmi 3HauuMo Tonodpsasa
€PEKTHIIHATA (PYHKHHHA, KOETO BOAM AC CpelHA YeCTOTa HA YCHEIIHHTE ONWTH 33 WHauBHA 48% npw
MalfHEHTHTE, TPETUpaHu ¢ Taganadun 10 unu 20 mg (reBkaBa 033, NPH HYXJa), B cpaBHeHue cbe 17%
IpHA mWauedo.

3a oLieHKa Ha NIpHeMa Ha Taganadui BeIHLXK JHEBHO B 103 2,5, 5 ¥ 10 mg, mppBOHAYAIHO ¢a NPOBEACHH
3 KIMHMYHH IPOYYBAHHA, BKTIOMBAINM 853 malmMeHTH Ha pasiHuHa BB3pacT (Mexay 21-82 roaunH) n
€THHYCCKA MPHHAIUTCKHOCT, C €PEKTHUNIHA JUCGYHKUHA OT pa3IMyHa TEXECT (Jiexa, yMepeHa, TeXKa) H
eTronorud. lipn aBete MbpBOHa“aNHHM MIPOYYBaHHA 33 e(eKTUBHOCT IIpH obIiaTa nonyjanusa cpeiHarta
49e€CTOTa Ha yCNEIIHATE OTTHTH 3a CEKCyalieH KOHTAKT 3a HHAMBHA € 6ma 57 u 67% npu TananagQmi 5 mg,
50% npu Tananadun 2,5 mg B cpasHenHe ¢ 31 u 37% npH mwranebo. B npoy4BaHeTo MpH NallHEHTH ¢
€pEeKTHIHA UCOYHKINA, B pe3ynTaT Ha AHabeT, CpelHaTa YeCToTa Ha YCNEIHATE OMMTH 33 HHIAMBHI €
ouna 41 n 46% npu Taganadun 5 mg u 2,5 mg, choTBETHO B cpaBHeHHe ¢ 28% npu nmnane6o. [Tosegero
NIAIMEHTH B TE3IH TPH MIPOYYBAHMA Ca C€ NOBIHAIM OT NNPEAUIIHO AcHeHHE ¢ AHXHONTOPH Ha PDES B pexum
npH Hyxzga. B nocneapano npoyumane, 217 maipieHTH, HenekyBaHH ¢ MHXHOMTOpH Ha PDES, ca
paHIOMHU3HPaHH Ja Nody4aBar Tajanadwi 5 mg eauH mbT JHEBHO CIPpAMO mianedo. CpeqHHAT MPOLCHT
Ha YCHEITHWTE OIMTH 3a IIONOBO CHOLICHHE 3a HHANBHI € 68% mnpy naupeHTHTe, NOTyJaBalH Tafatadu,
B CpaBHEHHE ¢ 52% mpy NaUMEHTHTE, NMOXy9aBany nane6o.

Hobpoxavecmeena xuneprnnasua na npocmamama

Tapanagun e uscnensad B 4 KIMHEMHU IPOYYBaHHA ¢ MPOSB/DKUTENHOCT 12 ceAMMIM, KOUTO BKIIOYBAT
nopede 0T 1 500 manMeHTH ¢ NpU3HALM M CHMITTOMH Ha Oo0pokayecTBeHA XUNEpIUIa3HA Ha [IpocTaTara.
Ilonobpennero Ha obmMMA CKOp MO MEXAYHApPOOHATA CKalla 3a OLEHKA HA NIPOCTaTHUTE CHMITOMH
(International prostate symptom score) ¢ Tagantadun 5 mg B yeTHpHTE mpoyqeanud € 4,8, - 5,6, -6,1 u -6,3
B CpaBHEHHE ¢ -2,2, -3,6, -3,8 u -4,2 ¢ mianebo. [TonoOpeHieTo Ha 0OIHA CKOp 10 MeXKAYRApOJHaTa cKajla
3a OLICHKa Ha IPOCTaTHUTE CHMNTOMU (international prostate symptom score) ce Habmoaasa omle Ha 1-Ta
ceaMula. B €1HO OT MpOoyHBAHUATA, KOETC BKITIOYBEA CHINO TaMcyJlo3uH 0,4 mg, KaTo aKTHBEH KOMITAPATOD,
moaoOpeHHeTo B OOMIMAT CKOp MO MEXIYHApPOAHATa CKana 3a OLCHKa Ha NPOCTATHATE CHMITOMH
(international prostate symptom score) ¢ Taganadgmn 5 mg, TAaMCYA03KH H Iiane6o, ChOTBETHO € -6,3, -5,7
u-42.

EnHO OT Te3H IMpoy4YBaHWA OLICHABA MNOAOOPEHHMETO HA epeKTWIHATa AHCPYHKIUMS H NpPH3HALUWTE H
CHMIITOMHTE Ha JOOpOKadecTBEHA XMMEPILIA3ZHMA Ha NpOcTarara NpH MalHEHTH H ¢ JBeTe 3afomsaBaHud.
[Tonobpenuero Ha epexTHIHATA PYHKIHA [10 MEXTYHAPOAHHI HHAECKC 33 OLICHKA HA €PEKTHIHATA PYHKIHA
(erectile function domain of the international index) ¥ Ha ofIMg CkOp MO MEXKAYHAPOAHATA CKajla 3a
OLICHKA HA NPOCTaTHHUTE CUMIITOMM B TOBAa Npoy4yBaHe € 6,5 u -6,1 ¢ Tananagun 5 mg B CpaBHEHHE,
ChOTBeTHO ¢ 1,8 M -3,8 ¢ mranefo. CpeaHata 4ecToTa HAa YCICIIHWTE OMMTH 3a IIONIOBH CHOLIEHHA 33
HHIKHBHA € 71,9% ¢ Taganadun 5 mg B cpaHeHue ¢ 48,3% c mwranebo.

[TonaspkakeTo Ha epekTa € OLIEREH B OTBOPEHO NPOIB/DKEHHE Ha €AHO OT MIPOYUBAHMATA, KOETO IOKA3ERA,
1€ MOACOPEHHETO Ha O0IIMA CKOP 10 MEXIYHAPOAHATA CKalla 33 OLIEHKA Ha IIPOCTATHUTE CUMOTOMHU, KOHTO
ce Habmonaara Ha 12-ta ceammia, ce 3abpXKa 3a NEPHOA A0 ! JONMBIHHTENHA FOLMHA HA JICUEHHE C

Taganadun S mg.

IleauaTpyuiHa nonynaums
ITpH neaMaTpHIHA NALKEHTH ¢ MycKyIHa nuctpodusa Tin Jpomen (MJJD), e npoBeneno ¢nHO IpoyYBaHe,
B KOETO HE ca HabmoaapaHy JaHHH 3a edHKacHOCT. IIpn 331 MoMYeTa Ha BB3pacT

7-14 roqunu ¢ MJ{J], Ha KOHTO ce mpWiIara €XHOBPEMEHHO JICYEHHE C KOPTHKOCTEPOH] -- POBEARH

PAH/IOMH3HPAHO, ABOHHOCILINIO, INALEeG0-KOHTPONMPAHO, NapaneNHo MpoyyBane ¢ 3 pays g%%%%p
[Ipoyusanero BKMIOYBA 48-cenMuieH ABOMHOCIAN MEPHOA, B KOMTO NALMEHTHTE Cca/p ...=r.- gpaHmt




noixy4asar Taganagun 0,3 mg/kg, Tananadgmi 0,6 mg/kg unu nnauebo Beekn AeH. Taganadpun He nokasea
e(pHKacHOCT Nno oTHOmAHMe 3a0aBAHE HA BJIOIIABAHETO Ha CNOCOOHOCTTA 332 CAMOCTOATENIHO XOJICHE,
H3MEPEHO ¢ [TOMOIITA Ha IMbpPBHYHATA KpaiiHa Touka - 6-MHHYTeH TecT 3a XoAeHe {6 minute walk distance,
6MWD): cpenna nmpomMsaHa Ha Haif-MankuTe xsaapatH (least squares, LS) B recta 6M WD Ha 48-Ta cenMuna
¢ -31,0 merpa (m) B rpynara, noayuasawa nnaiebo, B cpapHeHre ¢ -64,7 m B rpynara, momy4abaia
Taganagun 0,3 mg/kg (p = 0,307), 1 -59,1 m B rpynara, nomy1asama Tafanagun 0,6 mg/kg (p = 0,538).
OcBeH TOBa, IMNCBAT AAHHH 33 €PUKaCHOCT OT BCHYKH BTOPHYHH aHANIM3H, K3BbPIICHH B TOBA NPOYYBaHE.
Obmure pe3ynTaTH 3a 6€30MacHOCT OT TOBA MPOYYBAHE KATO L4710 ¢a B CHOTBETCTBHE C H3BECTHHA NMpodun
Ha 6e3omacHocT Ha Taganadun ¥ ¢ HexenanuTe cbOuTHA (HC), o2axBanM B neauaTpr4HAT2 MOMYJIALIAA C

M/, nonyvyarama KOpTHKOCTEPOHIH.

EpponefickaTa areHips no JiekapcTeaTa 0CBOGMKAARA OT 33IWDKEHHETO 32 MPEOCTABAHE HA PE3YTaTHTE
OT [POYYBAHHATA BB BCHYKH MOArpyNH Ha NEAMATpHYHATA NOMyJIal|s 32 JICYEHHE HAa CPEKTITHATA

anchHyHKIHA. Bibkre Tovuka 4.2 3a HHpopMaLHA OTHOCHO YIIOTpeOa B NeAUATPUATA.

3.2. DApMAKOKHHECTHYIHH CBoOlMcTBa

Abcopbums
Tapanagun ce abcopbupa necHo cieqy NEpoOpaATHO NMPHACKEHHE U HAONIOaBaHHTE CPENHM MAaKCHMATHH

a3MeHM KOHUeHTpamuu (Cmax) ce MOCTHraT 3a CpeAHe BpeMe oT 2 vaca ciefl NPHWIOKEHHETO.
AbcomoTHaTa GMOHAMMYHOCT Ha Tafanadwi ciie NEPOPANTHO NPIWIOKEHHE He ¢ 6ina onpenesneHa.
CkopocTTa U creneHTa Ha abcopOiuma Ha Tanaiadun He ce MOBTHABAT OT XpaHa, Taka ue Taguw/IEKC moxe
Ja ce MpHeMa HE3aBHUCHMO OT XpaHEHeTo. BpeMeTo Ha nmpueM Ha Jo3arta (CyTPHH CHpsMO Beuep) HAMa
KIIHHAYHO 3HAYHUMH eQieKTH BBPXY CKOPOCTTa H CTENEeHTa Ha abcopOLu.

PasnpenencHue
Cpeannsar o6eM Ha pasnpeleneHue Ra Taganad e MpuOnHIuTeNnHo 631, KoeTo nokasea de Tajanadua ce

pasnpenens B TekaHHTe. [IpH TepanepTHYHM KoHUEHTpaUuH, 94% oT Tafanadun B IUiasMaTa ce CBbp3Ba ¢
NpOTEHHUTE. CBBP3BAHETO ¢ MMPOTEHHHTE HE C€ 3aCATa NpH HapymeHa 6bOpeuHa GyHKIHA.
I[lo-manko ot 0,0005% ot nmpueraTa 03a ce MOABABA B CIEPMAaTa Ha 34paBH HHANBH/IM.

bu M

Tapanadpun ce merabonuzupa npeauMHO MocpeAcTBoM uuroxpoM P450 (CYP) 3A4 msodopmara.
OCHOBHMAT UMPKYJIHpall METabONHT € METHIKaTeXoM riokopoHua. To3n Meraboaut e nore 13 000 neTH
no-cnabo akTuBeH OT Taganadun no otHomenne Ha PDES. CinenoBarenHo, He ce 0YaKBa Ja € KIHHHYHO
aKTHBEH TIPH HaOMOAaBaHWTE KOHLIEHTPALMM Ha MeTabONHTA.

EnuMuHHpane

CpeaHuaT nepopanieH KIMPBHC Ha Taganadun e 2,5 1/4ac, a cpeAHuAT NoMy*HBoT € 17,5 yaca npu 34paBH
HHIHBUIM.

Tananapun ce ekckperupa npeAMMHO KaTo HEAKTHBHH MeTaGofMTH, OCHOBHO ¢ (leKanHHTe
(mpubnuanTenHo 61% o1 Ko3ara) H B NO-MajiKa CTereH ¢ ypuHara (npubnusurenHo 36% ot no3ara).

JIMHEHHOCT/HEMMHE HHOCT
dapMakOKHHETHKATa Ha Tajaladun Npy 3APaBH MHAWBHAHM € JIMHEHHA MO0 OTHONICHHE HAa BPEMETO H
nozara. [1pn nosu Haxn 2,5 no 20 mg excnozumusara (AUC) ce ypenndaga MpONMOPIMOHATHO ¢ J03aTa.

CraimoHapHOTO CECTOAHHE Ha IUIa3SMEHMTE KOHLEHTPALUM Ce ITOCTHTAT 3a 5 JHM NpH JO3HpaHe BEHbX
JTHEBHO.

PapMaKkoKHHETHKATa, OTpeAesieHa ¢ NOMyIAlHOHHNA TOAXO0/, IPH NalHEHTH ¢ epe
nmoAo0Ha Ha (papMakOKMHETHKATA NPH HHANBHUAHM 6€3 epeKTHIHA THCQYHKIHS.




CoelMaiHi HOMyIaluy

Cmapuecka ev3pacm

3ApaBH NalHERTH B CTapdecka Bh3pacT (65 roaHMHHW HAM TO-Bh3pPAcTHM), HMAT NMO-HHCHK NEpoparcH
KIMPBHC Ha Taganagun, Boaemo no 25% no-sucoka excnosuima (AUC), B cpaBHEHHE CBC 3[paBH
HHARBHIH Ha BB3pacT oT 19 A0 45 roguan. To3u edekT Ha BH3paACcCTTa HE € KIIHHMYHO 3Ha4YMM H HE JaBa
OCHOBAaHHE 3a NIPOMAHA Ha 03aTa.

bvbpeuna neoocmamvyrnocm

B ximHMuYHM ¢apMakoJorHyHu Mpoy9gBaHMA ¢ eJHOKpaTHa Ao3a Taganagmwr (5 mg ao 20 mg),
exkcno3uiMATa Ha tajanapun (AUC) e nmpubrIH3UTENHO YIBOEHa MPKX HHAMBHIM ¢ Jeka (KPEaTHHHHOB
KHpEHC 51 po 80 ml/min) wim ymepena (xpearmnmHoB xympbsHC 31 go 50 ml/min) 6B6pedHa
HEAOCTATHUHOCT H NPH HHAMBHAM C KpaeH CTaIHH Ha 6L0pevuHo 3aboipate Ha Auanmmsa. [1py

MAlMEHTH Ha XeMoauanuia Cmax e 4 1% nmo-BHCoKO 0T HA0NIAaBAHOTO NPH 3/ApaBH Xopa. XeMoAHANIH3aTa
HE3HAYHMTEIHO CIIOMAra 3a eNMMHHHPaHeTO Ha Tapanadmn.

Yeprodpobra nHedocmamuvyHocm

Excnosnimsra Ha Taganadun (AUC) npu uHAMBHAM ¢ JIeka A0 YMEPEHA YepHOOPOOHA HEXOCTATHYHOCT
(Child-Pugh knac A u B) e cpaBHHMa ¢ €KCITO3KHLIHATA NIPH 3ApaBH HHAHBUIH, KOTAaTO € Mpwrara A03a oT
10 mg. MiMa orpaHMueHH KIMHHMYHH JaHHH 3a 6e30macHOCTTa Ha Taaanadmn NpH MalHCHTH C TEXKa
yepHoapobHa HexoctarhuHocT (Child-Pugh xnac C). He ca Hanuuem gaHHM 3a NPHIOKEHHE HAa A03H
Tajanapwr €AuH MBET AHEBHO NPH MAlMEHTH ¢ depHoApoOHa HenocraThuHocT. Ako TaawJIEKC ce
npeamicBa €IWH NBT AHEBHO, TO TpsA0Ba Ja HanmpaBd BHHMATE/IHa HHAMBHAYaANIHA OpelieHKa HAa
OTHONIEHHETO NON3a/PUCK OT NIPEATIHUCBAIIHA 'O JIEKAP.

Hayuenmu ¢ duabem

Excnosuupara Ha taganapmn (AUC) npu nmaumeHTH ¢ auaber € 6una opubnnsurenHo 19% no-Hucka,
OTKONKOTO cTodHOCTHTE HA AUC 32 3gpaBu HHAMBHAHN. Tazu pa3iiKa B €KCNO3KIMATA HE laBa OCHOBaHHE
3a IPOMAHA Ha A03aTa.

3.3. IIpeakaHHHEYHH JaHHH 32 He30MACHOCT

HexnuHudHuTe JaHHM He mnoka3eaT ocoOeH pHCK 3a xopa Ha Oa3zaTa Ha KOHBCHUMOHA/THMTE
¢apMakoJIOTHYIHH TMPOYYBAHMA 33 0e€30MmacHOCT, TOKCHYHOCT MNpPH MHOTOKpAaTHO NpHIarake,
I'€HOTOKCHYHOCT, KAPLHHOTEHEH ITOTEHIHAI K PENMPOAYKTHBHA TOKCHIHOCT.

HsiMa noka3aTencTBa 3a TEPATONEHHOCT, €MOPHOTOKCHYHOCT WIH (PETOTOKCHMHOCT TIPH IUTBXOBE HIIH
MHLIKH, koHTO ¢a nomyuunu no 1 000 mg/kg/aneBHo Tamanadun. B npoydsane 3a IpeHaTATHO M
MOCTHATANHOTO Pa3BUTHE IIPH IUTBXOBE, J03aTa, IIPH KOATO He € HabmoaBaH edekT, ¢ Ouna

30 mg/kg/nnesro. Ilpu OpemereH wrpx AUC 3a M3uNCAEHOTO CBOGOAHO JICKAapCTBO NMPH TA3H J03a €
npubmuzurenso 18 meTH yopewkata AUC npu ao03a 20 mg.

Hama yBpexkIaHe Ha QepTUIHOCTTA NIPU MBXKKH M KEHCKHM ITbXoBe. [IpH Ky4era, Ha KOHTO € NpHIaraH
Tafanagui exeAHeBHo 3a 6 1o 12 Meceua npu a03u 25 mg/kg/AHeBHO (BoAeHIO 0 MOHE TPHKPATHO NO-
BHCOKa €KCTIO3HLMA [Mexay 3,7 — 18,6] oT HabGmionaBaHaTa NpH Xopa, Ha KOWTO ¢ JapaHa ¢IHHHYHA A03a
or 20 mg) M noBeye, € UMANO perpecHs Ha €NMTela Ha CEMEHHHTE KaHalyera, KO€To € JIOBEIo [0
HaMaJIeHHEe Ha CIEpMATOreHe3aTa Ha HAKOH Ky4eTa. Biokte chiio Touka 3.1.

6. QAPMANEBTHYHH JAHHH

6.1. CHnHCBK HA MOMOIOHHTE BelNecTBA




Cwovpoicanve na mabnemxama:
JlakT03a MOHOXHIpAT,
L-xunpoxcunponumienynosa - LH 11,

- L-xuapokcunponunuerynosa — EF,
Kpockapmenosa HaTpuil,

Harpues naypuncyndar,
Miukpokpucramaana nenynosa PH 102,
MarHe3neB creapar.

Durmoso noxkpumue Onadpaii Il TAN 85G27001 cvovpacawo:
JIelMTHH,

JKBIT XKene3eH OKCHJ,

TuranoB aAuoKcHa,

YepseH xene3eH oKcH,

{IonMBHHHIOB anKoOXOM, YaCTHYHO XUAPOIM3HpaH
Tank,

HepeH xKene3eH OKCH,
[TonueTHnen ramkon.

6.2. HecnBMecTHMOCTH
Henpunoxnmo.

6.3. Cpok Ha roaHocr
3 rOAUHH

6.4. CnennanHd yc10BHS HA CHXPAHEHHAE

Ha ce cbxpansea noa 25°C B opurMHanHaTa oraKkoBKa.
Ja ce chbXpaHaBa Ha MACTO HENOCTHIIHO 34 Jella.

6.5. Buaucrappaxanne HA ONAKOBKATA

[Ipospaynu PVC/PE/PVDC 6nucrepn nokpHTH ¢ anyMHHHERO $onHo.
Enun 6nucrep coaepxa 14 6poa dunMuapanu Tabnerku.

Pa3mep Ha onakoBKaTa:

14 6pos dunmMupanu Tabnerkn (1 onakorka/ 1 6nucrep).

28 Opos punmupanu Tabnerku (1 onakoka/ 2 6nucTepa).

6.6. Coennannu npeanasHH MepKn IPH HIXBLPAAHE

HsaMa cnenuanHy H3KCKBaHNA.

Henznon3saHuAT NPOAYKT WK OTIAABYHUTE MAaTEePHANH OT HEro TpabBa na ce M3XBBPIAT B
CLOTBETCTBHE C MECTHHTE H3HCKBAHHA.




7. NPATEXATEJI HA PAIPELIEHHETO 3A YIIOTPEBA

HOBEJI ®APMA EOQ
yi1. ,,OKONOBPBLCTEH ITBT Ne 36
Codna 1415, brirapua

8. HOMEP HA PAZPELIEHHETO 3A YIIOTPEBA

Perucrpauuones Ne 20210013

0. JAATA HA ITBPBO PAZPEINIABAHE/ITIOJHOBSABAHE HA PAZPEIIEHHETO 3A
YIHHOTPEBA

Jlata Ha mepBO paspemasane: 19.01.2021

10, HJATA HA AKTYAJIUSUPAHE HA TEKCTA
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