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1.  WUME HA JEKAPCTBEHHS TPOAYKT v 31 TBNHMTENHA ATERLMA N0 HEKAPCTBATA

Tananaxon 5 mg ¢punMupann TabneTku Ipf _]'\},-7/ é
Tadalacon S mg film-coated tablets Kost Paa. N ..Pz..__..

» Fagpewsenue Ne
2.  KAYECTBEH M KOJJMMECTBEH CHCTAB | & 3271

TEIJ].&J‘I&KOH g mg, d_JHJ]MHDﬂHH TabneTKH !mnw 1 ST et ireeresaneseesesnnesseas
Bcaka ¢pmnMypana tabnetka chabvpka 5 mg Taaanadun (fadalafil).

[ToMoLLHO BELECTBO C H3IBECTHO AeiicTBUE:
Beaka drnamupana tabnetka chabpxa 78,125 mg nakrosza v 0,7 mg nakro3a MOHOXUpaAT.

3a NbIHKA CNHCBHK HAa NOMOLHNWTE BELIECTBA BUXKTe To4Ka 6. 1.
3. JIEKAPCTBEHA ®OPMA

Munmupana Tabnetka

TapanakoH 5 mg gunmupanu Tabnerky

KbaTa, npoabnarosata, ABOHHOM3IMbKHANA, PUAMUpaHa TabneTka, ¢ BANLOHATO penedHO O3HauyeHHe
«1 57 OT eaHaTa cTpaHa ¥ rnajaka oT JpyraTa cTpaHa.

4. KJHHHYHH JAHHH

4.1 TepaneBTHYHH NMoKa3zaHug

Jleuewrie Ha epexTHNHa AUCHYHKUUSA MPU Bb3PacTHU MBIKE.

3a na 6bvae Taaanagpun ePEKTUBEH 3a Ne4CHHE HA CPEKTUIIHA AUCPYHKLUA, Ce H3KCKBA CEKCyanHa
CTHMYJTALHS.

TananakoH uamupanu TabnerTxu He ca Moka3aHu 3a ynorpeba oT KeHH.

4.2  JIo3ipoBKa H HAYHH HA NIPHJIOKEHHE

Hos3uposka

Buspacnuiu svaxce
[Mpenopbusanara A03a € 5 mg, NpHeTa NpeAd o4aKBaHaTa CexcyalHa akTUBHOCT, ChC MK He3 XpaHa.

MakcHManHaTa yecToTa Ha MpUeM € BCOAHDB¥K AHCBHO.

| Tpu naynenTH, KOUTO NpeaBUKAAT HecTa ynotpeda Ha TasanakoH (Hanp., NOHE ABA ITbTH CEAMHYHOD),
MOXeE Aa ce OOMMCIM KaTO NOAXOAALl peXWUM €IJHOKpaTeH LHEBEH NPHEM Ha Hall-HHUCKUTE 103
Tapanadmin, 6asvpaiiku ce Ha W3bopa Ha NaUMEHTa W PeLUEHMETO Ha NieKaps.

[Tpyu Te3u nauueHTH npenopbYBaHaTa fo3a € 5 mg, npueta BeAHBLK SHEBHO NMPUOAU3UTENHO B €IHO M
Chulo BpeMe Ha Aena. Jlo3aTa Moxke na ce Hamaiy A0 2,5 mg eAHOKpaTHO JAHeBHO Ha Oazata Ha
HHJIHBHAYANMHATaZ NOHOCUMOCT.

HPCOUCHARA.




Cneunanny nonynawmy
Muaice 6 cmapyecka ev3pacm
[Tpn MbXKe B cTapuecka Bb3PacT He c€ M3UCKBA a1anTHPAHE Ha 103aTa.

Muce ¢ 6Gvbpeviio yepesxcoane

He ce nanara HamalissaHe Ha J03aTa MPH NMaUWEHTH ¢ JIEKO 10 yMepeHo Ob6peuno yspexaane. 3a
NAUNEHTH ¢ TexKo 6bOpeuHo yBpexaane, MakCHMaiHaTa NpenopbyBaHa 103a 3a NPUEM TIPH HYXAa, e
10 mg. [pu naunents ¢ Texko 6GbOpeuHo yspexnaHe He ce NPenopbuBa €XEAHEBHO €AHOKPATHO
Ao3vpaHe Ha Tananadun (Bx. Touxa 4.4 1 Touka 5.2).

Muice ¢ veprnoopobno yepesicoane

[TpenopbyuTentata no3a ¢ TapanakoH 5 mg, npUeTa NMpeid O4aKBaHa CEKCYallHa aKTUBHOCT ChC MJIH
6c3 xpaHa. Mima OrpasvYeHH KIMHWUHK JaHHM 33 Ge30onacHOCTTa Ha Taganaduin ApH RAUKMEHTH C
Texka HepHolpoOHa HepoctatbyHocT (Child-Pugh knac C); ako ce HazHauasa, npeanucBaLIMsT nekap
TpAdRA Aa HanpaBy BHWMaTeNHa WHAMBUAYANHa NpeleHKA Ha CLOTHOWEHHeTo nonsa/puck. Hama
HalWYHKW AaHHW OTHOCHO MPUNOXEHUETO Ha TaJanadun B A03W NO-BHCOKH OT 5 mg Ha NaLMEHTH C
HepHOApOOHO yBpeKaAaHe.

Jlo3HpaHeTo €aMH MbT JHEBHO HE € OUEHABAHO MPU TALAEHTH ¢ YEPHOUPOOHA HEIOCTaTHUHOCT,
CNEN0oBATENHO, akO ce Ha3Hauyaea, nNpeAnwucBallMAT Jnekap TpabBa HAa HanpasBu BHUMAaTENHA
HHAWBMyanHa NpeUeHKa Ha OTHOLIEHKETO Non3a/puck (Bxk. Touka 4.4 u Touka 5.2).

Muvace ¢ duadent
ITpu MBiKe ¢ anabeT He ce U3KHCKBA NpoMAHa B J03aTa.

leduampuuna nonynayus
HaMa CLOTBETHO NMPUNOKEHUE Ha Tadanadui B NEAHATPHYHATA MTOMYNRALMS 110 OTHOUIEHKE NEUEHHETO
HA €pPEeKTHIHA AMCHYHKUMA.

Ha4uuu Ha npuioketive
TabneTky 3a nepopanHo NpUnoXeHue.

4.3 IpotuBOnOXa3zaHHA

Tananakon xe TpaGsa Aa ce H3NON3BA NPH NALMUEHTH C AHATOMKYHA AedopMalns Ha meHuca (KaTo
auryJjlaius, KkasepHosna gubposa unu Gonect Ha Peyronie).

TananaxoH He e rnokasad 3a ynotpefa ot xeHw.
'nanakoH He € npeaHaskaueH 3a Mbke Oe3 epekTHNHA AHCDHYHKUMS.
TananakoH HE € NpeaAHasHayeH 3a Mbaxke noa |18 roauHu.

CBPLXUYBCTBUTENHOCT KbM AKTUBHOTO BELUECTBO WM KBbM HAKOE OT MOMOLUHHTE BELLECTRA.
130poenu B TouKa 6. 1.

B KIMHUYHU NpOyuBaHMA € YCTAHOBEHO, “e TajanaMn YCWIIBA XWIOTEH3MBHUTE e(DEKTH Ha
HUTpaTuTe. CMATA c€, 4¢ TOBA € pe3ynTar OT KOMOUHHUPAHNTE edexTH Ha HUTPATUTE W Tazanadun
BbPXY NbTR azoTel okeu/ul MO, [lopaau Tosa, npunoxenueTo Ha TaaanakoH Npu MaUKReHTH, KOUTO
H3MOJI3BAT HAKAKBH (DOPMU HA OPraHUYHU HUTPATH, € IIPOTHBOTIOKA3aHO (BX. Touka 4.5).

Tananakox He Tpabea 1a ce Mpunara Ha MbXKE ChC ChPACYHH 3a00NSBaHHA, TIPH KOWTO CEKC




Cneanute rpyny NauMEHTH Che ChbpAEUHO-CLAOBO 3abonsBaHe He ca OMIM BKNIOYEHH B KIHHHYHU

npoyuBaHus U 3atosa ynorpebara Ha Tafanadun npu TAX € NpoTHBOMNOKAa3aHa:

- NalMeHTH ¢ MUOKApAeH UH(APKT B paMKUTE Ha nocneannTe 90 auu;

- MaLUEeHTH ¢ HeCTabUIHA aHIWHA WITH aHTHHa, NPOABABALLA CE 10 BpeMe Ha NOJIOB aKT;

- NMaUWeHTH CbC chpletHa HegocTaTeuHoCT kiac 2 mo NYHA (New York Heart Association) unu
MO~-BHCOK 1pe3 nocneanuTe &6 Mecela;

- MAUMEHTH ¢ HEKOHTPOJWPAHW apUTMHUK, XUNOTOHUA (< 90/50 mm Hg), unu HeKOHTpOMHpaHa
XHNEPTOHUA,

- MAUHEHTH C HHCYNT B pAMKWTE Ha NocneAH|Te 6 Mecela.

TananakoH ¢ npoTuesonNoKasaH Mpu NaUHEHTH Che 3aryba Ha 3peHUETO Ha eIHOTO OKO, B PE3yNTaT Ha
He-apTepHaiHa aHTEpPHOpHA HexeMuyvHa odHa HesponaTusa (NAION), HezaBHCHMO OT TOBA, AANH TO3H
€30/ € CBLP3aH WNY He ¢ NpeariiHa ynoTpeba wa PDES unxuburtop (BXx. Touka 4.4).

EavospemenHoTo npunokenne Ha PDES wHxubutopu, BKIKOYHUTERHO Taaanadun, ¢ ryaHunar-

KUKIA3HH CTUMYNAaTOpU, KaTO pUOUMIyaT, € NpOTUBOMOKA3aHO, Tbil KaTO TOBa MOXE Aa NMPHUYUHM
CHUMTITOMaTHYHA XUNOTOHUA (BXK. TOUuKa 4.5).

4.4 Cneusiaanu npeaynpexacHus H NpeAlasHHd MepKH npHu ynortpeba

[Tpeaun nevyenue ¢ Taganakon

Epextunnata auchynkuuns (E1) moxe na Op1e CHMNTOM Ha APYTrH noanexatiy 3abonasaHug,
BKIIOMHTENHO ChPAEHHO-CHAOBH 3a00NABaHUA, XHUTNIEPTOHUS, 3axapeH auabeT wnu aenpecus. [Nopaau
Taszud NpU4UHA BCHYkU Mbxe ¢ EJ] Tpabsa na 6baaT HachpueHH Aa ce KOHCYNTHPAT C ieKap B PAMKUTE
Ha 6 Mecewla, 3a Aa ce U3BBPLUM KIIMKUYHA OUEHKA Ha Bb3MOXKHHU CHNbTCTBALLY 3a00naB8aHus 1
PUCKOBU (haKTOPU, CBBP3AHU ¢ EPEKTHITHATA TUCHYHKIIHA.

Ako cuMmnTomuTe Ha EJl He ce nofgobpaT crie HAKONKO NoclieioBaTe THU NMpueMa Ha TaganakoH unu
AKO ChCTOSHUETO C¢ BIICIIKW, NALIMERTUTE TpAOBa Aa ObAAT MHCTPYKTHPAHH Ja NOTLPCAT NOBTOPHA
KOHCYNTAlMA ¢ fekap.

[1pu naigenTH ¢ aHaMHe3a 3a TA30Ba XUPYPrua UK paguKkaiia NpoCTaTEKTOMHUS CE NpenopLYBa
KOHCYNTaUuWd ¢ nekap, Thil kaTo epukacHocTTa Ha TafanakoH Mpu Te3n NaUUEeHTH He e YCTRHOBeHaA.

[1pu natMeHTH ¢ HIBECTHH HACNEACTBEHU AereHepaTHBHY 3aD0NABaHNS HA PETHHATA, KAaTO NMUTMEHTEH
PCTHHUT, CE NPENOpPLYBA KOHCYNTALMA € IeKap, Thit kaTto De3onacHocTTa HA TaganakoH Npy Tasu
HONyhalua He € yCTaHOBEHA.

ChpAeHHO-CBA0BH BAaKTOPH

[l0 BpeMe Ha NOCTMAPKETMHINOBW HabnOAEHUA U/MIW KNMHHYHM MpOyuBaHWA ca cbobdulaBaHu
CEPUO3HH CbPACYHO-CHAOBN CHOUTHA, BKNtOUBalM MHOKApAeH WHPApKT, BHE3aMHa ChpleyHa CMbPT,
HecTabunHa aHrMHa MEKTOpHC, KAMEPHU ApUTMMU, MHCYAT, TPAaH3WTOPHH WCXEMHHYHU ENU30AH,
rpbAHa Oonka, mannurauvn W Taxukapavd. [loBeueTo nauMeHTH, MPH KOWTO ca ChoOLaBanu Te3w
chOUTHA. ca ¥Manu npeaulecTBaull CbPAEYHO-CLAOBH PUCKOBH (akTopu. BoiipekH Toma, He e
RbIMOMKHO Ja Ce onpelesy KaTeropuuyHo, Aany Te3n CLOUTHA ca CBBp3aHd MPAKO C TE3H PUCKOBH
dakTopd, ¢ Taganadgui, CbC CCKCyalHATa aKTUBHOCT WIM C KOMOMHAuUWATAa HAa TE3W HAW ApYyrH
(hakTopn.

[lpy nauWeHTH, CbC CBABTCTBALLO JeYeHWEe ¢ AHTHUXWNEPTEH3UBHU JEKAPCTBEHH MPOAYKTH,
Tajanapun MoXe Ja HHAYLUMpa NOHWXKEHHUE Ha KpbBHOTO Hajidrane. Korato ce 3arousa eXeZHEeBHO
neuenue ¢ Taganadpun, Tpadea 1a ce OOMUCAH KIMHUYHATA BH3MOXHOCT 3a afanTHpaHe
AHTUXHUNEPTEH3IUBHOTO JIEHEHHE. ~




llpu naunenTn, kouto npuemart anda; Gnokepr, eIHOBPEMERHOTO NPUIIOKEHHE HA Tapanadun Moxe
Aa AOBCAC N0 CHMNTOMATHYHa XMNOTOHMA MPH HAKOM OT TAX (BX. Touka 4.5). KomGunuupaneto Ha
Tajanagun 1 JOKCa3z03WH He ce NMpenophysa.

3peHue

CrobluaBaHy ca 3pUTENHK HapyweHus W cnyyau Ha NAION (neaprepuanta aHTEepHOPHA MCXEMUYHA
O4YHa HEBPONATHA), CBbP3aHW ¢ Npuema Ha Tananapun v apyru PDES uHxubutopn. AHanusu Ha
AaHHW OT HCWHTEPBCHUMOHANHW NpPOYYBAHWA MNPEANONaraT MNOBHILUEH PUCK OT octpa NAION
(HeapTepHanHa aHTEPHOPHA HCXEMHUYHA O4HA HEBPOMATHA) MPH MBXKE C EPEKTHIHA JHCHYHKLHMA Clck
eKCNo3vUKs Ha Taganadun win apyrn PDES wuxuGurtopu. Twii kaTo TOBa Moxe aa 6bae oOT
MPaKTHYECKO 3HAYCHWE 338 BCHUKH MAUWECHTH, H3N0XKEHH Ha Tajanadui, NauHeHTLT TpaOBa Aa Obae
NpelynpexiasaH, Me B Cly4ald Ha BHE3aMHO 3pUTENHO HapylleHde, TpsbBa Oa crpe nMpHeMa Ha
TananakoH u na ce xoHcynTHpa HezabaBHO ¢ Jiekap (B, Touka 4.3),

Hamanen cnyx wnu BHe3arnHa 3aryba Ha cnyxa

Cnyuan Ha BHe3anHa 3ary0a na cnyxa ca chobuieHn cnen ynotpeGarta Ha Taganadui. Buipeky ue
ApYTH pUCKOBH (aKTOPH Ca Hanuue B HAKOW ciTyyau (Karo Harlp. Bb3pacT, AMABET, XUIEPTOHHS M
aHaMHE3a 33 MpefuwHa 3aryba Ha ciyXa), mauMeHTHTe TpsOBa Aa GBAAT NMOCLBETBAHW Oa cripaT
npueMa Ha Tajanaun v 2a MOTLPCAT He3abaBHO MeNMUMHCKA MOMOIL B Clyyail Ha BHe3amHo
HamMansBaHe Ha cayxa uau 3aryba Ha cnyxa.

buOpeuHo # yepHoApoBHO yBpexkIaHE

[1pu naunenTH ¢ Texcka 6bOpeyHa HeOCTATLYKOCT N03upaHeTo Ha TananakoH €XHOKPaTHO SIHEBHO HE
CC NpenopbYBa, nopaay nopuuweHara ekcno3nuus (AUC), orpaHnyeHUs KIMHUYEH ONKT U JIMTICATA Ha
BB3MOXHOCT 3a NOBIWABAHE HA KITUPBHCA NOCPEACTBOM AHATU3A.

Mma orpaHudeHn KIHHUYHY BaHHK 32 6e30MacHOCTTa Ha Tafanadmn, NPUNOKER KaTo eAWHHYHA 1034,
NpU MauueHTH ¢ Texka depHoapoOHa HeaoctaTbuHocT (Child-Pugh knac C). Ako TapmanakoH ce
Ha3HauaBa, TpAGBa Ja ce HanpaBM BHWMaTeNHa WHAWBMAYaNHa TIpeLEHKA Ha OTHOLIEHWETO
NON3a/pUCK OT NPEANUCBAalLHS Nekap.

[Ipyann3bM 1 aHaToMuuHa Aedopmalms Ha neHuca

llauneHTHTE, KOHTO €a WManH epekuus, NPoABIKMNAa 4 waca MAK nosede, Tpabea aa Obaar
MOCHBETBAHH J1a [TOTHPCAT He3abaBHO fekapeka NoMoLl. AKO PHANU3MET He Gbe NekysaH BeHara,
ThKAHTa Ha MEHNCA Ce YBPEX A U MOXKE [1a C€ CTHrHE 10 NMOCTOAHHA 3aryba Ha MOTeHTHOCTTA.

Tananakox TpabBa 1a ce U3NOM3BA ¢ BHUMAHWE NPK MALHEHTH ¢ aHaTOMUYHA AedopMaLiis Ha NeHnca
(K4TO Hanp. aWrynauus, xaBepHo3Ha ¢ubposa unu Gonect na Peyronie) uau npu nauueHTH Che
3a0014BaHUA, KOMTO MOraT Ja Chb3JafaT Npeapa3noNoXeHHe KbM NpUanuzbm (KaTo ChPROBUAHO-
K€TbYHA aHEMUSA, MYNTHNNIEH MUENOM WK IEBKEMUSA).

Ynotpeta ¢ CYP3A4 unxubutopu

M3uckea ce TMOBUIICHO BHUMaHWe, ako ce mpeAnuceBa TajanakoH Ha NAUUEHTH, KOWUTO W3NOA3BAT
MotsHu  CYP3A4  uHXWOGUTOpH  (PHUTOHABMP, CaKBUHABHP, KETOKOHA30M, MTPaKoHA3oN W
CPUTPOMHUHWH), TLH KaTo NpU KOMOWMHMpAHETO Ha Te3M JIEKapCTBEHM TPOJAYKTH ce 3abenssea
lOBMLIABaHE HA eKCNo3uuUATa Ha Tananagpun (AUC) (Bx. Touka 4.5).




TajanakoH ¥ Apyry Je4eHUs 3a epeKTURHA AUCHYHKUUS
He ca npoyueanu Ge3onacHOCTTa M €WKacCHOCTTAa Ha KOMOMHAUMWTE Ha Tapanadun W Apyru

MHXnouTopr Ha PDES niu apyrv nevenus Ha epexTHiHa aucdyHxums. [TanuentsT Tps6a 1a 6ble
HH(OpPMHUpPaH Aa He Nprema TaaanakoH 8 nogo6HH KOMBHHAUMM.

JlarkTosa

TananakoH cuabpxa naktosa. [NauneHTHTe ¢ peakH HaCTEACTBEHH NPOGTEMH Ha raJIakTO3Ha
HEMOHOCHMOCT, Lapp nakTazen IeQUUUT WK TIOKOIHO-TANaKTO3Ha Manabcopbuua He Tpa6Ba aa
pyeMaT TO3H NEKapCTBEH NPOAYKT.

Harpuii
To3n nekapcTBeH NPOAYKT CbAbpPXKa Mo-mManko ot | mmol natpuit (23 mg) Ha TabneTka, T.e. MoXe 1a
€€ KaXe, Ye NPaKTHYECKH He Chabpka HATPHIA.

4.5 BsaumoneiicTaMe ¢ APYTH JeKkapcTBeHK NPOAYKTH KU APYrH GOPMH Ha B3auMOoAEiicTBHE

[lpoyusanusta 3a B3aWmMogeilcTBUs ca mposedeHW ¢ 10 mg w/unu 20 mg Tananadun, KakTo e
nocouero no-aony. Lo ce oTHaca A0 Te3H npoyuBaHWs 3a B3aUMOAEHCTBHA, KBAETO Ca APUNaraHi
camMo 1031 Ha Taganagun ot [0 mg, KNMHHYHO 3HAYMMH B3aUMONEHCTBUA NPW NO-BUCOKHM HO3MU He
MOraT U310 Ja 6vAaT H3KTHOUEHH.

EdekTt Ha Apyry BellecTsa BLPXY Taaanadun

Mixuoumopu na yumoxpost P4350

Tananagun ce metabonusipa rnasHo 4pes CYP3A4. CenextuBHuar uuxuGurop Ha CYP3A4,
keTokoHason (200 mg aHeswHo), ysenuyasa 2 nbTh excnosuuuara (AUC) Ha tananapun (10 mg) u
Cmax ¢ 15% copamo croiiHoctute Ha AUC 1 Cmax npu camocTOATeNnHO MpUNoOXKeH Tajanadun.
Ketokonason (400 mg AHeBHO), yBenuuyasa 4 npTH excnosuuuarta (AUC) Ha Tapanadun (20 mg) u
Cmax ¢ 22%. PuTonasup, npoTeasen nuxubutop (200 mg, 2 mMbTH IHEBHO), KOWTO € HHXHGUTOp Ha
CYP3A4, CYP2C9. CYP2CI19 n CYP2D6, yeenuuasa ekcrnosuuusta (AUC) Ha tananadun (20 mg)
2-mbTi 6e3 na npomeHs Cmax. Bwnpeku ue He ca npoyuBaHu crneuMdWuYHM B3aUMOZEWCTBHA,
CAHOBpeMEHHaTa ynoTpeba ¢ Apyry npoTeasHu UHXMOUTOPH, KaTo cakBuHaBup, W Apyrd CYP3A4
WHXHONTOPU. KaTO €PUTPOMUUMH, KNapuUTPOMMLUKH, WTPAKOHA30N W COK OT rpeiindpyT, W3uCKBa
BHUMaAHUE, TbH KaTO MOXeE Aa €€ OYaKBsa Jla yBeIMYaT MIa3sMeHUTE KOHUEHTPALMK Ha Tananadun (8.
Touka 4.4).

CnepoBareniHo, YecToTata Ha HeXenaHWTe NIeKapCTBEHH peaklyy, MOCOYeHH B Touka 4.8 Moxe Ia
6bile NoBULLIEHA.

Tpancnopmuu oeamviu

He ¢ H3BecTHa ponsTa Ha TPaHCNOPTHUTE GeNTbUM (Hanp. p-rAINKONPOTEHH) BHPXY AUCTIO3MUMATA Ha
Tafanagun. CnefoBateliHO € Hanuue NOTEHUWAN 3a NeKapCTBeHW B3AMMOAEHCTBHA, MEAMNPaHU OT
[IOTHCKANHE Ha TPacnopTHUTE OCIITbUMR.

Hudyxmopu na yumoxpom P450

Unayktopbt Ha CYP3A4, pudamnuuun, Hamanasa AUC Ha Tapanapun po 88%, cnpsmo
croitiocTiTe Ha AUC npun camocrosarendHo npunoxed Ttapanapun (10 mg). Tasu uamanena
CKCTNIO3HUMA MOXKE 18 €€ O4aKBa Ra HaManM eUKacHOCTTa Ha Tazanaduii; CTernenTa Ha HaManerMe Ha
epukacHocTTa e HeussectHa., JIpyrn unayktopu na CYP3A4, kato denobapburan, denutomH u
kapbamasenuH, MOTaT CHLILO A3 HAMANAT NAA3MEHUTE KOHLUEHTPAUMH Ha Taganadun.




LdexTh Ha Taganadun BbpXy APYIrW JieKapCTBEHU NPOAYKTH

Humpaniu

[Tpy KkMUHWYHK nipoyuBaHud, Taganapun (5 mg, 10 mg u 20 mg) e nokasasn, He NOTEHLMpA
XUNOTEH3UBHUTE e(eKTH Ha HUTpaTuTe. [lopaay ToBa, NpUloKeHHeTo HAa TagamnakoH nNpu nNauueHTH,
NpHeMalln HAKOs PopMa Ha OpraHuuyeH HUTPAT € NpOTUBONoOKa3aHo (BX. Touka 4.3). Bb3 ocHoBarta Ha
pesynTaTH OT KIMHUYHO ApoyuBaHe, B koeTo 150 naudeHTd ca nonydvasajiv AHEBHH 103H oT 20 mg
Taganapun 3a 7 aHu u 0,4 mg HuTpornuuepuH cybnuHrsanHo B pasfiMuHO BpeMe, TOBa
R3aMMOACHCTBHUE € HaDNrOJaBaHC 3a NMoBede oT 24 4aca W He € HabnwoaaBaHo criedl M3THYaHe Ha 48
yaca OT nmocheaHarta Jo3a Taganadun. Taka, Npy nauveHT, Ha KOWTO € NpeANHcaHa HiKakBa J03a
Taganapun (2,5 mg-20 mg), ¥ 3a KOHTO NMPUNOXKEHHETO HA HUTPATH C€ CMATa 3a HeobXoaumo 1o
MEIULUMHCKU NOKA3aHUe B KHUBOTOCMACABALIN CUTYyaUWH, Tpsabea ga uMa noHe 48 vaca oT npHeMa Ha
nocsneaHaTa ao3a taaanagui, npeav NpUIoKeHKWeTo Ha HUTpatuTe. [IpH TakUBa YCAOBUA, HUTPATHTE
TpabBa fna ce npunarat MOA CTPOr MEAHWUMHCKH KOHTPOR K CbC CBLOTBETHO NpocieldBaHe Ha
XCMOAHHaMUKarTa.

Anmixcunepmenszuenu aekapecmeenu cpedcmea (BRIIOUUMENHO KATYUe8U aHmazoRucmu)
EAHOBpeMEHHOTO IprnaraHe Ha BOKCa303uH (4 1 8 mg AHeBHO) U Taganadun (AHeBHA 1033 OT 5 mg
20 mg xaTo eAHOKpaTHa J03a) 3aCHJIBa aHTUXUIEPTEH3IUBHUA eQeKT Ha TO3MU anda-0rnokep B 3HAUMMA
cteneH. To3M edekT ce 3anasBa IOHE JQBAHAJECET 4Yaca W MOKe JOa NpeJusBUKa CHMITTOMMH,
BKJIIOUMTENHO CHHKON. 3aTOBa Ta3d KOMOHHAUKWA He ce ApenopbyBa (BXK. TouKa 4.4).

MNpu npoyuBaHuna 3a B3aUMOAEHCTBUATA, U3BLPLUCHU NPU OrpaHuueH Opoii 3apaBu 10O6pOBONLM, TEIM
edekT! He ca chobuiery npu angy3o03WH WM TaMcyno3uH. Bce nak, € HeobXoauMo nNOBWILIEHO
BHUMaHHE, Korato tajanadun ce ynotpedaBa npu MauMeHTH, JIEKYBAHHU ¢ KakBUTO M Ja € anda-
Onokepn, ocobeHo npu NaudeHTHW B cTapuecka Bb3pacT. JleyeHneto TpabOBa Ja 3anoyHe Mpw
MHHRUMaJTHA J103a ¥ NPOTPEeCHBHO Jla ¢¢ aganTHpa.

[Tpy xNUHUYHK (apMaKONOrHUHW NPOYYBAHWA € W3CNEABAaH MOTEHUHANBT Ha Tajanadun Aa ycunea
XUMNOTEHIUBHUTE eQEeKTH HAa aHTHXUMICPTEH3IUBHUTE JiekapcTBeHU TNpoAyKTU. [lpoyusaHu ca
OCHOBHUTE K/1ACOBE AHTUXHUTEPTEH3UBHW JIEKAPCTBEHW TMPOXYKTH, BKIOYUTENHO KaNlUEBH
aHTaroOHUCTU  (aMNOAMMUH), WHXUOUTOPUTE HA AaHTMOTEH3WH KoHBEpTHpaums ¢eH3um (ACE)
(erananpui), bnokepute Ha DeTa-aapeHepruyHUTE peuenTopk (METONPONON), THA3UAHUTE AHYPETHIIH
(Genapoduiyasna), u Onokeputre Ha aHruotTeH3uH Il peuentopute (paznuyHu BHUROBE H A03M,
CaMOCTOSTENHO MJIM B KOMOMHALKA ¢ TUA3UAH, KAJILMEBUTE aHTArOHKUCTH, DeTa-0noKkepn, n/uan anda-
Onokepu). Tapanadpun (10 mg ocBeH B NpoyuyBaHWATA € AHTArOHUCTUTE HA aHrUoTeH3uH ||
PELENTOPUTE W AMJIOAUNHUH, NPY KOKMTO € npuiaaraHa Ao3a or 20 mg) HAMA KIWHUYHO 3HAYUMHM
R3aHMOICHCTBHA, ¢ KOWTO W Aa € OT Te3W KjacoBe., B Apyro KNHHKUYHO GapMaKoNOrHYHO MpoyYBaHe
Tajganagun (20 mg) e uINUTBAH B KOMOWHaUWA ¢ 40 4 Knaca aHTUXUIEPTEHIUBHH NMPoRYKTH. [lpu
faUMEeHTHTE, MpUEeMaln HAKONKO AHTUXHNEPTEH3IUBHH NpOAYKTa, aMOylnaTOpHUTE NPOMEHH B
apTepHaNHOTO HANATAHE U3MNEKAAT CBbP3aHU ChC CTEMEHTA Ha KOHTPON Ha apTEpPHATHOTO HANATaHe.
B Ta3u Bpb3ka, NpU NALUKEHTUTE OT KIWHUYHOTO U3NMWTBAHE, YHETO apTEpPHATTHOTO HansAraHe ¢ ownio
100pe KOHTPONUPaHO, HAMANABaHETO € OMN0 MUHUMANHO WNMW MoAOOHO Ha ToBa, HabioAaBaHO MpK
3apaBH xopa. [lpy yyacTHUUH B NPOYYBAHETO, NPH KOWTO apTEPHANHOTO HANAraHe Ha MAUHEHTUTE He
¢ OWN0 KOHTponuUparo, crnagaHeto € OGuno no-roiiaMo, BLIPEKH 4Ye TO HE € OHMNo CBBP3aHO C
XUNOTEH3IWBHH CUMITTOMU TIPH MOBEYETO OT nauueHTuTe. [1pn mauueHTH, nony4yaBaluly CbNbTCTRALLO
NIEYEHUE C AHTUXUNEPTEH3WBHYU JACKAPCTBEHH NPOAYKTH, Taganadgun 20 mg Moxke Aa WHAyUUpa
NoHWXkaBaHe Ha apTEPHANTHOTO HanAraHe, KOETo (¢ U3KIMONeHHe Ha anda Grnokepu — BX. Mo-rope), ¢
KaTo UAJ0 MATKO U HE € BEPOATHO Ja € KIWHUYHO 3HAYMMO. AHAITH3IHTE HAa AaHHKTE OT KIHHUUYHH
npoyusanua aza 3 He ca NOKasalH pasivka B HEXENaHWTE JIEKAPCTBEHU CbOUTUSA NpU nauMeHTUTE,

MNAUHCHTHUTE TpﬂﬁBa Jda C€ JaBa T1oAXo4Al KIHHWYEH CBBET 34 BBHIMOXKHO
APTEPHANHOTCO HANATAHE, KOTATO CC ICKYBAT ¢ aHTUXHTICPTER3WBHU JTICKAPCTBCHH TTRO



Puoyucyan

[lpeaAknMHUYHU NPOYUBAHNA NOKA3BAT AONBIAHUTENEH €PEKT HA MOHUKABARE HA CHCTEMHOTO KPbLBHO
Hanarare, korato PDES wuxubntopu ce xoMOWHUpaT ¢ puouuryar. B KJIHHHYHM Npoy4BaHus €
4OKa3aHo, Y€ pUoUMTyaT MOTEHUUPA XUTIOTeH3UBRUTE edekt Ha PDES unxuburopure. Hama fnaHHu
3a OnaronpuaTen KnnHuYeH egexT Ha koMOMHauuATa B Npoy4YBaHaTa momynauus. EgHoBpeMeHHAaTa
yrnotpeba na puouuryat ¢ PDES uuxuburopu, skmountenHo taganadun, € nNpoTUBOMOKa3aHa (BX.
TO4Ka 4.3).

Huxubumopu na 5-aigha pedyrmazama

B kIMHWUYHO MpOoyYBaHUWE, KOETO CpaBHABA Taganagun 5 mg, npunarald eAHOBPEMEHHO ¢ (PUHACTEPUA
5 mg, ¢ napauedbo nmoc guHacTepua 5 mg 33 odnekyasaHe HAa CUMNTOMUTE Ha AoDpoxayecTBeHa
Xunepanasus Ha npoctarara (JIXI1), He ca ycTaHOBeHN HOBM HEXeNaHH peakUMH. BbrpekH ToBa, Thil
KaTo oUUUANHO NPOYYBAHE 3a NIEKAPCTBEHHW B3aUMOAEHCTBUA 32 OUEHKA Ha eQEeKTUTE Ha Taganadun
W Ha unxuduTopuTe Ha S-anda peaykraszara (5-ARIs) He e nposexiaHo, Taganacdun Tpadea aa ce
npunara BHUMaTeNHO €AHOBPEMEHHO ¢ HHXUOUTOPK Ha S-anda peaykrazara (5-ARIs).

CYP1A42 - ecybempamu (nanp., meogdhunun)

Korato Taganadmn 10 mg ¢ npunoxeH ¢ Teodunun (HecenekTHeeH docdoaunecTepased HHXHOUTOP)
BbB (hapMaKoJIOTHYHO MpOy4BaHe, He € UMaNno PapMaKOKWHETHYHH B3auMOAeHCcTBUA. EAURCTBEHUAT
papMakoaAHHaMHYEH eekT € Oun neko (3,5 ynapa/MuHyTa) yBEJIWYEHHE Ha ChLpACYHATA YECTOoTa.
Bbnpexu 4e To3u eQeKT € BTOPOCTENEHEH U HE € OUN OT KIUHHUYHO 3HAaYEHUE NMPU TOBA MPOYUBAHE,
TOH TpAbBa Ja ce B3eMa MoA BHIMaHKUE NpH e{HOBpeMeHHa ynorpeba Ha Te3u nekapcTBeHH NPOAYKTH.,

Emunurecmpacuon u mepbymanun

Tananadgmn e noxasan, e NpeAU3BUKBA yBENTHUEHUE HAa ODMORATMYHOCTTA HA ETUHMIIECTPAAHON ClEA
nepopanie MpuiokeHue, NoACOHO YyBenWueHHE MoXe aa Oble OuYakBaHO [(IPH MEPOopaNHOTO
npuiokeHue Ha TeplyTanuH, BbIPEKH Ye KIUHUYHUTE NOCAEACTBYA OT TOBA Ca HEOTpEeIAeJIeHH.

Aaxoxoi

KoHueHTpauuuTe Ha ankoxo (CpeaHa makcumanHa KoHueHTpauus B kpbeTa (,08%) He ce noBnuasar
oT cbBMecTHaTa ynoTtpedba c¢ Ttaganagun (10 mg win 20 mg). B ponbnHedHwe, 3 4vaca cnel
€IHOBPEMEHHOTO TPUAOKEHUE ¢ allkoXos He ca HalJogaBaHK MPOMEHH B KOHUEHTpaUMHTE Ha
Tananadun. ANKOXonbT € NPUAOKEH MO HAYWH, YBEMHUYaBalll MAaKCHMAITHO CKOPOCTTa Ha abcopbuus
Ha alIKOXON (CYTPHH Ha raaaHo, 6e3 aa ce nprema xpaHa A0 2 4aca ciell NpHueMa Ha ankoxod)

Tananadmn (20 mg) He yBenuuaBa CpeaHOTO NOHKKABAHE HA KPBLBHOTO HandArawe, Npenu3BrWKaHo OT
ankoxona (0,7 g/kg unu okono 180 ml 40% ankoxon [Boaka] npu 80-KWnorpaMoB MbX), HO NpU
HAKOW XOpa MOXeE JIa ce HabioRaBa NOCTYPANEH CBETORBPTENK WM OPTOCTATHUHA XUNOTOHHUR. Koraro
Tananathvn ce npunara ¢ no-Mankd posu ankoxon (0,6 g/kg), xurtoreHsus He ce Habmonasa, a
CBETOBBPTEHBT ¢ HalMtonaBa ¢ 4ecToTa, NoAobHa HA Tasu Mpu CaMOCTOATENIHOTO NMPUIIOKEHUE Ha
ankoxon. EdQexTbT Ha ankoxona BbpXy KOTHUTHBHATa QYHKUMUA HE ce 3acWiBa OT Taganadun (10 mg).

Hexapcmsenu npodyvemu, mematonusuparnyu om yumoxpom P450

He ce ouaksa Tananapuyi Aa NpeAU3BUKBA KIAHWUYHO 3HAYUMO NOTHCKAHE WM HHAYKUWA Ha
KJIMpbHCa Ha AekapcTBeHW NpodyxTn, metabonusupanu ot CYP450 wiodopmuTte. ITpoyHusaHusTa ca
MOTBLPAHIHK, Y Taganadun He WHxubUpa wnu wnayuupa wlodopmure Ha CYP450, BkmounTento
CYP3A4, CYPIA2, CYP2D6, CYP2ZEIL, CYP2C9 u CYP2CI19.

CYP2C9 - cybempamu (nanp., R-eapghapun)
Tananadun (10 mg u 20 mg) HAMA KNHHUYHO 3HAYUM edekT BbpXy ekcrnoduuuata (AUC) nHa S-

BpeMe, NPean3BUKAHH OT BapapuH,




Acnupun

Tapanadun (10 mg v 20 mg) He NOTEHUUPa yBENMYEHHETO BbB BPEMETO Ha KbPBEHE, TIPHUKHEHO OT
aAUETHICANHUMNOBA KUCENIWHA.

Anmuduabemnu aekapcmsenu MPOOYKMu

He ca nposexiaHu cneudduyvHKM NpoyyBaHHA 3a B3auMoaelcTBHA ¢ aHTHAWAGETHM NekapcTBEHU
NMPOAYKTHU.

4.6 DepTuauTtet, 6peMeHHOCT H KbpMeHeE

TapanakoH 5 mg MaMupaHy TaDRETKH He € TToKasaH 3a ynoTpeda oT keHHu.

bpeMeHHOCT

Mma orpannueny pawuHy 3a ynotpebara va tamanadpun npu OpemeHHM xeHH. [Npoyusauusta npw
KUBOTHH HE MOKa3BaT nNpAKO WIH HENPAko BpeAHO Bb3AehHcTBHE BbpXy OpeMeHHoCTTa,
eMOBpuoHANHOTO/GETANHOTO pa3BUTHE, PAKIAHETO WM MOCTHATAIHOTO pa3BuTHE (BX. TOouka 5.3).
Kato npeanaszHa Mspka, 3a apeanoudTtase e ynotpebara Ha TananakoH no Bpeme Ha OpeMeHHOCT 2a
ce u3bdarea.

KbpMeHe

Hanuuuute ¢apmMakogWHaMHUHW/TOKCUKONOTMYHK AaHHW NpPHW KWBOTHH TOKa3paT eKCKpeuus Ha
Taganapun B xbpmara. He Moxe na ce W3KNIOUH pHCK 3a KbpmaueTo. TananakoH He Tpsbea na ce
H3M10J13BA 10 BpeMe Ha KbpMEHe.

Qeprunurer

Habnrogaeany ca edexT™ npy KyuyeTa, KOUTO MOXKE Ja ca HHAUKATUBHU 3a YBpexXJAaHe Ha
depTunuTeTa. JIBe nocneasalin KNWHUYKHH NMPOYYBAHHA TIOKA3BAaT, Y€ TO3IU eeKT € MANnKo BeposATEH
P X0pa, BbIPEKU 4e ce HabnroaaBa HaMalcHUE Ha KOHLUEHTPAaUKATa Ha CriepMa MPU HAKOH MbXE
(8. Touka 5.1 # Touka 5.3).

4.7 EdexTin Bbpxy cnocobHocTTA 34 Iopupane H pabdora ¢ MALIHHH
Tananadun nosnussa npeHedpexkUMo cnecobHOCTTa 3a WodHupaHe WU pabota ¢ MaIWHU, Bohipeky,
4e TIPY KJAHHHUYHY TTPOYYBaHHA YECTOTATa HA CHOOLLEHHATA 3a CBETORBPTEXK NPH rpynara ¢ ninauebo #

rpynara ¢ Taganadmn ga e Ouia ¢xoaHa, nauueHTUTe TpaOBa Aa ¢a HasCHO 3a TOBA Kak Llie pearupar
Ha Taganakou npeau wodupane Wi pabota ¢ MalLKWHU.

4.8 HexenaHu nekapcTBeHH peakuu

Pestome Ha npoduaa Ha be3onacHocT

Hali-uecTo chobllaBaHHTe HEXENAHU TEKAPCTBEHW peakuuu Npy MauueHTyH, NpueMally Taaanagun 3a
neveHHe Ha epeKkTHIHa avcdyHkuMda unu goOpokadqecTBeHa XHWNeEprnnasWs Ha npocrartara ca
rnaBobonune, aAucnencug, Oofka B rbpbda u MUANTUA, NPU KOUTO YECTOTATA CE€ YBENWuaBa C
MOBWIIIARAHE HA ao3aTa Ha Ttazanacdun. JoknageaHUTe HEXENAHW JIEKAPCTBEHU peakuuu ca 6unu
(IPEXOAHH 1 B NOBEHETO ClyHau Jekn A0 ymepeHH. [lo-ronaMaTta 4acT OT cnyyauTe Ha rnasobonue,
CLODILABAHU NpY NpUeM Ha TaaanadulR BEAHBK AHEBHO, ca Habsonasakwu npes nbpeuTe 10 no 30 AHK
0T 3anQUYBAHE HA JIQUECHUETO,




Pe3loMe Ha HexenaHuTe peakuitu B TabnHYeH BUA

B Tabnnuata no-gony ca U3bpoeHU HeXeNaHUTe NEKapCTBEHW peakliny, HabnoaaBaHW OT CNOHTAHHY
CLOOLUEHHS M MNpH nnauebo KOHTpONMWpaHW KIWHUYHM npoy4yBanwd (oOxBamaum obuo 8022
nauneHTH, fekyBaHu ¢ Taganagpun, ¥ 4422 nauueHTH, MonydaBanu nnauebo) 3a neyedHue Ha
€PEKTHNHA IUCHYHKUMS TIPU HYXJAAa W BEAHBK JHEBHO W 3a lleueHMe Ha RobpokauecTBeHa
XUliepnnasus Ha NpocTaTara BeAHbXK AHEBHO.

Kougettus 3a dectorara: MHoOro dectv (=1/10), uectu (>1/100 mo <1/10), Heuecty (=1/1 000 no
<[/100). peaku (=1/10 000 po <1/1 000), MHoro peakn (<i/10000) u ¢ HenzBecTHa yecTtoTa (OT
HAJIMMHUTE JaHHW He MOXe Aa ObJe HanpaBeHa OUEHKa).

Miioro yectn YecTH HeuvecTH Peaxn
(=1/10) (=1/100 po <1/10) (=1/1 000 no<1/100) (=1/10 000 ao <1/1 000)
Hapvutea na umynnama cucmesma
Peakunu Ha AHrnoeaem?
CBPBXUYBCTBUTEJIHOCT
Hapywenwt na neperama cucmema
I"'naBobonue 3aMasHOCT Uncynt! (BkaounTento
XeMOoparuuHu ¢cb0UTHA)
CuHkon
TpaH3UTOPHHU UCXEMHUYHH
NpUCTHLNMU
Murpena’
Mpunanbuu?
TpaH3WTOpHA aMHe3UA

Hapvwenus na ovume

3aMBriIeRO BUMIAHE, HapyuweHue Ha 3pUTERHOTO
Ycewauus, onuceaiu | none

kaTo 00/1Ka B OYHTE OTok Ha KnenayuTe
XunepeMus Ha KOHIOHKTHBaTa
HeaprepuanHa aHTepuopHa
MUCXEMUYHa OYHA HEeBpONaTHs

(NAION)?
3anyusaHe Ha CbIOBETE HA
peTHHAaTa’
Hupvuwenus na yxomo u rabupunma
THHHTYC BrezanHa riyxora
Cupoeuiu napyuwenus'
Taxukapaus MuokapaeH nHdapkT
[Mannuraunu Hectabunna creHokapana?

KamepHa apuTmus®

(roogu napyute Hs

3auepssaBaHe Xunorouus®
XUNEPTOHHUA

Pechupamopnu, apvOHU U MeQUAcmuraliu HapYuenus

Hazanna kourectus | JlucnHes

Enucrakcuc
('moMmauino-upesi Hapyuenua
Huvcnencus Kopemna 6onka
[MosphlyaHe
FapeHe
["acTpoesodareaneH
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pedurykc

Hapywienua na xoxxama u nooxkoxcnama mvxkau

Obpus Yprukapns

Cunapom na Stevens-Johnson’
ExcdonnatiuseH nepmMatut?
Xunepxuaposa

(notene)

Hapyutenus na MyCcKyiHO-CKEACMHAMA CucmemMa U CoeOUHUMERRAma MmevKax

bonka B rbpba
Mmuanrus
bosika B kpallHUK

Hapywienua na Ovopeyume u nukoyHume nomuuia

XeMaTypus
Hapywenua na av3npoussodumennama cucmema u 2vpoama
YabmkeHa epekuns Mpuanu3nm?
KpbBOU3IHB B neHKCa
XeMaTocrepMus
Obwgu napyuenus u eexntu Ha MACMomo Ra NPIWIONCEHUE
Ipbana 6onka’ OToK Ha THueTo?
[Mepudepek orok BhesanHa chpacyHa cMbpT'?

YMopa

(1) loBeyeTo OT MauMeHTUTE UMaT MPEALIECTBALLH CHPACYHO-CHAOBH PUCKOBH dakTopu (BX. TOUYKa
4.4),

(2) Cwobuiapavu npu MNOCTMAPKETHHTOBOTO HaOMOAEHWE HEXeNaHHW peakLUH, KOUTO He ca
Hadaroaasany npu nnauedo KOHTpONHpaHH KITHHUYHU NPOYYBaHHS.

(3) TMo-yecTo noknazeawa, Korato Taganadun ce nmpunara npH MAUWEHTH, KOWTO Beve MOTyYaBaT
AHTHXUNEPTEH3UBHY NEKAPCTBEHN NIPOAYKTH,

QnucaHue Ha UIBpaHy HexeNlaHn peaKuun

HeanauuTtento no-ronama yectora Ha oTknoHerus 8 EKT, npeau Bcuuko cuHycosa Opagukapaus, e
AOKNaaBaHa Mpu NauWeHTH, JIEKYBAaHK ¢ Taganadpun eAuH MbT JHEBHO B CpaBHeHWe ¢ mmauebo.
[loreueTo oT Te3u oTkioHenns B EKT He ca cBbp3aHu ¢ HeXellaHuTe NeKkapcTBEHH peakumi,

ﬂ PYrH CTICLHATHH NONYTallHH

Hannute npu nauMeHTH Ha Bb3pacT Haa 65 roAMHHM, KOMTO NpHemaT tagatadui B KIMHMYHH
NPOy4BaHHUA WNHX 33 JIEYEHWE Ha epekTuNHa OMCPYHKUMA, UNH 33 JieueHUe Ha JoOpokavecTtseHa
XHIIEPMNA3ng Ha NpoCTaTaTa, ca orpaHnyeHd. B KIIMHWYHHK npoyuyBanua ¢ Taganadwui, npremaHd npH
HYXKJA 32 NleYeHHe Ha epekTunHa aucyHkUWA, AHapus ce cbobulaea Mo-YecTo NPU MAaUHUEHTH Ha
Bb3pacT Hag 65 roAWHu. B kNMUHUYHU Npoy4YBaHua ¢ Taganapun 5 mg, npuemMaH BeAHBX JNHEBHO 3a
neveHue Ha 100pokayecTBEHa XUNEPNAA3HA Ha MPOCTATATa, 3aMasHOCT ¥ IHapHs ca cboOLIaBaHu fo-
YECTO MPU NAUMEHTH HAA 75-roaHLLIHA BL3PACT.

CoobuiaBaHe Ha NOAQ3UPAHU HEXKENAHU peaKiLWH
CuobuiaBaHeTo Ha NORO3UPAHK HEXENaHK peakUMH CNea pa3pelaBale 3a ynoTpeba Ha nekapcTBeHHs
NPOAYKT € BaXKHO. ToBa Mo3BoJgBa A4 NPOABLIKW HAOIIOAEHWETO HA CHOTHOLUEHWETO NOoN3a/pucK 3a
NIEKApCTBEHUA NpoaykT. OT MeOUUHHCKHUTE CNeuralucTH ce W3KWCKBa Ja choOllaBaT BCAKA
[10103UPpaHE HeXellaHa peakuus upes:
M3nbanuTeNHa areHuUs no nekapersaara
yi. . Jlamsan [pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitT: www.bda.bg




4.9 TIlpeaosupane

[Mpu 3npaBn nobposonuu ca naBaHW eauHWYHM A03u A0 500 mg, a Ha nMaUMEeHTH ca NpHIaraHy
MHOrOKpaTHW IHEBHW 034 Ao 100 mg. Hexenanurte nekapcteeHu cbOuTHA ca Gumu nogobHMU Ha
OHE3U, HabI0AABAHM 11PY HO-HUCKY N03U. B ciryuante Ha npenosupane, ako ce Hanara, TpabBa za ce
NpeANPHEMaAT CTaHAAPTHUTE noaAbpXal¥ ™Mepkd. XeMOAWanu3atTa He3HAYMTENHO crnomara 3a
eTUHMUHUPAHETO Ha Taganadun.

5.  ®APMAKOJIOTUYHU CBOVMCTBA
5.1 ®dapmMakoAMHAMUYHH CBOHCTBa

(bapMakoTepaneBTHYHA rpyna: YpONOrMYHH CpEJACTBA, JIeKapCTBEHW TNpPOAYKTH, TPUNAraHd TpH
epexTunnra auchynxuns, ATC kon: GO4BEOS

MexatnitM Ha anelicteue

Tananagun € cenekTHBeH, ob6paTUM MHXWOWTOpP Ha LMKJIMYHMA TyaHO3MH MoHogocdar (ulMD) -
crieurdrurara pocdoanectepasa Tun 5 (PDES).

Korato cekcyafHOTO CTUMyRupaHe Mpeau3BUka NOKAMHO OCBOOOKIABAHE HAa a30TeH OKCHA,
WHxubOuparneTo Ha PDES oT Tapanadun npeau3BWkBa NoBHUIEHW HWBA Ha Ul M® B kaBepHO3HUTE
Tena, Tosa BOAM A0 OTMYyCKaHe Ha rnajkata MycKynaTtypa W NMPHTOK Ha KPbB B TbKaHHTE Ha TIEHUCA,
BOAELLO Na epexuns. Tanana@un € HeedieKTHBEH B NIEUCHUETO HA EPEKTUNHA AUCHYHKUHA NPK NUNca
HA ceKcyanHa CTHMyNaLus.

(DapmakoavHaMUHMHN ederTH

[lpoyusanuaTa in vitro ca nokasanu, ye Taganadun e celekTMBeH WHXWOGHTOp Ha PDES. PDES e
€H3WM, KOHTO ce OTKpHBA B TNIaQIKaTa MYCKYJlaTypa Ha KaBEPHO3HOTO T4NO, CHAOBATA W BHCLEpAIHA
rnajaka MYCKyNnaTtypa, CKeneTHuTe MYCkyaW, tpombouutute, Onbpeunre, Genua apo6 v mankus
MO3bKk. J[leficTBHeTo Ha Tapanahpun e mno-cunHO BbpXy PDES, oTkOnkoTo BBpPXY Apyru
doconrecrepasn. Taganapun e > 10 000 nbTH no-MolleH 3a PDES5, 0TKONMKOTO M0 OTHOLIEHUE Ha
PDEL, PDE2 v PDE4 - eH3uMKW, KOUTO C€ OTKpHBAT B ChPUETO, MO3bKA, KPBLBOHOCHUTE ChIOBE,
qepHua apod W apyrv opranu. Tapanagun e > 10 000 nbT no-mMoileH no oTHoweHuwe Ha PDES,
OTKOJIKOTO 1o otHoweHHe Ha PDE3 — en3um, Hamupall ce B ChpLUETO U KPBBOHOCHHTE ChJ0Be, Tazu
celleKTHBHOCT KbM PDES. cpaBHena cue cenektuBHoctTa kbM PDE3 e BaxkHa, 3auioto PDE3 e eHium,
ywacTBall B MeXaHHW3Ma Ha CbPACYHUTE CbKpalleHus. B aonwiHeHwe, Taganadun e npubnusutenno
700-nbTH no-moulex no oTHouweHue Ha PDES, otkonkoto cnpsmo PDE6 - eH3um koliTo ce HaMupa 8
peTHHATA ¥ € OTrOBOPEH 3a oToTpaHcaykuuata. Taganadun e cbuo > 10 000 nbTH Mo-MouIeH no
oTHoleHue Ha PDES, otkonkoTo no oTHoweHnue Ha PDE7, no PDE10.

KnnruuHa eQKacHOCT 1 ©e30NacHOCT

Tpu KNHHKYHU NpoyuBaxus ca nposeacHu ¢ | 054 nauneHTH B ROMaLUHH YCIIOBHA 33 ONpeaensHe Ha
MPOABIIKUTENIHOCT HAa OTFOBOpPZ KbM Tajanapun ¢ nMpueM npH Hyxda. Tananadwun e mnokasa
CTaTUCTHYECKH 3HAYUMO nojodpeHue B epekTMNHaTa QYHKUMA M CNOCOOHOCTTA [1a Ce HM3IBBLPLUM
yCneweH nosos akT fo 36 vaca ¢inen rpueMa Ha J03aTa, KakTo U B crocOoOHOCTTa Ha MallMEHTHTE Jia
noiyvyaT H NOJABPHKAT epeKUUd 3a YCMELUEeH NoJoB aKT, B cpaBHeHWe ¢ niauebo, oule Ha 16-Tara
MHHYTa CieA ITpUEMa Ha Jio3arTa.

Tananadun, NpUAOKEH Ha 3ApaBH NMUA, HE NPEAN3BUKBA 3HAYHMA Pa3IMka B CPaBHe

CMCTONHOTO W JAMACTONIHOTO KPbBHO HaAsraHe B JerHaio nojoxeHue (cpe
HaMmaneHuwe ot 1,6/0,8 mm Hg. ¢LoTBeTHO), B CHUCTONMHOTO W AWACTONHOTO K
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M3NpaBEHO NOJOXKEeHHe (CpelHO MakcuManHo HamaneHue ot 0,2/4,6 mm Hg, cbOTBETHO), U HaMa
3Ha4MMa NpoMaHa B CbpaevHara 4ecToTa.

[Tpu npoyuBaHe 3a OUEHKA Ha edeKTUTE HAa Tajanadun BBPXY 3PEHHUETO, HE Ca OTUETEHHW HUKAKBU
HapyLIEHVd B pa3no3HaBaHETO Ha WUBETOBETE (CUHBO/3ENEHO) MOCPEACTBOM W3MON3BAHE HA TecTa
Farnsworth-Munsell 100-hue. To3u peszynTtat kopecnonavpa ¢ HUCKUA aQUHUTET Ha Tadanapun KeM
PDE6 B cpaBHerue ¢ PDES5. BbB BCHMMKH KIMHUYHM NpoyuBaHHsA, CboDILIERHATA 3a NPOMEHW B
IBETHOTO BUAaaHe ca peaky (< 0,1%).

[TpoBeAeHH ca TpWM NpOy4YBaHUA MpU MbKE 3@ OUEHKA Ha TMOTEHUHATHHUA edekT BBbpXY
cnepmartoreHesara Ha Taganagpun 10 mg (eano 6-MecevHo npoyusaHe) w20 mg (egHO 6-MeceUHo U
¢IHO 9-MeceuHO NpoyuBaHe), NMpunaraH exeAHeBHO. B JBe oT Te3u mnpoyysaHusf e HabmonasaHo
NOHMKEHNE HA KONUUYECTBOTO U KOHUEHTPAUKATA HA CTIEpMaTa, CBbP3aHO C JIEYEHHETO ¢ Taaanadua ¢
MaJika BEpPORTHOCT 3a KNTMHWYHA 3HAYWMOCT. Te3n edexTu He ca Ounu CBbp3aHH C NPOMEHU B ApYTH
napamMeTpH, KaTo noasuxHocT, Mopgonorus u FSH.

Tananadun B go3u oT 2 mg o 100 mg e 6un uscneaBad B 16 KIUHUYHU TIPOYUBAHUR, BKAHOUBALILH
3 250 nauMeHTH, BKIOYUTENHO TAUMEHTH C epekTHNHa AMCHYHKIWSA OT pasiHuyHa TEeXECT (Jiexa,
YMEpPEHa, TEXKa), €THONorua, Bu3pacT (Mexay 21-86 roawHu) W eTHHUECKA MPHHAMIEKHOCT.
fToseueTO MNAUMEHTH ca CLOOLIMUIM 32 MTPOABIDKHUTENHOCT Ha epeKTHIRATa AUCPYHKLUMSA OT OKOMO MOoHE
¢liHa roauHa. [pu npBoHaYanHKWTE NpoyuBaHud 3a edeKTUBHOCT BbpXy oblnara nomynauus 81% or
nauvMeHTHTe chobuiapaT, ye Taaanadun e noaobpun TAXHUTE epeKurn B cpaBHenue ¢ 35% npu
nnauebo. Cblo Taka, NaUUMEHTHTE C EpeKTUIHA AMCQYHUHA OT BCUYKH CTEMEHW Ha TeXeCT
chobulasatT 3a MOZOOPEeHU epexUMH, fokaTo ca Biemanu Ttaganadpun (86%, 83%, w 72% 3a nexa,
yMEpeHa, W TexKa, ChOTBETHO, cpaBHeHO ¢ 45%, 42%, u 19% c nnauebo). Ilpn nbprOHaUanHUTE
NpPoyuBaHHA 3a edeKTHUBHOCT 75% OT onWTHTE 3a MONOB akT ¢ Taganadgun ca OUAK YyCNEWHH B
cpasHeHue ¢ 32% npu niauedo.

[pit eano 12-ceAMHUHO NpoyuBaHe, nposeieHo Npu 186 nauventH (142 Tapanadun, 44 nnauedo) ¢
epexTUNHa AUCYHKUHA BCNEACTBHE Ha yBpeM(AaHe Ha TpbOHAuHHUA MO3LK, Tadanapun 3HAYUMO
noaobpasa epekTUNHATA PYHKUHUA, KOETO BOAH JO CPEAHA 4E€CTOTa HA YCNEWHHTE ONMUTH 38 HHAKBUA
ot 48% npw nauveHTHTe, Tpetupanuu ¢ Taganadun 10 wau 20 mg (reBkasa Jo3a NpHU NMOUCKBAHE), B
cpasHenue ¢be 17% npu nauebo.

[leauaTpryna nonynaums
[Mpy neavaTpuysHuU nNaulMeHTH ¢ MyckynHa auctpodus tun Hiowenw (MIJL), € nposeaexHo enwo
poyuBaHe, B KOETO He ca HabnoaasaH® JaHHH 3a edukacHocT. TIpy 331 mMomueTa Ha Bb3pacT 7-14
roawuu ¢ MJIJ, Ha kouTO ce npunara ¢IHOBPEMEHHO NEYeHHEe ¢ KOPTUKOCTEPOUOH, € TMpOBEIACHO
paHLOMH3MpaHo, ABOMHOCAANO, Mlauebo-kOHTpONUpaHo, HapanelHo Npoy4YBaHe ¢ 3 paMeHa ¢
tapanadun. TlpoyusaHeto BrIOYBAa 48-ceIMHUEH ABOHHOCHAT repuold, B KOHTO MalUUEHTHTE Ca
PaHAOMU3MpanK A3 nonyvasar Taganadun 0,3 mg/kg, Tananapnn 0,6 mg/kg unu nnauebo BcekH neH.
Taganadun He nokaspa edUKaCHOCT NO OTHOLIAHKE 3abaBsHe Ha BNOLIABAHETO HA CROCODHOCTTA 34
CAMOCTONTENHO XOMleHe, W3MEpPEHO ¢ MOMOLUTA HA NbpPBHYHATA KpaliHa TOYKa - 6-MHHYTEH TeCT 32
xoneHe (6 minute walk distance, 6SMWD): cpeaHa npoMaHa Ha Hal-MankwTe kBaapatu (least squares,
LS) B Tecta 6MWD Ha 48-ta ceamuua e -51,0 metrpa (m) B rpynara, nonyuasaua nnauebo, B
cpaBHeHue ¢ -64,7 m B rpynara, noayuasauia taaanadgun 0,3 mg/kg (p = 0,307), u -39,1 m B rpynara,
nonydasala Taganapun 0,6 mg/kg (p = 0,538). OcseH TOBa, JUNCBAT JaHHH 33 €(UKACHOCT OT
BCHYKK BTOPHYHW aHaNW3W, M3BLPLIEHH B TOBa npoyuysate. OOwmTe pesyntatd 3a 6e30MacHOCT OT
TOBA NPOYYBAHE KATO LANO Ca B CbOTBETCTBUE C U3BECTHUA npodun Ha HesonacHOCT Ha Tapanapui 1
¢ nexenanute cuourua (HC), ouakeaHu B neawarpwdHara mnonynauvws c MJIJL, nosyvapawa
KOPTHKOCTEPOUIH.

FBponelickata areHuds no JekapeTsaTa OCBOOOXAaBA OT 3aABJIDKEHHETO 3a
pPe3yATaTUTE OT MPOYUBAHWSA BLB BCHUUKHW INOATPYNH Ha NEAHaTpHYHATa NOMyJa
epekTHIHATa AUChYHKUNA. BrkTe Touka 4.2 3a nHdOpMaLlkis OTHOCHO ynoTpeba
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5.2 @dapMaKoKHHETHYHH CBOICTBA

Abcopbuvs

Tapanadun ce abGcopbupa nNecHO cnel MNepopaiHe MPUIIOKEHUE W HaOmoAaBaHUTE CpeaHU
MaKkCUMaJIHK TuTazMeHM KoHUeHTpauun (Cumex) C€ TMOCTHTaT 3a CpeAHO BpeMe OT 2 yaca cnel
npunoxeHueTo, AGcomoTHaTta SHOHANUYHOCT Ha Tadanadun cnen nepopanHo MpUIIoKEHUE He e buna
onpeaenena.

CxopocTTa H cTeneHTa Ha abcopbuus Ha taganagun He ce MOBNHABAT OT XpaHa, Taka Ye TajanakoH
MOXe J1a ce NpHeMa He3aBUCUMO OT XpaHeHeTo. BpeMeTo Ha npuem Ha 103aTa (CYTpHH CpAMO Beuep)
HEMa KITMHMUHO 3HAYHMH edeKTH BbPXY CKOPOCTTa U cTeneHTa Ha abcopbuwms.

PaznpeneneHue

Cpeannuar obem Ha pasnpeaeneHue Ha Tananagun e npubnniutenno 63 1, koero nokasga ue
Tajanadun ce pasnpeaens B TbkaHWuTe. [IpH TepaneBTHYHK KOHUEHTpauuu 94% ot Tananadun B
njasMara c€ cBbp3Ba ¢ NpoTeuHUTe. CBBbp3BAHETO C NMPOTEHHHTE HE CE€ 3acAra MpH HapylieHa
ObOpeuHa PpyHKUMA,

flo-manko ot 0,0005% oT npueTtaTa A03a ce NOABABA B CNIEpMATA Ha 34paBu WHAWBHIH.

Buotpancdopmaling

Tananadnn ce metabonusupa npeaumHo nocpeacrsoM uutoxpoMm P450 (CYP) 3A4 wsodopmara.
OCHOBHHAT UMPKYNUpall MeTaboNuT € MeTUnkarexon rokKOpoHUA. To3n merabonut ¢ noHe 13 000
NuTH no-ciabo axTureH oT Taaanadun no otHoweHue Ha PDES. CnefosatenHo, He ce ovaksa Ja ¢
KITHHHYHO aKTUBER NpH HabNioAaBaHHTE KOHUEHTpaUMy Ha MeTaboauTa.

EAUMUHUpaHe

CpeaHHaT nepopalieH KIWpbLHC Ha Tajanagun e 2,5 |/4ac, a cpeaHuaT nomykueoT e 17,5 yaca npw
3apaey wHauBuan. Tananadun ce ekckpeTnpa NpeAMMHO KaTO HEAKTHBHU METabO0NMTH, OCHOBHO ¢
dbexanuute (npubnusuTenHo 61% ot no3ata) U B No-Mallka CTENEH ¢ ypuHara (nMpHONU3uTenHo 36%
OT A03aTa).

JTuHeHOCT/HeNUHEHHOCT

(PapMakoKHHeTHKaTa Ha Taganadun npu 32paBH HHAUBHAKW € HHEHHA MO OTHOWEHHE HA BPEMETO W
nosata. Ilpun no3u ot 2,5 no 20 mg, ekcnosuuusta (AUC) ce ysenuuaBa NpoNMopUHOHATHO ¢ 103aTa,
CTauMOHAPHOTO CLCTOSHWE HAa MAa3MEHMTE KOHUEHTPaUWH €€ NOCTHraT 3a 5 AHW NpH A03MpaHC
BCAHBLAC AHEBHO.

(hapMakoKMHETHKATA, oOMpeAeneHa C MOMYyNAUWOHHWUA TOAXOA, NpW TNauWeHTH C epeKTUIIHA
auchyHkuus e nogobHa Ha hapMakoKWHeTHKaTa NMPH UBIUBUIN 6e3 epeKTHIIHA ZUCHYHKIUA.

Crieynanuy nonytauuy

Hayuenmu 8 cmapyecka gv3pacm
31pasH nauxeHTH B CTapuecka BbipacT (65 roAWHK WKW NO-Bb3PACTHM), HMAT NMO-HUCHK NEpopaneH
KNUPLHC Ha Tananadmn, soaewo Ao 25% no-sucoka excnosnuus (AUC) B cpaBHEHUE

Aasa OCHOBAaHHC 34 NMPOMAHA HA A034T4a.
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bvOpeuna nedocmamvunocm

[Mpyn KAMHUYHK (APMAKONOTHYHYM [POYUYBAHWA € €AHOKpaTHa Ao3a Tapanagpun (S mg mo 20 mg)
ekcnoznumaTa Ha Taaanapun (AUC) e npubnusntento yapoeHa NpH HHAUBUAM C feka (KpeaTHHHWHOB
kKaupsHe 51 a0 80 ml/min) unu yMepeda (kpeaTuHuHoB KJIHpBHC 31 Ao 50 ml/min) 6n6peuna
HEROCTATLYHOCT M TIPH WHAWBMAW ¢ KpaeH crapuu Ha ©6ubpeuno 3abonspane Ha auanuza. [lpw
NauUMEHTH Ha XeMoanannia Cpax € Ouno 41% no-Bucoko OT HabNOAABaHOTO NMPU 3APABH XOpa.
XeMoauanusara He3HauWTEeTHO cTIoMara 3a eNMMUHUPaHeTo Ha Taganadu.

Heprodpobua riedocmanreurocm

Excnoznunata Ha Taganapun (AUC) npu HHAMBUAM ¢ neka A0 yMepeHa uepHoapobHa
HepocTaThyHOCT (Child-Pugh knac A u B) e cpaBHUMa C eKCno3MUMATA MPH 3ApaBY KHIUBUIM,
korato ce npunara mgosza ot 10 mg. Mma orpannveHd KIHHWYHHM JdaHHW 3a GesonacHocTra Ha
Taganadun npu nauHeHTH ¢ Texka vepHoapobra HemoctarbunocT (Child-Pugh knac C). He ca
HAaNUYHW N3HHH 3@ NPUNOKEHHUE NMPH €IHOKPAaTHO AHEBHO JO3WpaHe Ha Taganadui npu nauMeHTH ¢
YepHORPOOHO HapylueHne. Ako Tazanadun ce NpeAnucBa KaTo €JHOKPATHO ITHEBHO J03HpaHe,
NpeANUCRAILUAT nekap TpabBa Aa HanpaBy BHUMATENHa MHAUBUAYANTHA NpeueHKa Ha OTHOLUEHWETO
non3a/puck.

Hayuenmu ¢ ouabem

EkcrozuuunaTa Ha Taganadgun (AUC) npu naumeHTyn ¢ quadert e Ouna npubnusurtento 19% no-Hucka
ot ctoiinocTuTe Ha AUC 3a 3apasu HHAWBUAM. Ta3m pas3fivka B €KCIIO3WUMATA HE AaBa OCHOBaHHeE 33
NpoMAHA Ha Ao3ara.

53 MpeaxkauHnuun gaHuu 3a 6e3onacHocTt

HeknmuutnuTe naHHU He 1noka3Bar ocoDeH pHUCK NpH Xopa Ha 0a3zara Ha KOHBEHLUWOHANIHWUTE
(papMakonorHyHK U3NUTBaHUA 3a Oe30MacHOCT, TOKCUYHOCT NPH  MHOIMOKPAaTHO MpunaraHe,
FeHOTOKCHYHOCT, KAPUXHOTEHEH TTOTEHUHMAN, K pEeNpOLYKTHBHA TOKCHYHOCT.,

Hama RokasaTencTea 3a TEPATOreHHOCT, eMOPUOTOKCUMHOCT UNTH (PETOTOKCUYHOCT NIPH TbXOBE MITH
MHLIKHA, KouTO ca nonyuund a0 1000 mg/kg/anerno. TIpy npoyusaHe 3a nNpeHaTansHO M
MOCTHATANHOTO pa3sBUTHE NPH NABLXOBE, A03aTa, NPU KOATO HE ca ce HabDmopasanu ediekty, € duna
30 mg/kg/nuenno. [1pu 6pemenen nisx AUC 3a H3YHCIEHOTO CBODOIHO JICKAPCTBO NpH Tasu A03a, €
Ouno npubnusutenno 18 nuTH yosewkata AUC npu go3a 20 mg.

Hsma yspeskgaHe Ha QepTuiuTeTa NpU MBKKU U MEHCKHU NFbXoBe, [Ipu KydeTa, Ha KOUTO € npuaraH
Tajanagun exeasesHo 3a 6 1o 12 Meceua B 1034 25 mg/kg/aHeBHo (BoAeIlO A0 MOHE TPHKPATHO MO-
BUCOKA eKCno3uuMa [mexay 3.7 — 18,6] or HabGniopaBaHaTa npu Xopa, Ha KOUTO € JlaBaHa eIHHNYHA
ao3a ot 20 mg) ¥ NoBeve, € UMANQ perpecHus Ha enuTela Ha CEMEHHUTE KaHanyeTa, KOeTo € J0BEeNo A0
HAMANEHWE Ha CIepMaTOreHe3aTa Ha HAKOU KydeTa. BUxKTe ¢blo Touka 3. 1.

6. OAPMAIEBTUYHHU JAHHH
6.1 Cnucnk Ha MOMOLUINKUTE BellleCTBA

Anpo Ha Tabnerkara

JlakTo3a

KpockapMenosa natpuit
HaTpues naypuncyndar

X HAPOKCUITPONTUIILLENYNO3a
[Tonucopbat &0

Marnesunes creapar

15




MUIMOBO NOKPUTHE

JlakTo3a MoHOXUapaT
Xuripomeno3la 2910 (E464)
Turtanos anokcua (E171)
Tpuauetuu

Tank (E553b)

KbaT xkenezen okcun (E172)
6.2 HecnBmMecTHMOCTH
Henpunoxumo.

6.3 Cpok ua roauoct

3 rOAWHH,

0.4 Crneuna/iHd yca0BUS HA ChXpaHEeHHE

To3u nekapcTBeH NPOAYKT HE W3NCKBA ClELHanHN YCIIOBIA HA CbXPaHeHHE,
J1a ¢e ¢hLxpaHaBa HA MACTO HEIOCTHLITHO 3a Aeua.

6.5 Buaun cbabpxaHude Ha OMAKOBKATA

dunmupannTte Tabnetku ca onakosanu 8 PVC/ PVDC amymunuesu bnuctepu, 4 tabnetku s
KapTOHEHA Olax0BKa.,
6.6 Chneuwanud nNpeanaiid MepKH NPH H3IXBbLPAAHE

HeH3non3saHUAT NeKapcTBEH NPOAYKT WK OTMAAbYHUTE MaTEpHany OT HEero TpsOBa fa ce UIXBLPNAT
B ChOTBETCTBHE C MECTHHUTE U3HCKBAHNA.

7. MPUTEXATEJI HA PASPELIEHHETO 3A YIIOTPEBA
GAPMAKOHC AJ]

oyn."lefto K. AsopoB™ Ned4, eT.]

Codus 1164

buirrapus

8. HOMEP(A) HA PASPELUEHHETO 3A YIIOTPEBA

Per, Ne:

9, JATA HA IN'bPBO PA3PEIIABAHENIOJHOBSABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

JlaTa Ha 1bpBO pa3peLiaBaHe:
Jlata Ha nocneAHO NOAHOBABAHE:

10. JATA HA AKTYAJIUN3UPAHE HA TEKCTA

(0572025
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