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1. HMME HA JJEKAPCTBEHHS ITIPOAYKT | 26. 02. N
TaanJIEKC 20 mg ¢puamuapann tabneTkn

TadiLEX 20 mg film-coated tablets

2. KAYECTBEH H KOJITMYECTBEH CbCTAB

Bceska ¢punmupana tabnetka ceabpka 20 mg tananadun (tadalafil).

[ToMOIIIHO BEIIECTBO ¢ H3BECTHO JEHCTBHE:

Beska ¢punmupana tabnetka cpabpika 236,25 mg nakro3a MOHOXHMApAT.

3a bJIHUA CIUCHK HA NIOMOLLHUTE BellecTBa BUXTe Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Ounmupana Tabnerka

TaguJIEKC 20 mg dunmupanu TabneTku ca 61e10 opaHKeBH, JBOWHOW3MBbKHATH GHIMHPaHU TabneTku
c (hopma Ha Kamnka, ¢ penedHo nzobpaxenune “20” oT eqHaTa cTpaHa.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

JleyeHHe Ha epeKTHUIIHA TUCHYHKLHSA PH Bb3PaCTHH MbXKE.

3a na Obae edexTHBeH Tananadun 3a eyeHHe Ha epeKTHIIHA AUChYHKLMSA, ce H3UCKBA CEeKCyalHa
CTHMY ALK

Jleyenune Ha NpH3HAIH U CHMIITOMH Ha J]OGpOK&‘-lECTBeHa Xunepniasua Ha npocrarara npH Bb3pacTHH
MBXKE.

TaauJIEKC He e noka3saH 3a ynotpeba oT KeHH.

4.2 Jl03HpOBKA H HAYHH HA NPHJIOKEHHE

Hosuposka

Epexmunna oucghynryus npu ev3pacmnu Mvoice

[IpenopbuBanara n03a e 10 mg, npueTa npeH OYaKkBaHaTa CEeKCyalHa akTHBHOCT Che HiIH Oe3 xpaHa. [Tpu
Te3M MaLMeHTH, pH KouTo Taganadun 10 mg He Boau A0 noaxoasuy edekrt, moxke Ja ce onura 20 mg.
Tasu no3a Moxe fa Obae npueTa noxHe 30 MHHYTH NPEIH CEKCYalHa aKTHBHOCT.

MakcHumanHaTa 4ecToTa Ha MpHEM € BEIAHDBXK JHEBHO.

Tapanapun 10 1 20 mg e npeaHasHaueH 3a ynoTpeba npeiH O4aKBaHa CEKCyalHa
NpenopbyBa 3a NPOAb/DKHTENHA exXe/JHeBHA ynoTpeba.




IpH nauuenTH, KOUTO NpeABHAAaT yecTa ynoTpeda Ha Tagw/IEKC (nanp., mone aBa NbTH CEOMHYHO),
MOKEe 1A ce ODMHCNM KaTo TOZXONA PexMM efHOKpaTeH AHEBeH NpueM Ha Hali-HUCKUTe AO3HM
TaguJIEKC, 6azupaiixs ce Ha H360pa Ha MaUMeHTa H pellIcHHeTo Ha Jiekaps.

[Ipu Te3n nauMeHTH Ce MpenopbUBaHaTa J033 € 5 mg, npHeTa BEAHEXK JHSBHO NpHOAAIMTENHO B eHO B
CEIIO BpeMe Ha neHs. MozaTa Moxke Aa ce Hamanu A0 2,5 mg egHOKpaTHO IHeBHO Ha 0asaTa Ha
HHAHBHAYANHATA [IOHOCHMOCT.

Llenecbobpa3HocTTa HA MPOXBMKHTEITHATA €¥eJHERHA YIIOTpeGa TPAGEA NEPHOANMHO Jia ce NPEOLCHSBA.

CrenuanHy nomyaaniuy
Muoce 6 cmapuecka av3pacm

Hp}i MBXKE B CTap4yecka BE3PACT HE C& A3HCKBA AJaNTHpAHE Ha no3arta.

Muoice ¢ Gvbipeuno yapedicoane
He ce Haara HaMajsBane HA J03aTa NIPH TIALMEHTH < 1EK0 [0 yMepeHo GbOpeuHo yBpexaaHe. 3a NauHeHTH
¢ TeXKO GBOPEYHO yBpekIaHe MaKCHMATHATA NpenopbYHTeNHa 1032 e 10 mg 3a JeueHHe [IPH HyXAA.

Ipy nauueHTH ¢ Texko ObOPeYHO YBpEKAaHe AO3HPAHETO EAHH ITT ZHEBHO Ha Tafanadun 2,5 mg unu 5
mg, KaKTo 3a ieyeHHe Ha epeKTHIHA THChYHKINS Taka U 3a zobpoKadecTBeHa XHNEPIIIa3Hd Ha NpocTaTaTa
He ce Npenopb4Ba (BkK. Touka 4.4 H Todka 5.2).

Muvaice ¢ veprodpobuno yepexcoane

3a nedeHue Ha epekTHAHa AHchyHKUMA, ¢ ynoTpeba Ha TaguJIEKC npu Hyxnha, mpenoprsasTeNHaTa 103a
TaguJIEKC e 10 mg, npreTta npeaH 04aKBaHa CEKCyaliHa aKTHBHOCT ChC HIIH Oe3 xpaHa. MMa orpaHHYeHH
KJIMHUYHH JTaHHH 3a Ge3onackoctTa Ha TaguJIEKC npu nauHesTy ¢ Texka YepHoApodHa HeloCTaTHUIHOCT
(Child-Pugh knac C); ako ce npeanucea, T0 NpeANMHCBALIHAT To Jekap TpabBa Aa HanpaBd BHUMATCIAHA
HHAMBHIyanHa IIpeleHKa Ha CHOTHOIIEHHETO nomsa/puck. HiMa HalM9YHA AaHHH OTHOCHO NPHIOKEHHETO
Ha JIO3H MO-BHCOKH 0T 10 mg Tananadun Ha NAMEHTH ¢ 9epHOApobHO yRpexkaaHe.

Hosuparnero Ha TagnJIEKC eguH 0bT AHeBHO KAKTO 33 JieYeHHe HA epeKTHHA AMCGYHKLNA, Taka B Ra
AoGpoKauecTBEHA XHIEPIIA3Hs HA MPOCTATATA HE € OUCHABAHO OpH NaLMEHTH ¢ 4epHoApoOHa
HEJOCTaThbYHOCT, CIeIOBATENHO, aKO €€ MpeAnHCBa, TO NPennucBallHAT o Jekap Tpadpa Ja HanpaeH
BHUMAaTe/IHa HHINBHAYAIHA PelieHKa Ha OTHOIUIEHHETO Non3a/puck (Bx. To4ka 4.4 ¥ Touka 5.2).

Muvorce ¢ duabem
Ilpu MBxe ¢ Anaber He ce H3IMCKBA MPOMAHA B 103aTa.

Heduampuyna nonyaayus
Hsama cwotBeTHO npunoxkeHue Ha TanwJIEKC B nmeamaTtpHyHaTa MONyAalHA OTHOCHO J€UYEHHETO HA
epeKTHIIHA ANCHYHKIHA.

HaunH Ha npAIoXKeHne
TaguJIEKC 20 mg ca ¢punmupani TaGneTKH 3a NepopanHo IpHIOKeHHE,

4.3 IlpoTnponokazanun

CBpBXYYBCTBHTENHOCT KBM AKTHEHOTO BEMIECTBO HAH KbM HAKOE OT HOMOIIHHTE Be
Touka 6.1.




B xiHHMMHH NPOYYBaHHA € YCTaHOBEHO, e Tajanadun yCHIBA XMNOTCH3HBHHTE eeKTH HA HHTPATHTE.
CmsT1a ce, ye ToBa e pesynrar OT komOHHupaHUTe eeKTH Ha HHTpATHTE H Tajanadun BbPXy Bph3KaTa
asoted oxeng/ul M. Tlopaan ToBa, mpunoxenvero sa TanuJIEKC npu naugmweHTH, KOHUTO H3MON3BAT
HAKakBy (GopMH Ha OPraHWIHH HHTPATH € [IPOTHBOMNOKA3AHO (BXK. Touka 4.5).

Tagu/IEKC we TpaGea na ce npuiara Ha MLiKe Ch¢ CbPHOEYHH 3a00NABAHMA, NPH KOMTO CEKCYallHATA
AKTHBHOCT He € IpenopbudTenHa. Jlekapute TpaOra na obCHAAT NOTEHLHANHHS CBPACYEH PHCK OT
ceKcyaiHa akTHBHOCT HPH NAHEHTH ¢ IpeinecThao CEpaeyHO-ChAoBo 3abonaraHe.

CnennMre rpyns NanMeHTH CbC ChPACYHO-CBOOBO 3a0oisBane He ca OHIM BKMIOYEHH B KIHHHYHH
NpoYyYBaHHA H 3aT0Ba yNoTpebaTa Ha Taganaguy pH TAX € NPOTHROMOKA3aHA!
- MNalMeHTH C MHOKAapJeH HH(APKT B PAMKHTE Ha nocnegauTe 90 aun,
-  NauHeHTH ¢ HecTaOHITHA aHTHHA HITH aHrHHA, TpOABARALlIA C€ 110 BPEME HA NOJOB aKT,
- TIALMEHTH CBh¢ ChpIeyHa HeaocTaThbunoct kKnac no NYHA (New York Heart Association) 2 wiu no-
BHCOK TIpe3 NoCHeanuTe 6 Mecela,
- MNanMeHTH ¢ HEKOHTPOJIWpAHH apHTMHH, XHOoToHHA (< 90/50 mm Hg), unu mekoHTpoNHpaHa
XP[l'[epTOHPU],
-  Mal{eHTH ¢ HHCYNT B paMKUTE HA NOCICAHHTE 6 Mecela.

TaguJIEKC e npotHeonokasan NpH NalMeHTH cbe 3ary0ba Ha 3peHneTo Ha eZHOTO OKo, B Pe3yNTaT Ha
HeapTepHAIHA AHTEpPHOPHA HCXEMHYHA OYHa HeBponaTh (non-arteritic anterior ischemic optic neuropathy,
NAION), HesaBHCHMO OT TOBa, A TO3M €NH304 € CBbLP3aH MMM He ¢ NMpelHuiHa yrnotpeba Ha PDES
UHXHOHTOP (BK. TOuKa 4.4).

EnnospemenroTO npunokenne Ha PDES HHXHOHTOPH, BIIOYMTENHO Tafatadun, ¢ ryananar- DHKIa3HH
CTHMYJATOpPH KaTo PHOLHIYAT € HPOTHBOMOKAa3aHO, ThH KaTo TOBA MOWKE Ja NPHYHMHU CHMITOMATHUHA,
XHNOTOHES (BX. TO4Ka 4.5).

44 Crnennanan npeaynpemxneHns H OpeaNatHn MEPKH npH ynoTpeba

Mpenu nevenne ¢ TanuJIEKC
[Ipenu xa Obae 00cHAeHO dapMaKONOrHYHO JieueHHe, TpAOBA 13 ce CHeMe aHaMHesa W HanpasH GU3HKaneq

npernei, 3a Ja ¢ AMACHOCTHLHpA epeKTHIHAa AMC(YHKIMA WM JoOpoKadecTBEHa XHIEPIIa3Hd Ha
MpOCTATaTa H AA C€ OTIPEACTAT NOTEHUHANHHTE MONNEKALIH NPHIHHH,

[Mpenu aa ce samotuHe KaKBOTO H Ja e JledEHHE HA epeKTHIIHA auc(yHKUUA, JeKapHTe TpAOBa A4 [IpeneHAT
CbPHEYHO-CHAOBHS CTATYC Ha TeXHHTEe NALHEHTH, Thil KATO HMa M3BECTHA CTeneH Ha ChpraeveH PHCK,
CBBP3dH CBC CEKCYANHATA akTUBHOCT. Tamanadun MMa Ba3ONUNATATHEHM CBOHCTBa BOJEINM JO JACKH H
OpexolHH MOHWXKEeHHd Ha KPBBHOTO HamAraHe (mwK. Touka 5.1) M MO TakBB HA4MH [OTEHLHpA
XHOOTEH3HBHIA eeKT Ha HuTpaTHTe (BXK. Touka 4.3).

[Mpea HOa ce 3amouyde NeveHHe ¢ Ttaganadun Ha n0OPOKAYECTBEHA XHIIEPIUA3Hs Ha MNpoOCTaTaTta,
NanMeHTHTe TPAORa A2 ce M3cheIBaT 3a Ja € M3KIOUH HANMYHETO Ha KAPUHHOM Ha MpOCTaTaTa M
BHUMATENHO Ja ¢ OLieHH HANHYMETO Ha CHPAEYHO-CHAOBH 3abonaBanns (BX. Touka 4.3).

Ouenkata Ha epekTunHata auchyHkUMAs TpabBa na BKIOYBA ONpeleifHer0 Ha INOTEHLUHANHHTE
TOANEKAMN NPHYMHA B YCTAHOBABAHE HA NOAXOIALIO JeyeH e clIeR IpABHITHA MeARIIHHCKA oLcHKa. He ¢
m3pecTHO, Aand TaguJIEKC e edekTneeH npH naumeHTH nperbplie/in Ta30BH onepa '
HeCBhbXpaHiBalla HEpBa NPOCTATCKTOMHA.

CupreyHo-chuoBH dakTopH /




[1o BpeMe Ha MOCTMAPKETHHrOBH HADMIOAEHHA M/MIMH KJIHHHYHH MPOYUYBAHHA Ca JOKIaABAHH CEPHO3HH
CHPAEYHO-CHIOBH CHOMTHA, BKMOYBAIIH MHOKAapAeH MH(ApKT, BHE3amHa ChpIAEUHA CMBPT, HECTabHIHa
aHrHHA NEKTOPHC, KAMEPHH APHTMHH, WHCYAT, TPaH3IHTODHH HCXEMHMYHH €HH301H, IpeiaHa Goka,
DANMHTAHHKA H Taxukapaua. [lopeueTo NauHeHTH, NPH KOWTO Ca JOKJIAABaHH Te3H CHOMTHA €A MMATH
Np&IIIeCTBALY ChPASYHO-CBAOBH PHCKOBH diakTopH. Bhhapexn ToBa, He e BBIMOXKHO Jia €€ ONPEASIH
KaTerOpHYHO Jajiu Te3u CLOMTHA ca CBEP3aHH NpsAko ¢ Te3d pHckoH (aktopn, ¢ TaawJIEKC, ¢ne
cexcyanHaTa aKTHBHOCT W ¢ KOMOHHALHATA Ha Te3H MM APYTH (BaKTOpH.

[TpH malHeHTH CbC CBITHTCTBALIC JIGUEHHE ¢ AHTHXHMEPTEH3HBHH NEKapCTBEHH TPOAYKTH, Taaarahun
MOXe 134 MHAYLHpa MOHWKEHHe Ha KPbBHOTO HaiaraHe. Koraro ce 3amotusa exeIHeBHO JIEUCHHE C
Tafamadun Tpabea aa ce oOMHCNH KIHHHYHATA BBE3MOKHOCT 34 AJANTHpaHEe Ha J03aTa Ha
AHTHXMIEPTEH3IMBHOTO JIeUCHHE.

Tpn maunents, kouto npuemart andal 6nokepH, eaHoBpeMeHHOTO NpHnoxenne Ha Tagu/IEKC mMoxe fa
ZOBeAE N0 CUMNTOMATHYHA XHIIOTOHHS TIPH HAKOH OT 14X (BaK. Touka 4.5). KomObunupaneto Ha tananadmn
H J0KCa303WH He ce Mpenopbysa.

3penne

CroGmaBany ¢a 3pHTENHY HapylieHns K cay4yay Ha NAION (Heaprepnanta aHTEpHOPHA HCXEMHYHA OYHA
HeBponaTHa), cBbp3atu ¢ npaeMa Ha TagdJIEKC n apyru PDES-HHXHOMTOpH. AHanu3# Ha JaHHH OT
HEMHTEPBEHHOHANHH TPOYYBAHHA MNpeAnonaraT MoBHIIEH puck ot octpa NAION (meaprepuanna
AHTEPHOPHA MCXEMHUYHA 0YHA HEHPONATHA) NMpPH MBKE C epPeKTHIHA AMCHYHKUMA Cle]] EKCMO3HILMA Ha
raganadur wne apyru ©JES uaxubutopu. Teii kato ToBa MOXke Aa 6bAE OT NPAKTHHECKO IHAYCHHE 32
BCWYKH MALHeATH W3JI0KeHH Ha Tazanatbun, nauueHThT TpaGBa aa Ob e npeaynpexiasan, 4 B CIy4ai Ha
BHEZAITHO 3PHTETHO HapyuieHue TpaOea na crupe npuema Ha TaguJIEKC 1 aa ce koncyntupa HesabapHO ¢
nexap (k. TouKa 4.3).

Hamanes cnivx unu puesansa 3ary0a Ha cnyxa
Cnyuan Ha BHezanHa 3aryba Ha ciyxa ca ceoGieHn cnen ynotpeGarta Ha Tananagun. Benpexn 4e apyru

puckoBy GaxTOPH ca HATHIE B HAKOH Cy4aH (KaTo HanpuMep, Bb3pacT, AnabeT, XHNEPTOHNAS H aHAMHE3a
3a mpeaMiiHa 3ary6a Ha ciyxa), manueHTHTe TpabBa na OwJaT MOCHBETBAHM Aa COpaT NpHEMa Ha
Taganadin ¥ A2 noTepesT HezalaBHO MEAMUIMHCKA NOMOL B Cy4al Ha BHE3aNHO HAManABaHe Ha Cyxa
HITH 3ary0a Ha clyxa.

BBOpednHo H YepHONAPOGHO YBpEKAAHE
Tpy manneHTH ¢ Texka OL0peuna HepocTaTEYROCT JoskpaneTo Ba Taan/IEKC eanoxpatho AHeBHO HE CE

NpenopEYBa, nopaad mopHioeHara ekcrrosduud (AUC), orpaHHdeHus KIHHMYEH ONMHT M JIMICATA Ha
BBIMOKHOCT 32 HOBIHABAHE Ha KIUPHHCA NOCPEACTBOM NHANH3A.

Hma orpanuyedn KnHHUYHH JaHAY 33 Oezonacuoctra va TaauJIEKC, npunosen kato eguHu4na 1034, IpH
NAIHEHTH ¢ TeXka JepHoapoOua HeaocTaTtbuHocT (Child-Pugh knac C). Ilpn nanuenTn ¢ yepHoapobHa
HeIOCTATBYHOCT He € ONEHABAHO eJHOKPATHOTO JHEBHO NPHIOKEHHEe WIW 33 NEYCHHE HA SPOKTHAHA
auchyHKIHA, MIA 33 AoOpoKavecTBeHa Xunepnaasus Ha mpocrararta. Ako TaauJIEKC ce nasHavasa,
TpAOBa Ja ce HampaBM BHAMATENHA HMHAMBHAYANHA UPELUEHKA HA OTHOMIEHMETO NOM3a/PHCK OF
ApeANHCBALIMS IO AeKap.

IIpHanu3bM 4 AHATOMHYHA JethopManyd Ha NeHKca
TauueHTHTE, KOHTO Ca MMANH EpeKuns, IPOAbMKUA2 4 Yaca MK ToBeye, Tpadsa na
La MOTHPCAT He3a0aBHO NeKAPCKa MOMOLI. AKO NPUANHIMLT He OB e JIeKyBaH Bel
ce YBPeXKAa H MOXE J]a ce CTHTHE A0 NOCTOAHHA 3ary0a Ha [IOTEHTHOCTTA.




Tanu)IEKC Tpadea g ce H3Moi3BaT ¢ BHHUMaHHS IPH NALHEHTH ¢ AHATOMWYHA AedopMalHs Ha NEHHca
{xato Hanp., aHrynauu#, kaBepHozHa ¢HOpoza wmm OomecT Ha Peyronie) HIH NpH DAUMEHTH CbC
3a00nsBakMA, KONTO MOTAT Aa Cb3AAAAT NPeapa3ioNokeHHe KbM IPHANHFEM (KATO ChPNOBHAHO-KIEThYHE
aHEeMHA, MyNITHIUIEH MHEIOM WIH JIEeBKEMHS).

¥Ynorpeba ¢ CYP3A4 uaxuGuTOpH
H3uckea ce noBHmeHo BHUManue, axo ce npeanncsa Taau]IEKC na nanmenT, KONTO M3NON3BAT MOLIHH
CYP3A4 unxuburopu (PHTOHABMD, CAKBHHABHP, KETOKOHA30Jl, ATPAKOHA30M H EPHTPOMHLIAH), THil KaTO
npH koMOWHHPAHETO Ha Te3u NEKapCTBEHM TPOAYKTH ce 3alenazba mosWiasale HA eKCIO3MHMATA Ha
taganapun {AUC) (Bk. Touka 4.5).

TaguJIEKC n I'H JeYeHHA 38 ePEKTHING JHCHYHKIHS

He ca npoyusanu Ge3onacHocTTa H edHKkacHocTTa Ha koMOuHaruTe Ha TaguJIEKC v apyru naxuGuropn
#a PDES5 unu Apyry nedeHHs Ha epekTHIHA AucdyHKIA. [TaimeHTsT TpabBa aa 6b/¢ HH(OPMHpAH Ja He
npuema TaauJIEKC B mopobun koMOHHANMA.

Jlakrosa

TamuJIEKC cepepixa makrtosa. IlaumentHTe ¢ pedkd HacneacTBeHH npofurleMM HA TalnakTO3Ha
HENOHOCHMOCT, Lapp naktasen gedMUMT WK MIFOKO3HO-TaNakTo3Ha Manabcopbuns e TpaGBa fa IpHemar
TO3H JIEKAPCTBEH NPOIYKT.

4.5. BsamMopeficTBHE C APYTH NEKAPCTBEHH NPOJYKTH H ApyrH opMa Ha BIgAMofeiicTBHE

[IpoyuBanusaTa 3a B3aHMofeHcTBHA ca NpoeeeHd ¢ 10 mg n/unu 20 mg Taxanadui, KakTo e NOCOYEHO Mo-
aony. lo ce oTHaca Zo Te3w Mpoy4BaHWA 32 B3AHMOZIEHCTBHA, KbJASTO Ca NPHIaraHH camo J03H Ha
taganadun ot 10 mg, KIHHHYHO 3HAYHMH B3aRMOZEHCTBHS MPU NMO-BHCOKH JO3H HE Morar 3o jAa
GbAAT HIKMIQUEHH.

E)@CKTH Ha ApYrd BEINECTBA BHPXY nganaggun

Huxubumopu na yumoxpom P450

Taganagmn ce merabonmzupa rnaBHo 4pes CYP3A4. CenextuHuar wHxubutop Ha CYP3A4,
keToxoHason (200 mg nHeBHO), yBeauuasa 2 meTH ekcnosuarTa {AUC) va taganadmn (10 mg) u Cmax ¢
15% cnpamo crotinocTuTe Ha AUC 1 Cmax npH caMocToATeN O NpHI0oXKeH TagaiaguIL.

Keroxonazon (400 mg nueeHo), yeennuaea 4 meTH ekcno3znuuaTa (AUC) na rapanagun (20 mg) ¥ Cmax
¢ 22%. Putonabup, npoteaser HExubHTOp (200 mg, 2 meTH AREBHO), KO¥TO ¢ HHXHONTOp Ha CYP3A4,
CYP2C9, CYP2C19 u CYP2D6, ysenuuasa excriosuunsta (AUC) Ha taganadun (20 mg) 2-metH 6e3 na
npomens Cmax. Benpexku Ye He ¢a npoy4Bany cieltdu4HH B3aumoelicTBHA, eAHOBpEMeHHaTa ynioTpeba
¢ APYTH OPOTEa3HH HHXHOHTOPH, KaTO cakBUHABHP, H ApyrH CYP3A4 nuxuburopy, KaTo epHTPOMHLIMH,
KAAPHTPOMHLNH, HTPAKOHA30 B COK OT IpefindpyT, #34CKBa BHHMAHHE, Thil KATO MOKE J1a CE OYAKBA, T¢
Jd YBEJHUAT ITA3MEHHTS KOHLECHTpalluy Ha Tagahradun (Bx Touka 4.4). CnefopaTenHo, 4ecTorara Ha
HeXKenaHWwTe NEKApCTBENY PEAKLINMM, TTOCOUEHH B Touka 4.8 Moxe na 6pae ypennteHa.

Tpancnopmuu Geameyu

He e H3BECTHA pOJIATa HA TPAHCNIOPTHHTE GeNThUH (HanpHMep, P-TIHKONPOTEHH) BEPXY AHCIIO3HIHMATA HA
tafanagun. CnepoBaTtendo € HaNUNe NOTEHUWAN 32 JeKAPCTBEHM B3IaMMOACHCTBHA, MEIAHMpPAHR OT
HNOTHCKAHE Ha TPACTIOPTHUTE OelThLH.




Hudyxmopu na yumoxpom P450

Huaykropst na CYP3 A4, pudamnuius, namanaea AUC ua tapanadun no 88%, cnipiMo cTofHOCTHTE Ha
AUC npu camocToaTento npuaoxen taganadun (10 mg). Tasu HaManeHa eKCIIOZHLNA MOXE Ja ¢e 0YaKBa
Jla Haman e(pUKacHOCTTa Ha Taaanadui, CTeNeHTa Ha HaMaJleHHe Ha eduKkacHOCTTa € HeH3BecTHa. Jlpyru
naaykTopH Ha CYP3A4, karo ¢enoGapburan, deHHTOMH M KapbaMasenuH, MOTaT ChIIO Ja HAMAJAT
I1a3MeHHTe KOHIEHTPALHK Ha Taganadui.

Edekrn Ha taganadun Bepx T'H JeKAPCTBEHH I KTH

Humpamu

B xnnnHuuHE Opoyusannd, Taganadui (5, 10 u 20 mg) e nokasan, 4e NoTeHLHpa XANOTEH3UBHUTE €EKTH
Ha HHTparuTe. [lopaan Tosa, npunoxennero Ha TaauJIEKC npH namueHTH, mpHeMally Hakoa (opMa Ha
OpranMveR HHTpAT € NpPOTHBONOKAa3aHo (BX. Touka 4.3). Bb3 ocHOBaTa Ha pelyATaTH OT KIHHHYHO
npoyusase, B koeto 150 nanvenTty ca nofyyasany gHeBHH 031 0T 20 mg Tananadbun 3a 7 gun u 0,4 mg
HHTPOCNHLEPHH CYONHHIBANHO B Pa3/IAYHO BpeMe, TOBA B3anMo/elicTBHe ¢ HabnloAaBaHo 3a noBeve ot 24
yaca H He e HaNog4BaNo ciel H3THYaHe Ha 48 yaca ot nociaedHaTa 4o3a Taganadun. Taka, mpn nanueHT,
Ha KofiTo e NpeAnHcaHa HAKaKBa 8o3a Taganadun (2,5 mg-20 mg), H 3a KOHTO NPHIOKEHHETO HA HHTPATH
ce CMATA 33 HeOGXOAHMO N0 MEJULIMHCKH TOKA3aHHA B KPHTHYHH CHTyaiuH, TpaGea fa uMa noxe 48 yaca
oT npueMa Ha nocneaHaTa Ao3a TanuJIEKC, npean npunoxennero Ha HuTpatuTe. [Ipy TakMBa ycnoBud,
HHUTpaTHTE TpaOBa Aa Ce NPUIIAraT caMo TIOA CTPOr MEAHLIHHCKE KOHTPOJ H ChC CHOTBETHO MpoCAcIIBaHE
Ha XeMOIHHAMHKATA.

Anmuxunepmensuenu texapcmeeH cpeormsa (BKIIOHUMENNO KATYUESH aHMAZOHUCL)
EnHoBpeMeHHOTO NpUIIOKeHHE Ha AokcazosuH (4 W 8 mg AHeBHO) H TananathH (IHSBHA 1033 OT S mg H
20 mg kaTo eAHOKpaTHa [03a) 3aCHIBAa AHTHXHNIEPTEH3UBHIA ¢QeKT Ha TO3H anda-OnoKep B 3HA9HMa
creneH. Tosn edekT ¢e 3ana3Ba IIOHE JBaHANECET Yaca H MOXKE 13 MPeIU3BHKA CHMIITOMH, BRIIOUHTENHO
CHHKOI. 3aToBa Ta3d KOMOWHALHA He Ce MpenopbuBa (BK. Touka 4.4).

B npoyu4BaHHs 3a B3aHMOZeliCTBHATA, H3BLPILERH NpH orpanuyeH Gpoii 3apaBH no6poBONLH, Te3H edeKTH
He ca cwﬁmenn npw am]mysozuﬂ HIIH TaMCYJI03HH. Bce nak e HEOGXO,I[HMO NOBHIUCHO BHHMAaHHE, KOrato
Taganadun ce ynotpebapa NpH NauMeHTH, NEKYBAHK ¢ KaKkBHTO H Ja e anda- 6nokepu, ocobeno mpu
MALHEHTH B cTapuecka Bh3pacT. JledeHueTo TpaOBa Aa 3anoyHe [IPH MHHEHMMA/HA 034 H IPOTPECHBHO A
ce aZlanTHpa.

B knuHn4eEM (apMakoNOrHYHH NPOYYBAHMA € M3CJAEOBaH MOTEHIMaNLT Ha Tajanaun ja ycuiasa
XHMIIOTEH3HBHUTE e€KTH HA AHTUXHIIEPTEH3HBHUTE JIEKApCTBEHH NMPOAYKTH. [IpoyuBann ca OCHOBHHTE
KIAcOBE AHTHXMNEPTCH3IHBHH JIEKAPCTBEHH [POAYKTH, BKIIOYHTENHO KAIIHEBH AHTATOHHCTH
(amnognnuH), HEXUOUTOPHTE HA AHTHOTEH3HH KoHBepTHpawus eH3uM (ACE) (enananpun), 6nokepuTe Ha
feTa-aapeHeprUYHHTE PEHENTOPH (METOTPONION), THASHAHKTE AHYpeTHIM (GeHaponyasna) H 6lokepuTe
Ha aurnoTen3uH I penenropute (pa3niuHH BHOOBE W JO3M, CAMOCTOATENHO HIH B KOMOHHALMA C THA3HH,
KANLHEBHTe AHTArOHHCTH, OeTa-Onokepd, w/umh anda-6nokepu). Tapanapun (10 mg ocBeH B
NMPOYYBaHHATA C AHTATOHHCTHTE Ha aHrHoTeHsuH I peenTopuTe H AMIOAKINH, IPH KOHTO € NPHIAraHa
ao3a oT 20 mg) HAMa KIMHHYHO 3HAYMMH B3aHMoJeiicTBus C KoiiTO H Ia e oT Te3H Kiracoee. B apyro
WIMHNYHO (apMakonoruyHO npoyuBane Taganadun (20 mg) e H3NATBAH B koMOHHALMA ¢ 10 4 Kiaca
aHTHXUNEPTeHINBHH TpoIykTH. [Ipn nauueHTHTE, NpHeMany HAKOIKO AHTHXHIEPTEH3HBHH MpPOAYKTA,
amMOyaTOPHHTE TIPOMEHH B KPBLBHOTO HAaNAraHe M3INEKZAT CBBP3aHH ChC CTENEHTA Ha KOHTPOJ HA
KPBBHOTO Hangrade. B Ta3H Bpb3ka, npu nauyueHTHTE OT KIHHAYHOTO H3MHTBAHE, YHETO KPLBHO HanaraHe
e Ouno noﬁpe KOHTPOIHPAHO, HAMANABAHETO € OWI0 MHHHMATHO WK N0A00HO Ha TOBA, Haﬁnm,uanaﬂo npH

CHMITOMH NpH nopeuYeto ot nauwenthte. [lpu nanmenTd, NoONyYaBalUH
AHTHXMMNEPTEHIHBHH NEKAPCTBSHH NpoaykTH, Tasanadun 20 mg moxke Aa




KPBBHOTO HanAraHe, KoeTo (C H3KIIOYEeHHE Ha anda O710KepH —BX I0-TOpe), € KATO LU0 MajJiko H He €
BEPOATHO Ja € KIMHHYHO 3HAYHMO. AHAJH3HTE HA AAHHMTE OT KIHHHYMHH npoyusaHus ¢asa 3 He ca
TIOK23aJH Pa3THKa B HeXKEaHATe NeKapCTReHH ChOUTHA [IPH NALMEHTHTE, TPHEMALIH Taganadu, Cbe HIH
6e3 anTHxUNIEpTEH3HBHH NIEKAPCTBEHH MPOAYKTH. Bbopexks ToBa Ha maumentHTe Tpabsa na ce naea
MnoAXOAfL KNHHWYEH ChBET 33 BH3MOXKHO HAMANEHHE Ha KPBBHOTO HajliraHe, KOTaTo C€ JIeKyBaT C
AHTHXHNEPTEH3HBHHE JIEKAPCTBEHH MPOLYKTH.

Puoyuzyam

Tpeaxnunyrynn Tipoyupania TIOKA3BAT AONBAHMTENEH edeKT Ha NOHWKABaHE HA CHCTEMHOTO KPBBHO
HanaraHe, korato PDES HHXHOMTOPH c¢ KOMOHHADAT ¢ pHOUHIYAT. B KIMHHYHH NPOYYBaHHR € NOKA3aHO,
¥e pUOLMPYAT NOTeHuMpa XWnoreH3ueswre cPexm wa PDES uuxnburopure. Hama aaunm 3a
OnaronmpuaTeH KIMHA4YeH edekT Ha koMOHHauMATa B mpoyyBaHata nonynauus. EaHoBpeMeHHara

ynorpeda ua puoumrvar ¢ PDES uaxuGuTopn, BIIOUHTENHO Taganadu e npoTHBONOKa3asa (BK. TOUKA
4.3).

Huxubumopu na 5-anga pedyxmazama

B riMHHYHO NpoyYBaHe, KOSTO CPpaBHABa Tajanadun 5 mg, npunaraH efHOBpeMEHHO ¢ QHHACTEPHA 5 mg,
¢ nnaueGo nuroc PuHacTepun 5 mg 3a obnexuagane Ha CAMNTOMUTE Ha A0OPOKAYeCTBEHA XHIIEPNTIAIAL Ha
mpocratata (JIXIT) He ca ycTaHOBeHH HOBH HeXENaHW peakuMH. Berpexu ToBa, Thit KaTo oQHLHATHO
npoy4BaHe 33 JIEKAPCTBEHH B3aMMOJEHCTEHA 3a OLigHKa Ha edekTiTe Ha Tananadun ¥ Ha HHXHOHTOpHTE
Ha S-anda peayktasara (5-ARIs) He e mpoBexxzano, Taganadun TpA6sa Aa ce mpunara BHHMATENIHO
eZHOBpPEeMeHHO ¢ HHXHOMTOPH Ha 5-anda pexyxrasara (5-ARIs).

CYP1A2 - cybcmpamu (nanp., meoghunun)

Koraro taganapun 10 mg ce npunara ¢ Teodusnn (HecenekTuBeH ¢ocoanectepaseH HEXHGUTOP) BLE
dapmaxonoryuHe npoydBaHe, He € WMano (apMaKOKHHETHYMH B3amMojelicTBuA. EaWHCTBEHMAT
cdapmakxoguHaMigeH edekt e 6un neko (3,5 yaapa/MuHyTa) YBENTHUYEHHE HA ChPIeYHAaTa YecToTa.
Brnpexu de To3u edekt € BTOpoCTENeHEH W He ¢ Ol OT KAHHWYHO 3HaYEHUE APH TOBA Npoy4Bane, Toil
TpabBa Ia ce B3ema HoJ BHUMaHHE MPH eJHOBpeMeHHa ynoTpe(a Ha Te3H JeKapcTBeHH MPOAYKTH.

Emununecmpaduon u mepGymanun

Tapanadun e nokasan, 4ye npeju3BHKBa YBENHYeHHe Ha OMOHANMYHOCTTA HA eTHHHIECTPaIMON Clel
NEPOPATHO NPHIOKEHHE; MOJODHO YBeNHUeHHe MoXe Aa Ohle OYAKBAHO IPH MEPOPATHOTO NPHACKEHHE
Ha TepOyTanHH, BBIPEeKH Y€ KIHHHYHUTE MOCIEACTEHA OT TOBA Ca HEONpeIETeHH.

Anxoxon
Kouuentpauuure Ba ankoxon (cpegHa MakcHMaHa koHUeHTpauua B kpeeTa 0,08%) He ce noBnuABaT OT
cbBMeCTHAaTA ynorpeba ¢ Taganadun (10 mg mny 20 mg). B DonsnHenue, 3 yaca ciel eIHOBPEMEHHOTO
NPUNOKEHAE ¢ aNKOXON He ca HaGMoLaBaH¥ TIPOMEHM B KOHUEHTPAUMHTE Ha Tananadui. AJKOXONBT &
MPUIIOEH NO Ha4HH, YBEIHYABal MAKCHMAITHO CKOpPOCTTa Ha abcopbLius Ha akoXoJ (CyTpyH Ha IlajHo,
Ge3 ga ce mpuemMa xpaHa Jo 2 yaca cnepn npueMa na ankoxon) Tananadun (20 mg) He ypeanyapa CpegHOTO
HaMmangpaxe Ha KPHBHOTO HANArade, pean3BuKago ot ankoxoia (0,7 g/kg wnn oxono 180 ml 40% ankoxon
[BoaKa] npy 80-kHIOrpamMoB MBX), HO MIPH HAKOH XOpa MOXe Ja ce HAlII0AaRa NOCTypateH CBETORBPTEK
HIH opTocTaTHuHA XunoToHud. Korato tapmanadun ce npumara ¢ no-manku gosu ankoxon (0,6 g/kg),
XHIIOTEH3HS He ce HabmonaBa, a CBETOBBPTEXBT ce Habmiozapa ¢ wecroTa, MoAo0Ha Ha TasH MpH
CaMOCTOATEIHOTO NPHIIOKEHHE Ha ankoxol. E¢ekThT Ha ankoxona BbPXY KOTHHTHBHATA hyHKUMA He ce
3acunBat ot Taganadun (10 mg).

Humoxpom P450 memaboruszupa nexapcmeenu npooyxmu
Tananadgun He ce 09akBa Aa NPeTH3BHKEA KIMHHYHO 3HAYHMO TIOTHCKAHE HITH H
JlekapcTBeHH NpoaykTH, MetaGomuzupany o1 CYP450 usogopmure. [Ipoyusan



Taganadun He uHXHOUpa Wi HHAYUHpa miodopmiute Ha CYP450, sionountento CYP3A4, CYPIAZ2,
CYP2Dé6, CYP2EL, CYP2C9 u CYP2C19,

CYP2C9 - cybempamu (nanp., R-eappapun)

Tananagpun (10 mg 1 20 mg) HAMa KITHHUYHO 3HAYHM edekT BEpXY ekcno3HuuaTa (AUC) na S-
Bap{apun Hau R-Bapbapun (cyberpar Ha CYP2C9), HMTO 3acAra mpoMeHHTe B NpoTpPOMOHHOBOTO
BpeMe, IpeAH3BHKAHH OT BapdapHH,

Acnupun
Tananadnn (10 mg 1 20 mg) He MOTEHUAP2 YBeTHYEHHETO BHB BPEMETO Ha KbpBEHE, IPHYHHEHO OT
ANSTUNCANHIKAOBA KHCENHHA.

Hpomusoduabemuu nexapcemaenu npodyiani
He ca mposexaanA crienddHyAN Npoy9dBaHHa 3a B3aHMOIEHCTRHA ¢ IPOTHBOHA0ETHH IEKaPCTBEHH
MPOAYKTH.

4.6.  DeprHARTeT, GPEMEHBOCT H KbpPMEHe

TaguJIEKC He e nokasaH 3a ynotpeba o skeHH.

BpemeHHOCT

Wma orpannyenn naHHu 3a ynoTpebaTa Ha Taganagui npi GpemMeHH# skenH. [IpoyyuBaHuaTa HpH
MHBOTHH He MOKA3BAT NPAKO KAH HEMPAKO BPEAHO B3aliMOAeHCTRHE BEPXY OpeMeHHOCTTA,
eMOPHOHANHOTO/(ETANHOTO Pa3BHTHE, PAKIAHETO WIH NOCTHATATHOTO paseuTHe (B Touka 5.3). Karo
npeama3Ha MApKa, 3a npeanourTade e ynorpebara Ha TaruJIEKC no Bpeme Ha 6peMenHocT Ja ce u3baraa.

KnpMmene
Hanuvaute ¢apMakoauHaME9HI/TOKCHEONOIMYHK NAHHK NpH SKMBOTHM NOKa3B4T EKCHKpelda Ha

Taganadmn B misxoto. He moxe na ce uakmoqn puck 3a kepmaueto. TaguJ/IEKC ve Tpabea na ce H3nonsea
Mo BpeMe Ha KbpMEHe.

depTunHTeT

HabmopaBanu ca eekTH MpH KydeTa, KOHTO MOXE Ja COvYaT yBpexaaHe Ha ¢epruantera. Jlpe
[oceBaly KNHHMYHY NPOYYBarKs NOKa3RaT, ue To3H ekt e MaJKo BEpoATeH IIPH X0pa, BBIIPEKH 1e ce
HabMmoAaBa HaMATICHHE Ha KOHIEHTPALMATA HA CIIEpMa NPH HAKOH Mbke (BX. Touka 5.1 ¥ Touxa 5.3).

4.7. Edexrn Bnpxy cnocobHOcTTS 32 mrogupane € pabora ¢ MAIIHHHA

TagnJIEKC nosnnsea npenebpexnmMe ciocobrocTTa 3a Wodmpade #iH paboTa ¢ MAIIHHK. BENpexH, ue B
KIHHHYHH IPOYYBAHUA Y€CTOTATA Ha CHOOIEHNATA 33 CBETOBLPTENX NPH Ipynata ¢ miauebo ¥ rpynara ¢
raganadun aa e Guna cxosHA, TAMEHTATE TPAOHA A3 Ca HARCHO 3a TOBA KaK e pearnpaT Ha TagnJIEKC,
npeny mwodupane wan paboTa ¢ MAIIHHK.

4.8. HexenaHn NeKapCTBeHH PeaKUAH

Pezrome Ha npodmiia Ha fesonacHocT

Haii-yecto chobuiaBaHHTE HeXERaHH JEKApPCTBEHH peakLMH IIPH MAlHEHTH, NPHEMS
JeueHIe HA epeKTHNHA AUCHYHKINA ik 200pokauecTBeHa XUIIEPIUIA3HA HA (pOCTa 7
JHcrienicHs, OoNKa B Iepfa H MHAJTHA, MPH KOHTO YECTOTATA C€ YBEIHYABa C NMOBH



TamnJIEKC. Hoxnansaunte HexeladH JICKAPCTECHH peakuiHd ca OHIIH NpPexolHH H B {I0REYETO CNY4aH
neku a0 yMepenH. [lo-ronamMara gacr oT cyyanTe Ha riapoGonue, chobmasann npu npueM Ha TaguJIEKC
BEANEK AHEBHO, ca Habnoaasany ipes nepeuTe 10 g0 30 any or 3anovBaHe Ha Te4eHHETO.

PeaoMe Ha HekeNauuTe peakunuy B TabAn4eH Brj

B rabnuiara no-gony ca W30pOeHH HeXeNaHWTE NEKAPCTBEHM peakuwH, HaOMozasanH OT CNOHTAHHH
chOOIEHHA H [pH ane0o KOHTPONHPAHH KIHHHYHY NpoyyBannd (obxpamanm obupo § 022 naunenTy,
niekyBauu ¢ Taganadun u 4 422 nanueHTi NONY4aRany nnauedo) 3a NeyeHKe AA ePeKTHANA ARCPyHKIHS
ppu HY’RZA W BEAHEXK AHEBHO H 33 IeYeHHEe Ha A0OpOKAYecTBEHa XMNEPIUIA3NA Ha MPOCTATATA BEAHBK

LHEBHO.
Heocenanu nexapcmeenu pearxyuu
KoHBeHInA 33 yecTOTATa: MROTO 4ecTH (>1/10), yectr (>1/100 mo <1/10Q), Heuectn (=1/1 000 no

<1/100), peaku (>1/10 000 no <1/1 000), muoro peaks (<1/10 000) ¥ ¢ Heu3BecTHA YecToTA (OT HATHYHHTE
JAHHH He Moke na Obje HanpageHa oligHKa).

Muoro wecT YecTn Heuecrn Peaxn C Hem3BecTHA
qecToTa

Hapywenua na wmynnama cucmema

Peaxuyn Ha AHrHOemeM*
CEPBXIYBCTBHTE
JIHOCT
Hapywenua Ha nepenama clucmema
I'nasoGonue 3aMagHOCT

HHchITl {BITIOUNTENHO
XEMOparuyHH CEOUTHA),
Cunkon, TpaH3HTOpHH

HCXCMHYHH OPHCTEIH 1 s

MHI‘pEHaz,
Hpﬂna,u'bunz,
Tpansutopna
aMHEe3Nd
Hapywenua na ovume
3aMBraeHo HapyizeHHe Ha 3pUTEIHOTO
BHXAAHE, none, OTok Ha
Veelanud, Kienayure, XunepeMus
ONHCBAHH KATO HA KOHIOHKTHBATA,
fonxa B oulTe Heaprepnansua
aHTepHOpPHA HCXEMHYHA

OUHa HEBPOMATHA

(NAION)z, 3anyuipaHe
Ha CBAOBETC HA

peTHHara®
Hapywenua na yxomo u nabupunma P
| | Tunntyc | Bresanua 3ary6211’ gﬁ? o ..

CuvpOeunu napyuienun’

£V
<



Taxuxapnus, Muokapaen nugapkr,
TManmramn Hecrtabunna
CTEHOKAPRHA®,
KamMepra apnmm2
Cwdoeu rapyuenun
3ayepeasane Xunorosns-,
XuneproHna
Pecnupamopnu, 2peOnu 4 Meduacmunatii HapyueHia Hapyulenus
Hazanna Jucnnes
KOHTeCTHs EnmHcrakcuc
CrmoMauno-upesnil Hapyenus
Hucnencus Kopemna Gonka,
[loBprinaxe,
T'apene, I'acTpo-
e3odareanen
peduyke
Hapyuwieniis sa kodicama % nodKodCHAmMA MuKan
Obpus Yprukapus, CHuIpoM
Ha Stevens-Jolmsonz,
ExcdronnaTipen
JepMaTHT=,
Xunepxunposa
{noTene)
Hapyuienun na Myckyano-creremuama CLicmeMma, CeGuHUmMenama MeKdan i Kocmume
Bonka B repba,
MHanrud, donka
B KpaHHHK

Hapyuenus na 6obpeyume u nuxovynyume womayd

| Xemaryphs |

Hapywienua na av3npousso0umentama cucmema u zopdama

VY nniokeHa TIpHanu3sM,
epeKuHa KpbBoH31HE B NEHHCA,
XeMmarocepMHs
Obuwiu HApYWeHUR U ehexmu Ha MACMOMO Hd RDUIONCERUE
I
;pwma Gonka®, OTox Ha Jmue'mz,
epndepen Bruesanda cupleyna
oTOK, YMOpa L2
CMBPT >

(1) [TopeveTo OT NAUMEHTHTE HMAT NPeAINECTBALIH CLPAEYHO-CHI0BH PUCKOBH (hakTOpH (BXK. Todka 4.4).
(2) Cpofiasany IpH NOCTMAPKETHHTOBOTO HAOMOASHHE HeKeNTaHH PeaKIiK, KOUTO He ¢a HabnroZasanu
TpH T1anebo KOHTPONHpPaHH KITHHHYHH MPOYYBAHHA
(3) Io-gecto noxnageaHa, KoraTo Tafanadmn ce npunara Npy NANREHTH, KOATO Bede MOIy4YaBaT
AHTHXWIIEPTEH3IHBHH JIEKAPCTBEHH IPOAYKTH.

Onucapne Ha W30paHy HeXeNAHH peaKiyy
HesHauntenHo mo-roaaMa 4ectoTa Ha otknoHeHns B EKT, npeny secydko cuayco

BOKNAABAHY [Py NALUSHTH, TeKYBaBH ¢ Tananapui el TBT AHEBRO B CPABHEHHE
Hoseuero ot te3n otkiionenns B EKI™ He ca cBBp3aHH ¢ HexenaHHTe NeKapCTBeHH




Il CHenHaNHy NONYNANWK
JlaHHWTE NPH NalHEHTH HA BL3PACT HaA 65 rofuHu, KOMTO NpHeMaT Tagaladnn B KIHHAYHE POYYBAHHA
AJTH 32 JIeYeHHE HA epeKTHIHA QuchYHKLHA, WM 3a ieeHHe Ha Ao6pokadecTBeHa XHnepniasHa Ha
NpOCTaTaTa, ca OrpaHHYeHH. B KIMHUYHY MPOyYBaHKA ¢ Taaanadmi, IpHEMaH [PH HyXK/Ia 3a NeYCHHe Ha
epEKTHIHA ANC(hYHKINA, JHAPHA ce chofliaBa no-4ecTo NPH NaiHeHTH Ha BB3pacT Haj 65 roanuu, B
KAHHHYHE NPOYYBaHHA ¢ Tafanadun 5 mg, NpHeMaH BeANBXK AHEBHO 3a JIeYeHHE Ha nobpokayecTBena
XHIEPIUIA3Hs Ha MPOCTATATa, 3aMAaTHOCT H IHAPHA Ca ChOOIABAHM MO~ YECTO IIPH MAUHEHTH Hal 75-
FOJHILHA BB3PACT.

Crobmagane Ha NONO3IMPAHH HEKENAHH PEAKITHH
CrobmapaneTo Ha NOAOIHPAHH HEXETaHH PeaKLMH Clel paspeliaBaHe 3a ynorpeda Ha IeKapCTBEHHA

OpOAYKT € BaxkHo. ToBa MO3B0NARA A2 NpOdbIKA HabmodeHHETO HA CHOTHOIICHHETO MON3a/PHCK 34
JeKapcTBeHHA NpoAyKT. OT MeIHHCKKTE CHenMMalACTH ¢ H3HCKBA fla CLOOIIABaT BCAKA NODO3HpaHa
Hekelana Peakius AUpeKTHO Ha ManbeananTenua arequpd no nexapereata (MAJI:

vI. ,Jdamsal I'pyes™ Ne 8
1303Codus,

Tem: +359 2 8903 417
eJL. nomna: bda@bda.bg

yebeaitT; www.bda.bg
4.9. Ilpenosnpane
CuMnToMH

IIpu 3apaBu JoOpPOBONLM Ca AABAHH EAMHHYHHM Ho2M Ao 500 mg, a Ha NauHeHTH ca NPHIIAraHH
MHOTOKpaTHH JHeBHH No3H Ao 100 mg. Hexenauunte cpOHTHA ca 6win nogobHH Ha oHE3H, HabrONaBaHH
TP TIO-HMCKW 103u. B ciyuawTe Ha Tpeaosupade, ako c¢ Hajara, TpsbBa Aa ce NpennpHeMar
CTAHAAPTHHTE NOAALKALNM MepkR., XeMOAHANH3aTa HE3HAUMTENHO CIIOMAara 3a eIMMHHHPAHETO Ha
Taganadun.

5. ®APMAKOJOTHYHH CBOHCTBA
5.1 PapmakofHHAMHIHE cBolicTBa

dapMakoTEPaneBTHYHA IPYNa: YPONOrHYHHE CPE/CTEA, NCKAPCTBSHY TIPOAYKTH, TPUAATaly PH

epeKTHIHA AUCHYHKIHA.
ATC kon: GO4BEOS

MexaHn3bpM Ha JelicTBie

Tananagun e cenexruBeH, oOpaTHM HMHXHOHTOD HAa UMKIHYHHA TyaHo3uH MoHogocdar (uI'MO) -
cnetuduuna pocdomnectepaza Tin S (PDES). Korato cekcyanHoTo ¢THMYnHpaHe NpelH3BHKA JIOKATHO
ocBoBoxkIABAHE HA A30TeH okcu[, HAXHOHpanero Ha PDES ot Tapanadun npeny3suksa DOBUIICHY HHBA
Ha Ul M B kaBepHO3HUTE Tena. ToBa BOJH A0 penakcartMs Ha ri1aAKarTa MyCKyJIaTypa H IIPHTOK Ha KPbB
B TbKAHHMTE Ha MEHMCa, BOJAELIO Aa epeKuudA. Tananaduin e HecpeKTHBEH B JEUSHHETO HA €PEKTH/IHA
AuCyHKIHA TIpH JMNCa Ha CEKCyalHa CTHMYNAIHA. »

dapMakoIHHAMAYHYE eeKTH




IpoyuBanusra in vitro ca nokasamu, 4e taganadun e cenextused HHXuO6uTOp Ha PDES. PDES € eH3nm,
KOMTO ce OTKpMBA B IJIaJKaTd MYCKYJaTypa Ha KaBEpHO3HOTO THIO, ChIOBaTa H BHCLEPANHA I7ajka
MYCKyNaTypa, CKEJEeTHHTE MYCKyNH, TpomOouutute, OnOpenmre, Oenmus npod H Mankus MO3BK.
HeiicTBHeTo Ha Tamanadun e mo-cwiHo Bepxy PDES, oTkonmkoTo BBpXY ApyrH docdoaHecrepasu.
Tapanagun e Hag 10 000 npTH Mo-Mowued 3a PDES, otkonkoTo no orHowenue Ha PDEL, PDE2 n PDE4 -
€H3HMH, KOHTO C& OTKPHBAT B CHPLETO, MO3bKA, KPEBOHOCHHTE ChROBE, YePHHA Apol H ADYTH OPraHH.
Taganadun e vag 10 000 nsTH Mo-MoIeH Mo oTHoneHHe Ha PDES, oTkonkoto no orHoweHue Ha PDE3 —
€H3MM, HaMHpAIll Ce B CBPLETO H KPbBOBOCHUTE chioBe. Tasu cenektBuocT kbM PDES, cpaBHena cse
cenexkthBHOCTTa KBM PDE3 € Baxna, 3amoto PDE3 e eH3sHM, yyacTBall B MeXaHH3Ma Ha CRPACYHHTE
cpkpamenua. B nonsnnenue, Tananadun e npubnusurento 700-mbpTH no-MouleH o oTHoerne Ha PDES,
orxonkoto cnpaMo PDEG - en3uM kofiTo ce HaMUpa B PETHHATA X € OTrOBOPEH 34 (POTOTPAHCAYKIHATA.
Tananagun e cenio #ag 10 000 mbTH Mo-MoLIeH Mo oTHOIIeHHe HA PDES, 0TKORKOTO MO OTHOLUEHHE Ha
PDE7, no PDE1Q.

KannnuHa edHKacHOCT i 5e30MacHOCT

Tpu knueuy4HK npoyuBaHns ca nposedeHH ¢ 1 054 nanMeHTH B AOMALIHM YCJIOBHA 33 ONperessdHe Ha
NPOIBIKHTENHOCT HA OTroBopa KeM Tajanadwmn. Taganadun € Mokazal CTATHCTHYECKH 3HAUHMO
norobpeHye B epekTITHATA PYHKIHA H CIIOCOGHOCTTA [a ¢€ M3BBPILIM YCNeIeH NoNoB aKT 1o 36 Yaca cinex
NIpHEMa HA A03aTa, KAKTO H B CNIOCOOHOCTTA HA NALHEHTHTE 1a IOMYYaT H HOALBPMAT EPEKIIHA 33 YCIEIeH
TIOJTIOB AKT B CpaBHenHe ¢ Tnauedo ome Ha 16-Tata MHHYTA CIIET MpUEM Ha A03aTa.

Taganadun, npunoked Ha 3ApaBH NHLA, He NpelU3BHKBA 3HAYHMA PA3IHKA B CpaBHEHHe ¢ Nuaunebo B
CHCTORHOTO M AHACTONHOTO KYHBHO HANATAHE B ACTHANO HONOKEHHE (CPEAHO MAKCKMATHO HAMANCHIE OT
1,6/0,8 mm Hg, chOTBETHO), B CHCTOJHOTO H AHACTOIHOTO KPHBHO HAJAraHe B H3NMPABEHO NOJOKEHHE
(cpeano makcuManuo HaManenue ot 0,2/4,6 mm Hg, cboTBeTHO) M HAMA 3HAYHMa NIPOMAHA B ChPASUHATA
HECTOoTA.

B npoyupadHe 3a olleHKa HA BIMAHHETO Ha Tajanadin BBDXY 3PECHHETO, HE €2 OTHETCHH HHKaKBH
HAPYLIEHHA B Pa3lO3HABAHETO Ha UBETOBETe (CHHBO/3ENEHO) MOCPSACTEOM H3MONA3BAHE HA TecTa
Farnsworth-Munsell 100-hue. To3n pesynrar kopecrionaupa ¢ HHCKHS apHHATET Ha Taaanagun kM PDE6
B cpaBHeHHe ¢ PDES. BbB BcH4KH KNMHHYHH NPpoy4YBaHHsL, COOLIEHHATA 34 IPOMEHH B LIBETHOTO BHXAAHE
ca penk (< 0,1%).

[IpoBeaenn ca TpH NpPOyHBaHHA NPH MEXE 3a OLEHKa Ha MTOTEHUHATHHS e(eKT BEPXY CepMaToreHesara
Ha tananadgui 10 mg (eano G-meceyHo npoyysade) W 20 mg (eAHO H-MECEUHO M €AHO J-MeceqyHo
NpoyyBaHe), MpUNaTaH exeAHeBHo. B JBe oT Te3ad mnpoyuBaHHs e HalmoLaBaHo TOHHKEHHE Ha
KOJIHMECTBOTO H KOHLEHTPALMATA HA CHePMaTa, CBbP3aHO C IEMEHHETO C Tagala(iy ¢ Malka BePOSTHOCT
3a KIMHMYHA 3HA4YEMocT. Te3n edekTH He ca OHNH CBBP3IAHH ¢ IPOMEHH B JpPYIH NapaMeTpH, KaTo
NOABHKHOCT, Mopdoiorus u FSH.

Tapanadmun B 703u 0T 2 mg no 100 mg e Oun w3cneaBaH B 16 KIHHHYHU NPOYYBaHH, BIKIIOYBalny 3 250
NAlHeHTH, BMIOYHTETHO NMALHEHTH ¢ epekTHiIHA AUCYHKIMA OT pa3snnyHa TexecT (Neka, yMepeHa,
TEXKKa), ETHOJIOrKA, Bh3pacT (Mexkay 21-86 roaAuHK) ¥ €THHUECKA NPUHANIEKHOCT.

Ioseyero NalMeHTH cbOOIIABAT 34 €PEKTHIHA AHCHYHKLHA C NPOABILKHTENHOCT OT MOHE €fHa FOAHHA.
[IpH mTepBOHAYaIHHTE MpOYYBAHHA 3a €()EeKTHBHOCT BBpXy obwara norynauus 81% OT malHeHTHTE ca
cHOBIMIN, Ye Taganadpuin e nofodpun TAXHATA epekliua B cpaBHeHHe ¢ 35% npu mnauebo. Chino Taka,
TALHEHTHTE C epeKTHIIHA AucdyHL#A OT BCHYKH CTENeHH Ha TexecT ChoOIaBaT 3a 1noJof
JOKaTO ca B3eManu Tajanapun (86%, 83%, u 72% 3a neka, ymepeHna, M Texka, Chb
45%, 42%, u 19% c¢ nnauebo). TpH mepPBROHAYAMHATE NPOYYBAHNA 33 eEeKTHBH
TOTIOB aKT C TaAanadwmn ca Guam yenemnu B cpagHenne ¢ 32% npu mnauebo.




B emno 12-cemMuuuo npoyuBane, npoeeaeHo npu 186 naumentn (142 taganagmun, 44 nnanuebo) c
EPEKTHAHA AUChYHKIHA, BTOPHYHO Ha YBpEXAaHe Ha rpp0HauHHA MO3BK, Tanatadun sHauumo noaobpasa
epeKTHIHATA (yHKIIHA, KOeTO BOAH A0 CpeAHA HECTOTA Ha YCIIEIIHUTE OMHUTH 3a MHOHBH/ MPH MALHEHTHTE,
TperupanH ¢ tanatadun 10 uwma 20 mg (reekasa gosa NpH noucksaHe) 48% B cpaBHeHne ¢ 17% mpu
nnanebo.

YlenvaTpyyna nonynanna

I1pn neguaTPHYHA NAUKEHTH ¢ MyCKynHa ZucTpogus tan Jomen (M), e npoBeacHO eAHO MPOYYBaHe,
B KOETO HE ca Habmogapanu faHHH 3a edukacHocT. [Tpu 331 MomueTa Ha BB3pacT

7-14 roguun ¢ MJIJ[, Ha KOHTO ¢e DpUNara eIHOBPEMEHHO NEUEHHE ¢ KOPTUKOCTEPOHIH, € NIPOBENLHO
PaHIOMU3HPAHO, JBOHHOCHANO, [NaLeb0-KOHTPONHPaHO, IapaleHo mpoyusaHe ¢ 3 pameHa ¢ Taganadun.
[IpoyyBadero BKIIOUBA 48-ceMHYeH ABOHHOCIAN Nepuod, B KOHTO MalueHTHTE Ca PAHIOMH3HPaHH A3
nonyuaear Tananapui 0,3 mg/kg, Tananadmnn 0,6 mg/kg unn naauedo cekd neH. Tananadun He NMoOKa3pa
edukacHoCT Mo OTHOWIEHHe 3a0apsHe Ha BIOLIABAHETO HAa cHOCOOHOCTTA 338 CaMOCTOATERNHO XOJEHE,
M3MEpeHo ¢ MOMOIITA Ha MLPBHYHATA KpaiiHa TO4Ka - 6-MHHYTEH TecT 3a xofeHe (6 minute walk distance,
6MWD): cpeziHa npoMsHa Ha Hali-MankuTe kBanpaTh (least squares, LS) B recta MWD na 48-ra ceamunua
¢ -51,0 meTpa (m) B rpynara, nonyuasaia nianedo, B cpaBHenne ¢ -64,7 m B rpynarta, nonydagaiia
raganadun 0,3 mg/kg (p = 0,307), u -59,1 m B rpynata, nonyuasawa tananadun 0,6 mg/kg (p = 0,538).
OcBeH TOBa, THIICBAT AAHHH 33 €(PHKACHOCT OT BCHYKH BTOPHYHH aHAH3H, H3BLPLIEHH B TOBA IPOYYBaHE.
O6muTe pe3ynTary 3a $e30MACHOCT OT TOBA IPOY4BAHE KATO LsAN0 ¢a B CHOTBETCTBHE C H3BECTRAA IpobuII
Ha GesonacHocT Ha Tananadmn u ¢ Hexenanure csGuTHa (HC), ouakBanyu B NeAHaTpH4HATA NOITYJAluA C
MJIJT, nony4asania KOPTHKOCTEPOH/IH.

EBponefickara areHUns Mo JieKapcTBaTa 0CBOOMKAABA OT 3aAB/KEHHETO 33 NPEAOCTABAHE Ha PE3YATATHTE
OT TMpOY4YBaHHATA BBB BCHYKH MOArPYNH Ha MeAHATpHYHATA NOMYNALHA 32 JIeYCHHE Ha ePeKTHAHATa
mchyHkiuA, Buxre Touka 4.2 32 HndopMalna oTHocHO ynoTpeda B eAHaTpPHATA.

5.2. @apMaroKHHeTHIHH CBOHCTBA

Abcopbuus

Tananadun ce abcopbupa necHO cleX NepopanHo NpuNoKeHHe H HaOMONaBAHUTE CPelHH MaKCHMAJHH
nnasmMeHH KoHUeHTpanuu (Cmax) ce HOCTHraT 3a cpeflHO BpeMe OT 2 waca ciell NPHIOKEHHETO.
AObcomoTHaTa OHOHANHYHOCT HA Tajanadiin clel epopanto npunoxeHne He ¢ Guna onpeaeneHa.
Ckopoctra i crenedTa Ha aGeopOuus Ha Taaanadu He ce NOBIMABAT OT Xpana, Taka ye TaguJIEKC Moxe
Ia ce MpHeMa HE3aBHCHMO OT XpaHeHeTo, BpeMeTo Ha npHeM Ha Ao3aTa (CYTPHH CIIPAMO BedYep) Hima
KITHHHYHO 3HAYHMH €(EKTH BhPXY CKOPOCTTa M CTeneHTa Ha abcopbuus.

Pasnpeaenense
Cpeannar obem Ha pasnpeneneHue Ha Taganadun € npubnuzutenno 631, koeTo nokaspa ue rananadun ce

pasnpeaens B ThKaHHUTE. IIpH TepaneBTHYHH KOHUEHTpawHH, 94% ot Taganadua B niasMara ce CBLP3Ba €
npoterHuTe. CBEP3BAHETO C NIPOTEMHUTE HE Ce 3acATa MpH HapyineHa 6b0peuHa QyHKuus.
ITo-manko ot 0,0005% ot npuerara fo3a ce NOABABA B CIIEPMATa HA 3APABH HHIAHBHIM.

BbuoTpanchopMmanus

Tananagun ce meraGonMsupa NpPeRUMHO TOCPEACTBOM LHTOXpoM P450 (CYP) 3A4 wusodopmara.
OCHOBHHAT LHPKYNHpaLl MeTalOMHT € METHJIKATEX0N rokopoHuA. To3n merabomut e none 13 000 moTH
no-cnabo aKTHBEH OT Tananadun no otHoinenue Ha PDES. Cnenosatento, He ¢e 04akBa [a € KIHHHYHO
aKTHBeH mpH HaGmoAaBaHUTE KOHLIEHTPALMH Ha MeTaloNUTa.

gzﬂMHHHQa}Ie




CpenuusaT nepopaneH KIKpbHC Ha Taganadui e 2,5 Vyac, a cpeAHEAT NOTYXHBOT e 17,5 Yaca npH 3ApaBH
HHAHBH]IH.

Taganabun ce eKCKpeTHpa NPEOMMHO KAaTO HEAKTHBHH MeTaboNHTH, OCHOBHO ¢ (ekamuuTe
(npuénuzurenno 61% or aosara) U B MO-MankKa cTeneH ¢ ypuHara (npudausurendo 36% ot gosara).

Jusetinoct/Hennneiinoct

dapMakoKHHETHKATA HA Tajanadun npu 3ApaBH HHAHBHAH € JHHEHHZ Mo OTHOIEHHe HA BpeMero M
aosara. IIpn ao3n Haa 2,5 ao 20 mg excnosuumara (AUC) ce ysenHyaBa NpoTopLMOHATIHO ¢ A03aTa.
CranuoHapHOTO CHCTOAHHE HA TUIA3MEHHTE KOHLEHTPALIMH Ce MOCTHTaT 33 5 AHH NMpHU [03MpaHe BETHBK
JHEBHO.

dapMaKOKHHETHKATA, ONpeleleHa ¢ NOnyTAlHOHHHS MOAX0H, PH MALHEHTH ¢ epeKTHIHA THC)YHKIHA €
noaobHa Ha GapMakOKHHETHKATA TPH HHAHBHIM €3 epeKTHIIHA AHCHYHKLHA.

CreuuanHy nomynainuu

Cmapuecxa eb3pacm

30paBH MAlMEHTH B CTapyYecKa Bb3pact (65 roAMHH WIH NO-BB3PACTHH), HMAT DO-HHCBK IEpopaieH
KIMpBHC Ha Taganadui, Bolewlo ao 25% no-sucoka excnosmnus (AUC), B cpaBHeHHE CBbC 3/paBH
HHAMBHIH Ha BR3pacT oT 19 a0 45 rogunu. To3u edekT Ha BL3PACTTA He € KIHHUYHO 3Ha4HM H He JaBa
OCHOBAHHE 33 (IPOMAHA HA J03aTa.

Buvbpeuna nedocmamounocm

B wiuHuuyHu ¢apMakoNOrHYHM NpOYYBaHWA C eJHOKpaTHa Ao3a Tajanapun (5 mg ao 20 mg),
ekcnosuiuaTa Ha Taganabun (AUC) e nprONu3HTENHO YABOEHA NIPH HMHAKMBHAM ¢ Jeka (KpeaTUHHHOB
KiHpeHC 51 mo 80 ml/min) mnm ymepeHa (kpeaTHHHMHOB KIMpbHC 31 ao 50 ml/min) 6B0peuna
HeIOCTATBYHOCT H IIPH HHAHBHIH ¢ KpacH cTaai Ha O0u6pevno 3abonaeane Ha guanusa. [Ipa nanuenTu
Ha xemomguamuza Cmax € 41% mo-BHCOKO OT HaDmMIOZaBaHOTO NpU 34paBH Xopa. XeMOAHANH3aTa
HE3HaYHTENHO CNOMAra 3a eNMMHHHAPAHETO Ha Tananadir.

Yeprodpobna nedocmamuvynocm

Excnosuuuata va Taganagun (AUC) npw MHIMBHAKM ¢ NeKa OO YMEpeHa YepHOApPoOHA HEAOCTATHHOCT
{Child-Pugh xnac A 1 B) e cpaBHHMA ¢ €KCTIO3HIMATA NPH 3APABH HHAHBHIH, KOTATO CE MPHJara J03a OT
10 mg. MMa orpaniy¥eHH KNMHHYHE JaHHH 3a Ge30macHOCTTa Ha Tajajadun npd MALHEHTH ¢ TEXKKA
yepHOApoOHa HepocTaTkuHocT (Child-Pugh knac C). He ca HanH4HH AaHHM 32 NPHIOKCHHE HA JIO3H
Taganaun eIMH MHT JHEBHO NMPH MAUMEHTH ¢ HepHoApoOHA HepoctarbuHocT. Ako Tagul]IEKC ce
npeAnucea e€IWH MbT AHEBHO, TO TpalBa Na HampaBH BHEMATENHAa WHIMBHAYAlHA [pelieHKa Ha
OTHOILIEHHETO [0J13a/PHCK OT NPERNHCBALINA TO JieKap.

Hayuenmu c duabem

Excnosnuudara va tajaadun (AUC) nps nanpeHTH ¢ asaber e Omna npubmazurendo 19% mo-Hucka,
OTKONIKOTO cToliHOCTHTE Ha AUC 3a agpapy nuauBuAM. Tasn pasiiNKa B eKCIO3HNMATA HE [1aBa OCHOBAaHHUE
3a NpoOMAHA Ha A03aTa,

5.3. IIpeaxnannvas JadEHA 3a GelonacHoCT
HexnMHH4HHTE [aHHH He mokas3eaT ocobeH pHCK 32 xopa Ha OaszaTa Ha Ko

tbapmaxonomqﬂn Npoy4YBaHHA 3a 0e30MacHoCT, TOKCHYHOCT MpH MHOrQ
FEHOTOKCHYHOCT, KAPLHHOTCHCH MOTCHLUHAIL H PENPOAYKTHEHA TOKCHYHOCT.




Hsama pokazaTencTea 3a TEpPAaTOre€HHOCT, eMOPHOTOKCHYHOCT HIH (ETOTOKCHHHOCT NMPH MIBXOBE HIIH
MHIIKH, KOHTO ca noiyuunu ao 1 000 mg/kg/nHesHo ramanadun. B npoyusaHe 3a mpeHaTalHo H
TOCTHATAITHOTO PAa3BHTHE TIPH ILIbX0BE, 103aTa, MPH KOATO He e HaOmogaean edekT e Ouna

30 mg/kg/anesno. [lpu Gpemener mnpx AUC 3a H34uncneHoTo CBOGOAHO JIGKApCTBO [IPH Ta3H 4034 €
npubmzurendo 18 neti yosemkata AUC npu gosza 20 mg.

Hsama yBpeskaaHe Ha GepTHIHOCTTA PH MBXKKH H JKEHCKH TbxoBe. TIpy kydera, Ha KOHTO € Npuaara
tapanadun exeaHeBHo 3a 6 no 12 mMeceua npu ao3u 25 mg/kg/nHEBHO (BOACIIO A0 MOHE TPHUKPATHO MO~
BHCOKA eKcIIo3UIHA [Mexay 3,7 — 18,6] or nabmonaganata npy xopa, Ha KOHTO € AaBaHa eIHHHYHA 1034
ot 20 mg) 1 IoBeye e HMANO perpecHs Ha eNUTelNla Ha CEMEHHHTE KaHAMYETa, KOSTO € JOBEJIO 0 HAMAJICHHE
Ha cIepMaTOreHesaTa Ha HAKOHW Kydera. Buacre ¢emio mouxa 5.1,

6. DAPMAIEBTHUYHH JAHHH
6.1. CrBchbK Ha IOMOIIHATE BEIKECTEA

Cvovpacariue na mabnemxama:
JlakToz2a MOHOXHApAT,
L-xuapoxcunponunnenynosa - LH 11,
L-xunpoxcunponunuenynosa — EF,
Kpockapmenosa ratphi,

Harpues naypuncyndar
MukpokpuctaniiHa neaynosa PH 102
Marnesues cTeapaT

Duimoeo nokpumue Opadry II TAN 85G27001:
JleuuTHH,

JBIT KeneseH oxcua,

THTaHOB AHOKCHA,

YepBeH xene3eH OKCHI,

YlonuBAHANOB ANKOXOJ, YACTHYHO XHIPOIH3HpaH,
Tanx,

YepeH xene3eH OKCHI,
INonxHeTHNEH rIHKOJL.

6.2. HecHEMEeCTHMOCTH

HenpunoxuMo.

6.3. Cpok Ha roanocr

2 roAuHK

6.4, CroennajiHH YCJIOBHS HAa ChbXpaH¢HHE

Ha ce cexpanaea nox 25°C B OpHTHHaNHATA ONAKOBKA.
Jla ce cbXxpaHABa HA MACTO HEAOCTHITHO 34 JELa.

6.5. BuA H chbabpxkaHHe HA 0MAKOBKATA

Mpospaunn PVC/PE/PVDC GnucTepH NOKPHTH ¢ AMYMHHHEBO (ONHO.




Enun 6mucrep ceaobpxa 2 6pos dunMupadu TaGmeTkH.
Pasmep Ha omakoBkata: 2 6pos ¢punmHpans tabnetku (1 omakopka/ 1 6aHcTep);
4 opos ¢unmupanu Tabnerku (1 omakoBka/ 2 Snucrepa).
8 6pos ¢uaMupanu Tabnetku (1 onakorka/ 4 6aHcTepa).
6.6. CoenMa/nH Dpeina3’HA MEPKH HPH H3XBLPJAAHE
Hsama cneyuanHu M3HCKBaHHA.
Hen3nonspaHAAT NPOAYKT HIIH OTNATBYHHTE MATEPHAIH OT Hero TpAOBA Ja ce H3XBbpJAT B
CBOTBETCTBHE C MECTHUTE H3HCKBaHHUA.

7. HNPUTEXATEM HA PASPEIIEHUETO 3A YIIOTPEEA

HOBEJI ®APMA EOO/]
ya1. ,,OxonospbeTen et Ne 36
Codus 1415, Bearapus

8. HOMEP HA PAIPEINEHHETO 3A YIIOTPEGA
Peructpannoned Ne 20210009

9, JATA HA bPBO PA3PELIABAHE/MIOAHOBSABAHE HA PASPEHIEHHETO 3A
¥IIOTPEBA

Jara Ha nepEoO paspemnakaude: 19.01.2021
10. JATA HA AKTYAJTU3HPAHE HA TEKCTA

01/2021




