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{ M3MLAHUTENHA ATEHLIMS! N0 NEKAPCTBATA
Kpama XapaKmepucuxg Ha npogyxma - rbmmm 1
1. HMME HA JEKAPCTBEHHS IIPOLYKT Kow Poo. .28 2 2C 0O 2
rasmonore 8.6/ 14717/ T2 SE S
T'yanec 20 mg duamupans TaGaeTkn _ 147110
Gudnes 20 mg film-coated tablets | Ogosperue Ne /7

2, KAYECTBEH H KOJITHYECTBEH CHCTAB

Beska ¢mmHpana Tabnerka ceabpika 20 mg Tananadmn (tadalafil).
TloMomHO BEMECTBO C HIBECTHO AeHCTBHE:

Besxa gmnmMupaia Tabnerka ceappxka 236,25 mg nakrosa MOHOXMApAT.
3a MBIHAS CIHCHK HA MOMOIHHTE BEHIECTBA BIKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA

Gurmnpana tabnerka

Tymnec 20 mg dunMupann TabneTku ca Gnexo opamkepH, ABOHHOH3TEKHANM DUIMAPaHK TableTKH ¢
dopMa Ha xanka, ¢ penedHo H3oOpamenne “20” oT eAHATA CTpaHA.

4, KIHHAYHH JAHHHA

41 TepaneBTHIHHE NOKAZAHEN

Jleuenne Ha epeKTHIHA AMCHYHKLUMA NPH BB3PAcTHH MBKE.

3a na 6bne epexTHBeH Taganadwi 3a JIEYCHHE HA SPEKTHAHA QHCGYHKIHA, C& H3HCKBA CEKCYalHa
CTHMYIIAHS.

JleueHne Ha NPH3HALA H CHMIITOMH Ha A00poKadecTBEHa XHAEPIUIA3HA Ha MPOCTaTaTa MPH BE3PACTHH
MBXE.

T'yanec ne e moxasaH 3a ynorpeda oT jKeHH.

4.2 JIo3HpOBKS H HAYHH RA NPHJICKEHHE

EOC!B PORBKA

Epexmunna ducghynkyus npu ev3pacmuu mwoice

[Ipenopbysanara no3a e 10 mg, pueTa nNpeay OYAKBAHATA CEKCYaTHa aKTHBHOCT Che Wi Gea xpana. Ilpu
TE3H TMAUHEHTH, OpH KoHTO Taganadun 10 mg ne Boan Ao noaxoasm edekT, Moxke Za ce ornuTa 20 mg.
Tasu goza Moxe Aa ObAe npHeTa none 30 MHHYTH IIPE/H CEKCYAlHA aKTHBHOCT.

MakcHMaTHaTa YecToTa Ha NMpHEM € BEAHBX QHEBHO.

Tananadpun 10 » 20 mg e npeasazHayeH 3a ynotpe6a npeAn ovyakBaHA CEKCYallHa aKTHBHOCT H He ce
NpenopbyBa 3a NPOXLDKHTENHA exeTHeBHa yroTpeba.




Tlpu naumeHTH, KOHTO MPEABUXAAT YecTa ynoTpeOa Ha I'yaHec (Hanp., NOHE ABA NHTH CEAMHUHO), MOXE
Ja ce OOMHCIM KaTo MOAXONMIN PEXHM eZHOKpaTeH AHEBeH NpHeM Ha Hali-mmckure ao3u ['yamec,
Gasupaiikn ce Ha H300pa HA MALACHTA H PELICHHETO HA NIeKapA.

flpu Te3n NaUHEHTH Ce Mpenopb4BaHATa 1032 € S mg, MPHETA BEAHEX JHEBHO NPHGIH3HMTENHO B EAHO H
Chimo Bpeme Ha jenHs. Jlosara Moxe Aa ce Hamam¥ g0 2,5 mg ensoKparHo aHeBHo Ha Oasata Ha
HHAMBHAYANHATA OHOCHMOCT.

Lenecso6pa3snocTTa Ha NPOXBDKHTENHATA eXKEAHCBHA YNIOTpe(a TpAGBa NepHoIHYHO Jia ¢e MpEeoneHaBa.

Criennanyy ponyJianuyg
Muoice e cmapyecka ev3pacm

ITpu Mbike B CTapuecKa BB3PACT HE Ce HIWCKBA aJaNTHPAHE HA NO3ATA.

Muoice ¢ 6vbpeyno yepeacoane
He ce Hanara HamanfBaHe Ha J03aTa NIPH NAIKMEATH ¢ JIEKO 0 YMepeHo Ou0peuno yspexaane. 3a MallHEHTH
¢ Texko Gr0pedHo yBpexAaHe MaKCHMaliHaTa penopbunTena 103a ¢ 10 mg 3a JedeHHE IPH HYKAa.

IIpu naumeHTH ¢ TexKo 6EOPeUHO YBpeKAaHe AOZUPAHETO €OUH ITHT QHEBHO HA Tagauadma 2,5 mg HiH 5
mg, KaKkTo 3a JICYCHHE Ha ePeKTHIHA AHCHYHKIMA Taka H 38 J0OpOKaieCTBEHA XHIIEPIIA3HA Ha IPOCTATATA
He ¢e npenops4Ba (BX. To4Ka 4.4 A Toyka 5.2).

Muoice ¢ yeprnodpobro yspesxcoane

3a jeucHHe Ha epekTwiHa AuchyHkuma, ¢ ymotpeba ua [yaHec NpH HyXaa, NpPeNopbUHTENIHaTa 033
I'yauec e 10 mg, npuera npeau ovakpaa CEKCYalHa aKTHBHOCT ChC WiH Oe3 xpana. MMa orpaHudeHn
KIHHMYHK JAHHH 3a Ge3omacHOCTTa Ha [yaHec npH MauMeHTH ¢ TeXKA YePHOAPOOHA HENOCTATBIHOCT
(Child-Pugh knac C); ako ce npeanucea, T0 NPeANKCBAIMAT ro Jiekap TpaOBa Aa HanpaBd BRHMATEIHA
HHAHBHAYAHA NPEleHKa Ha ChOTHOMIEHAETO NoN3a/pHCK. HAMa HAIHIeN NaHHH OTHOCHO MTPHN0KEHAETO
Ha 1034 n0-BHCOKH OT 10 mg Tananadun Ha nanueHTH ¢ YepHOAPoOHO yBpexknaHe.

HosupaHetro Ha ['y@Hec eIMH mbT AMEBHO KAKTO 34 J€YEHHE HA epeKTHIHA AHcyHKIHA, Taka H Ha
noGpOKaYecTBEHAa XHNEPIUIa3Hd HA MPOCTATATA HE € OLEHABAHO NpPH NALHEHTH ¢ YepHoapoGHa
HEIOCTATHYHOCT, CHEAOBATENHO, KO CE MPEANNMCEa, TO NPeANHCBAMMAT IO Jekap TpAGBa Aa HANPABH
BHMMATEJIHA HHANBHIyanHa NpeNeHKa Ha OTHOMEHHETO Mo3a/PHCK (BoK. Touka 4.4 | TOYKa 5.2).

Muvoice ¢ ouabem
Tipu mbke ¢ AualeT He ce H3UCKBA NPOMAHA B /103aTa.

Ileduampwina nonyaayus
Hsma croTeeTHO NpHnoxkenne Ha I'yaHec B neanaTpiiHaTa NOMYyAaNKA OTHOCHO JICICHHETO HA ePEeKTHIIHA
AuchyRKupEs.

Haunh Ha npHyokeHHe
T'yanec 20 mg ca ¢punmupann TabneTkH 3a NepopanHo NPHIOKEHHE.

4.3 Iporasonoxazapug

TouKa 6.1.




B KIMHAYHHK MPOYYBAHHA € YCTAHOBEHO, ue Tafanagui yCHIBa XHIIOTEH3HBHATE ePeKTH HA HHTPATHTE.
Cwuara ce, 4e ToBa e pe3yirraT OT komOuHupaHuTe edeXTd Ha HUTpaTHTE H TafanaduI BBPXY BPh3KATA
asoted okcun/nI'M®. TTopann ToBa, npunoKeHreTo Ha My IHEC IPH NAlHEHTH, KOHTO H3MNON3BAT HAKAKBH
dopME Ha OpraHUYHH HHTPATH € NPOTHBONOKA3aHo (BX. To4ka 4.5).

I'ynHec ne TpAGBa Aa ce Npuiara Ha MbXe ChC ChPIACYHH 3a00/IABAHNEA, NPH KOHTO CeKCyaHaTa AKTHEHOCT
He ¢ mpenopbuHTenHa. Jlexkapure Tpabsa Aa OGCHAAT MOTEHHHANHHA ChPAEHYCH PHCK OT CEKCYyaNHA
AKTHBHOCT NPH NALMEHTH ¢ TIPEAUECTBAMO CHPAEYHO-CHA0BO 3a60NABaHE.

CnennuTe rpynHM NAlMEHTH CBC CHPAEYHO-CHROBO 3abondRane He ca OHIM BKAIQUEHH B KIMHHYHH
NpoyYBAKMA H 3aTOBA ynorpebara ua Taaanadun GpH TIX € NPOTHBONOKA3aHA:
- TAlHEHTH ¢ MMOKapieH HHGapKT B paMKHTe HA nocneaHHTe 90 aHu,
- MalHEeHTH ¢ HecTabMJIHA aHTHHA HITH aHTHHAa, IPOABABAILA CE FI0 BpeME Ha MOJIOB akKT,
- DalMenTH ChC CBPACYHA HenocTaThunoct kiac no NYHA (New York Heart Association) 2 Hid no-
BHCOK TIpe3s nocleganTe 6 Mecella,
- MAIHEHTH ¢ HEKOHTPONHPAHH apUTMHH, xumoToHHA (< 90/50 mm Hg), HIM HeKOHTpOIHpaHa
XBIepTOHHA,
NIalMEeHTH C HHCYAT B pAMKMTE Ha NOCHeAHHTe 6 Mecera.

T'yAHec € NPOTHBOMOKA3AH NPH NALMEHTH CBHC 3aryba Ha 3PEKMETO HA EJHOTO OKO, B PE3ynTaT Ha
HeapTepHallHa aHTepPHOPHA HCXEMHYHa OYHA HeBponaTHA (non-arteritic anterior ischemic optic neuropathy,
NAION), sesaBHCHMO OT TOBa, 4A/TH TO3H €MTH30[ € CBHP3aH WM He ¢ mpeauiiHa ynorpeba Ha PDES
HHXHOHTOD (BX. TOuKA 4.4),

EnnospeMennoTo npunoxenne Ha PDES nuxnbuTtopy, BKmMovHTeNHOo Taganathun, ¢ ryaHHAaT- UHKIa3HH
CTHMYNATOPH KAaTO PHOLMIYAT € MPOTHBONOKAIAHO, Thil KaTO TOBA MOMKE [8 MPHYHHH CHMIITOMATHYHA
XHMnoToHHA (BK. Touxa 4.5).

4.4 Crnenganng npeaynpekicang ¥ DpeAna3HE MepKHE NpH yooTpeba

Ipean nevenue ¢ 'yanec

Ipean na 6nae 06¢cbaeHO hapMAKOIOIHYHO NEUCHHE, TPAOBA Na ce CHeMe aHAMHE3a H HATIPaBH (u3HKkaneH
mpernen, 3a Aa ce JAMAarHOCTHLMPA epeKTHAHA AHCOYHKUMS HNH AoOpokavecTBEHa XWIepmiiasHa Ha
MpOCTATaTa ¥ 1A e ONMpPeAeNAT NOTEHIHANHHATE NONASKAIH NIPHIHHH.

ITpenn Aa ce 3an0YHe KAKBOTO H J1a € NeYeHHE HA ePEKTHAHA AUCHYHKIMA, IeKapHTe TpAOBa Na MPELCHST
CEPAEYHO-CHIOBHA CTATYC HA TEXHWTE MAllMeHTH, Thil Karo MMa M3BeCTHA CTENEH HA CBPAEYEH DHCK,
CBbp3aH ChC CEKCYaNHATa aKTHBHOCT. Taganadmn MMa Ba3OMWIATATMBHH CBOHCTBA BOJICINH OO NEKH H
OpPeXOoAHA NOHHAKCHHA HAa KPBBHOTO HansraHe (Bk. Toyka 5.1) M No TaksB HaYHH NOTEHUHMpa
XHROTCHSHBHAA ¢(QeKT Ha HUTpaTnte (BX. Touka 4.3).

Ipean na ce 3anoyde NedeHHe ¢ Tazanadun Ha JoOpOKAYECTBEHA XHMICPILIA3HA HA NpPOCTaTara,
NAlMEHTHTe TPAOBA Ia Ce H3CNEABAT 33 Na ¢ H3KNOYM HANHYHeTO Ha KApPUHHOM HA MpOCTaraTta H
BHHMATEITHO Ja CE OL[eHH HANHYHETO Ha CHPACYHO-ChA0BH 3aboaBanua (BXK. To9Ka 4.3).

OueHkata Ha epexTHIHaTa AMchyHKIHA TpAGBAa Na BKIIOYBA ONMpPEAENAHETO HA NOTEHIHATHHTE

HEeCHXpAHABALA HEPBA MPOCTATEKTOMU,

CrpaeqaHo-cbA0BH GaKTODH




Ilo BpemMe Ha MOCTMAPKETHHTOBH HAGNIOACHMA H/ANH KNHHHYHH MPOYUBAHHA Ca AOKIAABAHH CEPHOSHH
ChpPAEYHO-CHAOBH CHOHTHA, BKTIOUBAINH MHOKAPAEH M(apKT, BHE3ANHA CHPACUHA CMEBPT, HecTabnnHa
aHTHHA TIEKTOPHC, KAMEPHH apUTMHK, HMHCYJT, TPaH3HATODHH HCXeMHYH# eNH30H, rpbiHa Gonka,
DNATHMHTALHY H Taxukapaus. [loBeyeTo NauMeHTH, NPH KOHTO ca AOKNaABaHH Te3H ChOHTHA ca HManu
NPe/IIecTBAlH ChPAEYHO-CHIOBH PHCKOBH (akTopH. BBIpekH TOBa, HE € BLIMOXKHO Ja C€ Onpejeit
KaTeropHYHo Nans Te3H CHOMTHY ca CBBP3aHH NPAKO ¢ Te3H PHCKOBH (akTopH, ¢ I'yAHEC, ChC CeKCYyanHaTa
aKTHBHOCT HIIY ¢ KOMOHHAIAATA HA T€3H WK ApYTH akTopH.

Ilpy manHeHTH CBHC CHOBTCTBALNO JCYECHHE ¢ AHTHXHNEPTCHIHBHH JICKAPCTBEHH NPOIYKTH, Tananadmui
MOXe Aa HHAYNHpa NOHWKEHHe Ha KPBBHOTO Hamdrane. KoraTo ce 3amodBa eske[HEBHO JCUEHHE C
Tajanapun TpaGea Aa ce oOMHCIM KIMHMYHATA BBE3MOKHOCT 32 ajalTHpaHe Ha N03aTa Ha
AHTHXHMEPTEHIHBHOTO jleYeHHE,

- IIpn nausmentH, xouTo npuemat angal Gnokepu, enNHOBpeMeHHOTO mpunokeHue Ha [ymHec Moke fa
AoBejie K0 CHMITOMATHYIHA XHNOTORHUA IIPH HAKOH OT TAX (BX. To4Ka 4.5), KoMbuAnpaHeTo Ha Taganadun
H JIOKCA303HH HE ¢E MPEnopbYEa.

3peune

CroblaBany ca 3pUTENHH HapyIeHnd X ciryqau Ha NAION (Heaprepuansa aHTEpHOPHA HCXEMHYHA 0MHA
HEBpONATHS), CBbp3aHB ¢ mpHema Ha ['yaHec u apyru PDES-nuxuburopH. AHATH3H HA JAaHHA OT
HEMHTEPBCHIHOHANHA TPOY4YBaHHA MNpeAnonarat mosMmieH pucK oT octpa NAION (weaprepmanna
aHTEpPHOPHA HCXEMHMYHA OYHA HEBPONATHA) NMPH MBXKE ¢ EPEKTHIHAa AHCPYHKIHA C/IEN EKCNOIUIHA Ha
Taawiadun win apyrun OJIES aaxubaropu. Thit KaTo ToBa MoXe Ja GBAC OT HPAaKTHYECCKO 3HAYEHHE 33
BCHYKH MAaLMEHTH H3NOKEHH Ha Taganadui, nauHeHTET TpAORa na Oba¢ npeaynpexxaasaH, ¥e B cayYal Ha
BHE3AIHO 3pHTENHO HApymeHHe TpA6Ba fia cnpe npueMa Ha ['yaHec | i ce KOHCYITHpa He3abapHO ¢ ekap
(Bx. TOuKa 4.3).

HamaneH cnyx uiy BH a Ha

Cryyan Ha BHe3anHa 3aryba Ha clyxa ca ceofmenn cnep ynorpebara Ha Tafanabdun. Benpekn de apyra
PHCKOBH (haKTOPH Ca HANHLE B HAKOM CIy4aH (KaTo HallpuMep, Bb3pacT, Anaber, XMNepToHHd H aHaMie3a
3a mpeAHuIHa 3aryba Ha ciyxa), manMeHTHTe TpadBa ma OBAAT MOCHBETBAHHM Ja COpAT MpHEMa HA
Taflanadua ¥ Ja HOTHPCAT HeaaGaBHO MEAMIIMHCKA MOMOII B CITy4ali Ha BHE3ANHO HAMAIABAHE HA CTyXa
HH 3aryba Ha ciryxa.

bripeano u yepHoApo6HO YEpexaane

Ilpu nauueRTH ¢ Texkka OpOpeyna HenoOCTATEUHOCT Ao3HpakeTe Ha [yXHeC eHOXPATHO AHEBHO HE ce
npenopbyBa, Nopagu nopHiieHaTa excrno3nuus (AUC), orpaHd<eHHs KIHHHYeH ONHT H JMOCATA HA
BBE3MOKHOCT 32 MOB/MNBAHE HA KIKPHHCA NIOCPENCTROM HHANA3A.

Hma orpanudeHA KIHMMYHH JaHHH 3a GesonacHocTTa Ha I'yAHec, NPHAOKEH Karo ¢AHMHHYHA A034, NPH
NaLyeHTH ¢ TeXKa YepHoaApoGHa HegocTaThuHoct (Child-Pugh knac C). [lpu naipenTH ¢ YeproApoGHa
HEAOCTATHYHOCT HE € OLCHABAHO SAHOKPATHOTO AHEBHO MPHJIOXKEHHE WIH 33 JIeYEHHE HA epeKTHIHA
mrchyHKUMS, WiH 33 JoGpoKavecTseHa XUNEpILUIa3Hs Ha mpocrarata. Ako I'yapec ce Ha3Ha4aBa, TpRbBa
A2 ¢e HANpaBH BHHMATENTHA HHAHBHYAHA NPELEeHKa Ha OTHOLIEHAETO No3a/PHCK OT NPEANKCBAIIHA IO
nekap.

Ilpranu3sM H avaToMMuHa JedOpMAnHa Ha eHuca

ITarmeRTHTE, KOWTO Ca HMaTH epeKIEA, NPOABIUKHNIA 4 Jaca WM Nosedye, TpaGpa na
Ja NOTBPCAT He3abaBHo neKapcka NOMOI. AKO NPHANK3MET He ObJie IeKyBaH BE/IHATS
€€ yBpeKaa H MoXKe Jia ce CTHIHE L0 NOCTOAHAA 3ary0a Ha IOTEHTHOCTTA.




I'yanec Tpabpa fa ce H3MOM3BAT ¢ BHHMaHHE NpH NalHEHTH C AHATOMHYHA AedopMaiys Ha NeHHca (kaTo
HANp., aHTyJalliA, XaBepHO3Ha GHOposa unu 6onect Ha Peyronie) unu npA nauHeHTH che 3abonapanud,
KOHTO MOraT Oa Ch3AanaT NpeapasnolokKeHHe KbM MTpHAITHIBM (xa'ro ChpPNOBHIAHO-KICTHYHA aHEeMHA,
MYJITHILUTEH MHEJIOM HJTH JIEBKEMHA ).

¥Ynorpeba c CYP3A4 uuxnbaTopH

H3uckea ce noeALICHO BHHMaHHE, ako ce npeanuca ['yAHec HA NAUAEHTH, KOMTO M3TION3BAT MOIIHH
CYP3A4 unxuGuroph (pHTOHABHD, CAKBRHABHP, KETOKOHA30J, HTPAKOHA30] H EPHTPOMHLHHE), Thil KaTo
np¥ xoMOMBHDAHETC Ha Te3H JIEKAPCTBEHH RPOAYKTH ce 3aleia3Ba nOBHIIABAHE HA CKCIO3HIHATA HA
taganadun (AUC) (pxk. Touka 4.5).

['viHec  Ipyrn JeUeHnd 33 epeKTHIHA JHChHYH

He ca npoyusand GesonacHocTTa H eprkacHocTTa Ha KoMOHHAIMHTE Ha [yAHeC H ApyrA HHXHOMTOPH Ha
PDES unn Apyrd JieyeHHs Ha epekTuiHa AucdyHkuns. [aunenTsT Tpabea aa 6nie madopMupas aAa ve
nphema I'yanec B DogoOHA KOMOHHALMH.

Jlaxroza

I'yanec cbabpxa NakTo3a. [TauneBTHTE ¢ pejike HACNIEACTBEHH MpOGieMH HA MAAaKTO3HA HEMOHOCHMOCT,
Lapp naxtaien AeduuuT UMM TIOKO3HO-TanakTosna ManabcopOumsa He TpabBa za mpHeMar To3R
NeKapCTBEH TPOIYKT.

4.5.  BsaumogeiicTBHE ¢ APYrH NeKapCTBeHA NPOAYKTH B APYTH GOPMHE HA B3aBMojcHcTBHE

IpoyusaHnATa 3a B3aHMOAEHCTBAS ¢a NpoBeacHH ¢ 10 mg /iy 20 mg Taganagun, KakTo € NoCOYEHO No-
noiy. Ilo ce oTHacA Ao Te3H HPOYYBAHHS 3a B3aHMOACHCTBHA, KbIETO ca MPUNaraHH caMo JO3H Ha
Taganagua ot 10 mg, KIHHHYHO 3HAYMMH B3aUMOJCHCTBHR MPH MO-BHCOKH MI03H HE MOTAT W3LAIC AA
ObAAT HIKITOUEHA.

CKTH Ha BEINCCTRA BHPX anaqun

Huxubumopu na yumoxpom P450

Tananapun ce wmeraGonuzmpa rTaaBHe upes CYP3A4. CenextmpHHAT uuxuOurop Ha CYP3Ad,
keTokoHa3o (200 mg AHEBHO), yBelHYaBa 2 mbTH ekcnosunmuaTa (AUC) Ha rananadun (10 mg) u Cmax ¢
15% cnpamo crofinocTuTe Ha AUC H Cmax npy caMOCTOATENHO NPHIOKeH Taganadun.

Ketokonazon (400 mg nuebHo), yBenuuara 4 meTH excrosunaata (AUC) Ha Tapanapmn (20 mg) 1 Cmax
¢ 22%. PutoHasHp, nporeased HHxu6uTOp (200 mg, 2 NBTH MHEBHO), KofiTo € HHXHOHTOP Ha CYP3A4,
CYP2C9, CYP2C19 u CYP2D6, ysennuasa excriosuunata (AUC) wa tananagun (20 mg) 2-nv1u 6e3 na
npomers Cmax. Benpexu ue He ca npoy4BaHu crneuuduRH B3aHMOAEHCTBHSA, ¢AHOBPEMEHHEATA ynoTpeba
¢ ApYrH NpoTea3HH HHXHOHTOPH, KaTo cakBuHarHp, U Apyrn CYP3A4 uHXHOMTOPH, KaTO €PpHTPOMHEIHH,
KJITAPHTPOMHLIMH, HTPakoHA30/1 H COK OT rpelindpyT, H3IUCKRA BHUMAHKE, THH KaTO MOXE A C¢ OWAKEA, T
Ja YBeJIMYAT IJIa3MEHHTE KOHIEHTpallMi Ha Tajganadmun (Bx Touka 4.4). CnenoBaTtenHo, 4ecTOTaTa HA
HEXXENAHNTE JIEKaPCTBEHH PeaKkilH, Noco4eHH B To9Ka 4.8 Moke 1a Ob1e yBenuucHa.

Tpancnopmuu Genmuvyu
He e H3BeCTHA PONIATA Ha TPAHCOOPTHHUTE GeThIM (HAIPHMED, P-TIHKOMPOTEHH) B‘pry ,uncnosuunx'ra Ha
Taganapun. CrefoBaTenHO ¢ HANHLE NOTEHLHAN 34 JIEKAPCTBEHH B3aMMOJACHCTBHSN, MORHMDRAR :

MOTHCKAHE Ha TPaCHOPTHHTE GenThIH.




Huoyxmopu na yumoxpom P450

Hunykropet Ha CYP3A4, padamnuuys, Hamanssa AUC wa ananadun ao 88%, cipaMo cTOHHOCTHTE Ha
AUC npu caMocTosTenHOo NpinoxeH Taganadun (10 mg). Tasn HamaneHa eXCIO3HI{HA MOXKE /14 CE O4aKBa
Ha HaMmanu €PHKACHOCTTa Ha Tafanady, cTeNeHTa Ha HAMANCHHE Ha epHKACHOCTTA € HEH3BeCTHA. JIpyrH
nuaykropn Ha CYP3A4, kato denoGapOutan, dpeuutonn u KapbamasenHH, MOTaT CHINC A HaMANAT
IIa3MEHNTE KOHIeHTpallHi Ha Tagantatdmn.

KTH Ha HIl BbDX' TH NIEKAPCTBEHH 1T KTH

Humpamu

B wiHHHuHEA npoyusaHui, Taganadun (5, 10 n 20 mg) e nokazan, 4e noTEHUAPA XKROTEH3HBHUTE edeKTH
Ha HHTparute. Ilopagy ToBa, npunokersero Ha [yaAHec npH NanMeHTH, NpAEMAIH HIKOA ¢opMa Ha
OpraHWdYel HMTpaT € NPOTHBONOKa3zaHo (BX. Touka 4.3). Bp3 ocHoBata Ha pe3yATATH OT KIHHWIHO
npoy4eaHe, B koeto 150 naugeHT™ ca nosygaBand AHeBHH A03H oT 20 mg Taxanadun 3a 7 aun 4 0,4 mg
HHTPOFHIEPHH CyOIHHTBANHO B PA3NHYHO BpeMe, TOBa BaauMoelicTexe € HabmoAaBaHo 3a nosede ot 24
yaca H He € HabmiofaBaHO ceX H3TAuaHe Ha 48 yaca or nocneanara fosa rananagmi. Taka, mpy NauyeHT,
Ha KOHTO € MpeANMcaHa Haxaxea no3a Tananadun (2,5 mg-20 mg), u 3a KOKTO NPUNCKEHHETO HA HHTPATH
Ce CMATa 33 HEOOXOHMO MO MEAHLMNCKH OKA3AHMS B KDHTHYHH CHTYaLHH, Tpa6Ba Aa uma noHe 48 vaca
OT NpHemMa Ha MNocjefHarta no3a ['yamec, npean npwioxenuero Ha HuTparare. IIpw TaxmBa ycnoBus,
HATpaTHTe TPAOBA a4 CC NPUNAraT cCaMo MOJ CTPOT MEAUIMHCKH KOHTPOI H ChC CHOTBETHO NPOC/eAIBaHE
Ha XeMOZHHAMHAKATA.

Anmuxunepmensugnu AeKapCMBeRy Cpedcmea (BKNCYUMERRO KARYUesU AHMA2ORUCMU)

EIHOBpEeMEHHOTO MPH/IOXKEHHE HA JOKCa303KH (4 u 8 mg AHeBHO) B Tazanadui (AHEBHA 1033 OT S mg H
20 mg xaTO €MHOKPATHA /1033) 3aCH/IBA AHTHXHIICPTEHIHBHNA eeKT Ha To3# anda-OroKep B 3HATHMA
creneH, To3n eexT ce 3ana3ipa NOHE ABAHANECET 4aca 0 MOXKE A NpeAH3BHKA CHMITTOMH, BKIIOYHTEIHO
CHHKOTI. 3aT0Ba TasH koMOuHAIMA He ce MpenophyBa (BX. Touka 4.4).

B npoyusanns 3a B3aHMO/ICHCTEHATA, H3BBPUICHH IPX OrpaHIYeH Opoii 3apaBu AoGPOBONIH, TE3H eeKTR
He ca chroOINCHH NMpH anpy303HH HAK TaMcyno3mrH. Bee nak e Heo6xoAHMO NOBHIIEHC BHAMAHHKE, KOTATO
Taganadun ce ymoTpeGsBa mpH NMAlMEHTH, JEKYBaHH C KAKBUTO M fa ¢ anda- Gnokepn, ocobeno mpu
nalHenTH B cTapyecka Bp3pact. JledeHneTo TpabBa Aa 3anovHe OpH MHHHMAINA 1033 B IPOTPECHBHO 13
€ ajanTupa.

B xnHHMYEM (apMakoNOTHYHH OPOYUBAHMA € H3CIEABAH MOTEHUMATHT Ha Tajanadun Ja ycuisa
XHIOTEH3HBHHTE eheXTH HA AHTHXANEPTCH3HBHHTE JEKapCTBEHH NpoAyKTH, [IpoyuBand ca OCHOBHHTE
Klacose AHTHXHNEPTEH3ABHH JIEKAPCTBEHW MNPOOYKTH, BXIOYHTCAHO KANIMEBH AHTATOHHMCTH
(amnonunuH), *HXNOUTOPHTE HA AHTHOTEH3WH KoHBepTHpainna el3um (ACE) (enananpun), 6nokepure Ha
Dera-aapeHeprHYHATE PELENTOPH (METONPOXON), THASHAHNTE Ay peTHIH (Genapodnyasua) H GnokepuTe
Ha aHrhoTeHsHH II penenTopuTe (pa3snH4HH BUAOBE K A03H, CAMOCTOSTENHO HIH B KOMOMHAINA C THA3HAH,
KalllHEBHTE AHTaroHKcTH, Oera-Onokepw, w/mnu anda-Gnokepu). Tamanapmn (10 mg oceer B
TIPOYUBAHHATA ¢ AMTAIOHHCTHTE HA AHrHOTCH3HH Il peuentoputTe B aMIOJHIMH, IPH KOHTO € NMpHIaraHa
no3a ot 20 mg) HAMA KIMHAYHC 3HAYMMH B3aumonelicTeus ¢ Kolito H Ja e oT Te3d kiacose. B apyro
KIHHAYHO (apMaKkoNlOrHIHO TpoyuBake Tajanadmn (20 mg) e H3nuTBaH B xoMOHBRaums ¢ 10 4 kaaca
AHTHXHIIEPTSH3HBHA NPOAYKTH. [IpH nanyeHTHTE, NpHEeMANH HAKONKC AHTHXHIICPTEH3HBHH NPOAYKTA,
aMOyJaTOPBHTE MPOMEHH B KPBBHOTO HANAraHe H3IIEKAAT CBbp3aud ChC CTENEHTa HA KOHTPOA Ha
KPBBHOTO Halsirane. B Ta3u Bpb3ka, npy nalHEHTHTE OT KTHHAYHOTO H3THTBAHE, YACTO KPHBHO HAJA

€ 6110 00pe KOHTPONHPAHO, HAMALABAKETO € GHI0 MHHHMAIHO HIH NOA0OHO Ha TOBA, HY :

37paey Xopa. JIpH y4acTHUIE B NPOYYBAHETO, MPH KOMTO KPHBHOTO HANATAHE HA M3 ]
KOHTPOJIHPAHO, CHAJAHETO e OGHIO MO-TONAMO, BBIPEKH 9¢ TO He € OWIO cBHp3a
CHMITTOMH TNPH NOBEYETO OT naundeHTHTe, [IpH MalMeHTH, NOXyYaBatlH
aHTHXHNEPTEH3MBHM NEKAPCTBEHH NPOAYKTH, Tajanadun 20 mg Moxe Aa




KPBBHOTO HaNArase, koero (¢ M3KmoueHHe Ha anda OGnokepH —BK Mo-rope), € Karo LAN0 MAJKO H He €
BEPOATHO Aa € KIHHHYHO 3Ha4YHMO. AHANM3HTE Ha JAHHWTE OT KIWHHYHH npoydsasus Qaza 3 He ca
NOKA3a/lH PA3NHKa B HeXKeNaHHTE JIEKAPCTBEHH CHOHTHA IPH NAanMeHTHTE, APHEMAIIH Taaanadu, ChC Wi
Ge3 aHTHXUNEPTEH3WBHA NIEKAPCTBEHH NPOAYKTH., Bbnpekn ToBa Ha manmeHTHTE Tpa6Ba Za ce nasa
NOAXONSAIL KINHHHYEH CBBET 33 BH3MOXHO HAMANEHHE HAa KPBbBHOTO HANATAHE, KOTATO ¢€ JIEKYBAT ¢
AHTHXWNEPTEH3NBHY IEKAPCTREHH BPOAYKTH.

Puoyuzyam

{IpenxnHHWYEY Npoy4BaHHA [OKA3BAT MOMBAHATENEH eeKT HA MOHIKABAHE HA CHCTEMHOTO KPBBHO
Hajsrane, korato PDES HHXu6GuTOpH ce koMOuHHpaT ¢ pronuryar. B KiIHHIYHH NPOYYBAHAA € 0KA3aNO,
Y€ PpHOHMIyaT HOTCHIMpA XunacTeHsuBnuTte edextd ua PDES wuxubmropure. Hama nannm 3a
OnaronpuaTeH KnWHMYeH edeKT Ha koMOMHAUMATA B NpoyuBanara nomynauud. ExHOBpeMeHHaTa
ynorpeba Ha pronuryar ¢ PDES uuxubuTopy, BKMOYMTENHO Tazanadu € npoTHBONOkasaHa (BX. ToYKa
4.3).

Huxubumopu na S-anga pedyxmazama

B knHHHYHO NpoyuBaHe, KOETO CpaBHABa Tajanadun 5 mg, Npunarad earoepeMento ¢ unactepna 5 mg,
¢ naane6o nmoc guHacTepr 5 mg 3a ofNiexuaBake Ha CHMITOMHTE Ha JOOpOKaUeCTBEHa XHIEPITA3SHA Ha
npoctatara (JIXII) He ca ycraHOBeHH HOBH HEXelaHM peakuuu. Bunpeks ToBa, ToH KaTo OQHIMARHO
npoyyRaHe 3a JCKAPCTBEHH BIaHMOAEHCTBHA 38 OLEHKR Ha eeKTHTE Ha Tagasabun H Ha REXAOHTOpHTE
Ha 5-anda penmyxrasata (5-ARIs) ue e nposekaano, Tazanagun tpabea ga ce NpHnara BHAMATEIHO
eqHoBpeMeHHo ¢ uHxu6nTopH Ha S-anda peqykrasara (5-ARIs).

CYP1A2 - cybcmpamu (sanp., meogrunun)

Koraro taganadun 10 mg ce npunara ¢ Teodnnun (necenekruses docdoanecrepasen HEXHOHTOP) BBE
dapmMakoforddHe Npoy4YeaHe, He € HMaN0 (JapMAKOKHHETHYHH B3aWMoAelicTsHy. EAMHCTBEHMAT
dbapmakonnHaMAeH edexr e 61 nexo (3,5 yaapa/MAHYTa) yBeNHUEHHE Ha CHPACTHATA HECTOTA.
BbnpexH ue To3u edekt e BTopocTerieHeH U He € W oT KIHHHYHO 3HAY€HWe NIPH TOBa NPOy4BaHe, TOH
TpsOBa Aa ce B3eMa M0 BHHMaHue IIpH eAR0BpEMEHHA YIIOTpeha Ha Te3H NexapCTaeHH NPOJYXTH.

Emununecmpaduon u mepbvmanun

Tananadun e nokasan, 4e NpeIU3BHKBA yBeNHYEHHE Ha OMOHANMYHOCTTA HA €THHHIECTPAnHON cnen
NEPOPANTHO TIPHAOKEHHEe; IONOOHO YBeIHYeHHe Moxe a Obe 0UaKBaHO NPH MEPOPANHOTO NPHNOKEHHE
Ha TepOyTaluH, BBIpPEekd e KIHHHYHETE NOCNEACTEHS OT TOBA Ca HEONPENeneHH,

Anxoxon

KoHuenTpauunTe Ha anxoxon (cpeAHa MaKCHManHa KOHLeHTpanus B kpbiTta 0,08%) He ce mopaEABaT OT
ChBMECTHATA ynotpeba ¢ tananadgmn (10 mg anu 20 mg). B pomeancHue, 3 yaca cnej eIHOBPEMEHHOTO
NPHIOKEHNUE ¢ AMKOXON He ca HabloNaABaHH MPOMCHH B KOBLEHTpPaLHATE Ha Tagaradun. AIKOXONBT €
NPHIOXKEH N0 HAYKH, YESIHYARALUT MAKCHMAITHO CKOPOCTTa Ha aGeopBupa Ha ankoxol (CyTpHH Ha IanHo,
6e3 1a ce mpAeMa Xpata 110 2 Jaca ciea npremMa Ha ankoxon) Tapanadnun (20 mg) He yBenydasa CPEAHOTO
Haman4Baxe Ha KpbBHOTO HAACaHe, IPEAH3BHKAHO oT ankoxona (0,7 ghkg nm okono 180 ml 40% ankoxon
[Boaka] npu 80-kunorpaMoB MBX), HO [IPH HAKOM X0pa MOXe fa ce HabAoxapa NocTypaneH CBETOBhPTEX
Wik oprocTarHusa XunotoHud. Koraro razanadun ce npunara ¢ no-Mamku ao3m ankoxon (0,6 g/kg),
XHOOTEH3UA HE C¢ HabMonaea, & CBETOBBLPTEXLT ¢¢ HaOmopaBa ¢ YecTOTa, MOAOGHA Ha TasH OpH
CaMOCTORTENHOTO MPHIOKEHHE HA aNkoXou. EdexkTsT Ha ankoxona BbpXy KOTHHTHBHATA (PYHKIIHA HE C&
sacunBsat ot Tananadna (10 mg). ::

Llumoxpom P450 memaborusupa nexapcmaernu npodykmu
Tananadun He ce ovakea Ja NMPeAHIBHKBA KIHHRYHO 3HATAMO [IOTHCKAHE HIH HHAYKLY
TIEKAapCTBEHH NPoAYKTH, MeTabonuaapany ot CYP450 nsodopmute. TlpoyuBanusTa cf




Tapanadpun He HAXMGApa HIH HHIYuMpa H3ohopmute Ha CYP450, pronountenno CYP3A4, CYP1AZ,
CYP2D6, CYP2E], CYP2C% u CYP2C19.

CYP2C9 - cybempamu (ranp., R-eapdapun)

Tapanagun (10 mg u 20 mg) HAMa KTHHAYHO 3HAYHM edexT BEpXY excrnoskumara (AUC) Ha S-
Bap{apus wiH R-papdapun (cyberpar ua CYP2C9), HHTO 3acATa OPOMEHHTE B NPOTPOMOHHOBOTO
BpeMe, peH3BHKAHN OT BapdapHy,

Acnupur
Tananadun (10 mg u 20 mg) He NOTEHNMPa YBEIHYSHAETO BHB BPEMETO Ha KbPBEHE, PHUHHEHO 0T
aueTHACAUTHLAIOBA KHCEIINHA.

IIpomusoduabemnu rexapcmeeny npodyxmu
He ca nposexaaHu crniena¢gUYHA NpoyYBaHH 3a B3aHMOAEHCTBHA ¢ NIPOTHBOAKRAOSTHH JIEKapCTBEHH
NPOAYKTH.

4.6. @eprannTeT, 5PEMEHHOCT H KbpMeHe

TvoHec He e mokasay 3a ynotpeda oT XeHH.

BpemeHHOCT

Hma orpanitdend JaHHH 3a ynotpebata Ha tananadmn npu 6pemMeHHn xenn. [IpoyyBannsTa mpH
JKHBOTHH He [IOKA3BaT NMPAKO WIH HENPSKO BpeAHO B3aiiMoaeficTaHE BLPXY OpeMEHHOCTTa,
eMOpHOHAHOTO/(PEeTATHOTe pa3sBHTHE, PAKAAHETO HIH MOCTHATAIHOTO pazBaTHe (BX Touka 5.3). Karo
NpeAnasHa MApKa, 3a npeAnodynTane e ynorpebara Ha I'yIHec o BpeMe Ha GpeMeHHOCT Aa e H30arsa,

Kepmene

Hanuunure QapMakoaMHaMHIHH/TOKCHKONIOTHYHA JAHHH I[pPH JKMBOTHH TOKa3BaT €KCKpelMs Ha
Taganadun B Miskoro. He Moxe aa ce H3kmoun puck 3a kspMavero. I'yauec He TpsOBa 1a ce H3MOA3BA [0
BpeMe Ha KbpMEHe.

DeprAanTET

Habmonasann ca eexkTH npH Kyuera, KOHTO MOXe Ja cO4aT yBpexiaHe Ha deprHiaTeta. [lBe
NOCAE/BALIH KITHHAYHH NPOYYBaHHA NOKA3BAT, YE TO3H ¢(EKT € MANIKO BEPOATEH NIPH XOPa, BHIIPEKH 4e Ce
HabJio/1aBa HAMANEHHE HA KOHIICHTPaHATa Ha CTiepMa [IPH HAKOH MEBxXe (BXK. Touka 5.1 u Touka 5.3).

4.7. EdexTa BLpXy cnoco6HoCTTa 38 modapane H pafora ¢ MAITRER
['yanec nonnnstsa npenebpexknmMo cnocobHocrTa 3a modupaHe WIH paboTa ¢ MammMHEH. BenpekH, ye B
KIRHHYHH NPOyYBaHAA ECTOTATA HA ChOOIICHHATA 33 CBETOBBPTEXK NpH rpynaTa ¢ mwiauedo H rpynara ¢

Tananapun aa ¢ 6ywia cxonHa, ManuenTHTe TPAGBA Ja Ca HAICHO 3a TOBA Kax Ie peardHpatr Ha [yauec,
npean modupane HaH paboTa ¢ MaLIMHHY.

4.3. HexelaHH JeXAPCTBEHR PeAKIHA

Peztome Ha npodmna Ha GesonackHoct

—~

Haii-uecTo Ccho0iapaHNTE HeXeNaHH NeKAPCTBCHH PEaKIHH NpH MALMCHTH, TpHY
NieYeHHe Ha ePeKTHIHA AUcYHKIA WK A00poKaYecTBeHA XHITEPIUIA3Ka HA IPOCT3
mucnenchs, 6onka B repba ¥ MHANTHA, IPH KOHTO YECTOTATA C¢ YBEIMUARa C TIOBH{NARa



I'yanec. JloxnanpasnTe HexENaHH NEKAPCTBEHH PEAKUMK ca OHIM NPEXOAHH U B NOBEYETO CAYYAH JeKH
no ymepeHH. Ilo-ronamara yacT ot ciry4aure Ha rasobosHe, chobimasany npx npueM Ha ['yaHeC BeaHbK
HHEBHO, ca HabmoaaBaHH npe3 wppsHTe 10 20 30 AHM OT 3aNOYBaHe Ha JICYCHAETO.

PesloMe Ha HexenaAHTe peaxkiiii B :gﬁmmeﬂ BHI

B Tabnuuara no-pomy ca u3bpoeHH HeXenaHHTe NEKAPCTBEHH PEAKUHM, HabNIOAaBaHW OT CIOHTAHHH
choOIIeHnA U MpH N1anebo KOHTPONHPAHH KIHHWYHH HpoyuBanud (obxsamamy obuo 8 022 nanmenTH,
nekyBaHu ¢ Taganadun H 4 422 naumeHTH nony4asany maane6o) 3a JedeHde Ha ePEKTHIIHA JHCHYHKLUHA
npu HYXJR2 H BEIHBK JHEBHO H 34 JIEYEHHE Ha N0OPOKaYeCTBEHa XHIIEPILUIA3NA HA NPOCTATATA BEAHBK

IAHEBHO.
Hexcenanu nexapcmeenu peaxyuu
KonpeHuus 3a yectorara: MHEOTO 9ecTd (>1/10), wectu (>1/100 no <1/10), Heuectu (>1/1 000 xo

<1/100), peaxu (=1/10 000 no <1/1 000), Muoro peaxy (<1/10 000) 4 ¢ Hen3sBeCcTHa 4ecTOTA (OT HATHYHHTE
JAHHH He MoXe Aa Oblie HanpaBeHa OIICHKA),

Mpnoro gecTn YecTn Hegeern Peaxkn C HeB3BeCcTHA
qeCcTOTa

Hapywenus na umynnama cucmema

Peaxuuu Ha AnrHOeneM”
CBPBXYYBCTBHTE
JIHOCT
Hapywenun na nepenama cucmema
nasoGonme 3amagHocT

Hﬂcynrl (BxmouHTENHO
XeMOparuvHH ce0nTRA),
Cuzxon, TpaH3ATOpPHH

HCXEMHYHH OPHCTHIIH 1 >

Mnrpeﬁaz,
IMpanagsum-,
Tpan3aTopHa
amMHe3Hs

Hapywenua na ovume

3aMBITIEHO Hapymcnne Ha 3pHTeIHOTO
BHXKAaHe, mone, OTok Ha

Veemanus, Knenaqute, XunepeMus
OTIHCBAHH KATO Ha KOHIOHKTHBATA,

Gonka B ounte Heaprepranza

aHTEPHOPHA ACXeMHYHA
0YHa HEBPOMATHA

(NAION)z, 3anympsaHe
Ha ChIOBETE Ha

petunara®

Hapywenua na yxomo u aabupunma N

+C.

| | Tunuryc | Buesanua sary6a n
Cupdeunu napyuenus’ V/ TR TN




Taxuxapaus, Muoxapned HHQapKT,
Tlannuranuu HectaGunna
CTEHOKAPIAHAZ,
Kamepna qppmumz
Cvloeu HapyierRun
3auepsasane Xunotosus>,
XuaneproHus
Pecnupamopnu, apvOnu 1 MEOUACMURANHU RAPYUIEHUR HAPYUIEHUA
Hazanna HJucnues
KOHIECTHA Enncrakcene
Cmomawino-vupesnu Rapyuenus
Jrcnencas KopemHa Gonxa,
Tlosprmiane,
Ianene, actpo-
esothareancH
peduyke

Hapyuienus Ha koXcama  nOOKOICHAMA MbXaH

Ofpus Vprakapud, CHEIpOM
Ha Stevens-J ohnsonz,
ExciionnarupeH
JepMaTHT,
Xunepxuaposa
(motene)
Hapywenus na MyCKyRHO-CKEREMHaMA CUCMEMA, CLEOUHUMENHATRA MbKAH U Kocmume
Bonxa B rep6a,
MHAAaNrHg, Oonka
B KpaliHUK
Hapywienun na 6vbpeyume u nuxoynume momuiya
] Xemarypns l
Hapywenus na gvsnpouseodumennama cucmema u 2epoama
Yasikena Tlpuanu3bm,
€pexnHs KpbBOU3IHE B [IEHHCA,
Xemarocnepmus
Obwgu napywienur u eghexmu Ha MACMOMO Ra NPURONCERUE
Tpwaa 6o1xa’, | Grox pa nHneTo?,
Nepudepen BuesanHa cepAe4Ha
oTox, YMopa 1.2
CMBPT *

(1) Nopedero o nauKeHTHTE HMAT NPEAMECTBALM CHPASUHO-CHA0BH PACKOBY (haxTopH (Bx. Touxa 4.4).
(2) CpobmaBany NpH MOCTMAPKETHHIOBOTO HabMoCHNE HEXENAHH PEaKIMH, KOHTO He ca Rabmonasany

npy naauefo KOHTPONHPAHH KIHHWIHH NPOYYBaHAS

(3) Io-4ecTo AcKNaABaHa, kKOraTo Tananadnn ce NMPAIAT TPH MALMEHTH, KOUTO BeYe [OLyIaBaT

AHTHXHIICPTEHIHRHHA JEKAPCTBEHH NIPOAYKTH.

Onucaune Ha wibpaHu HexeNnann PeaKmHH

HesnaunTtenso no-roasma yectora Ha otknonerua B EKT, npemy Bemvko cHuycobsa i

JOKN&aABaHH NPH NAIHEHTH, JIEXYBaHH ¢ Tanpanadu ennH TbT AHEBHO B CPABHCHNG
Tlopeyeto ot Tesn orknonenns 8 EKT™ He ca cBBp3aHH ¢ HeXeNaHUTE JEKAPCTBEH




ﬂp!l"ﬂ CHEHANIHHA NONYIATTHA

JlanHyTe NPy NaUHERTH HA BB3PAcT Haj 65 NOXMHY, KOWTO pHEMaT Taganadu B KMHHAYHY NPOYIBaHAS
WM 33 JICUCHHE HA ePeKTHAHA AHChYHKINA, HAH 3 JieueHHe Ha A00pOKAYECTEEHA XHIICPILTA3MA Ha
apOCTaTaTa, ¢a OrpaHHYcHH. B KIMHNYHA NPoyYBaHnd ¢ Taganadu, OpyeMaH NPH HYX4a 34 JieWeHHE Ha
epeKTHNHA NUChYHKIMA, THApHA ce ChoOINARa MO-4eCcTo NMPH NANKEHTH Ha Bh3pacT Hay 65 rogusn. B
KNTHHHYHH OpOY4YBaHHA ¢ Taganadra 5 mg, NpHeMaH BeAHSX JHEBHO 34 JIeYeHNe Ha AobpokayecTBeHa
XHIIEPILTA3AA HA MPOCTATATA, 3aMAagHOCT H AHAPHA ¢a Cvo0INaBaHR M0- YeCTO NIPH NAITHEHTH Hapx 73-
rOAHLITHA BB3pAcT.

CroOmaBane Ha [IONO3HPAHA HEXETAHH PEAKIIHH

Cpo0waBaneTo Ha NOJO3UPAHH HeXEaHy Peaxiiy CJie paspellapaHe 3a yrnoTpeba Ha nekapcTBeHns
OPORYKT € BakHo. ToBa mo3poiaea Aa NpOALIDKA HAGMIONEHHETO HA CHOTHOMEHHAETO TONN34/PHCK 33
aekapcTeeHud NpoaykT. OT MEAHLPHCKHTE CNElHANHCTH Ce H3HCKBA [a ChODIMABAT BCAKA MOAOIHPAHA
HEKENIAHA peakiis AMPeKTHO Ha H3mbnHUTeNHA areRnua no nekapcrsata (HAT):

yn. ,Jlaman I'pyep™ Ne 8
1303Codus,

Tei.: +359 2 8903 417
en. noma: bda@bda.bg
yebcaiit: www.hda.bg

49. Ilpepo3zupane
CHMITOMH

Ilps 3apaen AobpoBomuy ca JaBaHW €NMHWYHH A03d Ao 500 mg, a Ha DaUMEHTH ca MNpUAaraHy
MHOFOKpaTHH AHeBHH Ao3H 20 100 mg. Hexenanure cxbuths ca 61y noaobuy Ha oHesu, Habmopasanu
OpH mO-HHUCKH mo3H. B cnyuaure Ha npenozupaHe, ako ce Hanara, Tpafea pa ce mpeanpHeMar
CTaHRapTHATE NOAXBPXANIH MEPKH. XeMOJAMaNH3aTa HE3HAYHTENHO CTIOMara 33 eIHMHHHPAaHEeTO Ha
Tafanadsn.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 dapMakoaHEAMEYARE cBoHicTRA

dapmakoTepaneBTHYHA IPyNa: YPOIOrH4HH CPEACTBA, JIEKAPCTBEHA NPONYKTH, MpUnaraHd IpH
ePEeKTHIHA ZHCHYHKIHI.
ATC xon: GO4BE(S

Mexann3eM Ha aelicTeye

Tamanadun e cenexrupen, oOpaTM HHXMOHTOpP HAa UMKAKHYHMS TyaHoswH MoHoocdar (WMD) -
cnenugruna dochonnecrepaza Tun 5 (PDES). Korato cekcyanHoro cruMynnpane nped3BHKa JOKATHO
ocBoGOXaBaHe Ha a30TeH OKCHJ, HHxubupanero Ha PDES ot taganagma npensBHKBa NOBHINEHH HABA
Ha i M® B xarepHO3HHTE Tena. ToBa BoAM 0 penakcauys Ha T7afIKaTa MyCKylarypa u npmm: Ha lqn,n
B ThKAHUTE Ha NEHHca, BOACILNO Aa epeximg. Tananaprn e HeeeKTHBEH B JIEHEHHE 74 :

JHMCHYHKITHA TIPH JIHIICA HA CEKCYalHa CTHMYALHA.

PapmakoHHAMHYHH e(ekTH




IpoyuBaHHATa in vitro ca IOKasaNH, 4e Taganagun ¢ cenexriped MuxuOuTop Ha PDES, PDES ¢ en3nm,
KOHTO ce OTKpHBAa B ITAJKATa MYCKYJATYpa Ha KABEPHO3HOTO THNO, CHOBATA H BHCLEpPANHA rNajka
MYCKYNaTypa, CKeJNeTHHTE MycKyiH, tpomGommture, OnOpesrte, GeaHs Apo0 H ManKHR MOIBK.
JefictBuero BHa Tamamadun e mo-CuiHo BhPXy PDES, oTkonkore BpXY ApyTH docdoauectepasy.
Tananadmun e nan 10 000 meta no-Momen 3a PDES, otkonkoTo mo orromenye va PDE1, PDE2 1 PDEA4 -
CH3HMH, KOHTO C€ OTKPHBAT B CHEPIIETO, MO3bKa, KPbBOHOCHHTE CHAOBS, YCPHHA Jipoﬁ H ApYrdH OpraHH.
Tananadun ¢ van 10 000 msTH No-Momen no orHowenue Ha PDES, otkonkoTo no orHowenne Ha PDE3 -
€H3HM, HaMHPAIIl ce B CHPLIETO H KPBBOKOCHHTE chAoBe, Tasn cenektusHocT xbM PDES, cpasHeHa cbe
cenekTHBHOCTTA kKbM PDE3 e Bakna, samoro PDE3 e en3uM, y4acTBall B MEXaHHM3Ma HAa CBPACYHHTE
CBKpalicHns. B AoirenHenne, Taganagdun e mpubnusurenno 700-meTH no-MoiteH o otHowen#e Ha PDES,
oTKONKOTO crpsimMo PDEG - eH3HM Ko#TO ce HaMApa B PSTHHATA M € OTTOBOPEH 3a QOTOTPAHCAYKLIHATA.
Tapanagun e cemo Hax 10 000 nbTH no-Momen ne otHomeHue Ha PDES, 0TKONKOTO 10 OTHOIIEHHE Ha
PDE?7, no PDEIO, '

Kananysa epukacuoct u GezonacHocT

TpH KNHHHYHH NpoyvBaHHWA ¢a NMpoBeAeHH ¢ 1 054 NalMeHTH B NOMAIHK YCIIOBHA 3a ONpelensHe Ha
OPOABLIKMTENHOCT HA OTroBopa KbM Tafanagun, Tajgamadmn e nokasan CTATHCTHICCKH 3HAYHMO
nonoGpenne B epexTHIIHATA (YHKIHA H CIIOCOGHOCTTA Ja ce H3BBPMIN YCIEIIeH N0MIOoB akT A0 36 Jaca ciiel
NpHeMa Ha J03aTa, KAKTO H B CIOCOOHOCTTa Ha IAgeHTHTE /ja NONYYaT H NOAABPKAT epeKInA 34 yCnelleH
1IONOB aKT B CpaBHEH#e ¢ mianebo ome Ha 16-tata MEHYTa clieq| IPHEM Ha J03aTa.

Tapanagmun, npunoxed Ha 3ApaBH JHNA, HE TPEAH3BHKBA 3HAYAMA pa3NHKa B CpaBHEHHE ¢ Wiauebo B
CHCTONHOTO K AHACTONHOTO KPLBHO HANATaHe B JIETHATO MeJIoKeHne (CpeqHo MaKCHMATHO HAMANECHHE OT
[,6/0,8 mm Hg, cboTBETHO), B CHCTONHOTO H QUACTONHOTO KPBBHO HANATAHE B H3MPABEHO MONOKCHHE
{cpeano MakcuMaHO HaManeHue ot 0,2/4,6 mm Hg, ChOTBETHO)} H HAMA 3HAYMMA POMAHA B ChpAeTHATA
4eCTOTA.

B npoyusaHe 3a OLEHKA Ha BIMAHMETO Ha Tafanadun BBPXY 3PEHHETO, HE Ca OTHCTEHH HHKAKBH
HapylleHKs B Pa3jNO3HABAHETO HA NBETOBETE (CHHLO/3€NEHO) MOCPEACTBOM H3MON3BAHE Ha TecTa
Farnsworth-Munsell 100-hue. Tosu pesyarat kopecnonaupa ¢ Huckis apuaaTer Ha Tananadun kM PDE6
8 cpaeHeHHe ¢ PDES. BbB BcHYKH KITHHHYHE ApOyYBaHui, ChOGMERHATA 33 IPDOMEHH B [{BETHOTO BICKIAHE
ca penxu (< 0,1%).

Iposenexn ca TpH NPOYYRAHHA NPH MBXKE 3a OIfCHKA HA MOTEHUHANHAN e(EKT BEPXY CIepMaToreHe3ara
Ha Tananapun 10 mg (enHo 6-Meceuno npoyusare) H 20 mg (eaHo 6-MeceuHo H enHO 9-MeceuHO
npoyuBaHe), Npunarad exeJHeBHO. B aBe or Tesn npoy4sahus e HabniOJaBaHO TIOHWKCHHE Ha
KOJTHYCCTBOTO A KOHIICHTPALMATA HA ClIEpMaTa, CBbP3aHO ¢ JICYCHHETO ¢ Ta.nanacpml ¢ MaJlka BEPOATHOCT
33 KIHHHYHA 3Ha9AMOCT. TesH edexTH He ca GHNM CBBp3aHH ¢ MPOMEHH B APYTR HapaMETPH, Xaro
noaewxkHOCT, Mopdonorus u FSH.

Tananagun B 4038 ot 2 mg g0 100 mg ¢ 6us Macneasan B 16 KIMHWYHA IpOydIBaHKA, BIKNoYBamH 3 250
NALHENTH, BKMIOYMTENHO MALKEHTH ¢ epeKTHNHA MMCYHKIHE OT paliHyYHa TeXeCT (JieKa, yMepeHa,
TEXKKa), ETHONIOTHSA, BE3pacT (MexXAy 21-86 roguuy) H eTHHMECKa OPHHAIEKHOCT.

[NoBeueTo mauMeHTH cLOOIIABAT 3a epekTHNHA ARCOYHKIHA ¢ NPOSL/DKHTENHOCT OT TOHE eHA FOAWHA.
Tipn mbpBOHaYANHKTE MPOYYBAHHA 33 ¢EKTHBHOCT BBPXY obmara nomynanus 81% or naupeHTHTE C2
croOmMIH, Ye Tananadpun e nogobpun TAXHATA epeKUMs B cpaBHeHHe ¢ 35% npu rmaueﬁo C’BIIIO TaKa,
MALHEHTHTE C EPEKTIIHA AHCOYHIMNS OT BCHYKH CTENEHH HA TeXkecT chobmanar 3a mofof) ops
I0KaTo ca B3eMann Taganapun (86%, 83%, u 72% 3a nexa, yMEpeHa, H TEXKa, ChOTBE
45%, 42%, n 19% c nnane6o). Ips NbpBOHAYATHHTE NPOYYBAHAA 33 ePEKTHBHOC
MOJIOB aKT ¢ TaZanadun ca GuIM yCllelnHH B CpaBHeHHe ¢ 32% npn nnauebo.




B eano 12-ceamuvHO mpoy4BaHe, nposeieno npH 186 naumentu (142 Taganadun, 44 mnane6o) c
€PeKTHITHA AHCYHKITHA, BTOPHYHO Ha YBPEX/aHe Ha rpLOHAuHIA MOIBK, Tajanadin 3Ha9uMo noaobpasa
€PEKTHNHATA GYHKIHA, KOSTO BOZH A0 CPEHA YECTOTA Ha YCIICLIHATE OTIMTH 33 HHAMBH] PH MAIMEHTHTE,
TpeTHpanH ¢ Taganagun 10 unx 20 mg (reekaBa go3a NpH noncksane) 48% B cpasrenme ¢ 17% npr
mnaue6o.

IeauaTpyyHa NONyNALAS

Tlpu neAmAaTPIIHH NALKEHTH ¢ MycKyaHa aucTpodus Tan Jomen (MJUID), € npoBeneHo eAHO NPoydBaHe,
B KOETO He ca HabmonaBaHn AaHuH 3a edukacHocT. [Tpr 331 MoMueTa Ha BB3pacT

7-14 ropany ¢ M1, Ha KOHTO ce MpHiara eMHOBPEMEHHO JieueHHE ¢ KOPTHKOCTEPOHIH, ¢ NPOBEACHO
PaHIOMU3APARO, NBOHHOCIANO, NAale0o-KOHTPOAMpanHo, NapaneiAo NpoyuBane ¢ 3 paMeHa ¢ Tananadun.
Ipoy4sanero BrsnouBa 48-ceaMHYeH NBOHHOCIAN NepHOd, B KOKTO TAIHEHTHTE Ca PaHIOMH3HPaHH Aa
nomy4asat Tazanadun 0,3 mg/kg, Taganadun 0,6 mg/kg anu wanedo scexkd AeH. Tagaragun He NOKa3pa
eHKacHOCT MO OTHOIIEHHe 3abaBsHe HA BIOWABAHETO HA CMOCOOHOCTTA 32 CAMOCTOATENHO XOHCHE,
H3MEPEHO C IOMOIITA Ha MHPBHYHATA KpafiHa TOUKa - 6-MHHYTEH TeCT 32 XoAeHe (6 minute walk distance,
6MWD): cpeana mpoMAHa Ha Hali-MaIKHTe KBaapatH (least squares, LS) B ecra 6M WD Ha 48-Ta ceamuna
¢ -51,0 meTpa (m) B rpymara, nonyuasama miane6o, B cpasHeHHe ¢ -64,7 m B rpynara, noiydabainia
taganapun 0,3 mg/ke (p = 0,307), 1 -59,1 m B rpynara, nonydapama taganadun 0,6 mgkg (p = 0,538).
OcBeH TOBA, JIHICBAT AaHHH 32 ePHKACHOCT OT BCHYKH BTOPHYHH aHATH3H, H3BHPIICHH B TOBA NPOyYBaHe,
ObuHTe pesynTaTH 3a 6€30MacHOCT OT TOBA NPOYYBAHE KATO LIANO €A B ChOTBETCTRHE C H3BECTHHR Npodun
Ha OesonacHocT Ha Taganadun u ¢ Hexenaunte cubumns (HC), ouaksany B NeaHaTPHIHATA MONYIAHS C
M/, nomy4aBaima KOPTHKOCTEPOH/IH.

EBponeiickara areR(ds no NeXApCTBaTa OCBOOOKARABA OT 33 TbIKEHHETO 33 HPSAOCTABARS Ha PESYITATHTE
OT MPOYYBAHHATA BHB BCHYKM MOArPYNH HA NEOHATPHYHATA MONyJNamHA 3a JEYCHHE HA epeKTHIHATA
auchynkums. Buacre Touka 4.2 3a wHopMallis OTHOCHO YNoTpe6a B MeAMaTPHATA.

52. OapMakOKHRCTHYRH cBoficTBa

Abcopbuus

Tapanatun ce abcopOHpa NecHO ciief NEPOPATHO NPHIOKEHHE ¥ Ha§IIONABAHHTE CPEAHH MAKCHMAIHH
nnasMeHH koHuenTpamus (Cmax) ce NOCTHraT 2a cpellHO BpeMe OT 2 Haca cJieX TNpHAOKeHHETO.
AbcomoTHaTa GHOHANHYHOCT Ha Tajanadui chel NepopalHe NpUIOXeHHe He e GHia onpeeneHa.
CKOpOCTTa H CTeneHTa Ha abcopbund Ha Taganadmil He ce MOBMUEBAT OT XpaHa, Taka Ye I yAHec Moxke Ja
Ce NMpHeMa HE3aBHCHMO OT XpaHeHeTo. BpemeTo Ha mpHeM Ha Ao3ara (CYTPHH CIIPAMO Beuep) HAMA
KIMHAYHO 3HaYMMHE e(eKTH BLPXY CKOPOCTTR M CTENEHTa Ha abcopOLua.

Pasnpenenenue

Cpeanuar obem Ha pasnpegenenue Ha Taganapun e npubmusurenno 631, koeto nokaspa ue Taganagun ce
pasnpenena B TekandTe. [Ipn repaneBTHaHn KoHOEATpanAH, 94% ot Taganadnn B nia3smata ce CEbP3IBA ¢
npoterHuTe, CBLP3BAHETO C NPOTEHHHTE HE Ce 3acAra npH Hapymena GbOpeyHa yHKIHA.

ITo-marnxo or 0,0005% oT mpueraTa n03a ¢e MOABABA B CIIEPMATA HA 3APABH HHAHBH/H.

Buo MALHS
Tamanapun ce Merabonmsupa npeawMHO nocpeacTsoM uHTOoxpoM P450 (CYP) 3A4 mod)opma'ra.
OCHOBHHAT HHPKyAHpa MeTaboaHT € MeTHnKaTexon riokoponni. Tozn metabonut ¢ none 13-0€

no-cnabo axTHEER oT Tajanradun no otHomenne Ha PDES. Cnenosatenno, He ce o9akpi i
aKTHBEH OpH HabmoJaBaHHTe KOHHEHTPAUHE Ha METAabONHTA,

Ennmunwnpane



Cpeanuar nepopaneH KIHPBHC Ha Tafatadun e 2,5 /uac, a cpeaAnsT nonykHBoT e 17,5 yaca npu 3apasH
HHAHBH]IH.

Tananapun ce ekckpeTpa NpeaWMHO KATO HEAKTHBHH METAGONHMTH, OCHOBHO ¢ (Qexamuute
(npubmazntenno 61% or o3arta) ¥ B MO-Manka cTeneH ¢ ypuHara {npubnusurtento 36% oT no3ara).

JIMHEeHHOCT/HennueinocT

@dapMakOKHHETHKATA HA Tagaladun MpH 3ApaB¥ HHAUBHAM € NHHelHA MO OTHOIIEHWE HA BPEMETO H
Acsara. [lpa nos3d Aaz 2,5 no 20 mg excnosknuata (AUC) ce yBeNHyaBa mpONOPLHOHAMHO ¢ J03ATA.
CTanHoHapHOTO CECTOAHKE HA IUIASMEHATE KOHIEHTPAllHH €€ NOCTHTAT 34 5 HH pH AO3UpPAHE BEJHBK
IHEBHO.

DapMakOKHHETHKATA, ONpeAeNeHa ¢ NONMyTAHOKHHA [OAX0/, MPH MALHEHTH ¢ epeKTIIHA AMChYHKINUA €
nonofHa Ha ¢apMakoKHHETHKATa IIPH MHANBHM Ge3 epekTHNHA AUCYHKIHA.

ChenvanHy nomyaauuu

Cmapuecka evspacm

3npaBH NamMeHTH B CTapyecka BB3PacT (65 TOAMHH WIH NO-PH3PACTHH), HMAT NO-HACBK MepopaieH
KIHpBHC Ha Tajanadui, Boaemo Ao 25% mno-BHcoka excrniosuuua (AUC), B cpaBHeHHE CBC 3[ApaBH
AHIHBHAH Ha Bb3pact oT 19 go 45 rogunn. Tos3# edexT Ha PH3PAcTTA HE € KIHHHYHO 3HAYHM H HE J48a
OCHOBaHHE 34 IPOMAHA HA J[03aTa.

Bvbpeuna nedocmamvunocm

B xnuHMuHH ¢apMaKONOTHYHH NPOYYBAHHA C €AHOKpaTHa zo3a Tamamapuwn (5 mg mo 20 mg),
eKcro3nIEATa Ha Tapanadun (AUC) e npHOAHIUTENHO yABOSHA NpPH MHAMBHAH C Jieka (KpeaTHHHHOB
kmupeac 51 no 80 ml/min) wim ymepena (kpeatmuanoB xampsHc 31 zo 50 ml/min) GuOpeuna
HEAOCTATBYHOCT H NIPH HHAHBHAM C KpacH cTaank Ha 6uOpeuno 3a0onseane Ha auammsa. [Ipu nanwenta
Ha xemonuwamnza Cmax e 41% no-BHcoko oT nHaGmomaeaHOoTO HpH 37ApaBH Xopa. XeMOAHAIN3aTA
HEIHAYMHUTENHO CTIOMAra 3a €JIHMHHEPAHETO Ha 'rananacbun .

Heprodpobra nedocmameynocm

Excniozuumnara Ha taganadun (AUC) npr AHMMBHAK C NeKa A0 yMepeHa YepHOApoGHa HeAOCTATBIHOCT
(Child-Pugh xnac A u B) e cpaHEMa ¢ €KCNO3HIEATA ITPH 3APAaBH HHAMBHIM, KOIaTO C€ ApHAra 103a oT
10 mg. Hma orpaHH4eHH KIMHMYHH JaHHH 3a Ge30MacHOCTTa Ha Tajanadii OpH NAlMeHTH ¢ TekKa
yepHoApoOHa HeaoctarbunocT (Child-Pugh knac C). He ca nanmuud JaHHK 33 NpHIOXKEHHE HA AO3H
Tafanagun eAuH IbT JHEBHO TPH ITALHEHTH ¢ YepHOApoSHa HeA0CcTaThIHOCT. AKo ['yaHeC ce npeAmicRa
€lMH OBT JHEBHO, TO TpADBA jJa HaNpasy BHHMaTellHA HHAMBHAyaNHAa MpPELCHKa Ha OTHOUICHHETO
NOA33/PHCK OT NPEAMHCBALMSA [0 NeKap.

Hayuenumu c duabem

Excnosuunsara Ha tananagun (AUC) npu nauxent ¢ auaber e 6una npubraantento 19% no-HHCKa,
OTKONKOTO cTolHOCTHTE Ha AUC 32 31paBu uHauBHAM. Ta3H pa3nuka B eKCOSALHATA HE 1aBa OCHOBAHHE
34 NpOMAHA HA J034T4.

53. Hpegxanandnd Jannn 3a Gesonacrocr

HexnMHHYIHMTE JaHHM He nOKa3BaT ocofeH pHCK 3a Xopa Ha Oasara Ha
¢apmakonornysM npoyusaHHA 33 0e30MAaCHOCT, TOKCHYHOCT TIPH MHOIY
FeHOTOKCHYHOCT, KAPLHHOTCHEH NOTEHIHAN H PENPORYKTHBHA TOKCHYHOCT.



Hsama poka3aTescTBa 3a TEPaTOreHHOCT, eMOPHOTOKCHMYHOCT MIH (ETOTOKCHYHOCT NMPH IUTHXOBE HIH
MHIIKH, KoHTO ¢a momyunnd no 1 000 mg/kg/nnepHo Tamanapun. B mpoyysane 3a mpeHaTaHO H
NOCTHATANHOTO PAa3BHTHE IPH ILTBXO0BE, §03aTa, IIPH KOATO He ¢ Habmonasan edekxT e Omna

30 mg/kg/nuenro. Ipn Gpemenen wrsx AUC 32 M34MCIEHOTO CBODOAHO NEKAPCTBO NPH Ta3H 103a €
npubaxsutento 18 meth yopemkata AUC npu xo3a 20 mg.

Hama yspexxaaHe Ha (ePTHIHOCTTA NPH MBKKH H XeHCKH MIbXope. [Ipu Kydera, Ha KOHTO € MpHaarad
Tajanadun exeqHeBHo 3a 6 no 12 Mecena npu ao3u 25 mg/kg/nueBHo (BOAENIO A0 NOHE TPHKPATHO NO-
BHCOKA eKcro3uuus [mexay 3,7 — 18,6] or HabmonaBanarta npH Xopa, Ha KOHTO € JlaBaHa eHHHYHA 1034
ot 20 mg) H NoBEYe & HMANO Perpecka HA ENHTENA HA CEMEeHHNTE KAHATTYETA, KOETO € NOBEJO I0 HAMAJIEHHE
Ha cIepMaToreHe3ara Ha HAkOH KydeTa. Buwxre ¢bhmo Touka 5.1,

6. PAPMAHEBTHYHH JAHHHA
6.1. CHHCBK HS TOMOIMIEATE BEOICCTBA

Cuovpxcanue na mabremxama.
Jlakrosa MOHOXHIpAT,
L-xunpoxcunponunuenynoza - LH 11,
L-xugpokcunponwigenynosa — EF,
KpockapMenosa HaTpuii,

Harpnres naypwicyngar
MuxpokpHcTanuaHa uenyioza PH 102
MarnesneB creapar

Punmoso noxpumue Opadry I TAN 85G27001:
Jleuntny, »

X paT xenesex okcua,

THTanoB AHOKCHA,

YepseH KeneseH okcna,

TToNHBHHHIIOB AJIKOXOM, YACTHYHO XHAPOIHIHPAH,
Tank,

Yepen xkene3eH okcHa,

INonueTHned rauKodm.

6.2. HechbBMeCTHMOCTH

HenpunoxnMo.

6.3. Cpox Ba rogsoct

2 rogHHH

6.4. CoenHalHH YC/IOBHS HA ChLIPAHEHHE

Ja ce cexpansiBa noa 25°C 8 0PHrHHATHATA ONAKOBKA,
Jla ce cpxpaHsBa Ha MACTO HEAOCTHIHG 3a JENA.

6.5. Buam chahpxanEe HA ONAKOBKATA

Ipospasmn PVC/PE/PVDC 6ucTepy IOKPHTH ¢ aTyMHHHEBO $OIHO.




Ennn bnucrep chanpxka 2 6pos puIMHpanH Tabnerkn.

Pazmep Ha onakoskata: 2 6pos dunmupann Tabnerku (1 onakoeka/ 1 Ormcrep);
4 6poa punmMupann Tabnerku (1 onakoBka/ 2 GaHcTepa).
8 6pos dunmupann Tabnerkn (1 onaxoeka/ 4 GiucTepa).

6.6. Cnenmaium npeana3HE MePKH NPHA H3XBLpAAHE

HaMa cneuHanHH H3IHCKBAHHA.

HensnonssaHuAT NPOAYKT WIH OTHaRbYHHTE MATCPHAIM OT Hero TpabBa Aa ce H3XBBPIAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAaHHA.

7. IIPUTEXATEJI HA PASPEINIEHHETO 3A YIIOTPEBA

HOBEJ ¢APMA EOO/]
yi. ,,OkonoBpeeTeH meT™ Ne 36
Codmua 1415, Brnrapus

8. HOMEP HA PASPELHIEHHETO 3A YIIOTPEBA
PerncTpannonen Ne

9. MATA HA THPBO PASPEHTABAHE/MOAHOBSIBAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

Jlara Ha ITbpBO pa3pelasaHe:;
10. JATA HA AKTYAJIHIUPAHE HA TEKCTA

11/2020




