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Gerocilan 20 mg film-coated tablets L&/ /AT [/ Ny

1. HWME HA JIEKAPCTBERUA ITPOAYKT

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

l'eponmnan 20 mg: Beaka dunMupasa Tabnerxa cuitbpka 20 mg Taganadun (tadalafil)

[lomMomHO BEILIECTRBO C H3BECTHO ACHCTBHE:
Beska punmapana rabnerka Iepowpian 20 mg cuaspxa 312,5 mg nakrosa 1 2,8 mg naxrosa
MOHOXHZpAT.

3a EJIHHA CITHCHK HA [IOMOIIHHTE BeIECTRA BHXXTe TOUka 6.1.

3. JJEKAPCTBEHA ©®OPMA
dunvApana Tabnerka

Fepormnan 20 mg: xxbnTa, NPOABIrOBaTa, JABOMHOM3ITbKHANA PHAMHpaHA TabneTka, ¢ penepHo
o6osnauenne "T 20" ot emHara cTpasa K 6e3 HAMIKC OT APyraTa CTPaHa, ¢ HOMHUHANHM pasMepH 13,5
mm X 6,6 mm.

4. KJIHUHHYHH JAHHH

4.1 TepameBTHUYHH NOKAIANEN

Jleuenune Ha epexTinHa AMCHYHKIMS TIPH BE3PACTHH MBXKE.

3a na 6bae edexTHBEH TanaNadwL, ce HIHCKBA CEKCYA/THA CTHMYNALHAS.

[Ceponmnan He e nokasaH 3a ynotpe6a oT KeHu.

4.2 Jo3HpoBKA H BAYHH HA KPHICKERHE

ﬂoangomca

Buvspacmuu meoce
IIpenoppusanata fo3a e 10 mg, npHeTa NpeaM OYAKBAHATA CEKCyaTHa AKTHBHOCT, ChC HIH 563 Xpana.
Ilpu Te31 nauHenTy, npu xouro Taganagui 10 mg He BOAK AC NOAXOAAN e(eKT, MOXKe
go3a 20 mg.

Tasu no3a moxke na 6bae NpHeTa noHe 30 MHHYTH [IPEH CEKCYATHA AKTHBHOCT.

MakcamanHarTa gecToTa HA NpHEM € BEAHBX THCBHO.




Tapanadun 10 mg 1 20 mg e npegHasHayeH 3a ynotpeSa npeay 04aKksaHa CEKCYalIHa aKTHBHOCT H He
¢¢ MpenMopBUBa 3a MPOABH/DKHTENHA eXKeTHERHA YoTpeda.

ITpH nalpeHTH, KOHTO NpeJBHXAT YecTa ynoTpe6a Ha ['epounnaH (Hamp., OHE JBa ITbTH CEIMUYHO),
MO3Ke 12 ¢ce OOMMCAM KaTo NOAXOIAI PeXKHM SIHOKPATeH JHEBEH NPHEM Ha HAl-HMCKHTS JO3H
Iepoupnan, basupaiiky ce Ha H300pa Ha NALMEHTA H PELIEHHETO Ha JIeKapA.

IIpy Te3H naleHTH NpenoOpEYBaHATA 1033 € 5 mg, NpHeTA BeAHBX AHEBHO MPHGIWIHTENHO B €IHO M
ChINO BpemMe Ha AeHA. [lo3aTa MOXKe 71 ¢e HaMairl 10 2,5 mg eAHOKpaTHO JHEBHO Ha 6a3arta Ha
HHOHBHIYATHATA MOHOCHMOCT.

He Beruks npenopbysaHy AO3M ¢a BE3MOKHH NMPH H3MON3BAHETO HA TO3U NPOIYKT, BBIIPEKH ue
Tananadun e HaNHYeH B JO3H, NI0-HHCKM oT 20 mg,

Henecs06pasHOCTTa Ha MPOABIDKUATENHATA €XeJHEBHA yroTpe®a TpaGea nepuoHYHO Aa ce
NpeoUEHABA.

CrienManHy nonynaluyn

Mwvorce 6 cmapuecka ev3pacm
Ilpn MBAKe B crapyuecka BB3pacT He Ce H3MCKBA AlAIITHpaHe Ha A03aTa.

Muaice ¢ 6vbpeurio yepeacoane

He ce Hanara HaMa/IsBaHe HA 03aT2 IPH NALHEHTH C JIeKo 1o yMepeHo 6p0peyno yBpekiaHe. 3a
NAUHEHTH ¢ TeXKO HB6peyHo yBpexIaHe MaKCHMAJIHATA NpeniophuBana ao3a ¢ 10 mg. Ilpu nanmesTH
¢ Texko GBOpedHO yBpeKAaHe JO3HPAHETO Ha TaJaNadiIl €IHH ITBT JHEBHO HE ce MpenophyBa (Bi.
To4Ka 4.4 1 TouKa 5.2).

Muoice ¢ weprodpobno yepearcoane

[Npenopsypanara A03a ['eponinan € 10 mg, npHeTa Npel 09aKBaHa CEKCYalHa aKTHBHOCT, ChC HITH
6e3 xpana. MMa orpaHHYeHH KINHHYHH AaHHHM 33 6€30NaCHOCTTA Ha Tazanagun npy NauKeHTH ©
TexkKa 9epHoapodna HepocTarsunoct (Child-Pugh knac C ); ako ce mpeAmicea, To NpeANHCBallUsIT
nexap Tpa0Ba a HANPABM BHHMATE/IHA MHAMBMAYAHA MPELEHKA Ha ChOTHOIIEHHETO TIOM3a/PHCK.
HsMa HalMWIHH JaHAK OTHOCHO NPUIOKEHHETO Ha A03H No-Brcoky ot 10 mg Taganadmn Ha narMeHTH
¢ 4€pHOAPOOHO yBpexkaaHe. J03MpaHeTO eJMH ITHT AHEBHO HE € OLEHABAHO NPH NAlMEHTH ¢
9epHOIPOOHA HEAOCTATEMHOCT, CIEIOBATENHO, aKO C¢ HPEAMHCRA, TO MPSANHCBAITHAT I'0 JIEKAp
TpsbBa la HaNPaBW BHEMATEIIHA HHAHBMAYATHA MPELEHKA HA OTHOIIEHHETO TIONI3a/PHCK. (BK. TOUKA
4.4 1 TouKa 5.2).

Muvace ¢ duabem
Ipu Mbxe ¢ AHA0ET He ce M3IUCKRA MPOMAHA B 1034Ta.

Ileduampuuna nonynayus
HaMa ¢hoTeeTHO NpHIOKeHHe Ha Taganadi B NEAHATPUYHATA MOMYJIAHA OTHOCHO JIEYEHHETO HA
epeKTHIHA AucGYHKIHA.

HauuH Ha mpuiokenHe
Tlepopanno npunoxeHse.

Ieponnnan ce npemnara kato duamupanu Tabnerku ot 2,5, 5, 10, w 20 mg .




4.3 IIporaBOonOKA3AHAN

CBPBEXUYBCTBHTE/HOCT KbM AKTHBHOTO BEIIECTBO HIIH KbM HAKOE OT NIOMOMHHTE BEISCTBA,
u30bpoexH B Touka 6.1.

B KIHHWYHA NPOYYBaHHA € YCTAHOBEHO, e Taqanadil yCHIBa XHIOTCH3HBEHTE ehexTH Ha
HuTpaTHTe. CMATA Ce, e TOBA € Pe3yJITaT OT KOMOHHMpaHWTe ehEKTH Ha HUTPATHTE H Tajanadmn
BBPXY ITbTA a30TeH oxcupy/ul M®. [Topaau ToBa, npunokeHHEeTo Ha [ epoLMIaH HPH MALHEHTH, KOHTO
H3MO/I3BAT HAKAKBH (JOPMH Ha OPraHHYHH HHTPATH, € IPOTHBONOKA3AHO (BK. TOUKa 4.5).

Tepounnan He TpaOBa 2 ce Mpiulara NP Mbxke CBC ChpASYRH 3a00IMBaHHA, TIPH KOHTO CEKCYaTHATa
AKTHBHOCT HE € MIPEINOPLYHTETHA.

Jlexapure TpabBa 13 00CHAAT MOTEHUHANHUS CHPAEYEH PUCK OT CEKCyallHa AKTHBHOCT [PH NALMEHTH
¢ NpEeMuecTBalo CEPACYHO-ChI0BO 3aboniBaHe.

CrenHnTe rpyNH NANHEHTH CBC CHPASTHO-CHAOBO 3a00/MBaHe He ¢a GHIM BKIIOYCHH B KITAHHYHH

NpOY4YBaHHA H 3aTOBa ynoTpedara Ha Tajanagun npu TAX € NpOTHBONOKA3aHA:

- TIALHEHTH ¢ MHOKAPICH HHQapKT B PAaMKHTE Ha NocnexHuTe 90 nHu,

- MAUHCHTH ¢ HecTaOMIHA AHTHHA HTH aATHHA, TIPOABABAINA CE 10 BpEME Ha NOJI0B aKT,

- NALEHTH CBC ChpAeYHA HegocTarbutocT Kiac no NYHA (New York Heart Association) 2 wnu
ro-BMCOK Mpe3 mocyiefHuTe 6 Mecella,

- NALHEHTH ¢ HEKOHTPONKPaHH apUTMHH, XunoTonud (< 90/50 mm Hg), wix HeKoHTpOIHpaHa
XHIICPTOHHA,

- MAIMEHTH ¢ HHCYJIT B PAMKHTE Ha MOCASIHATE 6 Mecena.

I'epolunan e MPOTHBOMOKA3aH NpH MAKHEHTH CHC 3ary0a Ha 3peHHETO Ha €AHOTO OKO, B PE3y.TaT Ha
HeapTepuanHa aHTEpHOPHA HCXeMIdHa ouHa HepponaTha (HAAHOH), HesaBHCHMO OT TOBA, JAaTH
TO3H €IH3071 € CBBP3aH WK He ¢ npeaumHa ynorpeba Ha pocdonnectepasa-5 (OJIE-5) nHxuburop
(Bx. Touka 4.4).

EanospemennoTo npunarade Ha OJIE-5 HEXHOHTOPH, BRIIOYHTENHO TafadadHn, ¢ ryaHHIaT-
LHKIIA3HH CTHMYJATOPH, KATO PHOLMIYAT, € NPOTHBOIIOKA3aHO, THH KaTO TOB& MOKE 4 NPHYHHH
CHMITOMATHYHA XHIOTOHMA (BXK. TouKAa 4.5).

4.4 CpensanBmH DpelyunpexIcHud 4 NpeANa3HH MEPKE HPH YuoTpeba

Ilpenn neuenne ¢ lepounan

Ilpenu na 6Bae obcbaeHO hapmakoIOrHYHO fedeHKe, TpAOBa a ce cHeMe aHAMHe3a K 14 C¢ HallpaBH
(pusHKanen npernex, 3a Aa ce AMATHOCTHLMPA EPEKTHIHA THCOYHKIMS U 1a CE ONpPeeaT

MNOTECHIHAIHHTE NOANCHKAINW NPUYHHH.

Ilpenn na ce 3anodHe KAKBOTO W A € JIEYSHHE HA EPEKTHIIHA AucdyHKIms, TekapuTe Tpabsa aa
TIPELEHAT CbPASYHOCHAOBHS CTATYC HA TEXHHTE MALMEHTH, Thi KATO HMa H3BECTHA ¢

CHPACYEH PHCK, CBBP3aH ChC CEKCYaTHATA aKTHBHOCT. Tajanadiil HMa Ba3zoHiaT,
BOJIEIIH O ISKY H [IPSXOHA NOHWKEHHA Ha KPEBHOTO HaJAraHe (BxK. TouKa 5.
TIOTEHUMPA XHMIIOTEH3HBHNA eheKT HAa HHTpaTHTe {BXK. Touka 4.3).



Onenkara Ha epexTHIHATa JHCHYHKLS TPA6BA a BKIIOYBA ONpPE/E/HETO HA [I0TEHIHAIHATE
TMOUTEHKANTK NPHYHHHA M YCTAHOBABAHE HA MOJXOALIO JIEUSHHE CJie]l MPaBHITHA MEIHIMHCKA OLleHKA.
He e u3pecTHo, nanu [epomminas e edekTHBER NpH NaUMEHTH, MPETHPIIETH TA30BH OTICPALIAH HIIH
paJHKAIIHA, HECEXPAHABAINA HEPBA [IPOCTATEKTOMHA.

CapneuyHo-ceaoeH dakropu

Ilo Bpeme Ha MOCTMAPKSTHHIOBH HAOINONEHAS W/IWIH KITHHHYHH NPOYYBAHMA ca JOKIABaHH
CEePHO3HH CHPACYHO-CHA0OBH CHOHTHA, BKTIOYBAIH MHOKAPACH HH(APKT, BHE3AITHA CHPASYHA CMB]T,
HecTaGHIHA AHTMHA NTEKTOPHC, KAMEPHH apUTMME, HHCYIIT, TPAH3HTOPHH HCXeMUYHH SMH301H,
rpeaHa GonKa, nannMTanMy M taxukapaus. [TopedeTo nauMeHTH, NPH KOUTO Ca JOKAANBAHH TE3H
chOMTHS, ca HMAIIH NpeMECTRAINH ChP/IeYHO-CHIOBH PUCKORH hakTopu. Briipexu ToBa, He €
BB3MOXKHO /1a C€ ONPENIelH KATeropHIHO, AAITH Te3H CHOMTHA ca CBBP3aHH NPAKO ¢ TE3H PHCKOBH
taxToph, ¢ Tanatadu, cbC CEXCyATHATa AKTHBHOCT WIH ¢ KOMOHHALMATA HA TE3H WM [IPYTH
¢axropu.

Ilpu nanuenTH, KOHTO NpHeMar anga; G10KepH, eAHOBPEMEHHOTO NpWiokeHne Ha ['epounnan moxe
Ia okene J0 CHMITOMATHYHA XUIIOTOHHS TIPY HAKOM 0T T4X (Bk. Touka 4.5). KoMbuumpaneTo Ha
Tajanadil H JOKCa303MH HE e MpPenophyBa.

3penne

Crobmasanu ca 3pHTenHH HapyLeHHs u cyqan Ha HAAHOH (Heaprepualina aHTCpPHOpHA
HCXEMHYHA OTHA HEBPOMATHA), CBLP3aHH ¢ npHeMa Ha Tagatadun 1 Apyrd OJIE-5 uHXROHTOPH.
AHanu3¥ Ha NaHHH OT HEHMHTEPRCHIMOHAJIHH MPOYUBAHHAS IPEANONIATaT MOBHINEH PHCK OT 0CTpa
HAAMOH npu MbikKe ¢ epexTwiHa quc)YHKIHA Cliel eKCno3uims Ha Taganatmn wim npyru SJIE-5
HEXHOHTOPH. [TauMeHTHT TpA6Ba Aa Gbhae Npeynpex aBaH, Ye B CIy4ail Ha BHE3AITHO 3PUTE/IHO
Hapylnenue, To# TPs6Ba Ja cnipe MpHema Ha I'epouslian 1 a ce KOHCYATHPA He3a0aBHO ¢ Jiekap (BA.
TouKa 4.3).

Hamanen cayx wii BHe3anHa 3ary6a Ha cayXa
Cnyyau Ha BRe3anHa 3ary6a Ha ciryxa ca ¢s00ImeHd ciex ynorpebara Ha Tapanapun. Buipeks de

APYrH PUCKOBH (HAKTOPH ca HAMLE B HAKOM CITydaH (KATO HANMPHMED, BL3pACT, AHA0ET, XUTIEPTOHHA H
aHaMHe3a 3a npeJnNIHa 3ary6a Ha ciTyxa), maupenTute TpA6Ba na OBAAT MOCEBETBAHM Jia CIIpaT
npuema Ha Tajanadii U Ja NOThPCAT He3abaRHO MeAMIIMHCKA NOMOII B ClTydaji Ha BHE3anHo
HAMANSBAHE HA CITyXa MJIH 3ary0a Ha ciyxa.

YepHoapoGHO yBpexknane
HwMa orpandaeHH KIMHHYHH JaHHH 33 5e30MmacHoCTTa Ha Tajanad, MpHIoKeH KaTo eHHMYHA 1034,

NpH NAUMEHTH ¢ TexKka sepHoApobHa HeaocTaTsyHOCT {Child-Pugh knac C). [Ipn naupeHTH ¢
4epHOAPOOHA HEOCTaTEYHOCT HE € OUEHABAHO SHOKPATHOTO JHEBHO MpIIOKeHHE. Ako I'epowpuian
¢e HasHavaBa, TpAOBa /ia C¢ HANPABH BHHMATEHA HHIKBHIYAIHA IPELIEHKA HA CHOTHOLIEHHETO
NOJI38/pHCK OT NPEANMCBAIINSA IO JIEKap.

pnanu3pm 1 anaToMuaHa Jedopm. Ha NeHMca

TNaupenTrTe, KOUTO Ca HMAJTH epeKLtAs, NPOALIDKIIA 4 Yaca Wik nosede, Tpabea na 6saatT




3360HJIBaHPUI, KOHMTO MOrar fla Ch3AaJaT NPeApasno/IOKeHHE KbM NPHANTH3IbM (R&TO
CHPNMOBHIHOKICTEYIHA AHEMAA, MYJITHIINCH MHEAOM HIH J'ieBKeM[dSl).

Ynorpeba ¢ CYP3IA4 unxuburopn

H3uckea ce MOBHIIEHO BHHMaHHe, ako ce npeanicsa Feponmnan Ha DAUHEHTH, KOWTO H3NON3BAT
moiHH CYP3 A4 uHxubuTopH (pUTOHABHMP, CAKBHHABHP, KETOKOHA30J1, HTPAKOHA30/1 B
EPUTPOMMLIMH), ThH KaTO MPH KOMOHHHPAHETO HA TE3M NEKAPCTBEHH NPOXYKTH ce 3a0ena3Ba
NOBHIIaRaHe Ha eKcno3uimATa Ha raganadut (AUC) (ex. To4uka 4.5).

I'epoiniiaH ¥ APYTH JieUeHHS 32 epeKTIUIHA AHchYHKIHSA

He ca npoyusanu 6e3onacHOCTTa H epHKaCHOCTTa HA KOMOMHALMKTE Ha Tan,ana(bm H IpYTH
uuxuGHTOpH Ha ®JIE-5 WM apyrH JiedeHns Ha epexTinHa fucyrkips, IlanmeHTsT Tpsbea fa 6uae
KHopMHpaH [a He npreMa [epoLivian B MOAOOHH KOMOHWHALHH.

Jlakrosa

Ieponmnan cbAbpXa nakro3a, [TauuenTure ¢ peaxy HacneACTBeHH MPOOIEMH HA ralakTo3HA
HEMOHOCHMOCT, IThJIeH JIAKTA3eH ASHHIIT WIH IIIOKO3HO-TANIAKTO3Ha ManabcopOmus He TpabBa fa
(PHEMAT TO3H JIEKAPCTBEH MPOMYKT.

4.5 BzaamoaeiicTBEe ¢ IPYrE N1EKAPCTBEHH NPOAYKTH H Apyrn OPMHE Ba B3aEMOJeHCTBHE

TlpoyusanmsTa 3a B3auMoeHCTBIA ca mpoBeneHH ¢ 10 mg n/unn 20 mg Tapanadm, Kakro e
nocoycHo no-Aoy. 1o ce oTHacs 0o Te3n Npoy4BaHHs 33 B3aHMOACHCTBHA, KBIETO CA MpUIaraHy
caMo A03H Ha Taganadui ot 10 mg, KIHHAYHO 3HAYHME B3AUMOACHCTEHA NPH NO-BHCOKH JO3H HE
MOTaT H3LANO Ja 6baaT H3KIIOUEHH.

CKTH Ha TH BCUICCTBA Bh anagpun

Hrxubumopu na yumoxpom P450

Taganabun ce MeTaGonuaupa rnasuo upes CYP3A4. Cenexrupnust unxubutop Ha CYP3A4,
KeTokoHazon (200 mg AHeBHo), ypenuuapa 2 myTH excriosuimgta (AUC) na Taganadmn (10 mg) v
Cuax ¢ 15% cripamo crodtsocTHTe Ha AUC 9 Cax PH CAMOCTOATEITHO BPHIIONKEH Tadaiadu.
Ketokonazon (400 mg aneBHo), yBenyapa 4 nuTH excriosuuaTa (AUC) na tananadun (20 mg) u
Couax ¢ 22%. PuroHasup, npoteazeH unxubuTop (200 mg, 2 Ty AHEBHO), KOHTO € HHXHOHUTOP Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, ysenuuasa excriosuuusta (AUC) Ha Taganadun (20 mg)
2-reTH 63 na npoMeHd Cnax. BBIpPeKH de He ca mpoyuBaHH cnelMbHIHH B3AHMOACHCTBHA,
e/THOBPEMEHHAT2 YToTpe6a ¢ APyTH NPOTEasHK HEXUGHTOPH, KATO CakBHHABHD, H ApyrH CYP3A4
MHXHOUTOPH, KaTO ePUTPOMHLMH, KIIapHTPOMHELIMH, HTPAKOHA30 H COK OT rpelindpyT, H3HCKRa
BEHMAHHE, THIA KATO MOKE a CE OYaKBa, T¢ /J{d yBEIHYAT [UIa3MEHHTE KOHLGHTPAIHA Ha Tananapul
(B, Touka 4.4).

CnepmoBaTenHoO, 9€CTOTATA HA HEKENAHWTE JIEKAPCTBEHH PEAKIMK, TOCOYSHH B Touka 4.8 MoXke na
Obpe yBenuueHa.

Tpancnopmuu benmvyu
He e n3BeCTHA pONsTa Ha TPAHCIIOPTHHTE OENTHIH {HATIPHMED, P-TTHKOTIPOTEHH) BEP
JHCO3HLMATA HA Taganadrs. CnefoBaTEITHO € HAJIMIIC NOTEHIHAN 33 ICKAPCTBEHH
MeIHMPAHH OT MOTHCKAHE HA TPACTIOPTHHUTE OeNTHIIH.



Huodyxmopu na yumoxpom P450

WuayxropeT Ha CYP3 A4, pudammumun, Hamanaea AUC una taganapmn go 88%, cnpamo
croitHocTHTe Ha AUC npu camoctostento npunoxet tagaiadun (10 mg). Tasu Hamanena
EKCITO3HIMA MOJKe J1a ce 09aKBa Ja HAMaJH epHKACHOCTTa Ha Tajana(u;, cTeneHTa Ha HAMaNeHHe Ha
edpHkacHOCTTa € HeH3BecTHA. Jlpyrd uHaykrops Ha CYP3 A4, xaro denobapburan, ¢eHHTOMH H
KapGaMa3elliH, MOTaT CHIIO la HAMANAT NJA3MEHHTE KOHLEHTpALMH Ha Tananadu.

Edexru Ha Tananadun Bepxy gpyry NeXapCTBEHH POLYKTH

Humpamu

ITpn knupwarEM npoyuBaHus, Tafnanadun (5, 10 u 20 mg) e nokaszai, Ye NOTCHIHPa XHINOTEHIHBHUTE
edextu Ha HuTpaTHTe. [lopamyn ToBa, MpwiokeHHeTo Ha I'epoLnaH IpH NALHMEHTH, TPHEMAIH
HAKOA (hopMa Ha OpPraHHYCH HHTPAT € MPOTHBOTIOKa3aHO (BK. Touka 4.3). Be3 ocHoBata Ha
PE3yJITaTH OT KJIMHMYHO NPOYYRaHeE, B KoeTo 150 naiHenTy ca moTyqasaii ZHEBHA J03H oT 20 mg
Tananadun 3a 7 14U ¥ 0,4 mg uuTporMiepuH cyONMHIBATHO B Pa3IHIHO BPEME, TOBA
B3aHMOZEICTBHE ¢ HabMONaBaHo 3a moBede oT 24 4aca K He e Ha0oaBaHo Clie/l H3THdaHe Ha 48
Yaca OT MOCNeAHATa J03a Tajanadun. Taka, mpH MAlHEHT, Ea KOHTO € MpeNHCana HIKAKBa 1033
T'eporwnan (2,5 mg-20 mg), 1 3a ko#iTo NpUNOKEHHETO Ha HUTPATH Ce CMATA 3a HEOGX0MMMO 1O
MERMUMHCKH NOKa3aH|s B XKMBOTOCTIACABAIIH CHTYALHH, TpaOBa Aa HMa noHe 48 Yaca oT npueMa Ha
nocneHaTa go3a ['epownas, npenH NpWIOKeHHEeTO Ha HUTpaTHTE. [IpH TakKMBa YCIOBHS, HHTPATHTE
TpAGBa Ja ce MPHJIAraT O CTPOr MEMIIMHCKH KOHTPOS H CB¢ CHOTBETHO BPOC/IEAABaHE HA
XeMOJMHAMHKATA,

Anmuxunepmen3uenu nexapcmeenu cpedcmaa (SKIIOYUMENRO KATYUER Y AHMAZORUCIUY)
EnHOBpPeMeHHOTO NpHaraHe Ha AokcasosuH (4 1 8 mg AueBHO) H Tapanadwn (AHEBHA A03a OT Mg ¥
20 mg KaTo €qHOKpaTHA 1032) 3aCHIIBA AHTHXHIIEPTEeH3UBHMA eeKT Ha To3H anda-6okep B 3HATHMA
CTEnEH.

To3u ediekT ce 3ana3pa NOHE ABAHANSCET Haca ¥ MOXeE Aa MpeJU3BIKA CUMITTOMH, BKIIOYHTEIHO
CHMHKOTI. 3aTORA Ta3u KOMOMHAIMA He ce Mpenopbusa (BXx. Touxa 4.4).

IIpu npoyuBaHKA 3a B3aWMOACHCTBHATA, H3BLPLICHH [P orpaHAdeH Gpoii 3apaBA [o6poBOILM, TE3H
e(eKTH He ca CHOOICHH ITPH N(Y303HH HIH TAMCYJIO3HH. Bee nak, ¢ Heo6Xx0AHMO MOBHIIEHO
BHHMaHHE, KOraro Tananadun ce ynorpe6spa NpH NALMEHTH, J1EKYBAHH ¢ KAKBHTO H A4 €
andabiokepH, 0coOSHO NMpH NAUMEHTH B CTap4ecka Bb3pact. Jledenneto Tpabea 1 3anouse MpH
MHHHMAITHA /1033 H IIPOTPECHBHO Aa Ce aJanTHpa.

IpH KIHHAIHE $HapMaKOIOrHYHE OPOYYBaHHA € H3C/ICABaH NOTSHIHATET Ha Tajanadui fa ycHisa
XHIOTEH3MBHHTE e()eKTH Ha aHTHXHIICPTEH3HBHHTE IcKapcTBeHH npoAykTH. [Ipoyusanu ca
OCHOBHMTE KJIACOBE AHTUXMIISPTEH3HBHH JIEKapCTBECHH TIPOMYKTH, BKIIOYHMTEIHO KANIHCBH
8HTArOHHCTH (AMICAHIIHH), HHXHOWTOPHTE Ha aHTHOTEHIMA KonBepTupand ersuM (ACE)
(enananpun), 6aokepuTe Ha GeTa-aAPCHEPrUYHNTE PELIENTOPH (METONPOJIO), THAZHIHHATE JHYPETHLH
(6enppoduryaszun), u Gnokepute Ha anrroTensu 11 peLienTopuTe (PA3IYHA BHAOBE H JO3H,
CaMOCTOATENHO MM B KOMOHHAIHA ¢ THA3M/IH, KaTHEBHTE aHTaroHHCTH, Geta-6lokepu, u/anu anda-
6rokepH). Tananagun (10 mg oceeH B IPOyYBAHHATA ¢ AHTATOHHCTHTE Ha AHTHOTEH3HH 11
PEUEIITOPHTE H aMJIOJHIHH, IIPA KOMTO € MpHiaraHa A03a ot 20 mg) HaMa KIHHHYHO 3HA9HMH




Ao0pe KOHTPOTHPaHO, HAMANABAHETO ¢ GHIO MAHMMANTHO WK ONOGHO Ha ToBa, HAGMoJABaHO TIpH
3paB xopa. [Tpy y4acTHHUN B NPOYYRAHETO, NIPH KOHTO APTEPHATHOTO HAAraHEe Ha NAUMEHTHTE HE
¢ GHI0 KOHTPOIHPAHO, CIATAHETO € GHIIO MO-FOJIAMO, BBIIPEKH Y€ TO HE € GHII0 CBBLP3aHo ©
XHMIIOTEH3HBHK CHMIITOMH TIPH TTOBEYETO OT MALHEHTHTE. TIpH NalUeHTH, o1yYaBallH CbIITCTBaNIO
AeYeHHE C AHTHXHMNEPTCH3UBHH JIEKapCTBEHA NPOAYKTH, Tafanadun 20 mg Moke Aa HHAYyUHpa
HaMaJleHHe Ha apTePHATHOTO HANATaHe, KoeTo (¢ H3KIoUeHHe Ha anda GokepH —BX. NIo-Tope), &
KaTo U410 MAJIKO H HE € BEPOSTHO 12 € KIHHHIHO 3HAYHMO, AHATHINTE HA NAHHHTE OT KIMHHYHK
npoyuBaHHA ($a3a 3 He ca MOKA3ANH PA3NTHKA B HEXKENAHHTE NEKaPCTBEHH CHOMTHA NPH NMALHeHTHTE,
TpReMaiiH Tananadmi, ¢ue Wik 63 aHTHXHNEPTEH3HBHH MSKAPCTBEHH NPOAYKTH.. BRIpekH ToBa Ha
nalgeHTUTe TPAOBA 1A Ce NaBa MOAXOASI] KNKHUYEH CHBET 32 BEIMOXKHO HAMANCHHE Ha
apTepHATHOTO HaNAraHe, KOTaTo e JIEKYBAT ¢ AaRTHXHIIEPTCH3HBHHY JIEKAPCTBEHH IPOAYKTH.

Puoyuzyam

TpeAKITHHKTHH NPOYYBAHHUS MOKA3BAT NOMTBTHATENCH 6EKT HA TOHIKABAHE HA CHCTEMHOTO KPHBHO
Hangraxe, korato GJIE-5 upxuburopn ce KOMOMHEMpAT C PHOLMIYAT. B KIMHHYHH NpoyuBaHus ¢
A0KA3aHO, Y€ PHOLIMIYaT MOTCHIHpA XUnoTensusHUTe edekTr HAa DJIE-5 naxuburopuTe. Hama naHH#
3a GIaronpUsTeH KIHHMYEH edekT Ha KOMOHHALMATA B IPOyYBaHaTa nomy/lauus. EqsoBpeMeHHaTa
ynorpe6a Ha prowpryar ¢ OJ[E-5 HHXHGHTOPH, BKINOYHTENHO Taganadu, € MpoTHBONOKa3aHa (Bik.
TouKa 4.3).

Huxubumopu na 5-angha pedyxmazama

B xIHHHYHO npoyvBaHHe, KOSTO CpaBHABA Taaanadui 5 mg, IPHIAraH eIHOBPEMEHHO ¢ HHACTEPH]
3 mg, ¢ mnauebo moc hrHacTepHa 5 mg 3a obnexyaBaHe Ha CHMITTOMHTE Ha no0pokauecTBeHa
XHIleprmasus Ha npocrarata (JIXIT), He ca ycTaHOBEHH HOBM HEXKeJaHU peakiiy. Brhpeku ToBa, Thil
KaT0 OPHIHATHC NPOYyYBaHe 33 JICKAPCTBEHH E3aHMOJICHCTBHA 32 OLICHKA Ha epeKTHTE Ha Taganapun
M Ha HHXHOWTOpHTE Ha 5-anda peaykrazara (5-AP) He e nposexuano, ['epouunan Tpabea na ce
OpHTara BHUMATENTHO eHOBPEMEHHO ¢ MHXWOHTOpH Ha 5-anda peaykrazata (5-AP).

CYPIA2 - cybempamu (nanp., meoghwnun)

Koraro Taganadun 10 mg ce nprnara ¢ Teodunus (HecenekTBeH dochonHecTepa’cH HHXHOHTOP)
BB (apMaKOIoOrHyHO NpoY9YBaKe, He € HMANo GapMaKOKHHETHYHM B3auMOoAeHCTBHA. EqMHCTBOMUAT
dapmakomuHaMuien edekT ¢ 61 neko (3,5 yoapa/MunyTa) yBeIUIeHHE Ha CHPACIHATA YECTOTA,
BunpekH Ye To3m edexT € BTOPOCTENEHEH H He € GWI 0T KIIMHWIHO 3HAY€HHE NMPH TOBA NMPOY4BaHE,
Toif TpAOBa Aa ce B3EMa N0/, BHHMaHWE [IPH HOBPEMEHHA YoTpeba Ha Te3H AeKapCTBEHH NMPOMYKTH.

Emununecmpacduon u mepGymanus

Tananadun e nokazan, 9e npeH3BUKBa YBENMYEHHe Ha OHOHATHYHOCTTA Ha STHHHICCTPAMON CHell
[EepOPANHO MpUNOKEeHHe; NONOOHO yBeIMUeHHe MOkKe a Ob/le 04aKBaHO TIPH NEPOPATHOTO
OPHAOKEHME HA TepOYTaIHH, BRIIPEKH Ue KIHHMYHHTE TOCICACTBHA OT TORa Ca HEOTPEACTICHH.

Arxoxon

KonnenTpawnire Ha ankoxon (cpeZiHa MAKCHMAIHA KOHIEHTpalus B KpbBTa 0,08%) He ce moBinusBa
OT cbBMECTHaTa ynorpeba c Tananagun (10 mg wium 20 mg). B nomsnuenue, 3 gaca cnep
€MHOBPEMEHHOTO IPHIIOKEHHE ¢ ATKOX0N He ca Hab/MoAaBaHH MPOMEHH B KOHIEHTPALL

Taganadun, AJMKOXONTBT € MPHIOKEH IT0 HAYMH, YBE/IMIABAL MAKCHMATHO CKOPO Wa\\
Ha ankoxon {CyTpHH Ha ragHo, 6e3 na ce npueMa Xpasa o 2 daca clie/l IpHeMa

Tamanapun (20 mg) He yRenHUaBa CpeTHOTO HAMATABAHE HA KPHBHOTO HAIATAH:
anxoxona (0,7 g/kg wm oxono 180 ml 40% ankoxon [poxka] npu 80-KmiorpaMo



HAKOM XOpa MoKe Jja ce HaGoaaBa NOCTypaieH CBETOBBPTER MWK OPTOCTATHYHA XMIOTOHUs. Koraro
Tamanadui ce npuiara ¢ no-Manki Ao3m ankoxon (0,6 g/kg), xumorensus He ce HabionaBa, a
CBETOBBLPTEXBT C¢ Habroapa ¢ 4ecToTa, MOACOHA Ha Ta3H [IPH CAMOCTORTEJIHOTO MIPHIIOKEHHAS HA
ankoxoil. EQekTsT Ha ankoxona BopXy KOrHHTHBHATA GYHKIMA HE ce 3acirBaT oT Taganadmn (10
mg).

Humoxpom P450 memabonrusupanu rexapemeeri npodykmu

T'epoumnan ne ce oyakea Ja NpeH3BHKBA KIHMHAYHO 3HAMHMO [IOTHCKAHE HM HHAYKITHA Ha KIMPBHCA
Ha JIEKAPCTBERH MPoayKTH, MeTabomu3upann ot CYP450 uzodopmure. Ilpoydpanmara ca
NOTBBPAKIIH, 9¢ Taganad i He *HXHOUpa WM HHAYLMpa H3ogopMuTe Ha CYP450, BKmounTenHO
CYP3A4, CYP1A2, CYP2D6, CYP2EL, CYP2C9 u CYP2CI9.

CYP2C9 - cybempamu (vanp., R-eappapun)

Tanasadun (10 mg u 20 mg) HiMa KTHAMGHO 3HAIAM edekT BbpXy excnozmmara {AUC) na
Seapdapun wis R-papdapnn (cy6Gerpar na CYP2C9), HHTO 3acara IPOMEHATE B IPOTPOMOHHOBOTO
BpeMe, peAH3BHKaHH OT BapdapuH.

Ayemuncaruyunoea xuceauna
Tapanagun (10 mg 1 20 mg) He NOTEHNMPA YBEITHYEHHETO BLB BPEMETO Ha KBPBEHE, IPHYHHEHO OT
AIETHICANTHIANIOBA KMCEIHHA.

Ilpomusoouabemnu nexapcmeenu npooyxmu
He ca npopexnany crieuudaiHy npoy4Banus 2a BiauMoielicTBus ¢ MPOTHBOAWAOLTHY NCKAPCTBCHH
NPOAYKTH.

4.6 PepraaHTET, GPeMEBHOCT H KEPMeHe

I'eporpinan He e NOKa3aH 3a ynoTpeda OT KeHH.

Bpemenroct

Hma orpanndenH JaHHH 3a ynotpefara Ha Tapanagun npu 6pemMeHHH xkern. IIpoydsaHuaTa nmpy
MHBOTHHM He MOKA3BAT NPAKO WIM HENPAKO BpeJIHO BL3eHCTBIE BBHPXY OpeMEHHOCTTA,
eMOpHOHATHOTO/PETATHOTO Pa3BUTHE, PAKIAHETO HWIH MOCTHATANHOTO pa3sHTHe (BikK. TOUKa 5.3).
Kato npeanasna Mapka, 3a npeanounTase e ynotpebara Ha I'eporiian no BpeMe Ha GpeMeHHOCT Aa
ce H30ArBa.

Krpmene

Hannynure hapmMakoqHHaMHIHA/TOKCHKOIOTHYHH JAHHH TIPH XHUBOTHH IIOKA3BaT SKCKPELHA Ha
Tananagun B Miakoto. He MOXKe [a ce H3KIIOYH PHCK 33 KbpMaueTo. I'epoipuian He TpaOBa Ja ce
H3NOJ3BA 1O BPEME HA KBPMEHE.

DeprunHATET
HabmonasanH ca edeKTH NPH KydeTa, KOUTO MOXe J1a cOUaT yBpekIaHe Ha dpeprumureTa. JBe
MOC/IEABAIH KTHHHYHH POYYBAHHSA NTOKA3BAT, 9¢ TO3H €(PEKT & MANIKO BEPOATEH MPH X0

e ce Haﬁmo,ua.na HaMaJIeHHE Ha KOHIIEHTP&IIPDIT& Ha cnepMa npH HIAKOH MBXC (B)K
5.3).




4.7 Edexrtn Bepxy cnocobuoctTa 33 modnpane H pabora ¢ MamIuuH

Tepormwian nosimsBa NpeHeOpexumo crocoGHocTTa 3a modupane Wik pabora ¢ MalIMHH. Bhipeky,
Y€ IIpH KITHHAYHH [POYIBAHMS YeCTOTATA HA ChoOUICHHATA 38 CBETOBLPTEXK MPH IPyNara ¢ rianeto u
rpynara ¢ tananaun Aa e 6rna ¢xojiHa, NAHeHTHTE TPAORA 1a ¢a HASCHO 3a TOBA KAK IIE pearupar
Ha ['epoimnan, npeny mogupane wau paboTa ¢ MaLTHHH.

48 Hexenann JeKapcTEeHA PEAKNEH

PesoMe Ha mpoduna Ha GesonacHoet

Hait-gecTo c1ho0maBaHnTe HEXeETaHH IEKAPCTBEHH PEaKLAH PH NAUMEHTH, IPHEMAINH Tananadun 3a
NeYCHHE Ha epeKTWIHA JUchYHKIHA WM A00pOKavecTBEHA XHTIEPIUTA3HA Ha IPOCTATaTa ¢a
rnapobonme, nMcnencus, 6onka B repba U MEANTHA, [PH KOWTO 4€CTOTATA Ce YBE/IN9aBa ¢
MOBMIIABAHE HA 03aTa Ha TaAaiadut. JIokIansaHuTe HexenaHH JICKAPCTBeHN PEaKIMK ca Gt
HPEXO/HH H B IOREIETO CIydaH JIexH Jio yMepend. ITo-roramara 9acT oT caydadTe Ha riapobomue,
cHOOMABAHN NPH NPHEM Ha TaZanadl BeAHEXK JHEBHO, ca HabmonapanH npe3 mepauTe 10 no 30 1aA
OT 3aMIOYBAHE Ha JIEICHHETO.

PestoMe Ha HesenaHHWTE peaklHy B TaOaH9eH BH]I

B Tabnuuara no-nony ca u3GpoeHH HeXeJIAHKWTE JICKAPCTBEHE peakilnd, HabMo[aBaHM OT CIIOHTAHHH
cHOOIMEHHSA ¥ IPH M1ale60 KOHTPONMpPaHH KIHHHYHM npoy4saHis (o6xBainanti o6mo 8 022
TAlMEHTH, IEKyBaHH ¢ Taganadun, H 4 422 nanuenTtn, noTyyasany iancbo) 3a reueHHe Ha
€PEKTHIHA NHCGYHKIMA IPH HyKJa H BeJIHBXK JHEBHO H 34 JieUeHHE Ha Jo0pokadecTeeHa
XHMIEepIUIa3Hsa Ha POCTATaTa BeJIHEXK AHEBHO.

KonBermnms 3a yectoTata: Muoro uectn (>1/10), gectu (>1/100 ao <1/10), nevectn (>1/1 000 1o
<1/100), penxn (=1/10 000 go <1/1 000), mHoro peaxwn (<1/10 000) H c Hen3BecTHa YecTOTa (OT
HATMYHHTE JAHEH He MOKe Aa Gblle HanpaBeHa OLEHKA).

Mnoro sectn Yeern Heuecrn Penxn

Hapywenun na umynnama cucmena

Peakimu Ha Anrroesem?
CBPBXYYBCTBHTE/THOCT
Hapyuienun na nepenama cucmema
T'nasoGomnue 3amasHocT HucynT' (BIIIOYMTENHO
XEeMOparugHH CHOHTHS),
Cunkon, TpaH3HTOpHH
HCXEMHYHH PHCTHIA',

Murpena’, Hpnnmggi»-"’"‘
TpaHzHTOpHA mnem ..

Hapywerus na ovume




3ambrneHo BukaaHe, | HapymieHue Ha 3pUTENHOTO
Vcemannd, onuceaun | None, OTOK Ha KNeMaqure,
KaTo HoNka B ounTe Xunepemus Ha
KOHIOHKTHBATA,
HeaprepranHa aHTepropHa
HCXeMHMH2 0MHA
nepponarna (HAAHOH)?,
3anmymBaHe Ha CHAOBETE Ha
peTuHaTa’
Hapywienun na yxomo u aabupunma
| THHATYC | Bxesanua riyxora
Crvpdeuniu napyuiernus’
Taxukapams, MHoxapaeH uH$apkr,
TTarmuranuy HectabuiHa CTeHOKapIHAZ,
Kamepna aputmus®
Cvoosu napyuienun
3aueppaBane XHnoToHus’,
XHOCPTOHAA
Pecnupamopnu, 2pvonu u Meduacmunaniu HaQpyuLeHus
Hasanna HAncnues
KOHIeCTHA Emucrakcuc
Cmomauno-upesnu napyuienus
Hucnencus Kopemna Gosika,
Hopprmane,
Tanene,
TacTpoesodareancn
pediyke
Hapywenun na xosicama u nodxoxcnama moxan
Obpus Vpmuxapud, CHHAPOM Ha
Stevens-Johnson?,
ExconHaTHBEH IEPMATHT,
Xunepxuapo3sa (rioreHe)
Hapywenus na MycKyano-ckeaemnama CUCmema, CoeOUHUMenNama movkan ¥ kocmume
Bosnxka 8 repba,
Mpmuanrng, Bonka
B KpaliHMK
Hapywenus na 6obpeyume u nuxounume momuwa

| XeMaTypus |
Hapywenua na ev3npouseodumennama cucmema u 2vpoama
Y anmxena epekoMa IpuamuszeM, KpbpBonanus B
neHnca, XeMaToCnepMus

Obuwyu Hapywenws u egexmu Ha MACNOMO HQ NPURONCEHUE
[pbana Gonka', | Ortok Ha nuuero?, Bresanua
Hepudepen  oToK, | chLpaeuHa cMBpT-? L
Viopa it X
(1) HopedeTo OT NanMeHTHTE HMAT [peIeCTBALTH CHPASUHO-CHIOBH PHCKO /o
TouKa 4.4).

(2) CrobImaBaHH Mpy NOCTMAPKETHHIOBOTO HAlIIOICHHE HEXKENaHH Pe
HabmoaBaHH NMPH TUTale60 KOHTPOIHpPaHK KIHHHYHH MPOYYBAHHMS




3) Tlo-uecto noknanBana, Korato Taganadmi ce MpHIara MpH MALHEHTH, KOUTO BEYe NOy4aBaT
AHTHXWIEPTEH3HBHH IEKAPCTBCHH MPOIYKTH.

Onycanye Ha W3bpaHH HeXKENIAHH PEAKUHM

Hesna4udTenHo mo-rosMa 9ecToTa Ha otknouenns B EKT, npenn BCHYKO cHHycoBa GpalHKapans, ca
AOK/TAN\BaHH NPH IMTAllHEHTH, NTEKYBAHH C TaJla.F[a(tlIfU'l €QHH IBT THEBHO B CPABHEHHE C rmaueGo.
Iloseueto ot Te3u orknoHeHus B EKI™ He ca ¢Bbp3aHM ¢ HEXEIAHHTE JIEKAPCTBCHH PEaKUH.

EQ! I'H CTICITHANHH TONYIalHH

JaHHATE MPH NAllHEHTH HA BB3PAcT Hajl 65 rOJMHH, KOHTO MPHEMAT TaJanadHi B KIHHHIHA
NpOY'BaHHA WIH 3a JIEUCHHE HA ePeKTHIIHA AUCGYHKINA, WIH 32 ICYSHHE Ha JoOpoKadecTBeHa
XHIEPIUIA3H Ha IPOCTATATA, Ca OTPaHHYeny. B KITHHIYHY NpoydIBaHHA ¢ Tafanadpun, IpHeMaH P
Hy:K/1a 33 JICYCHUE Ha epeKTHNHA AUChYHKIMS, AMapHA Ce ¢HOOMaBa [10-4eCTO NPH NAlMEHTH Ha
BB3pacT Haj 65 roguHEd. B KIHHWYHE npoyuBaHus ¢ Tajanadua 5 mg, IPHEMAaH BEeAHBXK AHCBHO 3a
neveHue Ha 00pOKadecTBEHA XMNEPIIA3Ha HA IPOCTATATA, 3aMagHOCT H JIHApKA ca ChobmaBaHK
NOYECTO NPH NAUHEHTH HaJ 73-TOAWIHA BB3pacT.

CrobuaBare Ha NOJO3UPAHH HEXKENAHH PEAKLIAH

CrobmasaneTo Ha IOJO3HUPAHK HeXKENAHN PEaKIHH CACH PaspelllaBaHe 3a ynoTpeba Ha NeKapCTBEHHA
NPOIYKT € BaxKHO. TOBa MO3BOIABEA Aa NPOABLIDKK HAOMIOISHHETO HA CHOTHOIIEHHETO M0J13a/PHCK 34
NIEKApCTBEHMA MPOAYKT. OT MEIHIMHCKHTE CICLHATTHCTH C& H3HCKBA Jia choOImaBaT BCaka
TNIOZI03MPaHa HEXeNaHa peakius Ype3 M3meHHETeIHATA ATeHIHA N0 JISKAPCTBATa, YL ,,J]aMaH

'pyes® Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebealitT: www.bda.bg.

4.9 Ilpeno3mpamne

Ipu 3apaen 706pOBOIIM Ca DaBaHH eXMHHYHH A03H a0 500 mg, a Ha NAMEHTH Ca NPHIaraHyd
MHOTOKpaTHH AHEBHH J03H 10 100 mg. Hexenannre cs01THA ca OWH monoOHE HA OHESH,
HaGJOAaBaHH NPYU NO-HHCKH JO3H.

B ciydanTe Ha npeaosupane, ako ce Hajmara, TpaGBa a ce NpeANpPHEMAT CTAHTAPTHHTE HOAXEKAIH
MepkH. XeMOJHanH3aTa HE3HAYHTEHO CIOMAra 33 eTMMUHHPAHETO HA TaganadmI.

5. @®APMAKOJIOTHYHH CBOMCTBA
5.1 <dapmaxkoIHHAMHTIHE CBOHCTBA

(dapMakoTepaneBTHIHA IPyNa: YPOJIOTHYHH CPEICTBA, JISKAPCTBEHHU IIPOYKTH, NPHIAraHH IpH
epextwiHa aucyHxims ATC kon: GO4BEOS.

MexaHH3EM Ha JeicTRHE
Tamanadun e cenexruseH, 0GpaTHM HHXHOHTOP HA ITMKJIHIHHA IYaHO3HH MOHOGOC
cieuMpuasa pochoauectepasza tun 5 (GJIE-5). Koraro cekcyanHOTO CTMYIHP
JIOXaJIHO 0CcBOOOMIaBaHe HA a30TeH OKCHA, HHXHOupaneto Ha OJIE-5 ot
HOBHIIEHH HHMBa Ha 0l M® B xapeprosHuTe Tena. ToBa BOOH [0 peslakcaliya Ha




MYCKy/1aTypa ¥ IPHTOK Ha KPBB B TBKAHHTE HA MEHHCA, BOACmo Aa epekuys. Tapanadun e
HeeteKTHBEH TPH JIANCA Ha CEKCYanHa CTHMY ALy,

@DapMakOAHHAMHIHH edeKTH

TlpoyuBaHwMsTa in vitro ca IoKa3amK, ye Tafanadwi e cenexTused unxuburop va OJIE-5. O®JE-5
€H3HM, KOHTO ¢¢ OTKpPHBA B [JIARKATa MYCKYJIATYPa HA KABEPHO3HOTO T47I0, CHAOBATA M BHCLICpATHA
rIaJiKa MyCKynaTypa, CKENETHHTe MyCKyIH, TpoMGouuTuTe, Gu6peiyrre, 6emus apob, 1 Mankud
Mo3bk. JlelicTBHeTo Ha Tananadui e no-cunHo BepXy PJIE-5, 0TKOMKOTO BBPXY ApYrH
dochomnecrepasn. Taxanapusn ¢ > 10 000 meTH mo-Momes 3a OJ(E-5, 0TKONKOTO N0 OTHOIIEHUE HA
OHAE-1, DJIE-2 1 OJIE-4 - eH31MH, KOHTO c€ OTKPHBAT B CHPLETO, MO3bKA, KPBBOHOCHHTE CHIOBE,
yepHua Apob | Apyru opranu. Tananadmun e > 10 000 meTH no-MomieH o orHonenne Ha OJE-3,
OTKOJIKOTO No o0THomeHHe Ha DJTE-3 — en3uM, HaMupaill ¢ B CHPLETO H KPEBOHOCHHTE ChIOBE.
Tasu cenextueHoct KbM BJIE-5, cpaBHeHa cbe cenexruBHOCTTa KbM OJIE-3 e BakHa, 3amoro BLE-3
€ CH3MM, Y9acTBal] B MEXaHH3MA Ha ChpACUHHTE ChKpalleHus. B nomsmHenue, Tananadun e
nprozuTenno 700-meTu no-MomeH no otHomenne va GAE-5, otkonkoro cnpamo PIE-6 - ensum
KOHTO ce HAMHpA B PETHHATA M € OTTOBOpeH 3a dororpancaykimara. Tananadmn e cro > 10 000
[MBTH MO-MOINEH No orHomenue na ®JIE-5, otkoakoro no otromenue Ha OJIE-7, no ®JIE-10.

Knunuana ebukacHocT u 6e3onacHocT

Tpu KIMHHYHH NPOYYBAHHA Ca MpoBeAeHH ¢ 1 054-NaIMeHTH B JOMANIHH YCJIOBHA 38 ONPE/IeNaHe Ha
NPONRGKHTEHOCT Ha OTFOBOPa KbM Tajanadhun. Tananadui e nokasan cTaTHCTHYECKH 3HAUUMO
nonoGpeHye B epeKTHIHATE GYHKIMA H ¢crIOCOGHOCTTA 1A C& H3BBPINH YCTIemeH MoJoB akT 10 36 yaca
CJIe]] MpHeMa Ha J03aTa, KAKTO H B ¢c1I0OCoOHOCTTa Ha NALMEHTHTE Ja NOJYYaT H NOANBPKAT CPEKIHK
3a yCrCIeH MONOB aKT, B cpaBHeHne ¢ ranebo, ome Ha 16-Ta MAHYyTa Clleq MpHeMa Ha Jo3ata.

Tananadun, mprnoxen Ha 34paBH JIMIA, MPEIM3BHKBA HE3HAYMMA Pa3THKA B CPaBHEHHE C L1alc60 B
CHCTQJIHOTO H AHACTONHOTO KPHBHO HAMATAHE B JIETCHAIO MONOXKEHHE (CPEeAHO MAKCHMAITHO
HamateHe ot 1,6/0,8 mm Hg, ¢s0TBETHO), B CHCTONHOTO H JHACTONHOTO KPLBHO HAJIATAHE B
H3NPABEHO MONMOKeHHe (CpeHO MakCHMAaHO HaMaieHue oT 0,2/4,6 mm Hg, ¢cboTBeTHO), H HAMA
3HAYMMA NPOMAHA B CHPIETHATA YECTOTA.

Tlpu npoy4eaHe 3a oLieHKa Ha eEKTHTE HA Taganadun BLPXy 3pEeHHETO He ¢a OTYCTEHH HHKAKBY
HapyIeHHA B Pa3NO3HABAHETO Ha LBETOBeTe (CHHBO/3€11€HO) MOCPEACTBOM H3MOM3BAHE HA TECTA
Farnsworth-Munsell 100-hue. Tosu pesynrat kopecnosaupa ¢ HUCKHS abHANTET Ha Talanadui KeM
DE-6, B cpaBHcHme ¢ BJIE-5. BLB BCHUKH KIMHHYHH NPOYYBaHHA ChOOTIEHHATA 32 NPOMEHH B
HOBETHOTO BAXKIAHE ca peakH (< 0,1%).

TIpoBejcHH ca TPH NPOYYBAHUS TIPH MEXKE 3a OLIEHKA Ha NMOTEHLHANHAS e(eKT BEPXY
cepMartorenesata Ha Taganadur 10 mg (eaHo 6-mecearo npoyysane) ¥ 20 mg (eaHo 6-mMeceyHo U
enHo 9-meceuHo MpoydBaHe), PHAAraH exeJHeBHO. B JiBe OT Te3n npoyysaHus ¢ HabMo1aBaHo
NOHIDKEHHE HA KOJMYECTBOTO M KOHLIEHTPALMATA Ha CIIEPMATA, CBLP3aHO ¢ JIEICHHETO ¢ Tagatabui ¢
MAJTKa BEPOATHOCT 33 KIMHHYHA 3HaYMMOcCT. Te3u edexTn He ca OWM CBBP3aHU C MPOMEHH B IPyTH
MAapaMeTPH, KaTO NOJABHKHOCT, Mopdonorua u FSH.

Tananagun B mo24 ot 2 mg o 100 mg e 6un u3cneaABaH B 16 KIMHAYHA NPOYYBAHKA,
250 naumenTH, BEOYHTEHO NAUMEHTH C ePeKTHIHa AMCRYHKIAA OT pasIMiHa Te T‘,(ﬁ’ﬁ_@y;q 7o
YMEpeHa, TeAKKa), eTHOAOTHA, Br3pacT (Mexay 21-86 roamHu) H eTHHYECKA IPHH g&aﬁcﬁﬁ

IMoBeyeTo maupeHTH CHOGIIABAT 3a ePEKTHITHA JHCPYRKIHA C IPOABILKHTC/TH io:lx’:_? pa’é%j' 4
roxuHa. [Ipn mepBoHAvaNHMUTE NpOydBaHAs 3a eQeKTHBHOCT BEPXY 00uIaTa No J'[alI!:lﬂ 81% o,




NaLMeHTHTE ca CHOOMWTH, Ye Taganadui e nonobpwiI TAXHATA epeKUHs B cpaBHeHMe ¢ 35% npu
wiauebo. Chito Taka, NAMEHTHTE C SPeKTHIHA QUCHYHLIS OT BCHYKM CTEIIEHH HA TEXKECT
cro0Inarar 3a MoxOGPEHH epexurK, JoKaTo ca B3eMany Tazanapui (86%, 83%, u 72% 3a nexa,
YMepeHa, U TeXkKa, CHOTBETHO B cpaBHEHME C 45%, 42%, 1 19% ¢ mnauebo). IIpn mspeoHaYanHATE
NPOYIBaHHA 34 €QICKTHBHOCT 75% OT OIMUTHTE 34 MOIOB aKT ¢ TaaaNadHIl ca GHIN YCHEHIHH B
cpaBHeHye ¢ 32% npu ruaneGo.

TIpu enxo 12-cenqmuHO npoyysane, npoBeneHo npu 186 naumenTy (142 taganadmn, 44 mane6o) ¢
epeKTHIHa AHChY KIS, BTOPUYHO HA yBPekJaHe Ha rpp0HAuHIA MO3BK, Taaanadui 3Ha4HMO
noxobpsABa epexTIIHATA QYHKIMS, KOETO BOXM A0 CPeAHA YECTOTA Ha YCTICIEHATE ONHTH 33 HETHWBH]I
NIpH NAUMEHTHTE, TPETHpaHH ¢ Tajanadun 10 win 20 mg (FeEKaBa Ao3a MpH noucksane) 48% B
cpasHeHHe ¢ 17% npu nnauebo.

IleauaTpugna Domyaais

Ilpn neuaTpHIHH NALMEHTH ¢ MycKynHa auctpodus Tun Jowen (M), e npoBeacHO €AHO
NMpPOyYBaHe, B KOETO He ca HabmoxaBaHy AaHHH 3a ebukacHocT. Ilpu 331 MoMuera Ha BE3pacT 7-14
rogunn ¢ MJI/1, Ha kKOMTO ce mpunara eAHOBPEMEHHO JIEUSHHE ¢ KOPTUKOCTEPOKIM, € MPOBEASHO
PaHIOMH3HPAaHO, ABOHHOCANO, Naue60-KOHTPOIMPAHO, APANISITHO MPOYIBaHE ¢ 3 paMeHa ¢
taganaden. Hpoyasarero srmouBa 48-cepMuaeH ABOKHOCAN MEPHO, B KOHTO NALEHTHTE €4
PaHAOMH3HpaHn A2 nony4aeart taganadun 0,3 mg/kg, tananadmn 0,6 mg/kg unu muanebo Beceku JeH.
Tananadwun He NokazBa epUKACHOCT N0 OTHOIICHHE 3abaBAHE HA BIIOIABAHETO Ha criocobHoCTTa 38
CaMOCTOSTENTHO XOEHE, H3MepeHO ¢ MOMOIITA Ha TbPBUYHATA KpaiiHa ToIKa - 6-MHHYTEH TeCT 3a
xoneHe (6 minute walk distance, SMWD): cpeasa mpoMsHa Ha Hali-MaskHTe KBaapaty (least squares,
LS) B Tecta 6MWD Ha 48-Ta ceqmuna e -51,0 meTpa (m) B rpynara, nosysuagama nianedo, B
cpaBHeHMe c -64,7 m B rpynata, notygasania tagatabuni 0,3 mg/kg (p = 0,307), 1 -59,1 m B rpynara,
nonydasaina Taganaduan 0,6 mg/kg (p = 0,538). OcBeH ToBa, THOCBAT RAHHH 32 EPHKACHOCT OT
BCUYKH BTOPHYHMH aHATH3H, H3BHPIISHH B TOBa npoyusaHe. OGmuTe pesynrarH 3a 6€30MacHOCT OT
TOBA MPOY4YBaHE KATO LAJIO ¢4 B CHOTBETCTBHE ¢ M3BECTHHA Npodui ua He30nacHOCT Ha Tananagun 1
¢ HexenanTe cpbutua (HC), ouakeanun B nemuaTpiunara nomyaauua ¢ M/, nomygasama
KOPTHKOCTEPOH]IH.

EsponefickaTa areHOps 1o nekapcTeata ocBoG0XKIABA OT 33TB/KCHAETO 33 NPSAOCTaBAHE Ha
pesyJTaTHTE OT NPOYYBAHHA BHE BCHUKH NOAIPYRH Ha NeHATPHIHATA MOy Al 32 JiedcHue Ha
¢pexTHNHaTa AnchyHKImA. BruxTe Touka 4.2 38 MHbOpMAITHA OTHOCHO yNoTpeba B e AHATPUATA.

52 ®apMakoKEECTHYHH CBOMCTRBa

AGcopbuns

Tananagun ce aGeopbupa NecHo crell IEPOPATHO MPUIOKEHHE W HAGMIOOABAHHTE CPeIHH
MAKCHMATHH [I1a3MEHH KOHLIEHTPALUHH (Cmax) C€ TIOCTHTAT 3a CPEAHO BpeME OT 2 Haca cJiely
NPUACIKEHHETO. AGCONIOTHATA GHOHANMYHOCT Ha TAfAna(un ciel MePOPATHO MPUIOKeHHe He € Owa
onpeneneHa.

CxopocTra H cTeneHTa Ha abcopbuma Ha Taganaduil He ce MOBNTHABAT OT XpaHa, Taka ye I'epormian
MOMe JIa ce NIPHEMA HE3ABHCHMO OT XpaHeHeTo. BpeMeTo Ha mpHeM Ha no3ara (CyTpHH CIIPIMO BeYep)

HsIMa KIHHMYHO 3HAYHMH eEKTH BBPXY CKOPOCTTA H CTeTeHTa Ha abcopbums. /‘\

Pasnpesenexue
Cpeannar obem Ha pasnpeneneHne Ha Tafanadgun e npuGm3uTeIHO 63 1, KoeTd I
TananapuI ce pasnpeneis B Thkauute, IIpy TepaneBTHYHM KOHUEHTpaumH, 94 E"l‘




I1a3MAaTa ce CBhP3Ba ¢ NpoTcHANTE. CBBP3BaHETO ¢ MPOTCHHHTE HE CE 3aCAra NpH HapylieHa
OnOpeuta GyHKIHA.
ITo-manxo ot 0,0005% ot npueTara go3a ce NOSBABA B CIIEPMATa HA 3APABH HHAHBHIH.

b copM

Tananadun ce MeraGonmusupa npeMHO MocpeacToM uutoxpoM P450 (CYP) 3A4 usodopmaTta.
OCHOBHHAT IMpPKyaupail MeTabOIHT € METHIKATEX0) Mokoponus,. Tozu Metabomut e more 13 000
ITBTH M0-c1ab0 axTUBEH OT TaRatadut no othomenHe Ha ®JE-5. CnexobarenHo, He ce 09AKBA Jia €
KIHHWYHC aKTHBEH NpH Habmo1aBanKuTe KOHIEHTPALHK Ha MeTabomTa.

EnnMubupanc

CpenHusr nepopaneH KIHpsHC Ha Taganadmn e 2,5 l/uac, a cpeAHHST nomysxuBoT € 17,5 9aca npu
30pasH HHEOHBH/IH,

Tapanagun ce ekcKpeTHpa MPEAUMHO KATO HEAKTHBHA METaO00THTH, OCHOBHO C (peKa/IHHTE
(npubmuznTenno 61% OT Ho3aTa) M B MO-MaNka CTENEH ¢ ypHHATa (npHOIH3uTeNHO 36% OT no3aTa).

JluHelHocT/HeTuHeHHOCT

OapMaKOXHHETHKATA Ha Tajanadui npy 30paBd HHAUBHOM ¢ NHHeHHA IO OTHONIEHHE HA BPEMETO H
nosata. [Ipu nosu nan 2,5 mo 20 mg excnosmumsara (AUC) ce ysendiaBa DpONOPLMOHATIHO ¢ 03aTa.
CralmoHapHOTO CBHCTOAHHE HA IVIA3MEHMTE KOHLIEHTPALWH ce IOCTHIAT 3a 5 JHH IpY JO3HpaHe
BEIHEX THEBHO,

(PapMaKkOKHHETHKATA, OTIPeENIEHa ¢ MOMYJIALHOHHHA NOAXOH, IPH NALMENTH ¢ EPEKTHIIHA
AHCYHKIMA € ofo0Ha Ha (PapMaKOKHHETHKATA PH HHAMBHIH (e3 epeKTHIHA THCHYHKIHS.

Crelanin nonynauHu

Ilayuenmu 6 cmapuecka ev3pacm

3npaBy NalMENTH B CTapyecka BB3pacT {65 ronHy nay ro-Be3pacTHH), HMAT NO-HUCHK EPOPaNeH
KIMPBHHC Ha TalanadHi, Boaemo a0 25% no-sucoka ekcnosuima (AUC), B cpaBHEHHE CBC 3ApaBH
HHAMBHAM Ha BB3pacT oT 19 no 45 roarHK. To3u edekT Ha BH3PACTTA HE € KIIHHHYHO 3HA4YHM M HE
JAaBa OCHOBAHHE 33 IPOMIHA HA J03aTA.

Bvbpexna nedocmamvunocm

ITpw xisHUIHYE GapMakonorHIHE NPOYYBAHMA C EAHOKpaTHa 203a Taaanadun (5 no 20 mg),
exkcnosuimsTa Ha Taganagun (AUC) e npabiuzuTenHo yIBOSHa IPH HHAMBHAM C JIEXa (KPeaTHHHHOB
knuphEc 51 10 80 mi/min) wii ymepeta (kpeatunuHor kupbsHe 31 10 50 ml/min) Gu6peuna
HEZOCTATEYHOCT H IIPH MHIHBHIH ¢ KpaeH cTaguy Ha 6506peuno sabondpane Ha quanusa. [1pa
MAHEHTH HA XeMOJHAIH3a Cinax € 41% MO-BHCOKO OT HAOMONABAHOTO MPH 3APABH X0pa.
XeMoHaNK3aTa HE3HAYHTENHO CIIOMAra 33 EIAMUHHPAHETO Ha Tananad.

Yeprodpobua nedocmamvunocm
ExcnozuimsaTa Ha tanaiadun (AUC) npH HHAHBHIM ¢ Jieka 10 YMepeHa YepHoApoSHa
neaoctarsynoet (Child-Pugh xiac A » B) e cpaBHEMA ¢ eKCHO3HLUATA NPH 3APABH HHIHMBHIH

W30 f ey

OTHOIIEHHETO nonaa!pncx OT NpeAnHceamus ro xexap. He ca HamiuHu naHHH ﬁp



Hayuenmu c ouvabem

Excnosuumnara Ha tananadgun (AUC) npu naumentH ¢ Anabet ¢ Guna npubmazurentio 19% no-HucKa,
oTkoaxoTo croiHocTHTe HAa AUC 32 3mpasy HHAMBHIH. Ta3H pasnuka B €KCTO3HIMATA HE JaBa
OCHOBAaHME 3a IPOMAHA Ha [03aT4.

5.3 IIpenx1EHHEYNA JaREH 33 GelonacHocT

HerMHHHIHHTE A3HHN HE TOKa3BaT 0COOSH PHCK 3a Xopa Ha 5a3a Ha KOHBSHIJMOHAHHTE
$hapMaKOIOrHYHH NPOYYBAHNA 32 (6e30MIaCHOCT, TOKCHYHOCT NP MHOTOKPAaTHO NPHTIaraHe,
TFeHOTOKCHYHOCT, KapIHHONeHEH MOTESHIIHAN, H pelpONyKTHBHA TOKCHYHOCT.

Hsama aoxasaTencrsa 3a TEPaTOre¢HHOCT, eMOPHOTOKCHUHOCT HiH (peTOTOKCHUHOCT MPH ILTEX0BE HITH
MHINKH, KOUTO ca nodyaw o 1 000 mg/kg/nueBro tananadun. Ips npoyusane 3a NpeHaTanHO M
MOCTHATAIHOTO PA3BUTHE TIPH IUTBXOBE, 03aTa, TIPH KOATO He ¢ HabmonasaH edexkr, e 6uia 30
mg/kg/nuepHo. ITpu 6pemenen mrex AUC 3a H3UHCIIEHOTO CBOBGOAHO EKApCTBO IIPH TA3H A034 €
npubnansuTenHo 18 mei yoemkara AUC mpu noza 20 mg.

Hama yBpexnane Ha ¢epTIWIHOCTTA IPH MBKKH M XKSHCKH ILTeX0Be, I1pH KydeTa, Ha KOHTO €
npuniaras taaanagun exeqaesHo 3a 6 10 12 Mecena npy ao03u 25 mg/kg/aHerHO (BoAemoO 0 NOHE
TPHKPATHO MNO-BHCOKA ekcnozuuus [Mexay 3,7 — 18,6] ot HaGmonasaHaTa npH Xopa, Ha KOHTO €
JlaBaBsa eJJMHHYHA 1033 oT 20 mg) 1 noseve, e HMANO perpecis Ha enuTelIa Ha CEMEHHHTE KaHATIeTa,
KOETO € A0BENO 10 HAMAJCHHE HA CIIEPMATOTeHE3aTa Ha HAKOH KydeTa. Brxkre chmo TouKa 5.1,

6. ©APMAIEBTHYHH JAHHH

6.1 CnAchk HA TOMOIMBHETE BEIECTRA

Aapo Ha rabnerkara;

JIaKTO3a,
KpPOCKapMesio3a HaTpHi,
HATPHEB JlaypHicyndar,
XHIPOKCHIIPOIHIILEAYTI03a
(E463),

nonucopGar 80,

MarHe3Wes CTeapar.

OHIMOBO HOKPHTHE:
xunpomesnoza 2910 (E464),

NIAKTO3a MOHOXHIpAT,
THTaHOB JHokcHA (E171),
TPHALIETHH,

tank (E553b),

kejeleH okeun xeit (E172),

6.2 HecurBMeCTEMOCTH

Herpunoxumo.




6.3 Cpok Ha rogmocT
36 mecera.
6.4 Cpenmanug ycl10BHS HA ChXpaBeHHE

Tosn leKapcTBEH MPOAYKT HE H3HCKBA CIICHHMAIIHH YCIIOBHA Ha CHXPAHSHHE,

6.5 Bua B cbALpXKaHEAE HA ONAKOBKATA

PVC/PVDC/ astymuHneBH GiHCTEpH

Onaxoeku c 1, 2, 4, 8, 10, 12, 14, 20, 28, 30, 40, 50, 56, 60 ¢unmupann Tabnerxu.
He BcHYKH BHIOBE ONAKOBKH MOTaT J1a GBAAT MycHATH 8 poaakta

6.6 Coenmanns NpeANasHA MEPKH NPH HIXBLPASHE

Hama crienHa i W3HCKBAHHA.

7.  IIPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH, Schlossplatz 1, 8502 Lannach, Aectpus

8. HOMEP(A) HA PA3PEIIEHHETO 3A YIIOTPEBA
Per. Ne 20170021

9. JATA HA IIBPBO PA3PEIIABAHEMOAHOBABAHE HA PABPEIUEHHUETO 3A
YIIOTPEBA

Hara sa mepBo paspemnasane: 23.01.2017
Jlata Ha nocneaHO MOAHOBABAHE;

10. JIATA HA AKTYAJIM3HUPAHE HA TEKCTA
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