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1. HUME HA JEKAPCTBEHHA IIPOAYKT

Bappenagnia CTAJIA § mg panmupand TadaeTkn
Bapaenadpna CTAA 10 mg puamupann TabyeTkn
Bapaenadun CTAJIA 20 mg punmupanu tabiervu

Vardenafil STADA 5 mg film-coated tablets
Vardenafil STADA 10 mg film-coated tablets
Vardenafil STADA 20 mg film-coated tablets

2. KAYECTBEH 1 KOJIHYECTBEH ChCTAB

Beska dpunmupana tabnetka o 5 mg chabpxka 5 mg sapaesadu (vardenafil) kato BapaeHadun
xuapoxnopun Tpuxuapar (vardenafi] hydrochloride trihydrate).

Beska dunMupana tabnetka ot 10 mg epabpxka 10 mg Bapaenadun (vardenafil) kato Bapaenadun
xuapoxnopua Tpuxmuapat (vardenafil hydrochloride trihydrate).

Besxa ¢nuimupana tabnetka ot 20 mg cpabpka 20 mg Bapaenadun (vardenafil) xato Bapaenadin
xuapoxnopun tpuxuapat (vardenafil hydrochloride trihydrate).

3a MbIHUA CTHCBK HA MOMOLIHNTE BelliecTBa BUXKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA
Dunnmupana TabneTka.

Bapaenadpun CTAJIA 5 mg punmupanu TabneTku ca 61e10%baTH, KPBITH, C AMAMETRD 6 mm U
rpaBMpaso u3obpakenue “A719” oT ennaTa cTpana.

Bapaexadun CTAJIA 10 mg ¢punmupany TabneTkn ca GneqoxbaTH, KpBIY, ¢ AMAMETHP 7 mm H
rpaBHpaHo Hiobpaxenue “A721” or equara cTpaya.

Bapaenagun CTAIIA 20 mg dunmupanu TabneTku ca 6nef0oxbITH, KPBIY, ¢ guaMetsp 8,5 mm u
rpaBHpano u3odpakenue “A723” oT egnara cTpaHa.

4. KIUMHUYHU JJAHHHA
4.1 TepaneBTHUYHH NOKA3IAHHA
Jleuenne Ha epexTUIHA ANCHYBKUMA IPH BH3pacTHU Mbxe. EpexTunHata auchyHxuns e

HCBBbIMONKHOCTTA Aa CC€ NIOCTUTHE HITH NOJNBPXA €PEKIINA Ha NTeHHC A, HﬁﬂﬁXDﬂHMﬂ 33 ycnneuleH rnoJoR
aKT.

3a na bwnae epexrused Bapaenapnn CTAJIA e He06X0AMMO CEKCyanHo CTUMYNMPAHE.
4.2 [lo3mpoBKa H HAYMH HA NPHIOKEHHE

103U poBKa

Yootpeba npu Bb3PacTHH MBXKE
[Ipenopr4Banara n03a e 10 mg, npueTa cropel Hy XaAuTe npubauzntento 25 no 60
CEKCyalTHa akTUBHOCT. B1L3 OCHOBA Ha e(h)UKACHOCTTA U TTOHOCHMOCTTA J03aTa MOKE
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20 mg unm na ce Haman® J0 5 mg. MakcWManHara npenopeuBaHa 4033 e 20 mg. [ipenophuBasara
MaKCHMa/IHa 4eCTOTa Ha MPUJI0KEHHE € €XHH TbT AHEBHO, BapaeHadun CTAJA Moxe Ha ce npHeMa ¢ HitH
Ges xpana. Hauanoto Ha aelicTRHE MOJKE a Obj¢e 3abaBeHO, aKO Ce IPHEMA C XPaHa ¢ BHCOKO ChABPKAHYE
Ha Ma3HUHH (BX. TOUKa 5.2),

Cneyuannu nonyaayuu

Ilayuenmu & cmapuecka gv3pacm (> 65 200uru)

He ce n3nckBaT kopeKIuK Ha 503aTa IPH MEKE B CTAPYECKA BL3PACT. BuIpeku ToBa e[HO YBEIHYEHHE Ha
nozara 10 MaxcuMyM 20 mg Tpa6ea na 6b/ie BHUMATENHO OGMHCICHO B 3aBHCHMOCT OT HHAHBHAYaIHATa
MOHOCUMOCT (BXK. To4k# 4.4 1 4.8).

Yeprodpobno vepexcoane
Hauanna no3a ot 5 mg Tpabea na ce npunara Npy nalueHTH ¢ JIEKO B YMEPEHO 4epROAPOOHO yBpexKaaHe
(Child-Pugh A-B). B3 ocHOBa Ha NOHOCHMOCTTA M eHKACHOCTTA 034T4 B NOCIIEICTBHE MOXe A2 Obie

noBH1leHa. MakCHManHaTa npenopbypana 103a MPH NALWEHTH ¢ YMEPEHO YEpPHOAPOOHO YBPEeKIaHE
(Child-Pugh B) e 10 mg (rx. Touku 4.3 u 5.2).

Evbpeyro yepexcoane

He e neoGxozmma xopexums Ha 103aTa NPy TAUMEHTH C EKO J0 YMEPEHO GHOpedHO YRpEXIAHE.

ITpu naumenTu ¢ Texko 6pOpeyHO yRpexaaHe (KPeaTRHHHOB KNHPBHC <30 ml/min) e Heobxomumo aa ce
MPUIIOXKN HAYaIHA 1032 OT 5 mg. B3 0CHOBA Ha MOHOCHMOCTTA H ePUKACHOCTTA 103aTa MOXE 3 6bae
noeuieda a0 10 mg u 20 mg.

HHeouampuyna nonyaayus

Bapaenadun CTAJIA ne e pokasana npu nuna noj 18-roauiuHa Be3pact. Hama noaxoasinu noKasanus
3a ynotpeba ya Bapnenadun CTAIIA npu pena.

YnoTpeba npy NauneHTH, ynoTpedasaium Apyru NIEKAPCTBEHU NPONXYKTHU

Eonospemenna ynompeba na CYP3A4 unxubumopu
Hosara Ha BapaeHagun He TpalBa Aa NpeBHINABA 5 mg, KoTaTo ce W3Non3Ba B koMOuBauus ¢ CYP3A4
HHXHOHTOPH, KaTO EPUTPOMHLHH HITH KIAPHTPOMULIEH (BXK. TOuKa 4.5),

Hauuk na npunoxenue
3a nepopanHo NpUIIOKEHHE.

4.3 IIpoTuBONOKA3AHHS

CBpBXUyBCTBHTEIHOCT KbM aKTHBHOTO BEHIECTBO HIIH KBM HAKOE OT IIOMOIIHMUTE BEINECTBA, M3DPOCHU B
TouKa 6.1,

EXHOBpEMEHHOTO NPUIIONKEHHE HA BapAeHadUIl C HUTPATH MK JIEKAPCTBA, OCBOGOX AABALIH a30TeH OKCH
(xaTo aMUNl KUTPHT) NOJ BCAKakBa dopMa, € MPOTHBONOKA3aHO (BXK. Touky 4.5 1 5.1).

Bapaenapun CTAJIA e npoTHBONOKa3aH NpH NAUMEHTH, KOHTO HMAT 3aryba Ha 3peHHeTo Ha €AHOTO OKO,
BCIEACTBUC HA HC-APTEPUUTHA NPETHA HCXeMUYHa onTHuHa HeBponaTua (NAION), HesaBucHMO gany

TO3W €NM30J € CBBP32H WIH HE ¢ NPEAILECTBAIA eKCIIO3ULNS Ha HHXHOUTOP Ha docdonmecTepasa 5
(PDES) (px. Touka 4.4).

JlekapcTBEHUTE NPOAYKTH 3a JIEUCHUE Ha epexTHIIHATA JuchyHKIMA 10 IPaBUIo He Tpad
M3MON3BAT NPU MBKE, MPU KOMTO HE C€ MPENOpbYBa CEKCYanHa aKTUBHOCT (HanprMep
CBPACYHO-CHAOBH HAPYIICHUA, KaTO HeCTAOMIIHA CTEHOKAPAHA WK TeKKa ChbpAcYHA
[New York Heart Association 1T anu IV]).




BesonacHocTTa Ha BapAeHatHI He € IPOYYBaHa NPH CAETHUTE TPYIH NALNEHTH H CIEA0BATETHO
HETOBaTA YNoTpeba e MPOTHBONOKA3aHA, IOKATO He ¢ NOJIyYH JONBIHATENHA HHPOPMAU:

¢  TEXKo uepHoupoOHo yBpexaane (Child-Pugh C),

® XpaeH cTaauil Ha 6p0peuHo 3abonsBane, KoeTo Hanara AHaNK3a,
¢ XUNOTOHHA (KpBBHO Handrare < 90/50 mm Hg),
&

AHAMHECTHYHH NaHHH 32 NpekapaH CKOPO MHCYAT WIH MHOKapaeH HHGapKT (rpe3 nocneaHuTe 6
Mecela),

* HecTaOUITHA CTEHOKAP/AHA H H3BECTHH BPOJACHH Aere¢HEPATHBHH HAPYIUCHHA HA DETHHATA, KATO
retinitis pigmentosa.

Ennospemennarta ynotpe6a Ha BapaeHadgua ¢ momuy CYP3A4 HEXHGUTOPH KETOKOHAZ0/ H UTPAKORA30x
(mepopanna opMa) € NpOTHBONIOKA3aHA NIPH MBXKE Hal 75 FrOqHHH.

EnnoBpeMenHOTO H3non3pane Ha Bapaenadun ¢ HIV nporeazun HHXHOWUTOPHM KaTo PHTOHABHD H
WHIMHABUD € [IPOTHBOTIOKA3aHO, ThH KaTO Te ca MHOrO CHIHK HHXubuTOpH Ha CYP3 A4 (BX. TOUKa 4.5).

EnnospemennoTo npunarane Ra PDES uRXnOMTOPH, BKIIIOYHTETHO BapaeHa(UI, C ryanHnaT-nuKIasHy

CTHMYJIATOPH, KaTO PHOLHIYaT, ¢ MIPOTHBOMOKA3aHO, Thil KaTO TORA MOXKE Ja NPUYMHHA CUMATOMATHYHA
XUMOTOHHSA (BXK. TOUKa 4.5).

4.4 CnenHaaHm MPeAyNpekACHHA H NPeANAZHY MEPKHA IPH yHoTpeba
[Tpenn na ce 3anouHe neUYEHHE C NEKAPCTBOTO € HeOOXOAMMO A3 Ce CHEME AHAMHE3A U 13 ce H3BBPINHU

KIHHUYEH NPETIIER, 33 A3 ¢€ JHArHOCTHLHPA ePEKTHIIHATA NTUCHYHKIINS H Ce ONPENEeNAT NOTEHIIHATHHUTE
TPUYMHH 33 3ab009BaHETO.

[Ipenu na ce 3ano4He NeYeHHe HA epeKTHIHA JUCHYHKIINS, JICKAPUTE TpAOBa Aa B3EMAT TIOX BHUMaHHE
CbPACHHO-CHAOBHA CTATYC HA TEXHUTE NAUMEHTH, ThH KaTO Thi KaTo CbIUECTBYBA PUCK OT CTpaHa HA
CBPLETO, CBbP3aH CBC CEKCYaTHATa aKTUBHOCT (B3K. Touka 4.3). Bapaenadun HMa chaopasiuyipsaeainy
CBOACTBA, KOUTO BOMAT JO JIE€KO U NPEXO/HO NOHHXKABAHE HA KPHBHOTO HAJATaHe (BxK. Touka 5.1).
[TauueHTH ¢ nepoxaMepHa o6CTPYKLMSA Ha KPBBHHSA TOK, HAIP. A0PTHA CTEHO3a ¥ MAHONATHYHA
XHICPTPOPHHHA CyHAOPTHA CTEHO03a, MOTaT 4a Ca YYBCTBHTE/HH KbM JEHCTBHETO Ha BA30XHIATATODH,
BKJIIOYHTENIHO hocdoarecTepasHi NHXHOMTOPH TUII 5.

Crobiuapai ¢a CEPHO3HH ChPACHHO-CHAOBH CAy4aH, BITFOUUTEAHO BHE3AMAR CMBPT, TAXHKAPIHA,
UHGAPKT HA MHOKap/a, BEHTPUKY1apHA TAXHAPKTMHS, CTEHOKAP/HA H MOIBYHO-ChJOBH HAPYLICHHKS
(BKITIOYUTEIHO NMPEXOAHA NCXEMUYHA 3TAKa W MO3bYeH KPHBOU3NUB) BbR BPE3Ka ¢ BapAeHadun.
IloreueTo MaUHEHTH, IPH KOUTO Ca ROKNAABAHH TE3K CTy4aH, Ca HMaJld BEYe CLINECTBYBAIH ChPAEYHO-
CBAOBH PHCKOBH (pakTopn. He e Bb3MOXKHO o6aue aa ce onpenenn oKOHUATENHO NaIH TE3H CrOHTUS ca

NpAko CEbP3aHH ¢ TE3H PUCKOBH (PAKTOpH, ¢ BapAeHadn, CBC cEkCyaIna AKTUBHOCT WIH ¢ KOMGHHALMS
OT Te3H HAH JPpYTH (PaKTODH.

JlekapcTBeHUTE NPOAYKTH 33 NEYEHUE Ha epeKTHIHA JUChYHKIHS TPA6Ba Aa ce H3NON3BAT BHUMATENHO
NpY NAUMEHTH C AaHATOMHYHA JepOpMauns Ha NNeHNCa (KaTo aHTryalns, KapepHo3Ha ¢pubposa nii Gonect
Ha Peyronie), unn npy nauneHTH, KOUTO UMAT CLCTOSHHSA, TPEAPA3NONAralll KbM NpHANHU3BM (KaTO
CHPIOBAAHO-KJIETEYHA aHEMHS, MYJITHIUIEH MHEIIOM WM EBKeMMA).

besonacHocTTa M edukacHoCTTa Ha KoMOMHarmuTe ot Bapaenadun CTAJIA dunmupanu Tabierky ¢
Bapnesagun CTAIA nucneprupaiu ce B yctaTa TaGNeTk MIH JPYTH JCUSHUS HA CPEXTUN
AuchyHKUMA He ca npoyypakH. Tlopany Tasd MpHYKHA He CE MPEnoPbYBA U3MON3BAHETO H
KOMOHHALIMH,

[TonocHMOCTTA KbM MakCUMaNHATa 103a 0T 20 mg Moxe aa Obae No-HuCKa Py Maywy
Bb3pacT (= 65 roannn) (Bx. Touku 4.2 u 4.8).

O
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Eonospemenna ynompeba na argpa-baoxepu

EnroBpeMeHHOTO M3M0J3BaHe HA anda-OllokepH U BapaeHadui MoxXe Aa JOBEME 0 CUMITOMATHIHA
XUDOTOHUA TIPH HAKOM NALMEHTH, BCIEACTBUE HA BA30OAMNATATOPHATE e(heKTH Ha ABETE JIeKapcTBa.
EnnospeMeHHo neueHue ¢ BapacHadun TpAOBa Ja 3aN0UHe CaMo, aKoO MALMEHTHT € ChC CTabuIN3UPaHo
neyenne c anga-oiokep. [lpu Tean nanuenTH, Kouro ca crabunHy ¢ nevexue ¢ anda-6nokep, BapaeHadun
TpsabBa Aa 3anoyHe ¢ Hal-HACKaTa NPeNnopbYBaHa HauanHa J03a OT 5 mg Gunmupann Tabnetky. C
Apyrute anda-06nokepH € HeoBXONKMO pasjeinsHe Ha JO3UTE BLB BPEMETO, KOraTo BapieHadu ce
npuaara eTHOBPEMEHHO (BXK. TOYKa 4.5). [Ipy Te3n MaudeHTH, KOHTO Beye B3EMAT ONTHMAJIHATA 1034
BapaeHadun, neyeHueTo ¢ anda-oaokepn TpsaOBa Ja 3anoyHe ¢ Haik-HUCKA 033, [TocTeneHOTO
TOBHILABaHe Ha A03aTa anga-Oaokep MoXe Ja ObJe CBBP3aHO ¢ MO-HATATHUIHO NOHIKABAHE HA KPHBHOTO
HaJIATaHe NPH NalHeHTY, TpHeMally BapaeHadpu.

Eonospemenna ynompeba na CYP3A4 unxubumopu

EnnoppeMerHaTa ynotpeba Ha BapaeHadun ¢ Momuu CYP3A4 duxHOUTOpH, KATO HTPaKOHA30: H
KETOKOHa301 (iepopaina ¢opma) TpsaOBa fa ce H30ATB4A, Tl KaTO Ce MOIYYaBaT MHOT'O BHCOKH TUIA3MEHH
KOHLIEHTpallNK Ha BapAeHaHII, aKO TeKAPCTBEHHTE MPOAYKTH ce KoMOMHUpaT (Bx. Touku 4.5 u 4.3).

Moske na 6bp11e HeobxonHMa KOPEKIUA Ha J03aTa Ha BapacHadul, aKo eXHOBPEMEHHO CE IIpHJara ¢
ymepedd CYP3A4 uuXubHTOPH, KATO EPHTPOMHUMH H KIAPUTPOMHLMH (BX. TOUkH 4.5 u 4.2).

EnHoBpeMeHHUAT NpHEM Ha rpeiindpyT Wiy cox OT rpeiindpyT ce 0¥aKBa 12 MOBYUIIM TIA3MEHUTE
KOHUEeHTpauuy Ha BapaeHapunn. Kombunannsta Tpabra na ce u3biarea (px. Touka 4.5).

Bnuanue svpxy QTc unmepsara

Hokasano e, ve eqHOKpaTHaTa MepopaiHa fo3a ot 10 mg u 80 mg Bapaenadun yasnxkasa QTc uHTepBana
CBHOTBETHO CbC cpefiHo 8 1 10 msec (Bxk. Touka 5.1). Chilo Taka eqHoxpaTHH 1034 0T 10 mg BapaeHadu,
NpUIoKeHH eAHOBpeMeHHO ¢ 400 mg raTnnokcanu — akTUBHO BelecTso ¢ oaoben QT edekr ~
nokassar ngonbianuTenes QTc edext oT 4 msec, B cpaBHeHKE ¢ BCAKO OT TE3H AKTHBHH BEILECTRa
NMooTAENHO. KnuuuuHoTo 3HaYeHne Ha te3n QT npoMeHH He e m3eecTHO (BX. TOuka 5.1).

KJMHMYHOTO 3HAYEHHE HA TO3U (PAKT He e H3BECTHO U He MOXKE f1a Ce OTHECE 33 BCHUKH NallHEHTH, MPU
BCHUKH O0CTOATENCTBA, Thii KAaTO 3aBHCH OT HHAUBKMAYATHHTE PHCKOBU (PAKTODH H BB3NPUEMUYKBOCTA B
JAafeH MOMEHT ¥ TIPY BCEKHU OTHAENeH TanyeHT. JlekapcTseHn NpoAyKTH, KOUTo yabbkasar QTc
MHTEpBaJla, BIIIIOYUTENHO BapAeHaduJ, ¢ Hai-1o6pe Na ce w30ArBaT Npy NalueHTH ¢ PUCKOBH PAKTOPH,
HanpuMep XunokanvueMus; BpoJeHo yArnkapane HA QT unrepsana; efHOBpEMEHHO MPHIOKESHHE Ha
AHTHAPHTMHU4HH JIEKAPCTREHU NMPOAYKTH KNac 1A (HManp. XuHHIMH, MpokanHaMu ), Wi knac [T (manp.
AMMONAPOH, COTANON).

Bauanue gvpxy 3penuemo

Hapyuienns Ha 3peHHeTo H Cly4aH Ha He-apTepHUTHA HCXeMHYHa ONTHYHA HEBPONATHA (non-arteritic
ischemic optic neuropathy (NAION)) ca noxsiaaeaiu BEB Bpb3ka ¢ npuema Ha Bapnenadun CTAIA u
Apyrd PDES nuxubutopn. Aranisu Ha gananTe 0T HabMOAeRMITa NOKA3BAT NOBULIEH PHCK OT OCTpa
NAION npu MBxe ¢ epextiHa auchynkuns caen nanarane ya PDES nHxuGuropu kato papaeHadun,
Tapanagun 1 cunaenapun (Bx. Touka 4.8). Twii kaTo Tosa MOXKeE 712 € OT 3HAYCHWE 33 BCUYKH NAllUEHTH,
H3JIOJKEHH Ha BapAeHa(u, NaUeHTHT TpAOBRa ja ce MOCHBETBA B CIIyuai HAa BHE3anHO HapylIeHHe Ha
3peHueTo, aa cnpe na s3ema Bapaenagun CTAJIA n Bendara na ce koHcynrupa ¢ nekap (8x. Touxa 4.3).

Bauanue evpxy xvpeenemo
In vitro NpoyYBaHMATS ¢ HOBEIIKH TPOMOOLMTH NOKA3RAT, e BapAeHadul He PUTEKaB
aHTHArperalMoHeH edekT, HO MPH BUCOKH KOHIIEHTPALMH (MHOTOKPATHO MPEBUIIARA
TePAINEBTHYHITE), BapAeHadiil MOTEHMPA aHTUATPETAIMOHHNA eEKT Ha HATPUER
AOHODP Ha a30TeH OKMC. [1pH xopa BapacHaguN He BIMsAE BLPXY BPEMETO Ha KEPBEH
B KOMOHHALUNS C ALeTHICATMLINA/IOBA KBCeNHHa (BX. TouKa 4.5). HaMa ganuuxa uH
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6e30MacHOCTTA CHIC/ IPHIIOXKEHHE HA Bap/ieHAGH IIPH MALMEHTH ¢ HAPYILIEHNs B KPbBOCHCHPRAHETO HIIN
AKTHBHA NeNTHYHA 9383, Cnenorarenso BapaeHadun TpabBa na ce Ipunara npy Te3u NalueHTH caMo
Che/l BHHMATENHA TIPel¢HKa Ha OTHOLIEHHETO NOa3a/PHCK.

IlomouiAN BelecTRA

Tosu nexapcTen NPOAYKT ChAbPka MO-Manko ot 1 mumol Hatpuii (23 mg) Ha TabneTka, T.e. MOXe Aa ce
Kaxe, ye NpakTHIECKH HE ChABPKA HATPHI.

4.5 BsaamopeHcTRHE ¢ APYTH eKaAPCTBEHH OPOAYKTR B Apyrn GopMHE Ra BIaAMoAelicTBHe
Buyanue Ha ApYTH JCKAPCTBEHH NTPOAYKTH BbPXY BapacHadu

In vitro npoyueanus

Bapaenadun ce MeTaboMzupa NpeAMMHO Upe3 YePHOAPOOHHTE elsHME uHTOXpoM P450 (CYP)
uzodopma 3A4, ¢ uzsecTeH npruoc Ha usodopmute CYP3AS u CYP2C. Creposatenno uHxuburopute
Ha Te3H H30€H3UMH MOTAT Aa HAMAJIAT KIHpbhHCA HA BapaeHadun.

In vivo npoyysanus

EnnoepemennoTo npunoxenne ua HIV npoteazuuar unxuburop unausasup (800 mg Tpu YBTH JHEBHO),
MoieH CYP3A4 unxubutop, ¢ apaesadun (10 mg punmupana tabnerka), e 10Beno qo 16-KpaTHO
nosuuasane Ha AUC na papaedadun u 7-kpatHo nosumasaie B Cpax Ha BapfeHadun. Ha 24-tus uac
NjIa3MEHNTE HHBA HA BapAeHahU ca MOHMKEHH TPUOIN3NTENHO 4% OT MAKCHMATHOTO TJIA3MEHO HHBO
Ha BapaedaduN (Cmax).

EHOBPpeMEHHOTO NIPUOXKEHHE HA BapAeHadun ¢ puronasup (600 mg nsa NuTH AHEBHO) BoaH 1o 13-
KpaTHO NOBHIIABAHE HA Crex HA BapAieHadun n 49-kpaTtHo noeumasate Ha AUCO0-24 na sapuenadu,
KOraTo ce npuhara enHoBpeMeHHO ¢ BapaeHadun 3 mg. BraumopeiicTBieTo € nocneacTsre Ha
bnoxnpaneTo Ha YepHOAPOOHMS MeTabonU3bM Ha BapneHadna OT PUTOHABUP, BUCOKoakTHEeH CYP3A4
HHXHOUTOD, KOHTO cHulo nuxubupa CYP2CY. PytoHaBup 3HAYATENHO YABIKABA BPEMETO HA Oy KHUBOT
Ha BapAeHaQu no 25,7 uaca (gx. Touka 4.3).

EAHOBPEeMEHHOTO MpHiokeHHe Ha keTokonazon (200 mg), momern CYP3A4 nuxuburop, ¢ sapaesadun (5
mgj e goseno ao 10-kparHo nosumasane Ha AUC Ha BapaeHadun ¥ 4-KpaTHo nopuiaBane Ha Cpax HA
BapaeHadun (Bx. Touka 4.4).

Brnpeku ue cnienupuuHyu NpoyuBaHUS BBPXY B3aHMOACHCTBHETO HE Ca MPOBEACHH, NIPH &HOBPEMEHHOTO
n3noj3gane Ha MOWHHE CYP3A4 uHxuGuropy (Karo HTPaKOHA30T) MOXKE Jia C& GYaKBa IOJYMaBaHe Ha
Tja3sMeHd HUBA Ha BapjeHa(u, CPABHAMY C Te3H, NONYUCHH C KETOKOHA30/1. EqHOBpeMeHHaTa yrioTpeba
Ha BapaeHadui ¢ Mownn CYP3A4 nnxubutopu, kato MTPAKOHA30N U KETOKOHA30 ([Iepopaida
ynoTpeba), TpsabBa na ce nzbarsa (Bx. Touku 4.3 u 4.4), [Tpu BE3PacTHH MbXKe HAL 75-TOIMIIHA BB3PACT
€AHOBPEMEHHOTO U3NON3BaNe Ha Bap/ieHADHIT ¢ HTPAKOHA30M WIH KETOKOHA30] € TIPOTHBONOKA3aHo (BK.
Touka 4.3).

EnnospeMedHoTo npunoxeHue Ha epurpomuivd (500 mg Tpyu wbTH AHeBHO), MoweH CYP3A4
uHXUOUTOp ¢ Bapaenadmn (5 mg), e AoBeno Ao 4-kpaTHo noshmasane Ha AUC ua papaesadun u 3-
KpaTHO NoBULIaBaHe B Cyuax HAa BapAeRadua. Benpekn ve He e npoBeXIaHO KOHKPETHO NPOYYBAHE 34
B3aBMOACHCTRYA, IPH €AHOBPEMEHHO NPHIOKEHHE Ha KIAPHTPOMHLMH MOXKe JIa Ce 04aKsa MonobHo
Bsage BbpXY AUC 1 Cuay Ha Bapaenadhun. Korato ce usnonssa B komOunanms ¢ ymepen CYP3A4
HHXUOHTOP, KATO EPUTPOMHIIMH UK KIAPUTPOMULINH, MOXe JIa € HeoOX0AMMO 103aTa HA Ba
ce kopurupa (Bx. ToukH 4.2 n 4.4). lnmetunun (400 mg nBa NuTH AHEBHO), Hecnieuudu
PA50 uuxuburop, nama eangHue BepXy AUC u Cpax Ha Bapiekadun, Korato ce nphia
BapaeHadun (20 mg) apH 3xpasn 2obpoBonm.




CoxbT oT rpefindpyT, kato cinab uexubutop Ha metabonusMa wa CYP3 A4 B upeBHaTta cTeHa, Moxe Aa
ACBeJle 10 YMEPEHO NOBUNIABAHE HA INA3MEHUTE HUBA Ha BapAeHadun (BX. Touka 4.4).

MapMakoKMHETHKATa Ha BapaeHagun (20 mg) He ce MOBIUABA OT €THOBPEMEHHOTO NPUIIOKEHHe ¢ H2-
AQHTAroOHACTa paHuTHAMH (150 mg ABa NBTH JAHEBHO), IUTOKCHH, Bapdaput, THGEeHKIAMAA, ATKOXOJ
(CpPeaHO MAaKCHMAITHO aTKOXONTHO ChABpKaHKe B KPbBTa OT 73 mg/dl) an eITHOKpaTHH J03H OT AHTHALHK
(MarHesuer XUAPOKCH/ANYMHHHUEB XHAPOKCH).

Benpexku ve cnenuuyHy npoyvBaHus BbPXY B3aUMOJIEHCTBHETO HE ca OHIM NpOBEACHH 38 BCHYKH
JIEKApCTBEHH NPOXYKTH, IONYIALMOHHUAT PapMaKOKUHETHYEH aHAIH3 T0Ka3Ba IMIICA HA MTOBIUABAHE HA
¢apMakoKMHETUKATA Ha BapAeHA(UI OT CleJHUTE IEKAPCTRAE, IPHETH eAHOBPEMEHHO: AUeTHIICAITHLHIIOBA
kucennna, ACE-uaxubutopy, 6era-6nokepy, ciiabu CYP3A4 uuxubutopH, AdypETHIH U T€KAPCTBEHY
NPOXYKTH 32 JIEYeHHE Ha AuabeT (cyndaHunypeiiny JekapeTBa H METHOPMEH).

Brnusnve na BapaeHagua BEPXY APYTHTE TEKAPCTREHU NPOIYKTH

Hama nanHm 3a B3auMOAeHCTRHETO HA BapaeRadun v Hecneuuduyny pochoauecTepasHy HHXHOUTOPH
KaTo TeODHUIHH WM JHTHPHAAMOM.

In vivo npoyusanun

B npoyusane na 18 3apasn 106poponuu Mpxe He e HabMONABAHO MOTEHUUPAHE HA NOHUKABAIIHAA eheKT
BBEPXY KPBBHOTO HalAraHe Ha CyOnUHTBaIHO NIpURoken HUTpornkuepnH (0,4 mg), korato BapaeHadun
(10 mg) e npunoxen Ha pa3nMyRH HHTEpBaNH OT BpeMe (0T 1 yac 70 24 Haca), Npey fa ce pueMe
Ro3aTa HHTpornuiepud. BapaeHadwun 20 mg moTeHUHpa XUNOTEH3UBHUSA €eKT Ha CYOIHHTBATIHNS
uurpornuueput (0,4 mg), B3eT | unu 4 daca cien npUIOKERHETO Ha BapAeHadWII IpH 3APABH TMLA HA
cpenHa Bb3pacT. He e nabmonasan edekt BEPXy KpbRHOTO HANATaHe, KOraro HATPOrNULUEPHH € npuer 24
Jaca cjien NpHIoKeHUETO Ha € IHOKpaTHA A03a Bapaesagpui 20 mg. HaMa undopMaiys 3a BB3MOXHO
NOTECHIMpaHE Ha XUNOTCH3IWBHUTE CPEKTH Ha HUTPATUTE OT BapaeHa(duUII TP NALMERTH ¥ CISA0BATENHO
€/THOBPEMEHHOTO U3MNOI3BaHe € IPOTUBONOKA3aHo (BX. TOUKA 4.3).

Huxopasaun e xubpuja Mex Iy aKTHBATOP HA KaJMeBUA KaHAN M HUTpar. [lopaau HuTpaTHaTa cu
KOMIIOHEHTA CHIIECTRYBA Bh3MOXHOCT 34 CEPHO3HO B3aUMOJeCTBYE ¢ BapAeHADHIL.

T kaTo MoHOTEpanuATa ¢ anda-010xkep MoXKe Aa IPUYMHY H3PAZEHO TOHHKABAHE HA KPHBHOTO
HaJAraHe, CNEeNHATHO OPTOCTATHYHA XHIIOTOHHA H CHHKOII, IPOBEEHH €A MPOYYBAHHA BBPXY
B3avMoAcHcTBHETO ¢ BapAeHadui. B iBe npoyusaHus Ha B3aHMOJEHCTRHETO CHC 3APAaBH HOPMOTEHIUBHH
aoGposoniy cnel popeHpana THTpauus ¢ anda-61okepu TAMCYNO3MH WK TEPA303UH, C BHCOKH J03H €
ROKJIAABAHA XUIIOTOKK (B HAKOH CILyuaM CUMIITOMATHYHA) B 3HAaUMTENeH Opoil THNA IR eIHOBPEMEHHO
MPUIOKEHHE Ha BapaeHapun. Cpea jM4LaTa, NTeKyBaHH ¢ Tépa3ouyH, e HabmoJapaHa Ho-4ecTo
XMIIOTOHHSA, KOTaTo BapAeHa(HII H TEpa303UH ¢a NIpUaraiy €IHOBPEMEHHO, B CPABHEHHE ChC CAYHAHTE,
KOTaTo JO3HPAHETO € Ppa3sAeNeHs OT 6~4acoB HHTEPBAN OT BPEME.

Bb3 0CHOBa Ha PE3yJITATHTE OT NPOYYBAHNA HA BRAUMOACHCTBHETO, MPOBEACHH ¢ BapacHadun npu
NanKeHTH ¢ JodpoKavyecTeeHa npocrarya xunepinasus (JAITX) Ha cTabunHa Tepanng ¢ TaMCYJI03UH,
TEPAIO3INH HIIM aNy3034H;

» Koraro BapaeHadun (GpuaMupany TabneTku) e npunarad B o34 S, 10 vy 20 mg npy cTabunHa Tepanus
C TAMCY/IO3HH, HiMa CHMITTOMATHYHO TIOHHKaBaHe Ha KPhBHOTO HaJIATaHe, BbNpekd ue 3 ot 2] jiekyBapy
C TAMCYJIO3HH NALHKEHTU Ca ¢ IPEXOAHO CHCTONIMYHO HAIAraHe B H3NPaBeHo NOJIoKEHHE 10-
mmHg.

* Korato Baprenagun 5 mg (QriMupany TabaeTkH) € NpHujiarad eAHOBPEMEHHO C TEp
mg, eARH 0T 21 naBeHTH € CHC CUMMITOMATHYHA OPTOCTATHYHA XUTIOTEHCH. XHNOT

HabMoAaBaHAa, KOraTo BapAcHa(hua 5 mg ¥ Tepa3oLKH Ca IPHIAraHy ¢ HHTEPBAN OT
OTACAHUTE JIO3H.




* Koraro sapaenadun (dunmupanu Tabnerku) e npunarad 8 1034 S unn 10 mg npu ctabunsa Tepanns ¢
angyy303uH, HAMa CUMITOMATHYHO NMOHMXABaHE HA KPHBHOTO HAMIAHE B CPaBHEHHE ¢ mianebo.

CrneposaTenHo eQHOBPEMEHHOTO JicveHNe Tpa0pa Ja 3aN04He CaMO aKO MALUEHTHT € CTabUNH3npaH ¢
nevyenueTo ¢ anpa-Onokep. Ipy Te3u nauUeHTH, KOMTO ¢a CTabUIM3NPaHn ¢ JederKe ¢ anda-Gnokepu,
BapaeHaduni Tpabsa fa 3anouHe ¢ Hali-HUCKkaTa IpeTopbYBaHa HadaiHa 1o3a 5 mg. Bapaenadun CTATA
MOJXe€ Ja Ce TIPHNara mo BCAKO BpeMe ¢ TaMCYJIo3uH Ui andyzo3nn. C apyrute anda-0nokepu e
He00X0MMO Ja MMA MHTEPRAR OT BPEME MEXTy OTAEIHHUTE 1034, KOTaTo BapacHaduiI ce MpeanucBa
eJHOBPEMENHO (BX. ToOuKa 4.4).

Hsma 3HAYMTETHE B3auMoeHcTBYS, xoraTo saphapuH (25 mg), koiiTo ce metaGonusupa upes CYP2CY,
v qurokcuH (0,375 mg) e npuioxeH eiHOBpeMeHHo ¢ BapaeHadun (20 mg dunMupanu Tabnerkn).
OTHocHTenHaTa OHOHATHYHOCT HAa rNMOeHKIIaMAA (3,5 mg) He Ce MOBNUABA, KOFaTO €HOBPEMEHHO €
npuiokeH sapaesadun (20 mg). B cneuuduyHo npoyvpaHe NPy NALKEHTH ¢ XUIIEPTOHUSA, KbAETO
BapaeHadun (20 mg) e npunoxey enHOBpeMerHO ¢ Hudeaunun cke 3a6areHo ocBoboxknanane (30 mg
unn 60 mg), € yCTaHOBEHO JOUBIHUTENHO PENy IUPAHEe HA CHCTOXHYHOTO HATAraHe B noKod ¢ 6 mmHg #
AHACTONUIHOTO KPRBHO HAJIATAHE B TOXOH ¢ 5 mmHg, npuApyxeHOo OT NOBHLIABaHe Ha ChPACYHATA
qyecToTa ¢ 4 yaapa/MuH.

Koraro Bapaenadun (20 mg dpunmupann TabneTkn) 1 ankoxon (CPeAHo MaKCHMATHO ATKOXONHO
chibpxkanue o1 73 mg/dl) ce npueMar 3aeaHo, BapeHadun He noTeHIUpa edeKTUTE Ha anKkoXona BhPXy
KPbBHOTO HaNsATaHe H ChpievHaTa 4ecToTa, ¥ lapMakOKHHETHKATA HA BapAcHAGWI HE Ce IIPOMEH.

Bapnenadun (10 mg) He noteHuMpa yABIKaBaHE HA BPEMETO HA KLPBEHE, IPUYMHEHO OT
anerwincanunniosara xucenyna (2 x 81 mg).

Pyouuyryar
IpeaxnuHUYHA NpOy4YBAaHKA I0KA3BaAT AOTVEIHKTENEH e)eKT Ha MOHIDKABAHE HA CHCTEMHOTO KPbBHO

Hanaraie, korato PDES nHXnOuTopu ¢ KOMOMHHpAT ¢ pHOLHIYAT. B KIMHHYHY MPOYYBAHHA € IOKA3dHO,
Ye PHOLMIYaT NOTEHIHPA XUNoTeH3UBHUTE edektd Ha PDES uuxuburopure. HaMa pauHy 32
OnaronprATer KIHHH4EH edeKT Ha KOMOMHANMATA B IpOyYBaHaTa nonyianus, EjnoBpeMeHHaTa
ynoTpeda Ha puounryar ¢ PDES unxubutopy, BrnouuTe o BapaeHadus, e NpoTHBONOKAa3aHa (BK.
Touka 4.3).

4.6 DepTHIRTET, OpeMEHHOCT H KhpMEHe
Bapaenagpun CTAJIA He e nokazana 3a ynorpe6a ot xenu. HaMa npoy4saHus 3a NpHIOKeHHE Ha
BapaeHadun mpu OpeMeHHH xeHu. HAMa HalH4HY AaHHH OTHOCHO (epTHInTETA.

4.7 Ed¢exTn BHLpXy ciocofHOCTTa 32 odnpane n paGora ¢ MalMHK
He ca nposeneny npoyyeanns 3a eQeKkruTe BLpXY cnocoGHOCTTA 3a wodupase ¥ paboTa ¢ MallMHHK.

To#t KaTo NPU KNMHAYHKTE MPOYYBAHHMS C BapaeHAdWI ¢a HAOMIOKABAHY CBETOBBPTEX W HAPYIIECHHS B

3peHHeTo, NanueHTuTe TpAOBa Aa ca CUrypHHU Kak pearupar Ha Bapnenadua CTAHlA, npeau aa wodupar
UM paboTAT ¢ MaLUWHH,

4.8 Hexenaun JekapcTBeHN peaKunn

Obobuiensie Ha npoduna Ha He30nacHOCT
Hexenanure peakuyu, ChoOIleHy B KINHHYHY H3nuTBaHus ¢ Bapaenadun CTATA ¢un
TabsieTku wiy 10 mg rabnerky, AMCIEPTHPAINH Ce B yCTaTa, OOUKHOBEHO ca OuaH 1
YMEPeHH 10 CBoATa ChbIHOCT. Hall-yecTo crobmaBanata Hexenana N1ekapcTBesa p
nossuna npu > 10% o1 pauuenTuTe, e riyasobonne.




TabnyyeH cOMCHK HA HEXENAHWTE DeaKIIHK

Hexenanure peaxitud ca u3bpoenu no 4ecrota no MedDRA: muoro gectn (>1/10), sectu (>1/100 no
<1/10), meuectu (>1/1 000 no <1/100), peaxu (=1/10 000 a0 <1/1 000) u ¢ HeH3BeCTHA YeCTOTa (OT
HaJIMYHUTE JaHHU He MOXe Jla Ob1e HanpageHa OLeHKa).

IIpu BCSIKO rpynvpade B 3aBUCHMOCT OT YeCTOTATa, HeXENaHHTe PeakUuK ¢ K3GPOSRaT B HU3XOAAL el
110 OTHOIUEHHE HA TAXHATA CEPHO3HOCT.

Hoknanpadu ca CNCRHHTE HEXKENaHH PEAKIHH!

CHcTemo-opranen Mpnuoro Hecern HedecTn Peakn C nen3BecTHA
KJ12¢ JeCTH (= 1/100 no (= 1/1 000 mo (= 1/10 000 no | gecTtoTa
(= 1/10) <1/10) <1/100) <1/1 000) (0T HATUYHUTE
JAHHM HE MOXKE
na Oobne
HaIpaBeHa
OLIEHKa
Nndexunn u KoHioskTu-
HH)pecTANAH BHT
Hapymeuns Ha ANepruyeH oTok | AneprydHa
AMYHHATA CUCTEMA H aHTHOHEBPOTH- | peaKkuus
YeH OTOK
Hcuxuaun Hapymenne Ha beznoxoiicTro
Hapyuwe¢Hns ChHSA
Hapymenns na I'nasobonne | 3amaiipaHe CpHnuBOCT Cunkon MosbueH
HEPBHATA CHCTEMA Iapecre3us u Ipunagek KPBBOU3/IMR
JAN3eCcTe3ns AMHe3ns
Ilpexonna
UCXEMUYHA
araka
Hapymeuns ua 3purenHo [ToBuieno Heaprepuurna
OYHTE CMyLI¢HHE BBTPEOYHO npeasa
XHnepeMusa Ha HAATAHE HCXEeMUYHA
OYHUTE [Moruiena ONITHYHA
HapyuieHo JaKpUMAaLug HEeBpONaTuA
BB3NIpUEMaHe Ha
LIBETOBETE 3pUTETHIA
bonka HAPYLISHUS
JUCKOMGOPT B
ouUTe
Dotodhobus
HapyuieHusn ya Tunurtyc Buezanuna
YXOTO K JAbHpUHTA CBeTOBBPTEK riyXoTa
CopaesHn Cepuebnene Muokapner BHesanna cMBpT
HAPYIICHHAS Taxwnkapnus HHDApKT
KamepHu

CoA0BH HADYUIEHAR

3adepBABaHE




Ha UPHIOKCHHE

PecnnpaTopns, Hazanua 3aayx KpsBore-
TPbLAHH H KOHIeCTHA Konrectns Ha YSHHE OT HOCd
MEAHACTHHANHA CHHYCUTE
HapyIlueHAs
CroMmamno-upeBHn Hucnencus ["actpo-
HApYLIeHAN eszo¢areansa
pedhayKcHa
bonect
lacTpur
CroMaiiHo-
YPEBHY W
KOPEMHH DOAKH
Huapus
[orpruniare
lanene
Cyxora B ycTara
Xenato-Guauapun [ioBuIeHUE HA [Torutnenue
HApPYIlEeHHS TpaHCaMUHa3uTe¢ | Ha rama-
Ty TAMKII
TpaHchepa-
3aTa
Hapywenns na Eputema Peakupa Ha
KOMXKATa H Obpus doTouyBCTRH-
NOAKOKHATA THKAH TENHOCT
Hapymeuus Ha bonxa B repba
MYCRYJIHO- Iosumena
CKeJIETHATA CHCTeMA CepyMHA
H Che¢ANHHTEHATA KpeaTHH-
ThKaH ¢pocokuHaza
Muanrus
[loBuien
MYCKYJIEH TOHYC
H CXBAlaHHs
Hapymenus na XeMaTy pHs
0LO6peunTe 4
NHKOYHHTE DLTHIN
HapyweHns Ha 3acunena TippanuszbMm XeMoparus B
BbINPOU3IBOIHTEAHA epeKLH rIeHHCA
TA CHCTEMA H X EeMOCIIEPMHS
| IbpaTa
O0mn HapyweAnun U Hepasnonoxe- Bonky B
edexTH HA MUCTOTO HUE FBPAHTE

Onucasle Ha noAOpaHy HeXeladH Deaxkuuu

XeMOoparus B IEHHCa, XeMOCTIEPMHASA H XeMAaTypHs ¢a ChoOIaBaHN B KTMHAYHH NPOYYBAHWUA H
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crpamo 0,7%) B cpaBHeRHE ¢ NO-MJNIaAUTE MALMEHTH (<65 roguIHa Bbh3pacT). Haii-o0mmo wecrorara Ha
HEXeNaHuTe peaxuuu (0codeHo ,,3amaiiBane™) e Ieko NOBAIEHA IPH NALUEHTH ¢ aHAMHEe3a 33
XHUNEPTOHUA,

obniagaye Ha MOAO3HMPaHK HeXeNaHH PeakIlin
Cro01iaBaneTo Ha NOZ03UPaHN HEXeNaH! Peakiy Crie]] paspellaBane 3a yrnoTpeba Ha 1eKapcTBEHHs
NPOAYKT € BAKHO. ToBa No3BoNgBRa Aa MPOABIKH HAOHOAEHHUETO Ha CHOTHOIIEHHETO oJ13a/PUCK 32
NIEKapCTBEHUA NPOAYKT. OT MEAHLHHCKKTE CIIEUHATHCTY Ce M3UCKBA A2 ChoBMaBaT BesKa NO03HpaHa
He)XXenaHa peakius ypes.

M3nbiHUTENHA areHnMs o nekapcTsaTa
vy ,,Jdaman ['pyes” Ne 8

1303 Codnus

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 Ilipeaoznpane

B npoyuBane Ha €1HOKPaTHO J03UpaHe Npy J0OPOBOIIM, A03M A0 M BKLIOUYHTERHO 80 mg BapacHadgun
(punmupany TabneTku) AHEBHO ca NOHeCeHH Jobpe, 6€3 CePHO3HY HEXETaHN PeaKiiiM.

Koraro Bapaenapun e 6un npuiokeH B O-BUCOKU J03H U [10-YECTO OT PENOPbYAHATA YeCTOTA (40 mg
dunmupanu 120€TKY 1Ba IHTH JHEBHO) ca ¢hOBILEHH Clyual Ha cuiHa 60Ka B repba. ToBa He e
CBBP3aHO ¢ MyCKYJ/IHA WIJ HEBPOJIOrMYHA TOKCHYHOCT.

B ciydan Ha npenosupane, axo e HeobXoauMo, TPSOBa 1a Ce NPUITOKAT CTAHJAPTHH NOALBPIKAILH MEPKH.
bybpeyunata uanysa He ce 0YaKBAa Ja yBEIHYH KIMPBHHCA, Thil KATO BapAeHadun e CBbp3aH B ronsma
CTENEH ¢ IJIA3MEHHTE NPOTEHHH Y HE Ce THMHHNPA 3HAYHTEIHO B VPUHATA.

5. ®GAPMAKOJOT'UYYHU CBOMCTBA

5.1 ®PapMaKoAHHAMHYHH CBOHCTRS

®apmaxoTepaeBTHYHA Tpyna: YpolIOrHYHHE CPEACTBA, IEKAPCTBA, H3NO0/I2BAHN (pH epeKTUNHA
auchyuxunst, ATC xoa: GO4BEO9

Bapnenaun e nepopaiua Tepanus 3a nofoOpapaHe Ha epeXTHIHATA GYHKIHA P MBXKE ¢ epeKTHIHA
BHcQyHKUHA. B €CTECTBEHM YCTIOBHS, T.€. ChC CEKCYaNTHO CTUMYJIHPAHE, BapleHA(HU] BHICTAHOBABA
YyBpEICHATA EPEKTHITHA PYHKUHA dpe3 NOBHINABAHE HA KPLBHYS TOK KbM IIEHKCA.

Epekuudra Ha ieHHCa € XeMoRuuaMHyeH npouec. Tlo BpeMe Ha cexcyanHo CTUMYIMpase ce ocBobox 1aBa
aszoreH okcui. Toil akTHBHpa eH3HMA IYaHHNAT H¥KIa3a, BOASIA J10 NORYLIARAHE HUBOTO HAa UMKIYYHASA
ryaHo3uH Monodiocdat (¢cGMP) B xopryc kaBepro3ym. Tosa BOIM 10 OTTIYCKAHE HA FIANKATA
MYCKYJlaTypa, karo No3BOAABRA NOBHIIABAHE HA NPHUTOKA HA KpbB KM nepyca. Husoro Ha cGMP ce
peryanpa oT CKOpOCTTa Ha CHHTE3 YUpe3 IYaHHIaTUHKIa3a ¥ Ype3 CKOPOCTTA Ha pasrpaxiaHe,
mocpeacteoM CGMP xuaponusupain pocdoanecrepazu (PDEs).

Bapaewagun € Mowmer 1 cenextuser HHXuGHTOp Ha cGMP cnenugpnunaTa dbocdonuecrepasza Tvn 5
(PDES), naii-saknata ¢pocoanectepasa B 4OBEWIKUA KOPIYC kaBepHO3yM. BapaeHadbun 3acu
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Ipoyusannsg in vitro ca nokasani, 4e papaeHadun npuTexaBa MHOFOKPATHO MTO~-CUITHO ASHCTBUE BEPXY
PDES B cparHenue ¢ apyry dochoanecrepazn (>15-kpatno cnipamo PDES6, >130-kpatio cnipsmo PDEI,
>300-kpatso cupaMo PDE11 u >1000-kpatuo cnpamo PDE2, PDE3, PDE4, PDE7, PDES, PDEY u
PDEI10).

[Tpn npoBeaeHo nicnenBane ¢ mneTHsMorpadus Ha newuca (RigiScan) npy HAKOH Mbike MO BeHCTBUETO
Ha 20 mg BapaeHadun ce Halb/I0AaBa epeklyd, JOCTATEYHA 3a HpoHHKBaHe (60% pHrnaHoct cnopex
RigiScan) 15 MunyTH cnea npuema My. IIOBIHSBAHETO Ha TE3H JIHNA OT BapAcHa(HT € CTATUCTHIECKH
3HAYHMMO B CPABHEHME C PE3yATaTUTE NpH nanedo 25 MUHYTH ciel TIpUeM.

Bapnenagun npruuHasa YMEPEHO U NPEXOAHO IOHMKABAHE HA KPLBHOTO HAMATAHE, KOETO B IIOBEUYLTO
Cly4yau He ce nposeABa KIMHH4HO. CpeaHaTa cTORHOCT HAa MAKCHMAJIHO MTOHIDKABAHE HA CUCTOMHUHOTO
apTepHaHO Hansrade B Moko# cien npueM Ha 20 unu 40 mg BapaeHadun e ceoTBeTHO 6,9 mm Hg mpu
20 mg n 4,3 mm Hg npu 40 mg, B cpasHeHHe ¢ mnauebo. Tesn edekTu ca B ChOTBETCTRUE C
BasojMiiaTaTOpHus edekT Ha PDES-uuxubnropure H BepoATHO Ce XBJIXKAT Ha NOBHIICHH HUBA Ha cGMP B
CbAOBHTE INTAAKOMYCKYIHH KNETKH. EAHOKpaTHATA HIM MHOTOKPATHA NEPOPATHHE 1034 Ha BapAeHadRI A0
40 mg He BOAAT A0 KAMHAYHO 3HAYMMHY NPOMEHH B €NEKTPOKAPJHOTPAMATA HA 3APABH MBXKE NOGPOBONLY.

JIBOHHO-CIIAIIO, KPBCTOCAHO, PAHAOMHU3HPAHO IPOYYRAHE ¢ eJHOKPATHA [03a IIPH 59 3a0paBu MBXKe
cpaBuABa BaUAHMETO BhpXy QT unreprana Ha BapaeHadun (10 mg u 80 mg), cunaenadun (50 mg u 400
mg) u riauebo. Mokcupnokcauus (400 mg) e BKIIOYEH KATO AKTHBEH BLTPEIIeH KONTPOJL. EdekTHTe
Bepxy QT uHTEpBaNa ca H3MepBaHu [ Yac cnel NpUIoKeHUe Ha 1o3aTtd (CpefHo tmax 3a papaeHadur).
OcHoBHaTa 3a/1a4a Ha TOBA MPOYYBAHE € [a C€ H3KIKUH no-rofigM ot 10 msec edekT (1.e. Aa ce aoxaxe
AKIICAaTa Ha eqeKT) Ha eaHokpaTHa 80 mg nepopasiHa 5os3a BapacHadun sppxy QTc uATEpBAT B
cpasHenye ¢ nnauebdo, ¥3MepeH ¢ npoMenuTe Ha Fridericia kopekuyuonna ¢popmyna (QTcF=QT/RR1/3) ot
H3XOHOTO CBCTOSHUE A0 1-Bus uac cnepn npuema, Pesynrature Ha BapAeHaduN MOKA3RAT yABIDKABAHE HA
QTc¢ (Fridericia) ot 8 msec (90% CI: 6-9) u 10 msec (90% Cl: 8-11) npu no3u 10 u 80 mg B cpaBHeHnHe C
nnauedo, ¥ yabaxkarane Ha QTci (Fridericia) ot 4 msec (90% Cl: 3-6) v 6 msec (90% CI: 4-7) npu 1031
10 n 80 mg B cpaBHeHMe ¢ nnanedo, eauH yac no-kbeuo. [Tpu tmax caMmo npomsHara 8 QTcF 3a
BapaeHadun 80 mg e U3BBLH NPUETHTE TPaHNLIM Ha Npoy«BaHero (cToiinoct 10 msec, 90% CI (8-11)).
Koraro ce H3non3sa MHIMBHAyalHA KOPEKIHOHHA] (POpMYJIa, HHTO eAHA OT CTOHHOCTHTE He e OI1a U3BbH
rpadrinTe.

B otaenso nocTMapkeTHHIOBO Npoy4BaHe NpH 44 31pasu AoGpoBOIIH AHOKPATHH A03H oT 10 mg
BapAeHadgun unH 50 mg cungeHagun ¢a NpUNoXKeHn efHoBpeMeHHo ¢ 400 mg ratidiokcaluy —
nexapcTso cbe cpaBuuM QT edekr. M Bapaenadun v cungenagun ca nokasanu sapacrsane na Fridericia
QTc edext or 4 msec (apaenadpun) u 5 msec (cunaeHadun), B CpaBHEHHE C BCAKO OT NEKAPCTBATa
N00TAENHO. KOHKPETHOTO KIMHNYHO 3HaueHHe Ha Te3n QT npoMeHy He e H3BECTHO.

EOHLHHHTEHHH HHQOQM&QHH OT KIIMHHYHH H3MHTBAHUA C BHQQ,EH&QHH 10 mg T&ﬁHETKH, AUCTIEPTHPAITH

ce B ycTara

Eduxacnoctra n 6e3onacHoctTa Ha BapaeHadun 10 mg TaGneTku, Aucneprypaiu ce B ycTaTa, ca
JIOKa3a{M OOTAENHO NIPH MIKPOKa NOMyNanys B ABE IPOYYBAHUSA, BKIOUBAIIY 701 pasaoMu3npany
MAUUEHTH C ePEKTHITHA TUCHYHKLMAS, KOUTO Ca NeKyBaHd 10 12 ceamuuu. Pasnpeaenennero Ha
NauHCHTHTE B NMPEABAPHTENHO AehHUBHPAHUTE NOAPYIH NOKPHBA NALMEHTH B ¢TapuecKa BhipacT (5{%),
NauueHTH ¢ aHaMHe3a 3a 3axapeH auader (29%), nucnunuaeMus (39%) u xunepronns (40%).

B cbopHHTE naHHH OT JBETE U3NUTBaHMNA ¢ BapAeHapna 10 mg TabneTku, AUCIEPrupaliy Ce B yCTaTa,
HEF-EF nomeiin ckopoBeTe ca 3Ha4uMO No-rosieMu npk Bapaeragun 10 mg TabneTkn, qUCeprupany ce
B yCTaTa, cnpaMoe mnanedo.

71% OT BCHYKH CEKCYATHM ONNTH, ChOOILEHH B KIIMHHUHHTE H3ITUTBAHHUA, Ca ¢ YCIEIHO
cpasHeHO ¢ 44% oT Bcuuky OnUTH B Ialedo rpynara. Te3n pe3ynTaTH ¢a OTPa3eHH ¢
IpY NALHEHTH B ¢cTapyecka BB3pacT 65%, NpH nauyeHTH C aHaMHe3a 3a 3axapeH Auad
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MALUEHTH C aHaMHe3a 3a ucnunuaemMus 66% u Npu nalvenTy ¢ aHaMHe3a 3a Xuneprouus 70% ot
BCHYKH CHODIIECHHN CEKCYanHU OMUTH ¢a ¢ YCNEWHO POHUKBAHE,

Oxono 63% ot Bcu4KH ChOGIEeHH cexCyanuH onMTH ¢ BapAcHadun 10 mg TabreTkn, JUCIEPTHPALIH ce B
y€TaTa, ¢a yCHellHy o OTHOLIEHHE Ha NOJIbKaHe Ha EPEKLHATA B CpaBHEHHE ¢ 0x0J10 26% OT BCHYKH
nnauebo XOHTPOINPAHE CEKCYantu onuTy. B npensapurenuo nedunnpannte noarpynu 57% (naupenTy
B CTapuecKa Bb3pacT), 56% (nanueHTH c aHaMHe3a 3a 3axaped quadet), 59% (NamueHTH ¢ aHaMHe3a 3a
auciunnaeMis) H 60% (nayuenT ¢ aHaMHesa 3a XMNEPTOHUA ) OT BCHUKU ChOOIIEHN OMHTH ¢

Bapaenapun 10 mg TabneTky, AuCNEprupamy ce B yCraTa, ¢a yCnelHK o OTHOIIEHHE Ha NOANbDXAHEe
Ha epeKLUATA.

HonbauuTenna pHAOPMALINA OT KIWHHYHE U3NUTRAHKS

B wiMHHYHY U3NHTBAHUA BapAeHadun € 61n npunarad Ha noseue ot 17 000 Mbxe ¢ epexTHIHA
rucoyukuus (E]1) na pe3pact Mexxy 18 m 89 ronunn, NoBeyero OT TIX ¢ MHOKECTBO IPUADYKaBaLUIH
sabonapanya. Han 2500 nauuenTy ca OMnH Ha Tepanua ¢ BapaeHa(un 3a 6 win noseue Mecena. OT THX
900 ca 6uny nekysaHu 1 ToAKMHA HITH TOBEYE.

[IpencTasetu ca CeIHATE Py NAlMEHTH: TTALKEHTH B CTAPUECKA BB3pacT (22%), NalueHTH ¢
xunepronnd (35%), 3axapen quadet (29%), ¢ HexeMudHa G0IECT HA CHPLETO WK APYTH ChPAEHHO-
CbJOBH 3abonsBanng (7%), xponuyna 6enoapodHa Gonect (5%), xunepnunuaemus (22%), genpecus
(5%), panukanHa npoctaTtekToMHus (9%). B KTHHHYHUTE TpoyYBAHKSA HE ca GHIIH NpeaCTaBeHH
AOCTATBYHO CIEAHMTE IPYMNH: KA B CTAPHeCKa Bp3pacT (> 75 roguny, 2,4%) v nauueHTH ¢ onpeneneHy
ChpACHHO-CHAOBH 3abonaBanusd (Bx. Touxa 4.3). He ca H3BLPINEHY KIMBHYHY NPOYYBAHHS NPH NALMEeHTH
che 3abonasanud Ha LTHC (¢ n3xmoyenne Ha rppGHAYHO-MO3BYHE TPABMH), ALHEHTH ¢ TEXKH ObOpeyHH
HIM YepHoApo0BEH YBPEXKAAHHS, MPETEPIIENK XUPYPrUYHH MHTEPBEHINMH B 061acTTa Ha Tasa (c
H3KIIOYECHHE Ha IaAAINa HEPBUTE NPOCTATEKTOMHA ), UIW TPaBMa, HITH JBHECTEPANIHSA ¥ NOHWKEHO NUOMA0
HJITH aHaTOMHYHM JedopMaliin Ha TIEHUCA.

Ilo Bpeme Ha OCHOBHHTE KIHHHYHHTE NIPOYYBAHUS JICUEHHETO © BapAcHadui (huiamupanu TabneTku) e
ALOBENO K0 Mono0psBane Ha epeKTUNHATA PyHKINS B cpaBHeHNE ¢ TwIane6o. Ipu Mansk 6poif nauxenTH,
KOUTO ¢a W3BBPUIKITH NOJIOB aKT 4 0 5 Yaca clie] NpHeMa Ha JEKAPCTBOTO, MPOLEHTHLT HR IPOHHKBAHE H
NOJABPIKAHE HA SPEKIHATA € 3HAYHTE/THO NO-BHCOK B CpaBHEHHE ¢ anebo rpynara.

Ilpu npoyupauns ¢ puKcHpaHa Ko3a (PUIMUPAHH TAONETKY) CPell WHPOKA NOMYNAaUMs MBXKE ¢ epPeKTHIHA
auchyHkuMa, 68% (S mg), 76% (10 mg) u 80% (20 mg) oT nauMeHTHTE ca OCHIECTBHAN YCIIELIEH OJIOB
akr (mpoHukBanus) (SEP2), B cpapuenue ¢ 49% B rpymara ¢ miaueGo 3a MepuMoOA OT TPH Meceua Ha
npoyusaHero. CnocodHocTTa 33 nogabpxkane Ha epexuns (SEP3) B Tasw mmpoka monynaums Ot nuua ¢
epexTHiIHa auchyHxnua e 53% (3 mg), 63% (10 mg), 65% (20 mg), B cpapaenye ¢ 29% npu naanedo.

Criopen cOophrTe NalHHU OT FOIEMHTE NPOYHBaRUA BbPXY edHKaCHOCTTA, TAUHEHTHTE C YCHEWEH [10/I0B
aKT (NPOHHKKBaKe) ciel ynorpeda Ha sapaeHadun ca GHIIH KakTo CeaBa: ICHXOTeHHa epeKTHIHA
nucqyrkuus (77-87%), cmecena epextunna auchynknus (69-83%), opraHuyna epekTHIHA JUCQyHKIUS
(64-75%), cTapuecka Bu3pacT (52-75%), McxeMuuHO Chpaeuno 3aboasBaue (70-73%), XUNEPIUTTHAEMHH
(62-73%), xpoHuuHa Henoapobua Gonect (74-78%), nenpecus (59-69%) 1 nauKeHTH, TeKyBaHy
€IHOBPEMEHHO C aHTHXUNIEPTEHIUBHH cpeacTRa (62-73%).

B kIMHHYHO W3NUTBAHE MPY NIALMEHTH ChC 3axapeH Anaber BapAeHadui 3HaUHTENHO N0A00pBa
CPEKTUNIHATA (PyHKUHMS, CTIoCOOHOCTTA 32 NoJlyyaBaHe ¥ MOAABLPKAHE HA ePeKLMd, J0CTaTEYHO
MPOABIKUTENHA 32 YCIEIISH IOJIOB aKT ¥ PUrHAHOCT Ha MEeHHCa ¢ A03HU BapaeHadun 5 m

mg, 64% u 54% npu 20 mg BapaeHad, TPH NAUHEHTH KOUTO Ca 3aBbPIIHIN TPH
cpasHeHHE ¢ 36% ¥ 23% npu rpynarta naupeHTH Ha manebo.
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B kIMHUYHO H3NUTRaHE Ha NAUKEHTH CJIE IPOCTATEKTOMUS, BapaeHadul 3Ha4HTENHO NoAoGpaRa
€PeKTHIIHATA QYHKIMS, CIOCOOHOCTTA 3a NoNyuaBaHe ¥ NOAXBPIKAHE Ha EPEKLHS, JOCTATHYHO
NPOABLKUTENHA 33 YCNEIIEH NONIOB aKT H PUTHAHOCT Ha IEHKCA ¢ J031 BapAeHapun ot 10 mg u 20 mg, B
CpaBHEHHE ¢ TpynaTa Ha mianedo. YecToTaTa Ha nonyvyaBsaHe U NOLIbPXKAHE HA epekuua € 6una 47% H
37% npu 10 mg, n 48% u 34% npu 20 mg BapaeHaduI NPHU NALKEHTH ¢ 3-MECEUHO JEUCHHE, B
cpaBreHMe ¢ 22% u 10% npu manueHTHTE Ha MUlaLeoo.

B KNTHHAYHO U3NUTBAHE C I'bBKAB PEXKUM Ha RO3UpAHE MPH NALHEHTH ¢ TPaBMA Ha rPhOHAYHHA MOSBK,
BapAceHad I 3HAYUTENHO M0A00PABA EPeKTHNHATA DYHKUHS, CIOCOGHOCTTA 3a ToNyYaBaHe H
MOAABLPKAHE HA TOCTATHYHO NPOAB/IKHTENHA EPEKIHA 33 YCTICLIHO U3BBPIIBaHE HA [IOJOB aKT U
PUTrHIHOCT Ba NEHHCA B CpaBHEHME ¢ MIaneb0. bposT Ha nalMeHTHTE, KOMTO ¢a CE BE3CTAHOBHIH CbC
ckop IIEF (>26%) ¢ 53% ¢ BapaeHadun B cpasHenne ¢ 9% Ha nnaue6o. YectoTaTa Ha MOBIMABAYHE 33
fOJly4aBaHe H NOAAbPKAHE Ha epekuus € 76% u 59% nipn Bapaenabun B cpaBreHne ¢ 41% u 22% Ha

Hﬂaueﬁo, [IPH NAIIHEHTH, KOHTO €A JICKYBAHHN TPH MeCel(a, KOETO € KITHHHYHO H CTATHCTUYECKY 3HAYHUMO
(p=<0,001).

bezonacHocTTa M edrkacHOCTTa Ha BapAeHAdUI € YCTaHOBEHA B NPOABIKUTENHH IPOYHBAHNS.

Iennarpyina nOMy 1aums
Esponefickara areHuus N0 JIeKapcTBaTa OCBOGOXKIARA OT 33 AB/DKCHHUETO 3a IPEROCTABIHE HA PE3yNTATUTE

OT MpOYYBAHNATA BbB BRCHYKY NOATPYNH Ha MEAMATPUYHATA NMOMyNaUWs NpH JSYEHHE HA E€PEKTHIIHA
anchyHknus. Brokte Todka 4.2 3a nidopManus 0THOCHO yrnoTpeba B neinaTpusaTa.

5.2 @apMAKOKHHETHYHH CBONCTBA

H3nnTBanng 3a GHOCKBUBANEHTHOCT NOKA3BAT, Ye BapAenadun 10 mg tabneTxy, AUCneprupailiy ce B
ycrara, He ¢a OnoekBuBaneHTHU Ha BapiaeHabun 10 mg dunmupann tabaerkn. [o Tasu npudnHa
AUCIIePrUpANIaTa ¢& B yCTaTa NeKapeTBeHa hopMa He TpaOBa 1ja ce M3N0M3Ba KaTO eKBUBAJEHT Ha
BapAeHadun 10 mg dunmupann tabneTku.

Abcopbuus

IIpn npunarade va sapaesadun 10 mg punmupanu Tabnerxu Bapaesagun ce abcopbupa 6Bp30 ¢
MaKCHMATHH 111a3MEHH KOHICHTPAUUH, AOCTUTHATH TIPH HAKOU MBXKE 15 MHHYTH cliell IepOpalHo
npunoxeHue. Bbeipekd Tosa 8 90% 0T cnydauTe MaKCMMANHNTE Ta3MEHH KOHLIEHTPALMK A TIOCTHTHATH
oT 30 no 120 muHyTH (cpenno 60 MHHYTH) CiTel IepoOPanHo NPUNoKERHE, Ha Majuo, CpegHaTta
a0comoTHa BHOHANTMYHOCT cheR nepopanet npuem € 15%. Cnen nepopanto nosupare AUC u Cmax Ba
BapJieHa(uN ce MOBUIIABAT [IOYTH NPOTOPUHOHATHO Ha [103aTa B NPENOPLYBAHNTE IPAHUNY Ha
J03upoBka (5 — 20 mg).

Koraro paprenadun ¢punMupann TabneTky ce NPHEMAT ¢ Xpana ¢ BUCOKO ChALPKAHAE Ha MAa3HUHH
(ChABPXkAUA 57% Ma3HUHK), CKOPOCTTa Ha abcopbuus € HaManena, ¢ NOBHIIABAHE Ha CPEFHOTO tmax oT

} yac 1 cpenna peaykuus Ha Cmax ot 20%. AUC na Bapaenadun He ce nosnussa. Cren npHeM Ha XpaHa,
ceabpkana 30% Ma3HUHK, CkOPOCTTA U cTenenTa Ha abcopOuns Ha BapaeHadun (tmax, Cmax, AUC) He
Ce MPOMEHAT B CpABHEHHE ¢ MPUNOKEHUETO Ha rIaHO.

Bapnenapun ce abcopbupa 6bp3o ciien npunoxeHHeTo Ha sapaeHadun 10 mg TabheTKH, AHCIEPrUPAILY
ce B ycrara, b6e3 Bona. Menuanara Ha BpeMeTo 3a foctnrade Ha Cmax sapupa Mexay 45 no 90 MuHyTH 1
€ IOROOHO WK JIeKOo YAbIDKEeHO (¢ 8 1o 45 MUHYTH) B CpasHeHue ¢ dunmupanuTe TabreTku. Cpeanara
AUC Ha papnenatun e ynenxkena ¢ 21 10 29% (nauvenT Ha cpessa Bb3pPAcT M NANUEHTH B cTapyecka
Bb3pact ¢ EJ]) nny ¢ 44% (mnanm 3gpau no6poeonum) npu 10 mg tabnetky, aacneprup
CpaBHEHO ¢ punmypanuTe TabIeTKy KaTo pesyTaT OT JokalHata nepopaita abcopbums
KOIHYECTBO OT NEKAPCTBOTO B YCTHATA KyXHMHA. HaMa 3HaunMa pasnvka B cpeanara Cm
AUCHEPrUPAMNTE € B YCTATA TADNETKH N PuIMHpaHuTe TabeTKH.
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ITpu MnAuBKMAK, npueMaliy sapaeHadun 10 mg taGneTky, AHCIIEPrUpaIly ce B yCTaTa, ¢ forara Ha
MA3HHHM XpaHa, He e HabmonasaH edext rppxy AUC u tmax wa sapaenadun, fokaro Cmax Ha
BapaeHa(u € Ouna HamaneHa ¢ 35% npy npueM ciel XxpaHeHe. Ha 6a3aTta Ha Te3u pe3yaTaTu
sapaeHapun 10 mg TabneTky, AuCneprupamy ce B ycrara, MOraT Aa OBAaT npHeMaHH CbC HiH 6e3 xpaHa.

Axo rapaenadun 10 mg Tabnetkn, Aucnepripalny ce B ycraTa, ce npueMar ¢ Boja, AUC namanspa ¢
29%, Cmax ocTaBa HENPOMEHEHA U MEJMAHATA HA tmax ce cKheABa ¢ 60 MUHYTH, CPABHEHOD C ITpHeMa 6e3
Bozia. BapaeHadun 10 mg TabmeTkn, AKCNEpTHpally Ce B yCTaTa, TPAOBA a ce npueMar 6e3 TedHOCT.

Paznpenenenue

CpenuusT cTanuodaper o0eM Ha pasnpegenenre Ha rapaeHadun e 208 |, koeTo noka3sa Pa3NPENENCHHUE B
TBKAHHTE.

Bapaenadun ¥ HeroBHAT ocHoBeH MetabomuT (M 1) ca 3HaYMTeTHO CBBP3aHH C NA3MEHUTE NIPOTEHHH
(npubnusurenno 95% 3a papaeHadpun unu M1). 3a sapaedadun, xaxro u 3a M1, cBBp3BaHETO C MPOTEHH
€ HE3aBUCUMO OT 0011aTa TeKaPCTBEHA KOHICHTPAUUS.

B13 ocHOBa Ha H3MepBaHHATA HA BapAeHa(hHN B CIEPMATa Ha 37PaBH Jula 90 MUHYTH Cien IPHeM Ha
71033, B CIEpMaTa Ha MALMEHTHTE MOXKeE Aa ¢e yeTaHoBY HE noBeye ot (0,00012% ot npunoxenara j1o3a.

Buotpancdopmains
Baprnenadun BeB QunMupanu TabneTku ce MeTaboNH3upa TPeIHMHO B YepHHA P00 IOCPEACTBOM
rproxpom P450 (CYP) msodpopma 3A4, ¢ n3secten nputoc Ha CYP3AS u CYP2C uzodopms.

Ilpy xopa rnaBHuAT UMpKynupail MetadomuT (M1) e IpoayKT 0T Je3eTHINPAHETO Ha BapAcHadUI U e
O0eKT Ha To-HaTaTblleH METAGONHIBM ¢ TIIa3MEH eNMMUHALMOKEH TOMYKUBOT OT NPUOIH3ATENHO 4
yaca. Yactu o1 M1 ca noa opmara Ha MIOKYPOHHAN B CHCTEMHATA NHPKYJ1anua. MeTabonutst M1
noka3sa oconuectepazen cenekTuBeH npodun, noxoben Ha BapacHadui u in vitro NoTeHLMAN 3a
dochoauecTepasa Tan 5 ot npubnusntenHo 28%, B cpapHeHHE ¢ BapAeHad W, BOAELL 1O IPHHOC KbM
ePUKACHOCTTa OT 0KOJ0 7%,

CpelsuaT TepMyHaNen IOAY)KHBOT HA BapAeHa(HI Npy NauMeHTU, npuemMamny BapaeHadun 10 mg
TabeTxy, JUCTIEprUpallly Ce B yCTATa, € B paMKuTe Ha 4 — 6 yaca. ENWMUHALITMOHHKAT NOIYKUBOT HA
MeTtabonura M1 e Mexxay 3 no 5 yaca, nogobno na Bapaesadun.

EmMmiHupane
ToTanHnAT Tenecen KIUPBHHC Ha BapAeHadun e 56 1/h ¢ pesynTanTen TepMUHANEH [IOTYKUBOT OT
npubansuTeano 4-5 vaca. Ciaen nepopaiHo NpunokeHne, BapaeHapu ce EKCKpEeTHpa KaTO MeTA0OIHTH

npeAHMHO Ype3 peneca (npubnnzurenno 91-95% or npunoxeHara 103a) M B NO-MAJKa CTENEH B YPHHATA
(npnbausutento 2-6% ot NPUIOKEHATA 1033).

GapMakOKHHETHKA OpH CHEUHANHHA YRYNH NAIYEHTH
Hlayuenmu 6 cmapvecxka 8s3pacm.

HepHOApOOHHA KINPBHC Ha BapAcHadni npu JoOpOBONILY 31paBH MBXE B CTAPYECKA BL3PAcT (65 roaunu
H NOBEYE} € HAMAICH B CPaBHEHUE CBC 34paBuTe MiIaayn Jobporoaud (18 — 45 roaunun). Mbxkere B

CTapyecka Bb3pact, npHeMaiy Bapaedatdun unmupany Tabnetky, uMat cpento 52% no-sucoka AUC u
34% mno-Bucoka Cmax B cpaBHEHHE ¢ MIaJHTe Mbxe (BX. Touka 4.2).

AUC g Cmax ra BapacHa{uI OpH HaHEHTH B CTAPYECKa BE3pacT (65 rolusy ¥ noseue),
BapjaeHau1 Jucnepriapaliy ce B ycrara Tabaerky, ca nosuuenu ¢ 31 10 39% u 16 1o
CPABHEHHE C MALHEHTHTE HA BB3IPACT 45 roauHn ¥ no-Manko. He ce oTKkpHBa KyMyiu
B M1a3MaTa [IpH TalKeHTH Ha Bb3pacT 45 U no-Manko FoayHu, Wiy 65 HiH noseye 1
€IHOKPAaTHO JHEBHO Npunarade Ha sapaera¢ua 10 mg TabneTku, AUCOEPTHPAILH CE
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bvbpeuno yepescoane

Ipu nobGposonuu ¢ nexo a0 ymepeHo 650peuno yepexiane (KpeaTHHUHOB KIMPBHC 30 ~ 80 ml/min),
(papmakoKuHeTHKATA Ha BapaeHadu e noaodHa Ha KOHTpONHATA rpynia ¢ HopManHa Opbperna QyHkuus.
ITpy nodposonuu ¢ Texxo OEOpeyHO yBpexkAaHe (KpeaTHHUHOB KiIUpbHC <30 mi/min), cToliHOCTTA Ha
AUC e nosuwiena ¢ 21% u crofidoctra Ha Cmax ¢ noumxkena ¢ 23%, B cpaBueHHe ¢ 1obpoeonuute 6e3
O650peuno yBpexnane. He € HaGnroaBaHa CTATHCTHYESCKH 3HAYMMA KOpenalusa MEXy KpeaTHHHHOBHA
KNKPBHC B ekcno3unuaTa Ha Bapliedadun (AUC u Cmax) (k. Touka 4.2), @apMakoKHHETHKATa HA
BapJICHA(PHI HE € IPOYUBAHA NPHU TIALHEeHTH, HYKAACIIM e OT Auanu3a (Bx. Touka 4.3).

Yepnoopobuo yepeooane

[Tpy nagueHTH ¢ Nexo A0 ymepeHo YepHoapedHo yepexkaane (Child-Pugh A u B), knmapbwHCET Ha
BapaeHadun e 6us HaManeH NPONOPLIKHOHANHO HA CTENEHTa Ha YepHoApoOHOTO yBpexnaHe. [1pu
nanuedTH ¢ Jieko yepexaane (Child-Pugh A), croiinoctute Ha AUC 1 Cmax ca noBMIIEHN CbOTBETHO
17% u 22%, B cpagHEHHE CBC 3ApaBaTa KOHTponHa rpyna. [Tpu nauvenTy ¢ ymepeno yepexaatde (Child
Pugh B), crofinoctute Ha AUC # Cmax ca noBuiieHu ¢h0TBeTHO ¢he 160% 1 133%, B cpaBHEHHE ChC
3APABATA KOHTPONHA rpyna (BxkK. Touka 4.2). DapMakoKNHETHKATa Ha BapaeHadnll Npy MaUMEHTH ¢ TEXKKO
yepeneHa yeproapodua gpyuxums (Child-Pugh C) He e npoyusana (mx. Touka 4.3).

Honpauntenana uadopMaing

HaHHHTe in vifro MOKA3BAT, Y€ HE MOTAT Ja C€ N3KMOYaT eQeKTU Ha BapAeHAPUI IO OTHOLIEHHE Ha T10-
YyBCTBUTEIHH OT AUIOKCHH cybcTpaTn Ha P-riiukonpoTenH. JJaburaTpan erekcunar e npumep 3a
BHCOKOYYBCTBHUTENEH CYOCTpaT Ha P-rilMkonpoTeny B YepRaTa.

5.3 IlpeakIHHAHYHE JAHHH 32 §e30NaCHOCT

HexnuHnyHyTe 1aHHM HE NOKA3BaT 0COo0CH PHCK 3a Xopa Ha 06a3aTa Ha KOHBEHIIHOHATHUTE
dapMaKONOrHUHH NMPOYYBAHUA 32 De30IacCHOCT, TOKCHYHOCT fIPH MHOIOKPAaTHO MpHaraHe,
reHOTOKCHYHOCT, KAPLUMHOTCHEH NOTeHUHBA, PenpPOAYKTHBHA TOKCHUHOCT.

6. DAPMAIEBTHYHH JAHHHU
6.1 Cnu¢hK Ha TOMOINHHTE BEHIECTBA

Aapo ya tabneTkara;

MuUKpoKpHCTAlIHE LEeAYyn03a
KpocnoBuaon tun A

Cunuiper AMOKCH], KOMOUAEH Oe3BOEH
MarnesueB ¢creapar

DuaMoBo nokputye- onaapai 200 F 520070 »bNT, chabpXKAaLIL:
[TonusuHauNoOB ankoxon (E1203)

Turagos aguoxcug (E171)

Tank (ES53b)

Maxporon /PEG 3350 (E1521)

MeTakpiioBa KUCeNWHa CHITOIHMEDP Ha METAKPUIOBATA KUCEINHA
ACHNT xeneseH okeua (E172)

Harpues OnkapOonar (ES00 (11))

YepeeHn xeneseH okeun (E172)

6.2 HechBMecTHMOCTH
HenpunoxuMo
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6.3 Cpok na rogaocT
3 roausu

6.4 ChnenuanHu ycjiOBHA HAR cLXpaHERHE
Ja ce coxpanspa mog 30° C.

6.5 Bua B cLALPKAEUE HA OMAKOBKATA
bauncrepu ot PVC/Aclar/Al, ceabpxawu 2.4,8, 12 1 20 duamMupann tabneTku.

He Bcuuku BHAOBE OMaKoBKHA MOraT A2 6BAAT NYCHATH Ha Nazapa.
6.6 Coennannm npeaAnNa3sHA MePKH NpH H3XRbpJAsine H padora
Hama cnensaniy U3HCKBAHUS 32 H3XBhLPIAHE.

7. NPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel
['epMmanus

8. HOMEP(A) HA PASPEILIEHUETO 3A YHOTPEBA
Bapnenagpun CTAIA 5 mg- Per. Ne 20180064

Bapaenapun CTAIJA 10 mg- Per. No 20180065

Bapaeuagun CTALA 20 mg- Per. Ne 20180066

9. JATA HA ITHPBO PASPEITABAHE/MTIOAHOBABAHE HA PASPEIHIEHHETO 3A
YIIOTPEBA

Jlata Ha mupBo paspemiasane: 13.03.2018
JlaTa Ha noCNeIHO NOAHOBABAHE:

10. JATA HA AKTYAJINIUPAHE HA TEKCTA

03/2023
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