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SILDEN 100 mg film-coated tablets OdobpEno” ‘j
CUJIAEH 100 mg ¢punmupanu tabnetku SRS

2 KAYECTBEH H KOJJMYECTBEH CHCTAB

Besika ¢unmupana tabnetka ChABPKA AKTHEHO BEILECTBO cuaneHadun uurpar (sildenafil citrate),
¢kB. Ha 100 mg cunnenadun (sildenafil).

ITomomuwy BemecTsa: naxTo3a MOHOXHpaT | Jp.

3a MBJIHKS CIIUCHK HA TOMOWIHMTE BEIECTBA, BHK TOUKA 6,1,

3. JEKAPCTBEHA ®OPMA

®unmupana Tabnerka

Cunnen 100 mg ca npofsAroeaTH, ABOHHOM3MBKHAM bunmupanu Tabrerky, ¢ nenurenxa qepTa oT
ABCTE CTPaHH, ABDKMHA 16 mm, mupHHa 8 mm, e CHH UBAT, Ge3 MHpHC,

Tabnetkara Moxe na 6b1e pasnenena Ha ase PaBHH MOJIOBHHH.

4. KIMHWYHA JAHHH
4.1 TepaneBrAYHH moKA3aAHAS

Jleyenne Ha epexTiina AHCHYHKLMSL,
3a na 61e edexTHBHA TepammaTa che CHANEH € HeoBXOHMa CEKCYyaJTHA CTHMYJIaLlUs.

4.2 lo3npoBka H HAYHH HA IPHIOKEHHE

JlekapcTeeHnAT poayKT € TIpenHazHaYeH 3a nepopanHa ynotpeba. Ipunara ce eHOKpPaTHO JHEBHO.
IIpn npuem na Cuien no BpeMe Ha XpaHeHe HAUANIOTO HA MEHCTBMETO MOMNe na 6vae 3abGaBeHo B
CPaBHEHME C MPHEMa Ha NagHo (BX. ToYka 5.2).

Hpunooicenue npu evspacmmnu:

Iipenopbuntennara noza e 50 mg, xosto ce MpUeMa MNpH Hy;aa npuGausutendo | uac npeau
CEKCyanHus akT. B 3aBHCMMOCT OT edekTa M TIOHOCHMOCTTa 103aTa MOXKE 42 GbIe [OBULIEHa Io 100
Mg WM NOHKXKEHa 10 25 mg. Makcumanua AHeBHa fo3a - 100 mg.

Ynompeba npu nayuenmu 6 nanpeonana eb3pacm:
Kopekuuu Ha nozara He ca HeoGxoxumm.

{Ipunoocenue npu nayuenmu ¢ napywena Gv6pewna gynxyus:

Iipenoprkure 3a K03upane B pasgen “Ipunoxenne NpH BB3PAcTHH” ca BATHAHM TIPH TTALHEHTH ¢
JIEKO 10 YMEPEHO HapyllleHne Ha Ou0peunata GyHKuMA (kpeaTHHHHOB KmEpBHC = 3080 ml/min).
Ilpu namienty ¢ Teskkn GuOpednn HapyueHus (KpeaTHHUHOB KTMPBHC<30 ml/min) KIMPBHCHT Ha
CHJIICHA(HIT € HAMATEH, TIOPajiH KOeTO Ce NMpenopbyBa ITEPBOHAYAIHA 1032 0T 25 mg. B 3aBMcuMocT
OT edekra M DNOHOCHMOCTTAa Jf03aTa MOXe Ja 6BAe  NOBULIEHA Ao 50 mg wmm
100 mg. S

{Ipunooicenue npu nayuenmu c napywena veprodpobua Pyuryun:

Tlpu naumertn ¢ wepHOnpPoGHM HapyweHus (Hanp. UMpO3a) KJIHPBHCBT H
TIopaH KOCTO NbPBOHAYATHO Ce Mpuiiara Ao3a oT 25 mg. B 3aBucuMoct of
lo3aTa Moxe a Gvae nosuileHa 10 50 mg uan 100 mg. '
Tpunoowcenue npu deya: U T e
Cungen He e mokasaH 3a NPWNOXEHHe NpH aeua non |8-rogwmva BB3pacT.. Hima, noaxosauo
nokasaHue 3a ynorpeda npu aena. o




lpunooicerue npu nayuenmu na nevenue c Opyeu rexapcmea:

C H3K/IIOUEHHE HA PHTOHABHP, 33 KOHTO He ce MPENnopbL4Ba EAHOBPEMEHHA yNoTpe6a Che cuageHadmt
{(Bx. Touxa 4.4), npu nauMeHTH, Ha eaHOBpeMeHHO nevenne ¢ CYP3A4 nuxubutopu (Bx. Touka 4.5),
MEPBOHAYATHO Ce NpenophyYBa 4032 OT 25 mg.

3a HaManABaHE Ha PHCKa OT MOABA HA OPTOCTATHUHA XHITOTOHHS NpH NAUKMEHTH Ha JeYeHHe ¢ anda-
6okepH € HEOGXONMMO NPEeABAPHTENHO NOCTHIAHE HA CTAGHTH3ALMS Ha XEMOJHHAMHKATA MPH THX
NpeaH 3aM04BaHe Ha IIPUEM Ha CHAaeHaduT.

4.3 TIIpormBonokasanus

. CBpBXYYBCTBUTENIHOCT KbM AKTHBHOTO BEHIECTBO MJIH HAKOE OT MOMOLIHHTE BELIECTBA.

. Cunnenadun moTeHuMpa XunoTeH3MBHHTE edekTH Ha HuTparute. EgHOBpeMeHHOTO My
TIPUIIOIKCHHE € JOHOPH Ha a30T€H OKHC (KATO AMMIIHHTPAT) HITH HUTPATH MO/ KAKBATO U 13 € dopma e
[POTHBOMNOKA3AHO.

. CpencrBara 3a nedenne Ha epeKTHITHATA JHC(YHKIMA, BITIOUHTENIHO cunaenadun, ve Tpabsa
Aa Ce NpUIIaraT NpH MBKe, HA KOUTO HE Ce NMPENIopbYBa CEKCYATHA aKTHBHOCT (HATIPAMeP, NIaUMEHTH ¢
TEXKH  CBPICYHO-CBAOBH HapyIleHHs KaTO HecTabuIHA CTEHOKADIAMS MM TEXKA Chp/IEYHA
HEJOCTATEITHOCT),

. CuitzieH e npoTHBOKA3aH MPH NMALMEHTH Che 3ary6a Ha 3PEHHETO HA €IHOTO OKO MOpaHH He-
ApTEpHHTHA NIPEIHA MCXeMUIHA ONTHYHA HegponaTha (HAMOH), HezaBHCHMO Jaiu Te3M emu3omm ca
GHiH CBBP3aHK WITH He ¢ FIPeaXoaHo H3laraue Ha DJIES HHXHOHTOD (BXK. Touka 4.4).

. BesormacHocTTa Ha cunnenadun He e NpoyueHa M CNEOBATENHO ynoTpedara My e
TIPOTHBOTIOKA3aHAa MpPH  CIEAHWTE NOArPYNH NAUMEHTH: C TEXKO YEPHOAPOOHO YBpexmaHe,
XHTIOTEH3MA (apTepuanyo Haiaraxe < 90/50 mm Hg), anamuesa 3a CKOPOLIEH WHCYIT WM MHOKApAEH
MH(ApKT M W3BECTHH HACAEACTBEHH IETeHepaTHBHH 3a0ONABAHHA HA pETHHATA KaTo refinitis
pigmentosa (Manka dYacT OT Te3 [IALMEHTH WMAaT TeHeTHYHH aHOMAJIMH, 3aceATalld
bochomuecrepazure Ha perunata).

4.4 Coenuajnn npexynpexXIeHHs H MpeANAZHA MepKH BpH ynoTpeba

. Ipenu na Gble HasHAUEHO JIeYeHHE ChC CHIAEHAMT € HeoBXOAMMO CHEMaHE Ha AHAMHE3a U
(pu3mKaneH cTaTyc 3a JHArHOCTHUMpPAHE HA EPEKTH/IHATA AHCPYHKLMS W ONPENENAHE Ha Bh3MOXKHHTE
TMOIIEKALIH TIPUUHHH.

U Ilpesn 3ano4BaHe Ha KaKBATO U /1a € TEPaIKA Ha EPEKTHIHA THCHYHKIIAA € HeOBXOAUMO J1a o8
OLEHH CHPICUHO-CBAOBHA CTATYC Ha NALMEHTA, ThH KATO CHIIECTBYBA CTENEH HA CHPACHEH DHCK,
CBBP3aH CbC CEKCYANHATa aKTHBHOCT. CriaeHaduIT IpHTeKABA ChAOPA3IMPABALIN CBOMCTBA, BOIEINH
A0 JIEKO W IPEXONHO TIOHWKEHHE Ha aPTEPHATHOTO HaAraHe (BX. Touka 5.1). [Ipeau npennuceaue Ha
cHnaeHaduA e HeoGXOMMO BHUMATENHO Ja Ce TIPELeHH Ja/li NalHeHTH ¢ ONpeeNeHH ChIILTCTBALUM
3abonasanys GHXa MOIIM Ja Ce MOBJMAAT HeGMaronpHsTHO OT BasOAMNATHPAIINTE eeKTH Ha
cunieHadnn, ocobeHo B KOMOHMHALMA CBC CEKCYaTHa aKTHBHOCT. [TOBMIIEHA HYBCTBUTENHOCT KBM
BA30AMNATATOPH Ce HAOMIONaBa MPH NMALMEHTH ¢ OGCTPYKUMS Ha JIEBOKAMEPHHS H3XOAeH TPaxT
(naripumep aopTHa CTeHO3a, xHnepTpopMYHa OGCTPYKTHBHA KapAHOMHOTIaTHA) W HPH DPAIKO
CPeiIAHHA CHHAPOM Ha MHOXKECTBEHA CHCTEMHA aTpodus, MPOABABALL C& C TEKKO HAPYUIEH KOHTPOS
Ha @PTEPHANHOTO HaNATaHe OT CTPaHa Ha BereTaTHBHATA HEPBHA CHCTEMA.

. Cungenadun moTeHIMpa XUOOTEH3NMBHAA edeKT Ha HHTpaTHTE (BXK. TOYKA 4.3).

. Ot nocTMapKkeTUHroBH HaGITIONEHHA HMA [AHHH 3a CEPHO3HH cnpneq}(q;:c%ﬁgpgifﬁm@emn,
KaTo MHOKApACH MH(APKT, HeCTabu/IHA CTEHOKAPAKs, BHE3ANHA ChPACYHA cmﬁpl; ﬁéﬁephi{*'agﬁxyuu,
XEMOpArvdeH WHCYAT, MPEXOAHO HapyIeHMe Ha MO3BYHOTO KpbBOOGPAlelmie, ‘XunepTonme u
XHIOTOHHS, CHBNAAAINH MO BpeMe ¢ ynoTpebaTa Ha cunaeHadmi. Hpw/ngmevero .l;}aui:gﬁl-i*-;l{,,Lif‘IiMa
AaHHu OT aHAMHE3aTa 33 CbPAEYHO-ChAOBH PHCKOBH (aKkTOpH. HHIIH,E[&HTP!‘LI‘e?im‘ KOMTO ce:¢pobiiasa,
Ca HaCTHNWIH MO BPEME Ha WM CKOPO CJeJl CeKCYyanHa akTHBHOCT, a HAKOW. A Bb3HUKHAIH GKOpO
ciien mpHeMa Ha ciiizieHadun Ges cekcyanta akTuBHOCT. He e BE3MOXHO f3 Gife-OpeaengHo Aamu
Te3H MHIMACHTH Ca CBBbP3aHH MPAKO C FOPHATE WITH APYTH (hakTopy. s




. Cpeacteara 3a fleyeHHe Ha epeKTHITHATA AUCHYHKUNS, BKITIOYMTEAHO cunaenatdw, Tpsbea 1a
Ce nphiarat ¢ BHHMaHHE NIPH NALUMEHTH C aHATOMHMYHA Ae(opMalius Ha MeHwca (KATo aHTrymauwd,
KaBepHo3Ha ¢ubposa unu Gonect Ha Peyronie) WM TPH NALMEHTH CBC CBhCTOSHUA, KOHTO MOXKE Jia
NIpeApasnoiaraT KsM NpHanu3eM (Kare ChbPHOBHAHO-KIETBYHA AHEMHS, MYJITHIUIEH MHENOM HIM
JIERKEMHA),

. BesonacHocTTa M edekTHBHOCTTA Ha KOMGHHALMHUTE Ha cunaeHaUa ¢ APYrH CpencTsa 3a
JICYCHHC HA EPeKTHTHA MWCOYHKLUMS He ca mpoydeHu. Ilopaaw ToBa NpHIAraHeTo Ha TAKWEBa
KOMOHMHALIMH He ce Mpenophysa.

. HMa faHHM 32 3pUTETHH HAPYINEHKA U CITy4al HA HeAPTePHUTHA NpeiHa HCXEMWYHA ONITHYHA
HEBPONATHA BBB BPb3Ka C NpHEM Ha crnaeHadun u apyrd O®JIES uuxuburopy. B cayyait Ha BHesanHa
MOABA HA SPUTE/IHH HApYIIEHHUA TpHeMBT Ha CunjieH ce nNpeycTaHoBABA (BXK. Touka 4.3),

. EnuHoBpemeHnara ynoTpeba Ha cHnZeHAQHT ¥ PHTOHABHD HE Ce ApenopryBa (BX, To9Ka 4.5).
. Ilpn 4yBCTBHTE/IHM NALMEHTH, NMPOBEANIAIM JIEYEHHE C anda-6nokepn u cungeHadun
CAHOBPEMECHHO € BBL3IMOKHO Da3BUTHE Ha CHMITOMATHYHA XMIIOTOHHA (Bk. Touka 4.5), KosTO
NPUHIKMIHO Ce MpoABABa Mpe3 ITEPBHTe 4 uaca cned npueM Ha cunueHadun. HeoGxomumo e
NALUMEHTHTe Jia OBAAT ¢ XeMOAHHAMMYHA CTAaGHIHOCT I TepanmuaTa c anga-onokepn npeau
3aMnouBaHe Ha JieyeHue ChC ciulAeHadwn. TTpH Tasd rpyna NauMeHTH OBPBOHAYANHO Ce MPHIArAT
25 mg cunnenadun (BX. T0uKa 4.2).

. TIpoyuBanus BEpXy HOBEWIKM TPOMOOLIMTH MOKA3BAT, Ye cunneHagun noteHuwpa in vitro
AHTHArperaHTHHUTE CBOMCTBA HA HATPHEB HUTPOTIPYCH/I.
. Jluncea nudopmarua 3a GesonacHara ynorpe6a Ha CuIeHa( kI P MALHEHTH ¢ HapylIeHHA

Ha KPBBOCHCHPBAHETO MIIH AKTHBHA NENITHYHA 382, CriefoBaTenHo, cHineHabun Tpabea ga Gbae
MNpHAaraH NpH TAKWBA NALMEHTH CRMO CJIC/L BHHMATe/IHA NPELIeHKa Ha ChOTHOLLEHHETO M0;13a-PHCK.

. B cheraea Ha npoaykTa ce chabpKa akTo3a MoHOXHApAT, [TaLuenTH © PEAKH Hac/ieACTBEHH
NMpoGAeMH HA HEMOHOCHMOCT KBM ranakTosa, akTaseH JehuuuT Ha Lapp unu rmokozo-ralakrossa
manabcopGunsa He TpAOBA Ja PHEMAT JIEKPCTBOTO.

Cuapgen He € nokazaH 3a ynotpeda rnpH JKeHHu.

4.5 BsaumopeiicTBHe ¢ JPYTH JeKAPCTBeHH APOAYKTH M ApYrAa GopMH Ha B3anmojaeiicTeHe
Eexmu na dpyzu nexapcmeenu npodyxmu evpxy cundenagun

IIpoyusanua in vitro:

MetaGonusMeT Ha cunmeHadmn ce OChINECTBABA ¢ OMOILITA HA W30SH3MMH 3A4 (ocHoBeH nBT) M 2C9
{(BTOpocTeneHeH muT) Ha uutoxpom P450 (CYP). HuXubHTOpHTE Ha Te3W H30EH3MMHM MOTAT Ja
TIOHHIKAT KIMPBHCA HA CHIACHA(HIT, a HHAYKTOPHTE Aa IO MOBHILAT.

IIpoyusanus in vivo:

TlomynauMoHHUAT (apMakOKHHETHYEH AHATA3 HA JAHHHTE OT KIMHHYHH TpOy4BaHHA IIOKa3Ba
MOHWXKEH KMHPBHC HA CHIZEHAQUN TIpM eAHOBPEMEHHO TIPIOKEHHe ¢ MHXMOGuTOpH Ha CYP3A4
(KaTo KeTOKOHA30J, EPHTPOMHLIMH, LMMETHANH). Bhrpeky, e He e G0 HaBNOAABAHO MOBUIABAHE
Ha 4ECTOTATA HA HEKCIAHHTE PEAKUMH [PH TE3H MNALMEHTH, KOraTo cwigeHadHl ce npuiara
EHOBPEMEHHO ¢ HHxHOUTOpH Ha CYP3A4, mepBoHavantaTa no3a TpaGBa 1a Guae 25 mg.
EnnospemeruuaT npuem Ha HIV-NporteasHus wHXHOMTOP PUTOHABYMD (MHOTO MOLLEH HHXHOUTOp Ha
P450} 500 mg neyxpatHo mHerHO H cwineHadun (100 mg eqHOKpaTHA [03a) BOIH 1O HApacTBaHe ¢
300% (4-xpatHo) Ha Cmax Ha cungeHadmn u ¢ 1000% (11-kparno) Ha nnasMeyata- AUC: ua
cingeHadnn. Ha 24-us yac nna3MeHHTe KOHUEHTPaLHY Ha CHIAeHahHT BCe owe caow‘%éﬁggﬂ; ,

B CPABHCHHC C HWBaTa OT 5 ng/ml npu caMocToATeneH NpreM Ha ciieHadm. 1 aBa. figisppiKnash.
M3paseHHTe eeKTH Ha PHTOHABHP BbPXY WMPOK KPBr cyGerpaTy Ha P450. e R
Cwnnenadun He okasea BIMAHME BEPXY $apMakoKHWHETHKATa Ha puroHaBip. BE3 odHomd Ha Teapt
(hapMaKOKHHETHYHU Pe3yNTAaTH ECIHOBPEMEHHOTO MPUIOKEHHE HAa CHIIeHadmn W ‘pHTOHaBHp Hie ce
npenopeyBa (Bxk. ToUKa 4.4) U NpH HAKAKBH O6GCTOATE/ICTBA MaKCUMAITHATA nosak"Hhi_chﬂﬁgﬁaQiM;;m
TpsbBa na npesuuIaBa 25 mg B paMKHTe Ha 48 uaca. REIRRRTIR s




EnxospemennusaT mnpuem na HIV-npoteasuus HHXHOMTOD CaKBHHABHMD, KOHTO e WHXHOMTOp Ha
CYP3Ad, cnex nocturane na paBHOBECHU KOHUeHTpaukH (1200 mg 3 meTH AHEBHO) W cunneHadHn
(100 mg exnokpaTHa mo3a) BOmM A0 HapacTsaHe che 140% Ha Cmax Ha cuageHagun u ¢ 210% na
AUC Ha cunnenapun, CunaeHadun He noBmmABa dapMakoKMHeTHKATa Ha CaKBHHaBHp (BXK. TOYKA
4.2). Ipennonara ce, ye MO-MOILHA HHXHOHTOpH Ha CYP3A4 kato KeTokoHa30Mt M MTpakoHasen Guxa
HMall# Oll€ NO-CHIICH eeKT.

[Ipy enHOBpEeMeHHO NpHAOCHKEHHE Ha cunfeHadH B eHOKpaTHa Jo3a oT 100 mg u cnenupUIHuA
CYP3A4 muxuOWTOp epUTPOMMLMH Crlel AOCTHMraHe Ha PaBHOBeCHH KoHUeHTpauun (500 mg
ABYKPaTHO IHEBHO 3a 5 AHM) € HaOMOaaBaHO yBenH4eHue cbe 182% na AUC Ha cunaeHadun.

Ipu 3apasu Mexke 0GPOBOIIM He € HaGmOAABaH edekT Ha asuTpoMHLIMH (500 mg aHeBHO 3a 3 AHM)
BepXy AUC, Cmax, TmaxX, enHMHHALHOHHATA KOHCTAHTA WIH NONYKMBOTA HA CHAAeHA(HN HIH
HErOBHTE OCHOBHH MeTA0ONNTH B UHPKYIaLligTa.

Lumetnaun (800 mg), xoitro e uuroxpom P450 HHXHOMTOp 1 Hecmeuuguyuen CYP3A4 HHXHOHTOP,
TMPE/M3BHKBA HApacTBaHe € 56% Ha IU1a3MEHaTa KOHHEHTPALWs Ha CHIneHadw mpu €AHOBPEMEHHO
MIpHNOXEHHE CBC cHinAeHadun (50 mg) npu 3apaeu n06poBoILH.

CoksT o1 rpeiindpyT e cnad HExHGHTOp Ha CYP3A4-menuupaHns MeTaGoNH3EM B UpeBHATA CTEHA U
MOJME 12 IOBEAIC 10 yMEPEHO HapacTBAHE Ha IU1a3MEHHTE KOHIEHTPALHA Ha cuageHadHIT.
EHOKDATHH 031 aHTHALM] (MATHE3MER XHIPOKCHII/A/TyMUHHER XHUOPOKCHA) HE MOBIHABAT
OHOHanH4HOCTTA Ha cHnaeHaduI.

Burpeky de He ca npoBexkaaHy creLMGHIHYN NPOYYBAHKA 34 JIEKAPCTBEHH B3aUMOAEHCTBHS ¢ BCHUKH
JICKAPCTBEHH TPOAYKTH, MOMYJTALMOHHUAT (GapMaKOKWHETHYEH aHANU3 He MOKA3Ba eeKT BHPXY
dapmakokuHeTHKaTa HA CHIIEHAUT NPH ETHOBPEMEHHO TIPHITOXKEHHE Ha JIEKAPCTBA OT rpynara Ha
unxubuTopHTe Ha CYP2C9 (kato Tonbyramun, sapdapun, dennTonn), CYP2D6 (kaTo cenexTHBRHHUTE
WHXHOMTOPH Ha OOpATHHA 3aXBAT HA CEPOTOHMHA, TPHULIMKIMYHHTE AHTHUACTIPECAHTH), THAZHAWTE H
nogobHM  auypeTHLH, OpHMKOBUTE WM Kanui-CbXpaHABAlUMTE JAWYPETHUM, WHXHOMTODHTE Ha
AHTMOTEH3VH-KOHBCPTHPALINA ~ €H3WM, KAILMEBMTE AHTaroHHCTH,  OeTa-a/[PeHOPELIeNTOPHHTE
AHTATOHMCTH MMA  HHAYKTOpHTe Ha CYP450-vennupanus metaGomussM (kato pudamnuuus,
Gapburyparn).

Hukopangun e XuOpua MexIy akTHBATOp HA KanHeBHTE KAHATH W uuTpar. Ilopaau HuTpaTtHata cu
KOMTOHEHTA CHIIECTBYBA BE3MOMHOCT 38 CEPHO3HO B3aMMOIeHCTBYE ChC cUnaecHadm.

Egpexmu na cundenagpun evpxy dpyzu nexapcmsenu npoodyxmu

IIpoyusanus in vitro:

Cunpenadun e cnab uaxubuTop Ha uuToxpoM P450 usoensumu 1A2, 2C9, 2C19, 2D6, 2E] u 3A4
(IC50>150 pM). MakcumanHata MNasMeHa KOHUEHTpAalMs Clea npHeM Ha cwiaeHaQHT B
MpENOPBLYMTENHNTE 103H OT npubiusutenHo 1 pM He ce OdYakBa Ja NOBIHAE KIMPBHCA Ha
CyOCTpaTHTE Ha Te3H H30CHIHMH.

Jluncear fauuu 3a B3aMMONEHCTBHETO MeNKay cuwiieHadun v HecrniennpuuHuTe docdonrecTepazuu
MHXHOUTOPH KaTO TEO(HIHH KM AHNHPHAAMOI.

IIpoyusanus in vivo.

Cungenatun noTeHUMpa XHIOTEHIHBHATE edeKTH Ha HHTpaTuTe. EAHOBPEMEHHOTO My NPHIOKEHHE
C AOHOPH HA a30TeH OKCHA FJIH HHTPATH MOJ KAKBATO M 12 € GOpMa € IPOTHBOMOKA3AHO (BXK. TOYKA
4.3).

EnnoBpeMeHHOTO MpuIoykeHHe Ha cuiienadun ¢ anda-GlIoKepH MoXe 1a MoBe/e O CHMITTOMATHYHA
XMIIOTOHHA MPH ManKOTO YyBCTBHTENHH MHAHBUAW. TOBAa ce MposBABAa Mpe3 MbpBUTE 4 yaca crel
mpuemMa Ha cwifeHadui (Bx. Touxu 4.2 u 4.4). B Tpu cneumduyrn MPOYYBAHHA 3a nesﬁpq:raeu
B32WUMOJIeHCTBHS HA NalMeHTH ¢ 100pOKAYECTBEHA XMICPILIA3HA HA [POCTATATA (IXHj 1 ETabHANT
XCMOJMHAMHKA Ca NpPIWIOKEHH efHOBPeMEeHHO anda-6noxepsT nokcasosus (4 m,g 8 gru
cunaenadan (25 mg, S0 mg win 100 mg), Tlpu TesH rpymy maumeHTH ce HaGiiezaBa - cpeHd:
AOUBIHUTENIHO NOHIDKEHKE HA CTOHHOCTHTE HAa APTEPHANHOTO HATATAHE B JerHand TIONNKEHME:
CBOTBETHO ¢b¢ 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u B M3NpaBeHo MONOKeHUE - 6/6-mmHg, 11/4
mmHg # 4/5 mmHg, Korato cungenadun u nokcazosun ca NMpHITaraHd e1HOBPEMEHHE, B PEIH |




Clydau ce C¢b00IaBa 3a MALMEHTH C MPoOABA HA CHMITOMATMYHA OPTOCTATHYHA XHMOTOHHSA.
CpobieHnsTa BKIIOYBAT BHEHE Ha CBAT H 3aMasHOCT, HO He M CHHKOT.

Ilpn ennospemenHoTo Mpunarave Ha cunpeHadun (50 mg) u Ton6yramun (250 mg) unu Bapdapuu
(40 mg), kouro ce MeTaGonusupar ot CYP2C9, He e ycranoseno CHTHH(MKAHTHO B3auMopeiicTeHe.
Cuangenagir (50 mg) we TIOTEHUHpa YABIKABAHETO HA BPEMETO HA KbPBEHE, MPEAWIBHKAHO OT
AUCTIICATMIIIIOBATA KKcenuHa (150 mg).

Cungenadun (50 mg) ne TIOTCHIHpa XHITOTEH3UBHHTE eeKTH Ha alkoXona NMpH 3APaBH Ao6porONLM
CBC CPeAHH MAKCHMAITHH KOHUEHTDPALIMH Ha alIKOX0 B kpueTa 80 mg/di.

Karo usano awTexunepremsuemmre JICKapcTBa OT CNEAHHTE (PAPMAKONOTMYHHM TPYNH: [JHYPETHIH,
Oera-6nokepy, ACE HHXHOMTOPH, aHrWoTeH3uH Il AHTArOHMCTH, AHTHXHNEPTEH3HBHK CpencTsa
(BasonmmataTopu u uenTpanto OeHCTBALM), ATPEHEPTHYHY GIOKEPH, KAJILIMEBH AHTArOHHCTH 1 anga-
AIPEHOPEUENTOPHH GJI0KEpH, He MOKA3BAT pazinueH NpOQHI Ha HEXENaHH JEKAPCTBEHH PeaKuyy
PN NIALMCHTH, NONy4aBamd cunieHadui crnpamo miaueGo. B cneuMpHYHO Mpoy4BaHe 3a
JIEKApCTBEHO B3AMMONCHCTBHE, NPH KOETO HAa XMIIEPTOHHLM € npunokeH cunaenadun (100 mg)
CAHOBPEMCHHO ¢ AMJIOZUTIHH, € YCTAHOBEHO JOMBIHHTETHO NOHHKEHHE HA CHCTONHOTO apTepuaTHO
HAIArAHE B nerdano nonoxenwe ¢ 8 mmHg ChoTBETHOTO NONBAHKMTENHO MNOHIKEHHE Ha
AWACTOIHOTO apTEPHATHO HANATAHE B JIETHAIO MOJNOKEHHE e GHIo 7 mmHg. Tesu nompaHHTETHH
TMOHIKEHHA Ha apTEPHANHOTO HANATAHE Ca CXOOHH ¢ HabMoJaBaHMTe NpH 3ApaBH 1o6poBoIuH,
noTyasaiy CHeHadun kaTo MOHOTepanKs (BXK. Touka 5.1),

Cuanpenagun (100 mg) ne nopnwasa (apMakOKHHETHKATA NPH IOCTOSHHM MIA3MEHH KOHLICHTpalHH
Ha HIV-nporeazuure MHXUOUTOPH CAKBHHABMD H PHTOHABHp, KOMTO ca cyOcrpath Ha CYP3A4.

4.6 Bpemennocr u KLpMene

CHnaeH He e nokasan 3a ynorpe6a npH xeHH.
B npoyuBanus 3a noBusBaKe Ha PeNpoLyKTHBHOCT BbPXY ILTBXOBE # 3aiilH He ca HabmoaaBaHu
HeOnaronpusTHY edexTH cren NEpOPATHO NPHITOXEHHE Ha CUIICHAHN.

4.7 Edextn Bupxy cnocoGHocTTa 32 modupane u paGoTa ¢ MaIMHEE

HsMa nipoBeneHn npoyusanus 3a edexture BBPXY criocobHOCTTa 32 WodHpaHe 1 paboTa ¢ MalTHHMY.
B KAHHUYHKM MpoyuBaHHS cBe cunaenadun ce chobiana 3a NOSBA Ha CBETORBPTEK H NPOMEHH B
3penuero. [1pn npuem Ha cuageHadun e HeoGxomuMo 113 ce H3Gsrea wogpupane Hy pabota ¢
MAIIHHH,

4.8 Hemxenanu nexapereens peaknnu

Hexenanu peaxumu (c uectora > 1%) ca crobmeHu MpH NMALHEHTH, JIEKYBAHH C MPENOPbYBAHHTE
A03H B nnauebo KOHTPOITUPaHH KIMHHYHH npoyyraHus. Hexenanure peakuus ca ek no YMEpeHH, a
TAXHATA YECTOTA U TEXECT ¢ NMOBHLIABA ¢ HAPACTBAHE Ha A03aTa. [Ipu NpOy4BaHusA ¢ pHKCHpaHa 1033
Aucniencusra (12%) u npoMenuTe B 3peHueTo (1 1%) ca mo- yecTH crea npwnarane Ha 103a ot 100
Mg, OTKOJIKOTO ITPH MO-HUCKKMTE A03H. Haii-yecto chobiuaBannTe Heskenanu peakuHH ca rnasobonne
H 3a4epeaBaHe, Bx. Tabauua 1,

Hexenanure nexapcteeHn peakumu ca KIacHGHUMpPaHH [0 9ecToTa M MO CHCTeMa Opras-kJac,
Yecrotata no MedDra OTroBaps Ha: MHOTo 4ect (= 1/10), vectr (= 1/100 u <1/10), HevecTH =1/
000 u <1/100), peaxwm (= 1/10 000 u <1/1 000) n Muoro peaxu (<1/10 000), BKJTIOYHTETHO €NHHHUYHH
cbobLIeH . T




Tabaana 1

CHcrema-opran kinac | Hexenana peaknas Cuapenagua (%) Placebo (%)
no MedDRA N=3350 N=2995
Hapymennst na nasoGonue 10,8 2,8
HepBHATA
CHCTEMA
Muozo yecmu
Hecmu BuHeHe Ha cBAT 2,9 1,0
Hapymenns na okoro | Ilpomenu B 3pesuero | 2,5 0.4
Yecmu (3acHieHo ycemane 3a
APKOCT, 3aMBITIEHO
3peHHe)
Hecmu Xpomaroncus (lekon | 1,1 0,03
NPEXOAHO, TIPENUMHO
NPOMEHH B LIBETHOTO
3peHHe)
Covpaeann Tlannurauuu 1,0 0,2
HApYLeHAs
Yecmuy
CovnoBn mapywenns | 3auepespane 10,9 1,4
Mnozo yecmu
Pecnuparopun, Hasanua koxrectHs 2,1 0.3
rPbAHHA H
MEIHACTHHATHH
HApYIIeHHA
Yecmu
CroMamuo-upesnn Jucnencus 3,0 0,4
HapymIeHRA
Yecmu

Hma crobiienns sa Mycky/iHH GoNkH NpH NPHIOKEHKE Ha CHILIeHA(HN MO-YeCTo OT
MPENOPBUNTEHUS HHTEPBAN Ha JO3HPaHeE,




Ilpn nocTMapkeTHRIoBo HAG.TIOAEHAE HeuecTo Wi PAOKO ca choblnaBaHy CNEAHHTE HEXe aHH
cpbuTHa (Tabnuna 2):

Tabanma 2

Hapymenus B aMyHHaT2 CHCTeMa Peakuyu Ha cBpBEXYYBCTBHTENHOCT

Hapymenns na okoto Bosnxa B ounre, 3auepsenn/kpoesicany oun

Cupaeunn Hapymenus Taxukapaus, kaMepHa apHTMUS, MHOKapIeH
uH(DAPKT, HeCTaGlUTHA CTEHOKAPAMA, BHe3aIHA
CBPAEYHA CMBPT (BK. TOUKA 4.4)

CrnoBH Hapymenns Xunotonus (Bx. Touxa 4.4 u 4.5), XHUIEPTOHHA,
€NIHCTAKCHC, CHHKOII, MO3bYHO-CHIIOB
KPBBOHU3IIME, NIPEXOAHO HAPYLICHHE
Ha MO3BYHOTO KpbBoOOpaleHye (Bik. Touka 4.4)

CromamHo-upesHn Hapymenns [TorpwIIane

Hapymwenus na xoxkara u Koxen o6pus

MOAKOAXHAATA TEKAH

Hapymenus na b3nponssosuTennara Yanmkena epexius, npHanussm

CHCTEMA H rbpaaTa

TIpr nocTMapKETHHIOBOTO HABMIOAESHHE Hexe1aHHTe JIeKapcTBeHH CHOUTHA, KOMTO ca chOOIABAHM ¢
HEU3BECTHA YECTOTA NPH NALMEHTH ChC CHIINEHadH, BKITIOYBAT:

Hapywienua Ha ounte: HeaprepniTHa Npeana HexemutHa onTuyHa Hesponatha (HAMOH), pernnna
CB0BA OKITY3Hs, HeeKT B 3pHTEIHOTO [107Te.

49 Hpenosupane

B npoyusanns sbpxy no6posonim ¢ CAHOKpaTHH 1o3M 110 800 mg HexeNaHKTe peakuny ca nogobHy
Ha Te3H, KOUTO ce HAOMIONABAT TIPH MO-HUCKH JO3M, HO C NO-BHCOKA YECTOTA M TO-TEHKO H3pa3eHH.
Aozu ot 200 mg He noBHIIABAT €hEKTHBHOCTTA, HO ITOBHIIARAT HECTOTATa Ha HEXETAHHTE PEAKLMH
(rnaeoGonue, 3auepssBane, BeHe Ha CBAT, RUCTIENICHA, HA3ANIHA KOHIE€CTHA, HAPYIUEHO 3pEHHUE).

B cnyuaii va npenosnpane cTaHmapTHATE MeaMIMHCKU MepomnpuATHA TpAbea aa ObaaT crobpazenn ¢
KOHKPETHWTE HYXIH. XeMoaManu3aTa He YCKOpsBa KIHpBHC2 Ha cHageHadma, ToH Kato Toi ce
CRLP3BA BBB BHCOK NMPOLCHT € IIA3MEHHTE MPOTEHHH H HE C& eNMMHHHPA C YPHHATA.

5.  ®APMAKOJIOTHMYHH CBOHCTBA

3.1 dapmakonnHaMHYHH CBOMicTBa

(apmakoTepaneBTHYHA rpyna: JlekapcTBa 3a ie4eHMe Ha epeKTIIHA AUCHYHKIINS,
ATC kon: G04B E03. :

Crnnenadun e npenHasHaueH 3a MepopanHo Jevenne Ha epeKTHIHA aucdyHxd ecTrel
YCIOBHA, T.€. IPH CEKCyaJTHA CTUMYJTAllid, TOH Bh3CTAHOBABA HAPYLUEHaTa ePeKTHIHA yHKUIA ypes /
YBETHUaBaHE HA KPHBOTOKA KbM IIEHHCA. R s
©H3HONOTHYHUAT MEXaHHW3bM, OTTFOBOPEH 3a €PEKIIUITA Ha MeHuca, BKJIHYBA ocn*oﬁomasagena
a30TeH OkcuA (NO) B KaBEPHOSHOTO TANIO N0 BpeMe HA CeKCYaNHa CTUMyMalms. Ao P OKCHA
AKTHBHpA €H3IUMa ['YAHWIAT UMKNA34, KOETO BOJH [0 MOBMINABAHE HA HUBATA HA unmmieﬁ“r‘}?aﬁomu




MoHogocdar (uFM®) u mo ormyckane Ha TlafkaTa MyCKy/aTypa B KaBEPHO3HOTO TSIIO H MPHTOK Ha
KPBB KBM HEro.

Cunaenadun e Molen u cenexTHeeH uHXu6HTOp Ha Ul M®-cneupndunara tocdoauecrepaza Tin 5
(PIES) B kopnyc kaBepHO3yM, kbaeto ®JIES e otroopHa 3a pasrpaxaanero Ha ul M®.
Cunzenadnn uMa nepudepen mMexammssm Ha IefCTBHE BBPXY epeKumATa. Cunpenadun He okasea
MpAK  penakcHpail epekT BLPXY HIONHPAH HOBEIIKH KOpITYC KaBepHO3yM, HO HOTEHUHpa
penakcupamus edext wa NO BupXy Tasu Tekam. Ilpu axruBupawe Ha MeraGonuTHaTa BEpHTA
NO/uI'M®, nabmonasano npu CCKCyallHa cTUMynaums, HHXHOupaHero Ha OJ[ES or CHngeHabKN
BOAM [0 MOBMIIABaHE HHBaTa Ha UIM® B KaBEpHORHOTO TaO. Cnenogarenno, 3a na mowxe
CHZeHadHN 12 OCBUIECTBH CBOMTE >KelaHu GnaronpusTha dapMaxonoruunu edeKTH, e HeoOxoauMa
CEKCYaIHa CTHMYJIALIMA.

Ipoyusanuara in vitro nokassar, ue cuieHagun e cenektusen 3a OIES, kosto y4acTBa B Mmpolleca
Ha epexis. Herosusr edexkt smpxy OJES e NO-MOUIEH, OTKONKOTO BBPXY APYIHTE H3BECTHH
docdonrectepasn. Toii e 10-xpato mo-cenextusen 3a ®IES, 0TKONKOTO 33 ®JIE6, koaro yuactsa B
poueca Ha QOTOTPAHCAYKUMA B PETHHATA. B MaKCHMATHH TPETIOPBYHTE/IHY IO3H CEIEKTHBHOCTTA
My e 80-KpaTHO no-EHCOKa 3a DIES3, otronkoTo 33 DJIE] u Han 700-xpaTHO MoO-BHCOKA, OTKONKOTO
za OIE2, 3,4,7,8,9 10 u 11. Cunaenadun npurexasa 4000 notu MO-BHCOKa CENIEKTHBHOCT 3a
DJHES, otkonkoro 3a @©IE3-n30dopmara Ha UAM®D-criewnpuynaTa dbochonnecrepasa, yuacrsawa p
KOHTPO/A HA ChPIEYHHS KOHTPAKTIITHTET.

JlBe KIHHHYHY npoyuBaHHA ca crienHanHO TIPOBEACHH, 33 11 C€ OLICHH BPEMETO, KOETO € HEOGXOMHMO,
34 12 Ce MONy4H CpeKLMA B OTTOBOP HA CeKCyallHa CTHMYJAuHA ciief NpHeM Ha nekapctsorto. B
HpOyHBaHEe € M3NOM3BaHe Ha IUIeTH3MOrpadus Ha neHHca (RigiScan) npu nauwentH, npuemam
CHIeHA(pM Ha IMANHO, CPEAHMAT MEPHOA [0 HAYATOTO Ha eekTa NPH TE3W OT TAX, KOHTO ca
TIOIYYHITH €PEKUHA, XapaKTepH3Hpaina ce ¢ 60% PHTHIHOCT (JOCTaTBYHA 3a OCBHLIECTBABAHE HA
0108 akT), ¢ 617 25 MuHyTH (0T 12 10 37 MuHyTH). B npyro npoyusase ¢ RigiScan ce YCTaHOBABA,
ue 4-5 uaca cien mpuema Ha cunieHaGuI ¢ BEIMOXHO MNOJMy4aBaHe Ha epeKLMs B OTrOBOpP Ha
CEKCYATHA CTUMYJIALHS,

Crngenadun npenussukea nexu u MPEXOAHH NOHIKCHHA HAa CTOHHOCTMTE HA ApTEPHATHOTO
HAIATAHe, KOUTO B NOBEYETO OT CIy4aHTe IPOTMYAT 6€3 KIMHMYHA CHMITOMATHKA. Cpeanara
CTOHHOCT Ha MaKCHMATHOTO IOHMKEHHE HA CHCTOMHOTO APTEPHATHO HANTATAHE B JIETHAJIO MOJIOKEHHE
Cciien nepopanen npueM Ha 100 mg cunnenadun e 8,4 mmHg. CroTBeTHaTa NPOMAHA B AHACTONHOTO
HanAraHe B JerHato monoxkende e 5,5 mmHg. Tesnw nomwxenus ua apTepPHAIHOTO HaNAraHe
TIOTBLPHIABAT  BA3OAMNATHPAILMA edeKkT Ha cHnueHadwn, KoHTO BePOATHO C€ ABDKH Ha
TOBHIICHHETO HA HUBaTa Ha UMD B rankata Myckynarypa Ha KpbBOHOCHUTE CbjoBe. [Ipu 3apasn
ROOPOBONLM €IHOKpaTHA mepopanta nosa o 100 mg CHIAeHa(HN He BOAM A0 KINHHHYHO 3HAYMMH
npomend B EKT,

B npoyuBase BBpXY XeMomuHamHuHMTE edeKTH Ha egHOKpaTHa nepopansa gosa ot 100 mg
cinneHagun mpu 14 naumenra ¢ Texxa UEC (>70% creHosa Ha TioHe emHa KOpOHAapHa aprepus),
CPEIHHTE CTOMHOCTH HA CHCTOIHOTO M IHACTOJIHO HAJIATAHE B TIOKOH ca ce TIOHIYKHJIH CBOTBETHO ChC
7% 1 6% cripamo usxomHuTe. CPeaHOTO CHETOHO BenoapoGHO HANATAHE ce € IIOHIKHIO ¢ 9%,
Cunnenadun He mpeaussukea npomsma B CbpOeuHMA NeCHT W He HapyllaBa KPBBOTOKA npes
CTECHEHUTE KOPOHAPHH aPTEPHH.

B mpoiino-cnsno, TUTane60-KOHTPONHPAHO MpoyuBaHe, BKIIIOYBAINO TECT ¢ HATOBapBaHe, mpu 144
NALMCHTA C SPeKTHIHA JMCOYHKUUA W XPOHWYHA cTabuiIHA CTCHOKAPAHA, NPOBEKJANH PEAOBHA
AHTHAHTHHO3HA TepanMi (¢ MIKTIOUEHHE HA HHUTParH), He ca YCTaHOBEHH KITHHUYHO 3HAYMMH
NPOMEHH BLB BPEMETO IO NOABA HA OrpaHMYeH NPUCTBI HA CTEHOKAapAHA CJIeA MpWjiarade Ha
cHnneHadpu.

EmuH yac cnex npuem Ha 100 mg cuieHadw NpH Mansk GPol NAUMEHTH ce HaBMIONaBaT Jieku
NpPCXOAHH NMPOMEHH B CNIOCOGHOCTTA 3a pa3iHYaBaHE Ha LIBETORETE (CPIHBO/ISGJ‘[GHO)_,’[j3,§ﬂquaHa ¢
NIOMOINTa Ha TECTa 3a pasrpaHyyaBaHe Ha 100 uBeToBH OTTEHLKA Ha Famsworth-i},@mifg@]l% ¥2T02 gaca
ClICA TIpHEMa Ha JIEKapCTBOTO e(EKTET OT3BYHABA HAITLIHO. BeposTHUAT MEXAHHFEN . Ha HAByIIoho
BRINPHEMAHE HA LBETOBE € CBLP3AH C MHXHOWpaHeto na OJIES, //KGHPS _ ¥q
oToTpancayKiMOHHATA Kackaia HA peTHHATA. Cunpenadun He noenusea 3pwfem-ga : _
YCCLAHETO 33 KOHTPAcT. B Manko miauebo-KOHTPONHPaHO Mpoy4qBaHe npu! MANMEHTH ¢ Jokasada)
paHHa BB3pacTOBO-00YCNOBeHa AereHepauMs Ha Makynara (n=9) leUl,EleHachf[. 4 100 ;ngj:;egﬁblgﬁgﬁi‘

s
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A033) He MpOMeHs CHIHU(DHUKAHTHO MPOBECHHTE 3PUTENHH TECTOBE (3pUTENIHA OCTPOTA, peleTKa Ha
Amsler, RapynIeHO BB3NpHEMaHe Ha [BETOBETE NP CHMY/IMpaHa IIbTHA CBETIMHHA CHIHATM3ALIAA,
nepumetpu Ha Humphrey 1 dotocrpec).

He ce ycraHoBsBA poMAHa B MOTHIHTETS 1K MopdonorHaTa Ha cliepMaTO3oHKTE el €IHOKpaTHa
nepopanua aosa ot 100 mg cungenadun npu 3apasu Lobporoniy.

Honvanumenna undpopmayus 3a xunuuny Bpoyusarus

B WIMHWYHM NpoyyBaHus cunIeHa N € NPHUIOKeH TIPH NoBede ot 3000 manmenTa Ha Bb3pact 19-87
FOAWHU. BBpXy cnenmHMTe rpynM naumenTH: naipeHtH B HanpegHana ee3pacT (21%), maumMeHTH ¢
XHIIEPTOHUA (24%), 3axapeH nmnaber (16%), UBC u ApYTH ChpaeqHO-ChA0BH 3abonssanua (14%),
Xunepaunuaemus (14%), rpaBMu Ha rppOHAYHHS MO3BK (6%), menpecus (5%), TpaHCYpeTpaiHa
pesekums Ha npoctatara (TYPII) (5%), pagmkanua npocratexromus (4%).

Crennure rpynd He ca GWiM IOCTATHYHO NPEACTABEHH WNH ca OWIH HM3KIIOYEHM OT KJIMHHYHHUTE
TPOyHBAHHA: NALMEHTH C ONEpPaTHBHA WHYEDBEHUMS B MAIKHS Tas, MALHEHTH ciiell IpueTepanus,
NMALHMEHTH C TexKo GB6peuHo WK YeproapobHO yBpexaane M NAUHEHTH C HAKOH ChpPAEYHO-CHAOBH
npobaemu (Bx. Touka 4.3).

B npoy4sanuara ¢ dmkcupann osm MPOLUCHTHT Ha MALMEHTHTE, ChOOILABALIM, 4Ye JIEYCHUETO €
Nono0pMIIO TAXHATA epeklus, € 6Hn 62% (25 mg), 74% (50 mg) u 82% (100 mg) cipaMo 25% npu
wranebo. B KOHTPOAHpaHH KIMHHYHM NpOy4BaHHs 4ECTOTaTa HA NPEKLCBAHE HA JIEYEHHETO CbC
cunenadut e GHIa HHCKA M CPABHHMA ¢ TasH NpH mrane6o. 3a BCHYKM NPOYYBAHMS TPOLEHTHT Ha
Nal{eHTHTe, chofiuaBaln 3a nogoGpeHue che cHnaeHadmn, e OGuna, KAKTO CNeaBa: NICHXOrEHHA
€pexTHNHA AHMCPYHKUHR (84%), cMeceHa epekTuaHa juchynkima (77%), opraHuuna €pPeKTHIHA
Auchynxuus (68%), mauventy B HanpenHana se3pact (67%), 3axapeH auaber (59%), UBC (69%),
xunepronus (68%), TYPII (61%), panukanna npocTaTeKToMus (43%), TpaBMa Ha rPLOHAYHMA MO3BK
(83%), nempecus (75%). B ABATOCPOYHH Mpoy4BaHMA $€30MacHOCTTa M epeKTHBHOCTTa Ha
CHIZICHAa(UI Ce 3aNa3BaT BLB BpEMeTo.

S22 @apMakoKMHETHUHH CBOHcTBa

Pezopbyun:

Cunnenadun ce pesopSupa Gup3o. HabmonasaHute MakcHMATHH NNasMEeHH KOHLEHTpaLUH ce
AocTHrat B pamkHTe Ha 30 10 120 MuHyTH (CpenHa cToiiHOCT 60 MHHYTH) CJIel NepopaieH pueM Ha
rnanno. CpeaHaTa aGCoNMIOTHA NepopanHa OHOHATHYHOCT e 41% (amanazon 25-63%). Cnen
nepopancH mpuem Ha cunpeHabun, AUC w Cmax wnapacrsar IIPOTIOPLMOHANIHO Ha J03aTa B
IIpENophUaHUTE TepanesTHYHH 1034 (25-100 mg).

Ilpu npriem Ha cunaneHadun no Bpeme Ha XpaHeHe, CKOpOCTTa Ha pe3opbima ce monmxkasa, Tmax ce
3abaBs cpenHo ¢ 60 MuHyTH, Cmax ce MOHMKARA cpeaHo ¢ 29%.

Paznpedenenue.

Cpennuar ofeM Ha pasnpenencHue B PaBHOBECHO CHCTOSHHE (Vd) na cunnenadun e 105 I, xoeto
TOBOPH 3a pasfipefiencHue B ThranwTe. CileA NpuiaraHe Ha eQHOKpaTHA MepopaHa 303a ot 100 mg
CPeAHATa MAKCHMAITHA MU1a3MEeHA KOHLEHTPALWA Ha CWieHadun e npubnausuTenHo 440 ng/ml (CV
40%). Te# kato cunmeHadHn (M HEroBHAT OCHOBEH uupkymupaiy N-pesmernn metabonut) ca
CBBP3aHH C MIA3MEHMTE MPOTeHHH B 96%, TOBA BOAM MO CpeqHA MAaKCHMATHA KOHLIEHTpalUus Ha
cBoboaHaTa opMa Ha cungeHadmn B nasmara ot 18 ng/ml (38 nM). Cebp3eanero ¢ nporenHuTe He
3aBHCH OT 00ILaTa NleKapcTBeHa KOHUEHTPAIH.

Ilpn sapasu noGposoauy, mpuean 100 mg cuaeHau1 eNHOKpaTHO, 90 MHHYTH Clex MpHeMa mop
0,0002% (cpento 188 ng) ot npunoxkenara ao3a ce YCTAHOBEHA B eSKYJIaTa.

MemaGonuzvm: R T
Cunpenadun ce MeTaBonM3Npa OCHOBHO OT H30EH3HMUTE Ha HeprozpoShuTe Mukposomy CYP3A4
(ochoeen meT) H CYP2C9 (BTOpOcTENEHEH 06T). OCHOBHHAT UMpPKYIHpai] MeTabgni;’ p@:‘i}’fmTaT.‘_:{of._

N-nesmetwnmpane Ha cHnaenadwi. MeraGonursT npHTeXkaRa doconuecTepasHy CeJleKTUBHOCT,,
nonoGHa Ha TasH Ha cuaneHadWl, H in Vilro HeroBaTa aKTUBHOCT CIpAMO @I[Eﬁf\,c-‘I'_lplglﬁn_lgtsmeﬁu,d o
50% oT TasM Ha M3XOIHOTO aKTHBHO BEIeCTEO. [LNA3MEHHTE KOHUEHTPANHM Ha. MeTabommra ca
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npubnusHTendHo 40% or Tesu Ha cungeHadun. N-geameTHn meTabONMHMTLT ce Metabonusvpa
JAOMBIHHTENHO M HMa TEPMHHAIEH NOMYKHBOT OKOJIO 4 Yaca,

Enumunupane:

ToramnusaT Tenecen kinpsHc Ha cunaenadun ¢ 41 Lh ¢ MOTYKHBOT B TEpMUHaNHAaTa (aza 3 - 5 vaca.
Crnen nepopanHo wiM BEHO3HO NpHNOXeHWe cuigeHadun ce eKCKpeTHpa Moj ¢opMaTta Ha
MeTaGouTH npeauMHO ¢ deneca (npubmmznrenno 80% ot [IPHIOXKEHATA NepopaiHa 103a) H B No-
MaJlka CTeneH ¢ ypuHara (npuGnuzurento 13% oT npioxkeHata mepopanua 103a).

DapMaAKOKUREMUKA NPU CREUUATHU 2PYRU NAYUCHMU

Ilayuenmu 6 Hanpeonana ewvipacm:

Ilpu noGposonum B HampenHana Be3pact (Hax 65 FOAMHH) Ce HaOmojgasa HaMalleH KIMPBHC Ha
cunneHadmn. YCTAaHOBEHHTE MNa3MEeHH KOHLIEHTpALMM Ha cHieHaGun u Ha akTHBHHMA N-
AS3METHANPAH META0OMNT Ca NO-BHUCOKH ¢ OKONO 90% B cpaBHEHHe C Te3u, HaOMIOAABAHH [pH 31paBH
Aobposonuy Ha BE3pact oT 18 o 45 roauum. lopagu BB3pacTOBH pasiHkk B CBBLP3BAHETO C
[UIa3MEHHTE MPOTEHHH KOHLEHTpalUMHTEe Ha ¢BOGOAEH cHIeHaUT B N1a3MaTa HAPACTBAT C OKOJO
40%.

bvbpeuna nedocmamvyrnocm:

Cnen mpuem Ha enHOKpaTHa nepopamda nosa ot 50 mg cungeHagwt npu 106poBONLM ¢ Jeka 10
yMepeHa creneH Ha Gb0peynn HapylieHHs (KpeaTuHHHOB KITHphHC=30-80 ml/min) He ce HaGmonaeat
MPOMEHH BLE (aPMaKOKMHETHHHHTE MOKA3ATENH Ha CHiaeHADHI. Cpennute croifHoctn Ha AUC u
Cmax na N-pesmernnupanus MeTaGoTHT HapacTBaT ChOTBETHO b 126% u 73% B CPaBHEHKE ¢ TE3H
Ha nobposonum Ges OpOpeunn Hapywenus. [Topagd BucokHTe HHIMBHIYaJIHH BapHaLHH Te3H
PA3IHKA HE Ca CTATHCTHYECKM 3Ha4uMH. IIpu no6posonum ¢ Texke wapywenua Ha Gnpeunara
(PyHKUMA (KPEATHHHHOB KIMPpBHC<30 ml/min) KIHpHHCBT Ha cuiaeHadun e HaMalleH B CPaBHEHHE ¢
TO3H Ha HoOposonum 6e3 GbOpeunM Hapymenus, xkuaeto croimocture Ha AUC u Cmax CPEeaHO
HapactBaT cbe 100% u 88%. Oceen ToBa croitnocrure Ha AUC W Cmax Ha N-nesmernnupanus
MeTaboNHT HapacTBaT CHTHHOHKAHTHO, CHOTBETHO cbe 79% u 200%.

Yeproopobua nedocmameunocm:

[lpa nobpoBonLK ¢ neka o yMepeHa CTefleH Ha uepHOAPOOHa LEposa (A u B mo Child-Pugh)
KIHPLHCBT Ha CHINeHadUN ¢ HamaneH, croliHocTHTe Ha AUC 1 Cmax HapacTBat chOTBeTHO ¢ 84% u
47% B cpaBHeHWe C Te3u Ha A0OPOBOIIIIM Ge3 YepHOAPOGHO YBpENIaHE.

DapMaxOKHHETHKaTa Ha CHIeHAabHI IIPH MAUMEHTH C TEeXKH HAPYLIEHHS Ha uycpHOApoOHaTa
(hyHKUHA He e npoyYeHa.

5.3 IpenknuunA4HE JAHHH 32 GezonacHOCT

IIpenknMHUMHATE IaHHK He MIOKa3BaT ocobeH pHCK 3a XopaTa Ha Gaza Ha CTAHJApPTHHTE
(hapMakonOrHyHH HIMHTBAHHA 32 6E30TACHOCT H TOKCHYHOCT NPH MHOTOKPATHO NIPHIIOXKEHHE,
PEHOTOKCHYHOCT, KAPLIMHOTEHEH IMOTEHIMAT H PEPORYKTHBHA TOKCHIHOCT.

6. GAPMAIEBTHYHH JAHHHA

6.1 Choucnk Ha NOMOIIHNTE BEeHIECTBA

JlakT03a MOHOXMAPAT, HOBH/IOH, KPOCKAPMeJI03a HATPHH, MAKPOKPHCTATHA Lemyiios, CUNMLMpaHE” .
MHKPOKPHCTATHA LEAYII03a, HATPHER CTeapriIidyMapar. ; L “‘i :
DUnMOBO [IOKPHTHE: XHITPOMENIO3a, THTaHOB auokcHA E171, makporon 6000, TAM, ;"ﬁ inepon, Gos
OpunanTro cunso FCF (E133). U i
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6.2 HecuBmecramocrn

He e npunoxumo.

6.3 Cpok Ha rogrocT

3 roguHu

6.4 Cneunannn yciaosns na C¢bXpaHeHHe
Ma ce cuxpaussa B opuruHanHaTa onakoska.
6.5 [lauuum 3a onmakoskara

1 wn 4 punMupann Tabnerky B Gauctep ot PVC/anymunneso $onno; no 1 Gaucrep B KapTOHeHa
KYTHS, 33€JHO C IMCTOBKA.

6.6 Cnenmannn npexnazun MEPKH OPH H3XBbPJISHE 1 paboTa

Hama cneuuaniu nsmckeanms.

Hewsnonssanusr npoaykt wam ornaxsunmre MAaTCpHAITH OT Hero TpsibBa fa ce H3XBLPIAT B
CHLOTBETCTBHE ¢ MECTHHTE H3UCKBAHMHS,

7. IIPUTEXATEJI HA PAPEHIEHMETO 3A YIIOTPEBA

CODAPMA AT
yn1. Knmencko moce 16, 1220 Codms, Bearapus

8. HOMEP(A) HA PA3PENIEHUETO 3A YIIOTPEBA

9. JATA HA ITBPBO PAZPEITABAHETIOZHOBABAHE HA PA3SPEHIEHHETO 3A
YIIOTPEBA

10. JATA HA AKTYAJI3APAHE HA TEKCTA

Onu, 2008

12



