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1. HME HA JIEKAPCTBEHHUA TPOAYKT

Cunerpa 50 mg ¢unmupanm TabneTku 6;\/._9 /79 /6 74

Sinegra 50 mg film-coated tablets

b5 0 10 -06- 2005
2. KAYECTBEH M KOJIMYECTBEH CHCTAB

Bcesika Tabnetka cwaspxka 70, 24 mg cunaenadun untpar (sildenafil citrate), ekBiBajieHTeH Ha 50 mg
cunaenacdun (sildenafil).

3a IMBJIHUSA CITUCHK Ha NMOMOILIHUTE BellecTBa BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

@uiMupaHa Ta0JieTKa.
CHHHM JIBOHHO M3IIbKHAIIM KBaJlpaTHH TabNeTKU ¢be 3a00JieHH ppOOBE U JIeIMTeIHa YepTa OT ABeTe CTPaHH.

TabneTkara Moxke J1a ObJIe pasjesieHa Ha JABE paBHU JO3H.

4. KJIAHUYHU JAHHH

4.1 TepaneBTHYHH MOKA3AHUSA
CuHerpa e nokaszasa 3a NnpuioXeHHe MPU Bb3pacTHU MBXE C epeKTHIIHA AUC(YHKLHUA, KOATO
npeJ/ICTaB/IsiBa HECIMOCOOHOCT 3a MOCTUIAHE WM 33 bpXKaHe Ha epeKLiMs Ha MeHHuca, J0cTaTb4yHa 3a
3aJI0BOJTUTEJIEH CEKCYAJIEH aKT.
3a n1a Obe edpextuBHa CUHErpa, € He00XoAMMa cekcyaiHa CTUMYJlaLus.

4.2 JIo3HpOBKA H HAYHH HA NPHJIOKEHHE

1o3upoBKa

Vnompeba npu ev3pacmmu

[TpenopbunTennara jgo3a € 50 mg, KOUTO ce B3eMaT IpH HY¥J1a NPUOIHU3UTETHO €IMH Jac Mpeau
CeKCYaJIHUA aKT. B 3aBUcUMOCT OT edeKkTa U MOHOCUMOCTTA J03aTa MoXe J1a ObIe yBenieHa 10

100 mg nnu HamasieHa /10 25 mg,

Maxkcumannara npenopbuntesida gosza ¢ 100 mg. MakcumanHara rnpernopbs4YnTelIHa YeCToTa Ha IPpUeMaHe €
BeIHBK JHeBHO. [Ipu npuem Ha CuHerpa ro BpemMe Ha XpaHeHe HaualoTo Ha JIeHCTBHETO MOXKe J1a 0bj1e
3a0aBEeHO B CpaBHEHME C MpUeMa Ha rjiaaHo (BxK.Touka 5.2).

CrneunajiHu nomnyJianuu

Cmapyecka ev3pacm
Kopekunu Ha Jo3aTta He ca He0OX0IMMHM TP MAlMEHTH B CTapyecka Bb3pacT (= 65roguHM).

bvOpeurno yepexcoane
[TpernopbkuTe 3a 103UpaHe, JaJeHH B “YnoTpeda 1npu Bb3pacTHU ', Ca BAJIM/IHH TTPH TALIMEHTH C JIEKO

110 ymepeHo 0b0peuHo yBpexkaaHe (kpeaTHHUHOB KJIMpbHC = 30-80 ml/min).

Tbii KaTO NMpHU MaLMEHTH C TEKKO ObOpedHO yBpexaaHe (KpeaTMHUHOB KJIMpbHC <30 ml/min) KIHPBLHCHT Ha
cuneHadwT e HamalleH, TpaOBa Ja ce MMa npeaBu 103a oT 25 mg. B 3aBUcUMOCT OT epekTa U
MOHOCHMOCTTA /103aTa MoXe Jla Ob/ie yBeJIMueHa nocteneHHo 10 50 mg wim g0 100 mg cro

Heprnoopobro yepesicoane
Twit kaTO MU NMALMEHTH C YePHOAPOOHO yBpexaaHe (Hanp. LHpo3a) KIMPbHCHT Ha




HaMasieH, TpsOBa Ja ce ¥Ma npeaBHa Ao03a 0T 25 mg. B 3aBUCHUMOCT OT e(peKTa 1 MOHOCHMOCTTA A03aTa
MOXe Oa 6bae yBeanueHa nocrenesHo 10 50 mg und sio 100 mg cnopen Hyxaure.

Ileduampuuna nonynayun
Cuerpa He € nokasaHa IIpy nuua noj 18-rogniiiva Be3pacr.,

Vnompeba npu nayuermu, hpuemauiy 0pyeu 1eKapcmeenu npooyKmu

C H3KIIIOYEHHE HA PUTOHABMP, 3a KOHTO He ce NpenopbiBa eAHOBPeMeHHa ynoTpeba cbe cHnaeHadun

(8. TO4xa 4.4), NpH NALMEHTH Noy4daBaiy eaHospeMeHHo neveHne ¢ CYP3A4 vaxnburopH (BX.TOYKA
4.5) Tpa0OBa na ce UMa peaBUA HadanHa Josa oT 23 mg.

[ManpnenTrTe NMpoBeXIALIH Nevenue c anda-6nokepn Tpsadsa Aa ObaaT ctabunusMpanu, Mo OTHOLEHHE Ha
TepanusTa ¢ anda-6nokepH, NpeqH 3aMOYBAHE HA NeYeHHe ChC CHIIEHA(DN, 3a 3 Ce HaMalTH BE3MOXHOCTTa
3a pa3BUTHE Ha opTocTaTHYHa XunoToHnd. OcBeH ToBa TpA0Ba Aa ce 0OMHCIH 3aMoYBaHe Ha JIEYEHHETO ChC
cunaeHadun ¢ no3a ot 25 mg (Bx. ToukH 4.4),

HauuH Ha npHAIGKEHHE
3a nepopaiHa ynorpeba.

4.3 ITIpoTHBONOKA3AHHSA

CBpPBXYYBCTBHTEJIHOCT KEM aKTHBHOTO BELLECTBO HITH KBM HAKOE OT ITOMOIIHHTE BEIIECTBA, u3bpoeHu B
Touka 6.1.

B cbOTBETCTBUE C HEIOBHTE H3BECTHH e(peKTH BbPXY IIBTA A30TCH OKUC/LIMIUIM4EH IYaHO3UH MOHOdocdaT
(cGMP) (Bx. Touka 5.1) cunaeHadus e Nokasan NOTEHIIUPAHE KA XUIIOTEH3HBHHTE ¢(eKTH HA HUTPATUTE M
CNEJOBATETHO eAHOBPEMEHHOTQ; MY NPHJIOfKEHHE ¢ TOHOPH HA a30TeH OKUC (KaTo aMMII HHTpaT) WIH
HUTPATH 110J1 BCAKAaKBa opMa ¢ POTUBOMOKA3aHO.

Eanospemennoto npunarave Ha OJIES mHXHOMTOPH, BKIXOYHTENHO CHIAEHA(HUN, ¢ IYaHHIAT-LUMKIA3HH
CTHMYJIATOPH, KaTO PUOLIMTYAT, € IPOTABOIIOKA3aHO, T KaTO TOBA MOXKE Ja NPHIHHHA CHMITTOMAaTHIHA
XUNOTOHHA (BX. TO4Yka 4.5). . - SRR

CpencTrara 3a neYeHHe Ha epekTUNHaTa AUCOYHKLHA, BKIIOYHTENHO CHIACHaduUI, He TpAOBa na 6baaT
npunaraHy rpH MbXe, Ha KOUTO He ¢ NPETNIOpbYBa CEKCYaNiHa aKTHBHOCT (HanpuMep, NalHEHTH ¢ TCXKKH
CBPIETHO-CHLIOBH HApYILIEHHS KaTo HecTaOniiHa CTEHOKapAHA WIH TeXKa ChbpACYHa HeJOCTATEYHOCT).

CuHerpa e MpoTHBOKa3aHa TP NMAIUEHTH, KOUTO UMaT 3aryda Ha 3peHHETO NPH €JHOTO OKO Mopajan
HeapTepHHTHA NpeaHa UcXxeMHyHa onTUuHa Hesponarua (HAWMOH), He3aBUCHMO aniy T€3W €MU301H ca
GWAM CBBP3aHH WITH He ¢ npeaxoHa excnosnuua Ha GJIES wuxnbuTop (Bx.TOuka 4.4).

BeszomacHocTTa Ha CHIIeHADHT He e MpoyYeHa NMPH CIEAHUTE NOATPYNH NAlHEeHTH U ClIeJOBATETHO
yrotpedara My € IPOTHBOTIOKA3aHa: TeXKO YepHOAPoGHO yBpeXKAaHe, XHITOTOHUA (KpbBHO Hanarane <90/50
mmHg), aHaMHe3a 3a CKOPOLIEH HHCYIT WITH MUOKapaeH HH(APKT U U3BECTHH HACIIECTBEHH
mereHepaTURHH 3abonNsABaHMA Ha PETUHATA KaTo retinitis pigmentosa (Manka 4acT OT TC3M NAUMCHTH UMaT
reHeTHIHH aHOMATHA, 3acarainu dochoauecTepasuTe HA peTHHATA).

4.4 CrhnenuaJaHy NpeaynpexIeHHs H Npeana3Hi MepKH NMpH ynorpeba

penu aa 6pae HazHaueHO dapMaKoNIOTHIHO SiedeHHE € HeoOX0AHMO CHEMaHe Ha MEAULIHHCKA aHaMHe3a !
(Gu3MKaNEH CTaTyC 38 JHACHOCTHUMPAHE HA epeKTHIHATa RUCYHKLUMA H OnpeleNsHe Ha Bb3MOXKHHTE
MPUINHH. |

CBbpAcUYHOCHIAOBH PUCKOBH (DAaKTOPH | .

ITpean 3anouyBaHe Ha KAKBOTO ¥ a € ICUEHHE 32 EPEKTHIIHA AUCHYHKLHS JIEKapHTe
CbPACUYHO-CHA0BHA CTATYC Ha MALMEHTHUTE CH, Th KaTO ChbILECTBYBA CTENEH Ha ChP
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ceKcyanHarta akTUBHOCT. CungeHadpun uMa ¢cbaopasiinpsasaliy CBOHCTBA, BOLCIU A0 NEKO U IPEXOAHO
MOHHXKEHHE Ha KPBBHOTO HanaraHe (BK. Touka 3.1). [Ipenu npeanucBaHeTo Ha cHaeHadun nekapure
TpaOBa BHUMATEJIHO Ja NPELUEHAT JaJIH TEXHUTE NAlMEHTH ¢ ONpEAE/ICHH CBITBTCTBALIM 3abonsBanug OHxa
MOTJIH J1a ce MOBJUAAT HEOMArompHATHO OT Te3W BA30IHIATATHBHH edekTH, ocobeHo B KOMOMHAITMA ChC
CEKCYa/THA aKTHBHOCT. [JallHEHTH ¢ NOBHIIICHA Yy BCTBUTENHOCT KBM Ba30IHNIATATOPH Ca Te3d ¢ oOcTpyKLua
Ha JIEBOKaMEpPHHS U3XOJEH TPaKT (HallpUMeEp a0pTHA CTEHO3a, XMIEpTpopHUHa 0OCTPYKTHRHA
KapAKOMMONIATHA) M TEZH C PEAKNA CHHAPOM Ha MHOXECTBEHA CHCTEMHA aTpohus, MaHNPECTHPAL] Ce C
TEXXKO HApyllieH aBTOHOMEH KOHTPOJ Ha KPBBHOTO HalsdraHe.

CuHerpa noTeHU#pa XHIOTEH3UBHUA e(PeKT Ha HUTpATHTE (BXK.TOUKA 4.3).

IMa mocTMapke THHTOBY CHOOIIEHHUA 34 CEPHO3HH ChPAEYHO-CHIAOBH HHLMAEHTH, KaTO MHUOKApJIEH

HHapkT, HecTabHITHa CTEHOKApPIHA, BHE3aNMHa ChpAeYHa CMbpPT, KAMEPHH apPUTMHUM, XeMOparuieH

MHCYJIT, NPEXOHO HApyllieHHe Ha MO3BYHOTO KpbBOOOpallleHHE, XUMEPTOHNA U XHNOTOHHA, ChBNANALIH 11O
ppeMe ¢ ynorpebata Ha Cunerpa. [ToeedeTo, HO He BCHUKH, OT TE3H NMALMEHTH ca WMAITH TMpelleCTRalIH
ChpACTIHO-CBAOBH PUCKOBH akTopH. [ToBeueTo HHLMACHTH, 32 KOUTO ce Cho0IIaBa, ¢a HACTBITHIIN TT0 BpEMe
Ha WM CKOPO CJIe] CeXCyaliHa akTHBHOCT, a HAKOK ca Bb3HUKHAIIH CKOpo cnell npuema Ha CuHerpa 0es3
CEKCyalTHa akTHBHOCT. He e Bb3MOXHO 3 OB/1¢ ONpeeNcHO AU Te3H HHIHACHTH ¢a CRBP3AHHU TIPSKO C
FOPHATE WK APYTH (PaKTOPH.

[IpuanuzsM

CpencTBaTta 3a ne4eHUe Ha €PEKTHIIHATA JHCHYHKIHA, BKITIOUHTENHO cHigeHadun, Tpabea ga 6bnaar
M3M0JI3BaHM BHHMATEJIHO TNIPH MalHEHTH ¢ aHATOMHYHA AeopMaLiHd Ha NeHuca (KaTo aHryanus,
KaBepHO3Ha ¢pudbpoza NiTH 00NeCT Ha Peyronie) niin Npyu NaLMEHTH ChC ChCTOAHHA, KOHTO MOXE /13
npeapasnonarar KbM NPHaMi3bM (KaTo ChbpNOBHOHO-KIETEYHA aHEMHA, MYJITHILIEH MHETOM HJTH JICBKEMUA).

HiMa cp001IeHNA 33 MPOILIDKHTETHA ePeKIIMA U TIPHANTNYBM NPH [TPHEM Ha CHI1AeHA(HI B TOCT-
MapKeTHHIOBHA Nneprof. B cydall Ha epexiys, KOATO TPOIb/KaBa noseye oT 4 Yaca, NauMeHTLT TpabBa
He3zabaBHO J1a MOTBPCH MEAULIMHCKA NOMOLL. AKO NpHaNU3IMbT He ce JiekyBa HezabaBHo, OM MOrno Jia ce
CTHTHE JI0 YBPEXKJIaHE HA THKAHUTE HA TIEHUCA U MTOCTOAHHA 3ary0a Ha TOTEHTHOCT.

EnnospeMenno npunoxedue ¢ apyru OJES HHXUGUTOPH WK APYTY IeYeHHUS HA ePekTHIHA AUChYHKIIHNS

besonacHocTTa U edHkacHocTTa Ha kKoMOMHaMKTe Ha cunaeHadun ¢ apyrd OJIES unxubutopn, apyru
neyeHuns Ha 6enoapobna aprepuanna xuneproHna (bAX), coaspxaluy cunaeHapun (REVATIO), nnn
IpYTH JiedeHHs HAa epeKTHITHA AUCPYHKINSA He ca npoydeHH. [lopaam ToBa npuiaraHeTo Ha TaKHBa
KOMOHMHALHMK He ce MpenopbhyBa.

EdexTu BEpXY 3peHHETO

Hma crionTaHHH ¢bOOLIEHMA 32 CTy4Yad Ha 3pUTENHH ynpe}inanﬂﬂ BbB Bph3ka C NPUEM Ha cHNIeHadHn U
apyrn @JIES unxubutopw (Bxk. Touka 4.8). 3a cliyyan HA HeapTEepUUTHA NpeAHa ICXEMHTHA OITTHYHA
HEBPOIATHA, PAJKO ChCTOSHHE, MMa CIIOHTAHHHN ChOOIEHHA H ChOOIIeHHA B 00cepBAl{MOHHO NMPOYYBAHE BHB
Bpb3ka ¢ NpHeM Ha cunaeHadun v apyru GAES nuxudbntopn (Bxk.Touka 4.8). [Taunentute Tpabsa ga ongar
MMOCHBETBAHH, Y€ B CIyval Ha KaKBOTO M Ja € BHE3AIMHO 3PHTENHO YBpeXaaHe, TpaOBa f1a cripaTt IpueMa Ha
CuHerpa v He3a0aBHO Jia C€ KOHCYJITUPAT ¢ nekap (Bxk. Touka 4.3).

EnHoBpemMeHHa ynorpeba ¢ pUTOHABUD

EZIHOBPEMEHHOTO NPUIIOKEHUE HA CHIAeHadHT H PHTOHABHD HE CE€ MPENopnyBa (BX. Touka 4.5).

EnHoBpemMeHHa ynotpeba ¢ anda-6nokepu

IIpenopbuBa ce BHRMaHHE, KOraTo cujiacHadin ce npunara Ha NalHEHTH, KOUTO T
ThH KaTO e JHOBPEMEHHOTO MPUITIOKEHHEe MOXKe Ja JoBene JO CHMNTTOMATHYHA xu s
9yBCTBHTETHH HHOMBHAN (BX. ToUKa 4.5). TOBa € Hall-BepOATHO Ja ce MPOABH Nk
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npuema Ha cunaenadun. Iamenture TpabBa 1a 6b0aT XeMOIHHAMHYHO CTAOHNHH TIO OTHOLUCHNE Ha
TepanuaTa ¢ anda-0Jokepy nNpeay 3arnoysaHe Ha JIeueHHe ChC CHIcHad I, 3a Ja ce HaManHu Bb3MOXHOCTTA
3a pa3BUTHE HA OPTOCTATHYHA XHMITOTOHHUA. TpadBa Ja ce MMa NpeABH/ 3a[TOYBAHE Ha JIEYEHHETO CBC
cuianeHadu ¢ Jo3a o1 25 mg (BK. Touka 4.2). B nonb/HEHNE, TeKapUTe TpsOBa Ja MOCHBETBAT MALIEHTHTE
KaKBO Jja NpPaBAT B CIy4ya#d Ha M0sBa Ha CHMITOMH H& OPTOCTATH4YHA XHNOTOHHA.

EdekT BEpXY KbpBEHETO

[IpoyuBaHHs BEPXY YOBEIIKH TPOMOOLNTH MOKa3BaT, Ue CHIICHAQNT NOTEHUHPA in Vilro aHTHArPEraHTHUTE
CBOWCTBA Ha HATpUEBHA HUTpONpycHA. Jluncsa HHpopManus 3a GezonacHara ynotpeba Ha cungeHadHI nNpu
MAaUMEHTH C HapyLUEHHS Ha KPBBOCHCHPBAHETO UM aKTHBHA MeNTHYHA f38a. CeA0BaTENHO, CHIAeHADNII
TpsibBa Ja OBJie NpHIarad NPy TakWBa MAlHEHTH CaMo ClIell BHHMATETHA OLIEHKA IT0J13a-pHUCK.

KeHu

CHHerpa He € 10oKa3aHa 3a ynorTpeba npH XeHH.

4.5 B3anMoaelicTBHE ¢ APYTH JIEKAPCTBEHH NMPOAYKTH H APYIH GopMH HA B3aUMOJeHcTBHE

EdexTy Ha IpyTH NeKapcTBEHH IPOIAYKTH BLPXY CHIIEHAGHN

IIpoyuasanus in vitro

MeTaboau3MBT Ha crieHa(HIT Mo MPUHLHII C€ OCBUIECTBABA C NOMOILITA Ha H30€H3HMH 3A4 (OCHOBEH ITLT)
1 2C9 (BropocTeneHeH meT) Ha uToxpoM P450 (CYP). [Nopagu ToBa HHXUOHTOpPHUTE Ha TE3H H30EH3UMH
MOTAT J]a HAMaTAT, 2 MHAYKTOPHTE UM — J1a MOBUIIAT KJIMPBHCA HA CHIIEHA(HII.

IIpoyysanun in vivo

MonynayHOHHKUST (papMaKOKHHETHUEH aHallN3 Ha JaHHHUTE OT KIMHHTHH MPOYyYBaHUA NOKa3Ba HAMaleHne
Ha KJIMPbHCA HA CHIAeHADWIT IPpH e JHOBPEMEHHO NpuioKeHHe ¢ HHXHOUTOpH Ha CYP3A4 (kato
KETOKOHA30JI, €PUTPOMULIMH, UUMETHAKH). BrlipekH ue He e Ouno HabniogasaHo NoBUiIaBaHe Ha HECTOTaTa
Ha HeXeNaHWTe PEaKI[MX TP Te3H MAIlMeHTH, KOTaTo cHafeHadun ce mpunara eTHOBPEMEHHO ¢ HHXUOHTOpH
Ha CYP3A4, Tpabra na ce uma npeiBUI HadallHa A03a oT 25 mg.

EnnospemenauaT npHeM Ha HIV-nipoTea3nns WHXUOUTOP PHTOHABHP, KOHTO € MHOTO MOITIEH HHXHOHTOP Ha
P450 (500 mg aqpykpaTHo AHeBHO), n cunaeHadun (100 mg eAHokpaTHA 103a) € AOBEN JO HApPaCTBAaHE C
300% (4-xparHo) Ha Cmax Ha cunzenadun u ¢ 1 000% (1 [-kpaTHo) Ha nna3menata AUC Ha cunaeHadun.
Ha 24-u4 gac nna3zMeHHTe HHBA Ha cunaeHadnn Bee omme ca 6unw okono 200 ng/ml B cpaBHEHHe ¢ HUBATA OT
5 ng/ml nipn caMocToATENEH NTpUeM Ha ciingeHadun. ToBa ChOTBETCTBA Ha H3pa3eHHTE €PEKTH Ha
PHTOHABHP BbPXY LIUKMPOK KpBI' cybcTpaTH Ha P450. CranaeHapnn He € nokasan BIUsSHUE BEPXY
(apMaKoOKHHETHKaTa Ha PUTOHABUD. B13 0cHOBA Ha Te3n GPapMAKOKHHETHYHH PE3YJITATH eJHOBPEMEHHOTO
NpHIOKEHNE HA CUIIeHadUI ¥ PUTOHABHP He Ce TIpenopbyBa (BXK. Touka 4.4) ¥ MPH HHKAKBH
0BCTOATENICTBA MAaKCHUMANTHATA 03a Ha cunaeHadun He TpaOBa na Hanxewpig 25 mg B paMkuTe Ha 48 yaca.

EnnoBpeMeHHHAT npHeM Ha HIV-npoTeasHusa MHXUOWTOpP CakBUHABHD, KOATO € HHXHONTOD Ha CYP3A4,
cliell AOCTUraHe Ha paBHOBECHM KoHLUeHTpauun (1200 mg Tpu meTé AHeBHO) W cungeHadnn (100 mg
eTHOKpaTHa 103a) € JoBen Ao HapacTBaHe ¢ 140% na Cmax Ha cunaeHadun u ¢ 210% wa AUC Ha
cunaeHadun. CunneHadui He e okalaj BIHAHAE BbpXY (apMaKOKHHETHKATA Ha CAKBHHABHP (BX. TOTKA
4.2). [pepnonara ce, ye no-MouiHu uaxuoutopn Ha CYP3A4, kato KETOKOHA301 U HTPaKOHa3oN, Ouxa
MMAJIH OLIEe MO-CHJIEH edeKT.

[pn eaHOBpeMERHO NPUIOXEHKE Ha CHieHap Il B eqHoKpaTHa Jo3a oT 100 mg n ymepenus CYP3A4
KWEXKOUTOp EPUTPOMHLMH, Clle] JOCTHraHe Ha paBHOBECHH KOHLEHTpauuH (500 mg ABykpaTHO AHEBHO 32 5
nuu) e 6uno HabnroaasaHo yeennveHue ¢ 182% na cucremuara excrioznnus (AUC) Ha cunaenadun. [pn
3[paBd Mbxe noOpoBony He e Oun Habmonaasad edexT Ha azuTpoMuH (500 mg qHeBHO 33 3-AHH) BBPXY
AUC, Cmax, tmax, eIMMHHALIMOHHATA KOHCTAHTA UK MOy KHBOTa Ha CHILIEHAMHUN H I ACTOMIAS PSR}

MeTabouTH B uHpkyaanuaTa. [{nmeTugus (800 mg), xo#To € uuroxpoMm P450 nHXnGH "‘ i dideae
3 £ f':ﬂ** \%: \:"‘-.
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CYP3A4 unxubutop, e NpeAn3BHKan HapacTBaHe ¢ 56% Ha IJ1a3MeHaTa KOHLEHTpaluus Ha cunaeHadun npu
eQHOBPEMEHHO MpHIIoXKeHUe cbe cunaeHaditn (50 mg) npu 3apasn aedpoBoaLA.

CoxeT oT rpefindpyT ¢ cnaé uaxuburop na CYP3IA4-mennupannsa MeTabonu3sM B YpEBHATA CTEHA U
MOJKE a 10BeJie K0 YMEPCHO HapacTBaHe Ha NI1asMeHUTE HMBA Ha CHUILAeHadH.

ExsokpaTHH H03H aHTHALA (MarHe3nues XHAPOKCHI/ATyMHHHEB XHAPOKCH) HE Ca NOBITHANH
OMOHAJIMYHOCTTA Ha CHACHA(W.

BrIIpeKH e He ¢a NpoBeXAaHH CreundUIHH IPOYIBAHHA 33 NIEKAPCTBCHH B3AMMONEHCTBUA C BCHYKH
NeKapcTBEHH NPOLYKTH, MONYAAUMOHHUAT (papMaKOKHHETHUEH aHANK3 HE € NoKa3as eekT BLpXY
dapMakOKHHETHKATA Ha CiAeHaU npy €IHOBPEMEHHO MPHUTIOKEHHE HA JIEKapCTBa, MPUHAIICKAINN KbM
rpynara Ha uaxubutopute Ha CYP2C9 (kato TonbytaMuy, BapdapHH, GeHATOHH), HHXNONTOPUTE Ha
CYP2D6 (xato ceneKTMBHATE HHXHOHTOPH Ha OOpaTHHMS 3aXBaT HA CEPOTOHHHA, TPHLHKIHYHUATE
aHTHACNPECaHTH ), THa3HAUTE ¥ CPOLHH AWYPETHLIN, OPUMKOBHTE U KAIMH-CIECTABALINTE INYPETHLH,
MHXAOWTOPHUTE Ha AaHTMOTEH3UH-KOHBEPTHPALIUAA €H3NM, KUTLHEBUTE aHTarOHUCTH, OeTa-
afpeHOPELIEATOPHNTE AaHTATORUCTH UK HHAYKTOpUTEe Ha CYP450- Meaunpanns MeTabosm3sm (kato
pudaMnuiuH, 6apOutypatd). B npoy4yBane 1pu 3ipaBH J0OPOBOMIH OT MBXKKH TIOJ €JHOBPEMEHHOTO
NPUJIOKEHHE Ha EHIOTETMH-PEUENTOPEH aHTaroHueT — 6oceHTaH (MuaykTop Ha CYP3A4 [ymepeH],
CYP2C9 u BeposTHo Ha CYP2C19), B cTaunoHapHo cbeTodHHe (125 mg 1Ba MbTH JHEBHO) CbC CHILIEHADH
B CTAUHOHApHO cheToAHKE (80 mg Tpy MbTH AHEBHO) € JOBENO 10 ChOTBETHO 62,6% 1 55,4% HamalleHue Ha
AUC u Cmax Ha cunjeHadui. [To Tasy npHYMHA ¢ THORPEMEHHOTO NpHiIoxkeHre Ha MoK CYP3A4
UHAYKTOPH, KaTo pU(paMIULIMH, c€ 0JaKBa Jia oBe/Ie 10 NMo-3HAYHMH HaMaJleHHs Ha [TasSMCHHUTE
KOHLUEHTpALMH Ha cunneuaqmn.

Huxopanaun e xnﬁpm MEXIY. HKTHBHTDP ua Kannenm maann M HHTpa'l‘ [Topany HUTpaTHaTa KOMIIOHEHTA
CBIIECTBYBa Bb3MOXKHOCT Jia J10BeZie O CEPUO3HO B3aUMOAEHCTBHE CbC CHITAEHA(MI.

BV PR S VLT

Edektn Ha cungeHadwl B

IIpoyueanua in vitro 0

Cunnedadun e cnad HHXUOHTOp Ha uu'mxpnm P45{) n3oensumu 1A2, 2C9, 2C19, 2D6, 2E1 n 3A4

(IC50 > 150 uM). Karo ce uMa npeasus, Ye NUKOBaTa MIa3MEHA KOHLUEHTpaLMA Cliej] IpHeM Ha CulieHagun
B IPENOPBUHTERHUTE 1037 € nprbnu3yTenHo 1 pM, ne 6u Morno f1a ce ovakBa CHHErpa [1a NOBIHsAE
KITApBHCA Ha cyOcTpaTHTe Ha Te3n u3oeH3MMH. JIMnCcBaT AaHHH 32 B3aUMOJEHCTBUETO MEXIY cHIAcHadUI H
HecnenupuuHnuTe pocdoarectepazHy MHXHOUTOPH KaTO TCODHNHH HAH JAMUPUIAMOI.

C ok

Hpoyusanus in vivo
B cpoTBETCTBHUE € NTO3HATUTE CH ICHCTBUA BbPXY ITLTA a30TEH nxcun/uFMCD (BX. Touka 5.1) cunaeHadun

[MOKa3a MOTEHIHpAHe Ha XUMOTeHIWBHUTE ¢EKTH HA HHTPATHTE U CIIEAOBATCITHO, EAHOBPEMEHHOTO MY
MPHUICXKEHNE C JOHOPH Ha a30TeH OKCHMI MAM HUTPATH NOJ KaKBaTo U Ja ¢ ¢popMa € MpOTHBOMOKA3aHO (BXK.
Touka 4.3).

Puounryart: [TpeAxTHHUYHA NIPOYYBAHHA NIOKA3BaT ACIBIHATENEH e(eKT Ha MOHHKABAHE HA CHCTEMHOTO
KpBBHO Hamsirane, korato ®JIES nHxubutopn ce kOMOMHHPAT ¢ pHOUMUryaT. B KIIMHHYHH NPOYYBaHUSA €
IoKa3aHo, Ue PHOLIMTYaT MoTeHLHpa xunoTeHsuBHuTe edekTn Ha OJIES nHxubutopute. Hama nanny 3a
6raronpHATeH KIMHMUEH edekT Ha KOMOHHALMATA B MPOYYBaHaTa rmonyJiauui. EqHospeMeHHaTa yrotpeba
Ha puoumryat ¢ GJES uuxubuTopH, BKIIOUHTENHO cungenadun, e npoTHBoNoKasaHa (BX. Touka 4.3).

EQHOBPEMEHHOTO NpHIIOKEHHE Ha cungeHadun Ha NAHEHTH, KOUTO pHEMaT ajda-0okepH, Moxe Na
NoReJEe 10 CHMNTOMATHIHA XHIIOTOHHA MPH MATTKOTO YYBCTBHTEIHH HHAMBHAM. ToBa € HaX-BEPOATHO Ja ce
IPOSBH Npe3 MbPBHTE 4 uyaca cliell npueMa Ha cuneHadun (8. ToukH 4.2 H 4.4). B Tpu cnenudnyHu
MPOyYBaHKA 33 JIEKapCTBEHHN B3aNMoJeicTBIA anda-610KkephT N0Kca303HH (4 mg n 8 mg) # c;m,ueHa(an (25
mg, 50 mg wnu 100 mg) ca 61N NPHAGKEHH eHOBPEMEHHO Ha TTAlIUEHTH C HOﬁpOEﬂ‘IECT HTTCPHRIAINA
na npocrarta (JIXIT), crabunu3upaHy Ha Tepanus ¢ NOKCa303MH. B Te3H U3MHTBAHH nnny w@%‘“m f?o 2 N
HaOMoIaBaHo CpeHO ZOITBIHATETHO HAMANECHUE Ha KPBBHOTO HAISATAHE B JIETHANO 1 / © QT g,
7/7 mmHg, 9/5 mmHg u 8/4 mmHg, ¥ cpeHO JOITLIHUTEIHO HaMaleHNe Ha KPbBHOTY 2T 2




H3NPaBEHO NonokeHne choTBeTHo 6/6 mmHg,11/4 mmHg n 4/5 mmHg. Koraro cunaenapun U 1oxkca3o3uH
ca OMAH MPUIOKEHN €XHOBpEMEHHO NpY Mauuer 1, cTabUIKMIMpany HA Tepanus ¢ J0KCa303MH, ca NOTYYeHH
peldKH ¢hOOIIEHHUA 3a MAUUEHTH, KOUTO Ca MOJYYUITH CHMITTOMaTHYHA OPTOCTATHYHA XHTIOTOHUSA. Tean
ChOOLIEHHSA BKJIFOUBAT BUEHE HA CBAT M 3aMasHOCT, HO HE U CYHKOIL.

[1pH eAHOBPEMEHHOTO NpHiarate Ha cumaeHadun (50 mg) u Tonbyvamua (250 mg) wnn BapdapuH
(40 mg), kouto ce metabomuaupat ot CYP2C9, He e 3abeng3aHo CHTHHQHKAHTHO B3aUMOAEHCTBHE.

Crangenadun (50 mg) He € NOTeHUMpaAT JOMBJIAHATETHO YIBIKABAaHETO Ha BPEMETO Ha KBPBEHE,
NpeAU3BHKAHO OT aUETHICATHIMANOBATA KHcenHHa (150 mg).

Cunaenadun (S0 mg) He € MOTEHUMpall JOMBLIHUTETHO XHIIOTEH3NBHHTE e(peKTH Ha AIKOXO0Na FpH 31paBH
H0OpoBONIH ChC CPEeIHN MAKCUMAJTHH KOHUEHTPAalUMH Ha ankoxon B KpbBTa 80 mg/dl.

Kato usano aHTHXHTNIEPTCH3NBHUTE NEKAPCTBA, MPHHALNEKALIHM KbM CIEAHHTE KJIaCOBE: JHYPETHIH,
Oeta-0n0kepu, ACE uHxubHUTOpH, aHTHOTEH3HH ] aHTarOHHCTH, AaHTHXHIIEPTCH3IUBHH CPENCTBA
(Ba30ANNATATOPU M LEHTPANHO JeACTBALUN), AApEeHEprHyHH OMOKEPH, KAILIHEBH AaHTArOHUCTH U anda-
aZipeHOpelienTOpHH BJIOKEPH, HE ca MOKa3alH pa3yiMucH NpoPuN Ha HeKeTaHW JICKapCTBEHH peakiii npH
TNALHEHTH, NoTyJyaBaln cunaeHadun copamMo rnanebo. B cneunpHUHO NpoydRaHE 33 IEKAPCTBEHO
B3aMMOJEHCTBHE, IPH KOETO Ha XHIIEPpTOHNLHM e Oun npunoxed cungeHadgun (100 mg) eqHOBpEeMEHHO ¢
AMJIOJMIMH, € HACTBIINIO JOMBJIHHTENHO NOHHKEHHE HA CHCTONMHOTO KPbBHO HaraHe B JIETHANO
nonoxeHue ¢ 8 mmHg. CrOTBETHOTO AOITBAHUTENHO NOHMKEHHE Ha JHACTOJTHOTO KPBBHO HaJIsATaHE B
nerHajo nonoxenue e 6uno 7 mmHg. Te3n JOMbIHHUTENTHK NOHMXXEHHS HA KPLBHOTO HaNAraHe ca OMIIH oT
CXOJHa BeJTHYMHA C Te3d, HabmonaBain npy 3apaByd Ao0pOBOALM, NOTYYaBALUM CaMO cHNaeHadun (BX.
TOYKA 5.1). -
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Cunaenadun (100 mg) He € nORNKAR PapMaKOKHHETHKATA B CTALIHOHAPHO CbCTOAHKHE Ha HIV-npoTea3HuTe
MHXUOMTOPH CAaKBHHABHD H PHTOHABHD, KOMTO ca cybcTpaTh Ha CYP3A4.

I1pH 3apaBM NOGPOBONILN OT MBXKH ITON1 CHNACHA(H B CTALMOHAPHO ChCTOsSKHKE (80 mg TPH ITHTH JHEBHO)
e nosen 1o nosuiieHne ¢ 49,8% Ha AUC na GoceHTan 1 nnopuieHe ¢ 42% Ha Cmax Ha 6ocenTad (125 mg
IBa ITETH JHEBHO).

Jlo6aBaHeTO Ha eAMHNUHA 10324 cunaeHadun KeM cakyOUTpu/BancapTaH B CTALlHOHAPHO CHCTOSHUE
MpH NALHEHTH ¢ XUTIEPTOHHSA CE€ CBBP3Ba ChC 3HAYHTEITHO NMO-TOJIAMO NOHWKABAHE Ha KPBBHOTO
HaNATaHe B CpaBHEHUE ¢ ITPUIOKEHHETO Ha cakyOuTpun/BaicapraH caMocTosTenHo. [lopanu Tosa
TpaAOBa Jia ce 00pbilla 0co0eH0 BHUMaHHeE, KOraTo cuiaeHagun ce 3arnovsa npy nauueHTH, TeKyBaH!
ChC cakyOMTpUI/BANICApTAH.

4.6 PepTHINTET, OPEMEHHOCT H KEPMEHE

CuHerpa He € 1noKas3aH 3a ynorpeba rmpu xxeHm.
He ca npoBexIaHH cbOTBETHH U A00Ope KOHTPONKpaHH NPOYYBaHHUA NpU OPEMEHHU HITH KbpMELUH
KEHH,

B penpoaykTHBHY NpOyYBaHKA NpU MIbX0BE U 3afily He ca HalojaBaHy pEIEBAHTHH HEXeNaH!
peakI[iH cles NepopatHo NPUNOKeHHe Ha cuaeHadu.

Jluncra edekT BLPXY NOABHKHOCTTA WK MOPJOIOruATa Ha CIIEPMATO30HINTE Cllel €JHOKPATHH
nepopans#u 1034 oT 100 mg cunaeHadun npu 3gpaBy A00OPOBOILM (BXK. Touka 5.1).

4.7 EdextH BLPXY cnocobHocTTa 32 modpupaHe u pabota ¢ MallIHHK

CuHerpa Moxe J1a MOBJTHABA B MaJlka cTelNeH crTocoOHOCTTa 3a WwodrpaHe ¥ paboTa ¢ MaTHHH.
Toii xaTo B KIIMHHYHH [MPOYYIBAHHA CbC cHiaeHadua ce ¢hoOlaBa 3a NogBa Ha 3aMaliBaHe
3PEeHHETO, NAMEHTUTE TPAOBA da UMAT NpeIcTapa 3a peakUHuTe ci KbM CHHerpa npen
paboTa ¢ MallIuHY.




4.8 Hexenann JeKaApPpCTBEHH PeaK(HH

KpaTko onncaHue Ha npodHia Ha 6€30NMacHOCT

[TpodumbT Ha 6e3onacHocT Ha CnHerpa € 6azupan Ha 9 570 mauuenTta B 74 gofHOoCneny nnauedo-
KOHTPONTUPAHH KJIHHWIHH [TpOoyuBaHuA. Hali-g9ecTo crobdInaBaHnTe HEXENaHH peakllHy B KITHHHIHUTE
MpOyYBaHHA Cpe/ NAUWEHTHTE, HA KOWTO € Impuiaral cungeHadun, ¢a OUnM rmapodonne, 3aucpBsaBaHe,
OUCTIETICHSA, Ha3aliHa KOHTeCTHA, 3aMaiiBaHe, raficHe, ropeLlM BBIIHM, 3pHTENIHN HapyLUIEHHA, LIHAHONCHUA H
3aMBIJIEHO 3PEHHE.

HesxenaHH peakid{ o BpeMe Ha NOCTMApKETHHIOBOTO Habmoaenue ca cbbupady U NOKpHBAT
npuOau3nTeneH neprox ot >10 roguHH. YecToTaTa Ha Te3W HeXKeJTaH! peakiMi HE MOXKE J1a €€ OTIPEACIH C
IOCTOBEPHOCT, Thil KATO HE BCHYKH HEXXEJIAHH peakliMy ca ChOOIIEeHH Ha NIPUTEXATENS Ha pa3pellieHHETO 3a
ynotpeba 4 BKmoueHH B 6a3aTa JanHU 3a 6€30nacHOCT.

TabaudeH cIUCHK HA HEXENAHUTE JICKAPCTBEHN PEAKIINH

B TaOauiara mo-qoiy BCHYKY KITHHHYHO BOKHK HEXENIaHHW peakldy, KOUTo ca HabMoIaBaHy B KIIHHHYHY
NIPOYYBaHHA ¢ YeCTOTa [10-TOMAMa OT Iauebo, ca oNMucaHu No CACTEMO-OpraHeH K/1ac H 4ecToTa (MHOro
yectv (>1/10), wvectn (>1/100 no <1/10), Heuectn (>1/1000 no <1/100), peaxu (>1/10 000 go <1/1000). Ilpu
BCSAKO IpYMHpaHe B 3aBUCHMOCT OT YECTOTATA HEXEJIGHUTE JICKAPCTBEHH PeakLHH ce u30posBaT B HU3XOALIL
peld No OTHOIIEHHE HA TAXHATA CEPUOIHOCT.

Tabanna 1: KAHHHYHO BAXKHM HeXeJaHH pPeakiuy, cb00MeHH ¢ 4ecToTa, No-roafdMa OT YeCTOTATa Ha
nianeto B KOHTPONHPAHH KJIHHAYHH NPOYYBAHHA, H KJIHHHYHO BAXKHH HEXKEJIAHH PCAKIHH,
cho0Imeny Mo BpeMe Ha NMOCTMAPKETHHTOBHA NEPHOT

CHucTeMo- Muoro yectn | Hecern (21/100, HeuecTn Peaxkn
OpraHHa =1/10) <1/10) (=1/1000 i (=1/10 000 u
KiacHpHKALHS <1/100) <1/1000)
Hudexunm u PuHUT
HH}ecTALIHH
HapyimeHHA Ha CBpBX4yBCTBUTEI -
MMYHHATA HOCT
CHCTEMaA |
Hapymienua Ha | ['maBoboine 3aMaiiBaHe CBHIUBOCT, MoO3BYHO-CHI0B
HEPBHATA XUIIOECTE3UA MHLUJIEHT,
cHCTEMA TPaH3NTOPHA
MCXEMHYHA aTaka,
rbp,
*peuauBHpaLH
I'bpUOBe, *CHHKOII
Hapymennn Ha Pa3scTpoiictea Ha | Hapyuienus Ha HeaprepHuHTHA
OYHTE LBETHOTO ChIIOOTACAHEeTO*** | npenHa
3peHUc* *, , bonka B oumTe, NCXEMHYHA OTNITUYHA
3pUTEITHH dotodobus, HeBpOnaTu-
HapyileHHs, doToncus, ouHa (HAHOH)*,
3aMBITIEHO XHNEepeMHu, pPETUHANHA CBAOBA
3PEHUE 3aCHIEHO OKJy3us*,
Bh3IIPHEMAHE Ha peTHHANCH
CBET/IHHATA, KPBBOU3JIHB,
KOHIOHKTHBHT apTepUOCKIIe-
POTHYHA —




3PUTEJIHOTO MOJIE,
IOWTIIONIHA, HaMalleHa
3pUTENIHA OCTPOTA,
MUOIHKA, ACTCHOIHA,
MBI IABUHU B
CTBKJIOBHIHOTO
TANO, HAPYLUEHHA Ha
HpHuca, MUIpHasa,
BHXJaHe Ha OpPeoITH
OKOJIO CBET/IMHHU
W3TOYHHLH, €IEM Ha
OKOTO, TOAYBAHE Ha
OKOTO, HApylIEHHE
Ha OKOTO,
XHTIEpEMHSA HA
KOHFOHKTHBATA, OYHO
Apa3zHene, aOHOPMHH
yCel[aHHUA B OUHTE,
eleM Ha Kienaua,
NpoMsHa Ha liBeTa Ha

a

cKJeparTa
Hapymenna Ha BepTHro, THHUTYC ['nyxota
YX0TO H
JaOHpHHTa
CLpaeynn Taxukapans, BHesanHa cepaeyHa
HAPYIUCHHA TAJITHTALIHH CMBpPT*, MUOKAapAeH
HHpapKT, KaMepHa
apuTMua*®,
NpeacsPAHO
MBXJEHE,
HecTabunHa
CTEHOKApPIUS
CrnaoBu 3a4epBABaHE, XHUIIEPTOHUA,
HAPYLIEHHSA ropely BbJIHH XHNOTOHHA
PecnupaTopHH, HaszanHa Enucrakcuc, CTArade B ropJoTo,
rpLAHA H KOHIeCTUR KOHI€CTHSA Ha HasalleH efemMm,
MeIHACTHHANHN CAHYCHTE CYXO0Ta B Hoca
| HApYyWIeHWA 4
Cromanmine- I"anene, ["acTpo- Opanna
YpeBHH IHACTIeTNCHA e3odareanna XHITOECTEH3NA
HapyIIeHHSA pedaykcHa bonecr,
NOBpbLIaHE,
bonku B ropHaTa
4aCT Ha KOpPEMa,
CYXOTa B ycTaTta
Hapymenns Ha O6pug - CHHIOPOM Ha
KOXKATa B Stevens-
NOAKOXKHATA Johnson (SJS)*,
ThKAH TOKCHYHA
eNHacpMaHa
Hekponnia (TEN)*
Hapymienus Ha Muanrus, bonku B
MYCKYJTHO- KpaHHHUNTE
CKEJETHATA
CHCTEMA H
CheJHHHTEAHAT




ThKAH

Hapyimienua Ha
OL6peunTe B
NHKOYHHTE
ILTHRINA

XeMarypus

HapymeHna Ha
BB3IPOH3BO/H-
TeJHATA
cucTeMa H
I'LPAATA

[MeHunen
KPbBOH3IIHUB,
npHanuIbEM®,
XeMAaToCTIepMUH,
yIbIIKEHA EpeKIHSA

O0mHu
HAPYIIECHHS
H ePeKTH Ha

I'peana bonka,
yMOpa, yceliase 3a
ropelqHHa

Pa3npa3HUTENTHOCT

MHACTOTO HA
NPHJIOXKECHHE

H3cheapanus YBeauueHa
ChpJie4Ha YecToTa

*Cpo0ImeHH caMo MpH MOCTMAPKETHHTOBOTO HAbMOAEHHE

**PascTpoiicTBa Ha UBETHOTO 3pEHME: XJTOPONCHS, XpOMATOTICHS, LIHAHONCHA, EPUTPONICUS H KCAHTONCHSA
***HapyuieHns Ha CBJI300TAENAHETO: CYXOTa B OYUTE, NAKPUMATHO HAPYLIEHHE R MOBHIIEHO
CBJI300TACIAHE

Crobuiasane Ha MONO3NPaHH HEkENAHH PeaklnK
CrobmaBaHeTo Ha IOJO3MPAHH HeXeJTaHu pearr.unu cne,a paspeluaBaHe 3a ynnTpeﬁa Ha NleKapCTBeHUA

NPOAYKT € BaxkHO. ToBa NMo3B0JNABa a MPOIbIIKA Haﬁmolleuuem Ha CbOTHOIIEHHUETO NOJ3a/PUCK 34
neKapcTBeHUs MPOAYKT. OT MEAHLMHCKHTE CIIELHANTHC ru ce H3UCKBa Ja cb0oOL1aBaT BCAKa MOJ03MpaHa
HexkeNaHa peakums. HexellaHuTe peaklMy MOKe Aa 6'LI[EIT chOO1IeHN AupekTHO Ha M3mbanuTenHa areHyus
no nexapcraata (MAJI): -

yn. JlamMsaH I'pyer 8

Codus 1303

Ten. +359 2 8903417

el. nowa: bda@bda.bg

yebcaliT: www.bda.bg
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4.9 Ilpepo3upane

B npoy4BaHHs BEPXY JOGPOBOLH ¢ eAHOKPAaTHH A03H 10 800 mg HexenaHuTe peakuuu ca 61iH noxo6Hu
Ha Te3M, KOMTO ce HaOMoaBaT NpH Mo-HUCKU A03H, HO TAXHATA 4ECTOTA U TexecT ca O1unu no-roneMu. Jo3u
oT 200 mg He ca foBeNU A0 MOBHINEHHE HA e(PEeKTHBHOCTTA, HO YeCTOTATa HA HEXENIAHUTE PEaKIuu
(rnaBobosine, 3agepBABaHe, 3aMaifBane, JUCMEIICHS, HAa3aTHa KOHTECTHS, HApYLIEHO 3peHHE) € HapacTBana.

B ciyuatt Ha npeJo3upaHe CTaHAAPTHHUTE MEJUIIMHCKHY MEepKH TpsAOBa fa 6baaT chobpa3eH ¢ KOHKPETHHTE

HYKIH. XeMoIHann3aTa He YCKopaBa KIHpBHCA Ha cwiacHadun, Thi KaTo ToH ce CBbP3Ba BbB BHCOK
MPOLEHT ¢ MJIa3MEHNTE NPOTEHHH H HE Ce eNHMHHHPa C YPHHATA.

5. @GOAPMAKOJIOTHYHH CBOHCTBA

5.1 ®dapmMakogUHAMHYHH cBOiicTBA

(DapmakoTeparneBTVUHA I'pyTa; Y POJIOrMYHH CpeACTEa. Hexapcma, KOMTO CE M3IO0I3BAT MMPH epeKTHITHA mmbymumﬂ
ATC kox: GO4BEOS.

MexXaHW3IEM Ha JICHCTBUE




CwineHadun CITy>KH 3a MepOPaTHO JiedeHHe Ha epeKTIiHaTa TuChyHKLmsA. B ecTecTBeHM YCIIOBHS, T.€. IPH CEKCYanHA
CTHMYJIALHA, TOM Bb3CTAHORABA HAPYLLICHATA EPEXTWIHA (PYHKLIHA YpE3 YBE/IHUABAHE HA KPHBOTOKA KbM NEHHCA.

OVBAOTOAUHAST MEXAHW3EM, OTTOBOPEH 34 €PEKIMATA Ha MEHKHCA, BKIMIOYBA 0CBOO0XKIaBaHe Ha a30TeH okcHI (NO) B
KABEPHO3ZHOTO TAIO IO BpeMe Ha cekcyanna crimyrnauma. Cres tosa NO akrvBypa eH3UMa IyaHWIAT LFKIa3a, KOETo
BO/M JIO TIOBHMLIABAHE HA HWBATA Ha LIHK/IHYeH I'YaHo3uH MoHogocdaTt (] M), a ToBa BOIM A0 OTIyCKaHe Ha rliajKata
MYCKYJIaTypa B KABEPHO3HOTO THIO M IMPHTOK HA KPBB KEM HETO.

CuneHa(h# € MOIIIEH | ceNeKTHBeH HHxmOnTOop Ha Ll MD-criermgmunara gocdoapecrepasa Tvn 5 (RIED) B kopmyc
KaBepHO3yM, kbJeTo MJIES e oroBopHa 3a pasrpakaaneTo Ha Il MO. Cunnenadiut Ma eprdepHO MICTO Ha
neficTBrE BLPXY epekumaTa. CeHad i HAMa NPsK penakcHpalll eQeKT BbPXY W30/IMpaH YOBELLKH KOPITYC
KABEPHO3YM, HO MOLITHO YCHIBA penakcupaiys edekT Ha NO Bbpxy Tasu ThiaH. [ Ipn akTHRHpare Ha MeTaDOIMTHATA
sepyra NO/I MO, KakTo cTaBa IpH ceKCyaTHa CTHMYanms, uaxHOoHpaHeTo Ha OIES ot crieHad BOAH 10
[MOBHILICHN HHUBa Ha LI M B KaBepHO3HOTO Tsi0. Clef0BaTETHO, 33 A2 MOKE CIIAeHA(HN 1a OCBILECTBH CBOUTE
KeJIAHH OnaronmpusTHH HapMaKOIOTHIHH eeKTH, € HE0OX0MMA CeKCYaTHA CTHMY AL

QapMaKonUHAMUYHN ePeKTH

TTpoyqasanmsiTa in vifro ca rnokasarm, e cunaeHadu e cenextnser 3a MJIES, KOATo yJacTBa B MpoLieca Ha epekLiys.
Heroeuat edext Bepxy OJIES € n0-MOILEH, OTKOIKOTO BBpXY APYTHTE H3BECTHH ocdoauecTepasy. Toi e 10-kpatHo
no-cenekrvbeH 3a OIIES, omxonmkoro 3a GJIE6, kosTo yuacTsa B npolieca Ha POTOTPaHCAYKIMA B PETHHATa.

B MakcHManHH NIpenopbYMTeTHYU J03H CeNIeKTUBHOCTTa My € 80-kpaTHO no-ucoka 3a OJIES, otkonkoto 3a GE1 1
a1 700-xpaTHO TI0-BHCOKA, oTKonKoTo 33 ®JIE2, 3,4,7,8,9, 10 m 1. Tlo konkpeTHo, cruiieHadit uma 4000 msTH no-

roisMa certekTiBHOCT 3a OJIES, otkomxoTo 33 OJIE3 — n3odopmara Ha TAM®D-ciieupgpudHara dochoanectepasa,
YYACTBAILA B KOHTPOJIA HA ChPJIEYHHS KOHTPAKTHIIHTET.

KymraHa ebHKacHOCT ¥ 6€30MacHoCT

JT8e KIIMHMMHY MPOYUBAHNA ¢ GHITH CIeLMATHO ITPOBEIEHH, 3a [ Ce OLEHH BPEMETO, KOSTO € HEODXORMMO, 3 /1A Ce
NOJTYdH epeKiiyA B OTTOBOP HA CEKCYaNHa CTUMY/IALMA Clie]] IIPHEM Ha JIEKapCTBOTO. B IpoydRaHe ¢ H3NO3BAHE Ha
rnensMorpadms Ha rierrca (RigiScan) npy nanpeHTH, KOHTO ca IPHESTH CHTICHa(HIT Ha TTIAIHO, CPEIHHMAT NEPHOI 10
HAuANoTO Ha edyexTa ITPY TE3H OT TAX, KOMTO ca MOTyHWITH epeKLing, Xapakreprsnpalla ce ¢ 60% purnaHoCT
(noCTATHYHA 33 OCBHIIECTRABAHE Ha TTOJIOB aKT), € 61 25 MuHyTH (0T 12 fo 37 MuHy™). B ipyTo nipoyusane ¢ RigiScan
cwieHadHn Jopu ¥ 4-5 yaca ciiell npreMa € Aasaj BE3MOXKHOCT 33 MTOJTy4YaR3aHe Ha €PEKIMA B OTTOBOP HA CEKCyaTHa

CTAMYJIALMA.

CrngeHahun npeap3BHKBa JIEKH H IPEXOTHH [TOHIKEHWA HA KPEBHOTO HAMIATAHE, KOWTO B MHO3HHCTBOTO OT CITyHauTe
npoTHyar 6e3 KTHHWYHA cuMITroMaTuka. CpesHara CTOIHOCT Ha MAKCHMAIIHOTO MOHIDKEHHE Ha CHCTOJIHOTO KPbBHO
HA/ISTAHE B JIETHANO NONOKEHNHE cliell nepopaneH npueM Ha 100 mg cunaeHagpun € 6una 8,4 mmHg. CroTeeTHaTa
IMPOMSHA B JHACTOTHOTO KPEBHO HaNsTaHe B JIETHATIO NMoSiokeHve € 6uma 5,5 mmHg. Te3u noHbKeHHs HA KPhBHOTO
Ha/IsSraHe ChOTBETCTBAT Ha Ba3oAM/IaTaTUBHMA edekT Ha ciiieHadm, KOMTO BEPOSTHO e JH/DKH Ha NOBHMILIEHHETO Ha
HuBara Ha Ul M@ B riagkata MyCKyNarypa Ha KpEBOHOCHHTE Ch10BE. [ IpH 3mpary JOOPOBOILIM €TMHHYHA NepopanHa
nosa go 100 mg cunmenagu He BOIM A0 KITMHHYHO 3HAMHMM IpoMeHH B EKT.

B npoy4sane BEPXY XeMOIMHAMHYIHHTE e(peKTH Ha eIHOKpaTHa repopanHa no3a ot 100 mg cunaenagmn ripu 14
nateHTy ¢ Texkka MBC (>70% cTeHo3a Ha MOHe eIHA KOPOHAPHA apTepHst), CPEIHUTE CTOHHOCTH HA CHCTOTHOTO M
IIMACTOJHO HAMMTaHe B MOKOH Ca Ce MOHIKIUIA ChOTBETHO ¢ 7% 1 6% cripsimo u3xozHuTe. (CpeTHOTO CHCTOMHO

GenopobHO HaATaHE CE € TTOHKIIO ¢ 9%,
CwineHabhnn He € MpeAM3BUKAT ITPOMAHA B ChpICUHMS AeOHT M He € HapyIIT KPBBOTOKA NPE3 CTECHEHUTS KOPOHAPHH
apTepHH.

B asoiiHocnsro, mianedo-KOHTPOIMpaHo MpoyYBaHe, BKIIOUBAIIO CTPEC-TeCT C HATOBapBaHe, € HAITpaBeHa OLICHKA Ha
144 nanpeHT ¢ epeKTIUTHA IHCHYHKIMA M XPOHUMHA CTaDHITHA CTEHOKAPIHSL, KOUTO NMpHEMAT PEAOBHO
aHTHCTEHOKAPIHM JICKAPCTBEHN MPOAYKTH (C U3KIOUEHHE HAa HUTPATH). Pe3ynTaTiTe ca NOKA3AIH, Y€ HAMA KITHHUYHO
3HAYMHMMH PaxTMKH MeXXIY CHIICHAdMT U r1aledo BBB BpeMeTo 10 MoABa Ha IMMWTHpALNA CTEHOKapIua,

Emm gac cnen mpueM Ha 100 mg cunaeHapun mpu Marbk Opoi NaLMEeHTH ¢a ¢e OABHITH JIEKH K D
criocoOHOCTTA 3a pa3THUABAHE HA LIBETORETE (CHHBOY3EMIEHO), HACTICABAHA C TIOMOLITA HA TeCTa 3/ :;
100 BeToBM oTreHbKa Ha Farmnsworth-Munsell, kaTo 2 yaca cief rpHeMa Ha JIeKapCTBOTO ede 1__? '




BeposaTHHST MeXaHM3LM Ha Ta3H MPOMSAHA B LIBETOBATA JUCKPHMHHALMSA € CBbpP3aH ¢ MHXHOHpaHeTo Ha MIED, koaTo
YUacTBa Bbe (JOTOTpaHCAYKLMOHHATA Kacka/a Ha peTvHara. CHiicHa(H1 HAMa HHKAKbB e()EKT BLPXY 3pHTe/IHaTa
OCTPOTA WTH YCelAHETO 32 KOHTpacT. B Matko mnanebo-koHTpOMMpaHo NMPOYUBaHe MPH NAIMEHTH ¢ J0Ka3aHA paHHA
Bb3pacTORO-00YCIOBEHA JiereHepalis Ha Makynara (n=9) cunenagwt (100 mg eqHokparHa 03a) He € J0BEN 10
3HAUMMH TIIPOMEHH B NPOBEICHATE 3PHTEITHH TeCTOBE (3pHTE/IHA OCTPOTA, pellieTka Ha Amsler, LiBeTOBA AVCKPHMMHALA
Ha CHMY/TMPaHa IThTHA CBCTIIMHHA CHIHANW3a1 M, TiepumeTpd Ha Humphrey 1 goTocTpec).

He e ycraHoBeH eheKT BEPXY MOOBWKHOCTTa MM MOpONOrusATa Ha CEPMATO30MIMTE CIIe/ €IMHIYHA NepopaiHa 103a
ot 100 mg cunaeHadi py 3npaBy JOOPOBOMLIM (BK. TOWKA 4.6).

Jlorminumenua ungopmMayiil 3a KIIUHWHU NPOYNEHUR
B KMMHHYHH NpOYYBaHHsA CHeHadw e 61 npruioskeH npu rioede o1 8000 maumenTy Ha Br3pacT 19-87 roanHH. biwm

ca TIPeACTABEHH CJICAHMTE TPYTTH NAUMEHTH: NALMEHTH B CTapuecka Be3pacT (19,9%), naupenTH ¢ xuneproHms (30,9%),
3axapeH nuabet (20,3%), ncxemuuHa Gonect Ha cbpueTo (5,8%), xunepnumiaemus (19,8%), TpaBMn Ha rprOHaUHKA
Mo3ek (0,6%), nenpecu (5,2%), TpaHcypeTpanHa pesekums Ha nmpoctarara (TYPIT) (3,7%), panykainHa IMpoCTaTeKTOMHS
(3,3%). CneaH{Te rpynH He ¢a 6MM JOCTaTLYHO NPEACTABCHH WM ¢a 61K H3KITIOMEHH OT K/THHHYHHTE ITPOYYBAHHS:
MAlLMEHTH C ONepaLis B MAJIKKA T3, MALMEHTH Clie]] JTbUEeTepaItHs, Nal[MeHTH ¢ TeXKo OL0pedHo WK yepHOApoOHO
YBpEXIaHe H MALIMEeHTH ¢ HAKOW ChPICYHO-CHJ0BH TpobiieMH (BK. Towka 4.3).

B npoyuBaHMATa ¢ PHKCHPAHH SO3H, MPOLICHTLT HA MALMEHTUTE, ChOOLLABALIIM, € JIEYECHHETO € NOJODPHIIO TAXHATA
epeKims, e Oun 62% (25 mg), 74% (50 mg) u 82% (100 mg) cnpsamo 25% npy wianedo. B KoHTpONHpaH! KITHHHYHA
MPOYBAHHS YECTOTATA HA [PEKLCBAHE HA NIEHEHNETO Che CAcHAMIN e 611a HUCKa M moo0Ha Ha TasH IIpH Iateoo.
3a BCHMKH MPOYYBaHMs IPOLIEHTBT HA TTAIMEHTHTE, ChOOLIABALITA 33 MTONOOPEHHE ChC CHITICHA(I, € OWIT KaKTO Clie/IBa:
FICHXOMeHHa epeKTWiHA qucdyHKims (84%), cMeceHa epeKkTWIHA IUCYHKUMA (77%), OpraHiuHa epeKTIIHA
micdyrkims (68%), MalMeHTH B cTapdecka Be3pact (67%), 3axapeH auabet (59%), UBC (69%), xumiepronns (68%),
TYPII (61%), pamikanHa rpoctaTekToMus (43%), TpaBMa Ha rpEOHauHKs MO3bK (83%), nenpecws (75%).

B guimocpounu npoyuBaHid 6e30nacHoCTTa M e)eKTUBHOCTTa Ha CUIIACHA(HI €A Ce 3aMa3iiy.

3.2 DapMAKOKHHETHIHH CBOIICTBA

AbcopOrms

CunneHadun ce abcopbupa 6bpz0. HabrmonapaHuTe MakCHMAITHM TLRA3MEHH KOHLUEHTPALIHH Ce JOCTUaT B pAMKHTE HA

30 no 120 MyHyTH (CpeHa CTOMHOCT 60 MMHYTH) Clie/] TepoparieH MpHeM Ha raaHo. CpeiHaTta abCoMmoOTHA NepopartHa
ouoHaMuaHOCT € 41% (mmanazon 25-63%). Cnex niepopaneH ripreM Ha ciunaeHadun, AUC u Cmax HapacTsar

MPOMOPLMOHAIHO HA O34T B IPENopbYaHyATe 103081 rpaiiiM (25-100 mg).

Koraro cranperaun ce BieMe o BpeMe Ha XpaHeHe, CKOPOCTTa Ha abcopOms HaMaisiBa, KaTo CPERHOTO 3a0aBsHe Ha
trnax e 60 MMHYTH, a cpeIHOTO NOHKeHHe Ha CmaX e ¢ 29%.

Paznpesenenye

CpemusT 06eM Ha pasnipeienieHue B craupoHapHo ckerosiHue (Vd) Ha cunnenadmn e 105 1, koeto rosopu 3a
pasnpe/iesicHHe B ThkaHuTe, Criel] eHUHWYHA Iepopaiia fo3a ot 100 mg cpernara MakCHMaTHa IUTa3MeHa
KOHLIEHTpaLMsA Ha ciueHadun e mpuomanTtenHo 440 ng/mi (CV 40%). Toit kato cunaeHadi (1 HETOBHAT OCHOBEH
uMpKympans N-ze3MeTii MeTaboMMT) € CBBP3aH ¢ IuiasMeHuTe belTTbiM B 96%, ToBA BOAH JI0 CPeIHA MAKCHMAITHA
KOHLICHTparpa Ha coboaHaTa dopMa Ha cunaeHadun B rutasMara ot 18 ng/ml (38 nM). CeEp3BaHETO C MPOTEHHHTE €
HE3aBUCHMO OT 00LIIATa NEXApCTBEHA KOHLICHTpALMA.

[pw 3apasy JoOpoBoNM, NoMyyasanm cwigeHagm (100 mg B eqHOKpaTHAa 1033), iox 0,0002% (cpemro 188 ng) ot
MPHJIOXKEHATaA 03a € OHTa YCTAHOBEHA B eAKyara 90 MMHYTH Crie] ITpHeMA.

buotpanchopmanng

CunaeHadnn ce MeTaboNH3NPA ITIABHO OT H30CH3UMMTE Ha YepHOOPOOHHUTE MHKPO30MK :
CYP2C9 (sropocTeneseH isT). OCHOBHHAT IHPKYJTHpaLll METaDOITHT ce MoTydaBa B pegy / AN Aeadrsppal
Ha ciineHadwt. Tosn meTabomt uMa ripodm Ha docdommecTepasHa CEEKTUBHOCT, NOOPErI okt & &




cwigeHaun, 1 in vitro mouHocT cnpsimo PIIES npubmurerio 50% ot Ta3H Ha M3XOIHOTO aKTHBHO BEUIECTBO.
ITnasmeHKTe KOHICHTpalUMH Ha MeTabonuTa ca mpubmnearenHo 40% ot Tesn Ha crnaeHagu. N-gesmerwn
MeTabO/INTET Ce& MeTaboNM3Hpa AOITEITHUTETHO M MMa KpaeH TIOJTY»KUBOT OKOJO 4 Haca.

ENMMMHHMpaHe

TotamHysT TeneceH KITMPEHC Ha ciwinenadmn € 41 Yh ¢ momy»aBoT B kpaltna daza 3-S5 vaca. Criey nepopatHo WiH
BEHO3HO MPHJIOMKEHKE CHICHa(UI ce exckpeTHpa nol Gopmara Ha MeTabOMHTH MPEAHMHO ¢ M3NPaKHEHUATA
(mprSmzuTenHo 80% oT NpUIcKEHATA NepopaTHa 103a) M B II0-MANTKA CTENeH ¢ yprHata (mpuomanTeHo 13% ot

MPHIOXKEHATA NEPOpaTHa J034a).

PapMaKOKIHETHKA NMPH CIICLMATHY IPYTTH NALHCHTH

Cmapyecka ex3pacm

3ApaBH HOOPOBOMM B CTAPYECKa BE3pacT (Ha 65 WM noseue NOIHMHH) Ca HMATH HAMANEH KIIMPBHC HA CHILICHAgWN,
KOETO e J0BEJIO J0 IUIA3MEHN KOHIIEHTPAIMH Ha CHIIAcHA(DHUN W HA akTHBHIA N-AeIMETHIHPAH METabO/IHT T10-BHCOKH ¢
okono 90 % B cpaBHEHKE C YCTAHOBEHUTE [TPH 34paBy no-mnamy Aodposoni (18-45 romn). Iopaam Be3pacToBH
PA3NTMKH B CEEP3BAHETO C IU1a3MEHHTE [MPOTEHHH CHOTBETHOTO YBETHHMEHHE HA KOHLIEHTPALMHTE Ha CBOOOIEH
criaeHa(pWT B ruiazMara e 6mno c okono 40 %.

bvbpeuna nedocmanounocm

ITpH poGpoeommM ¢ JIeko J0 yMepeHO GrOpedHo yBpexaaHe (KpeaTHHHHOB KITUPBHC = 30-80 ml/min)
dhapMaKOKHHETHKATA Ha CWIACHA(DIII € OCTAHATIA HETIPOMEHEHA ClIeZ] ITPHEM Ha eIMHHWYHA NEPOPANHAa Jo3a ot 50 mg,
Cpennyrre croiHocT Ha AUC n Cmax Ha N-zieameT/iMpaiys MeTaDONUT ¢a HapacHaIM ChoTeeTHO ¢ 10 126% n 1o
73% B cpaBHEHHE CBC CHOTBETHH 10 BB3pacT Jobporomm 6ez 6bpeuo yspexaaHe.

[Topamy BHCOKMTE MHIMBHUAYATHH BapHalliM, 00aue, Te3H pasiukHi He ¢a OIITH CTAaTUCTHYECKH 3HaYMMH. [ 1pu
nobOPOBANTLIM € TEXKKO YBpexaaHe Ha OpOpeunara dyHKims (KpeaTHHMHOB KNMPBHC <30 ml/min) KIMPBLHCLT Ha
cunieHadHI € OV HaMareH, KOeTo € JoBeNio 1o cpeaHo HapacTeane Ha AUC # Cmax cbe crotBeTHO 100% 1 88% B
CpaBHEHHE ChC ChOTBETHHM TI0 Bh3pacT JoOposom 0Ge3 6u0peuHo yBpexaane. OceeH ToBa, crofHocTHTE Ha AUC H
Cmax Ha N-nesMeTwmpaHus MeTaDoTHT ca HApaCcHANH 3HaYMMO, COTBETHO ¢ 200 % u 79 %.

Ueprodpobra nedocmamvurocm

[Tpu 1oGpOROIILIM € NEKA K0 YMEpeHa CTeneH Ha uepHoIpobHa upposa (A 4 B no Child-Pugh) knHpbHCET Ha
ciiieHadn e 6W HaMarneH, Koeto e aoeeno o HapacTsarne Ha AUC (c 84%) 1 Ha Cmax (c 47%) B cpaBHEHHE CBhC
CBOTBCTHH MO BE3pacT A00poBOMM O3 HepHOPOOHO YBpEKIAHE.

(bapMakOKMHETHUKATA Ha CHANCHA(IIT MTPH MALMEHTH C TEXKO HapylleHa YepHOIpoOHa (yHKIMA HE € [POyycHa.

53 Ipe/pcTHHAHA JAHHH 33 6e30MACHOCT

HexMHHYHITE JAHHH He NOKA3BaT 0cobeH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHLIMOHATHITE (hapMakOJIOTMHHH
H3NMMTBAHM 33 0€30MACHOCT, TOKCHYHOCT MPH MHOMOKPATHO NPWIOKEHHE, TEHOTOKCHIHOCT, KAPIIHHONEHEH [TOTeHLMAT
¥ PEITPOAYKTHBHA TOKCHYHOCT H TOKCHUYHOCT 34 Pa3BHTHETO.

6. OGAPMAHEBTHYHH JAHHH
6.1 Cnouenk Ha NOMOIIIHHTE BELIECTBA

Hnpo Ha Tabnetkara

be3rozeH kaniiueB xuaporeH docdar
MukpokpHuctanta uemynoza PH 102

KpockapMeo3a HaTpyi

KonouaeH 6e3pogeH cunuuueB qHokKcHA (Aepo3un 200)
Marne3ueB cteapar

MHAIMOBO MOKPHUTHE
ITomy (BHHHITOB aNIKOXOJT)




Makporon

TuranoB qnoxcua (E171)

Tank ( E 553b)

Unauro xkapmMuH anyMuHueB nak (E132)
JKbar xenesen okcup (E172)

6.2 HecrBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogtocr

4 roguHH

6.4 CrenHaJHH YCJIOBHA HA CLXpaHEeHHe
Ia ce cbXpaHsaBa Ha MACTO, HEIOCTBLITHO 3a Jela.
Ja ce ChXpaHdaRa B OpUIMHANHATA OITAKOBKA.
Ha ce cpxpaHsBa noj 25 °C.

6.5 Buawu chrabpkanHe HA ONAKOBKATA

Cunerpa 50 mg ¢punMupanH TabneTku ca onakosaHH B OJiKcTepH OT nipospavHo PVC/PE/PVDC -
ATyMUHHEBO GONHO, chabpXKaly 1 iy 4 TabneTky, NOCTaBeHH B KAPTOHEHH KYTHA.

6.6 ChnennanHu Npeana3z’HA MEPKH NPH M3XBLPASHE

HaMa cneupanHy W3NCKBaHUA,

7. IIPHTEXATEJI HA PAIPEIIEHHETO 3A YIIOTPEBA
HOBEJI ®APMA EOO/J

Oyn. ,,bearapua™ Nel09
Codns 1404, boarapus

8. HOMEP HA PAZPEIIEHHETO 3A YHOTPEBA

Per. Ne 20170161

9. JATA HAITBPBO PAJPEHIABAHE/MTIOJHOBABAHE HA PAZPELLIEHHUETO 3A
YIIOTPEBA

Hata Ha mepBo pazpemanaHne: 11.05.2017
IlaTa Ha nocneaHo nogHoesBaHe: 14.06.2022

10. JATA HA AKTYAJIMHZBUPAHE HA TEKCTA

01.2025 r.




