4.1.

4.2.

UME HA JIEKAPCTBEHUSA ITPOAYKT
AMFIDOR 25 mg film-coated tablets

AM®UJIOP 25 mg ¢punmupann TabneTku

KAYECTBEH U KOJIMYECTBEH ChCTAB
Besika taGnetka champxka 25 mg cunnenadun (mox dopmara Ha LUTPAT).

3a IBJTHHS CIIUCHK HA IIOMOIHUTE BCINECTBA, BHXKTE TOYKa 6.1.

JEKAPCTBEHA ®OPMA
Qunmupanu TabaeTKH.

Enuncosanny, cuan GpunMupaHu TabneTky, MapKHPaHH C ,,-” OT €HATa CTpaHa.

KIIMHUYHU TAHHH

TepaneBanun MNOKa3aHudA

Jleyenue Ha MBXe C epeKTHIHA AUCOYHKIHS, KOSTO NPE/ICTABISBA HECTIOCOGHOCT 32
IIOCTHIaHEe MM 3abpKaHe Ha €PEKLIMS Ha MIEHHCa, JOCTATHhYHA 32 3aJJ0BOIHTEIEH
CEKCyaJIeH aKT.

3a na 6516 AMOUJIOP edexTrBeH, € HeO6X0MMMA CEKCyatHa CTHMYJIAlIHS.

Jlo3upoBKa H HAYHH HA NPHJIOKCHHE
3a nepopaHo HpUIIOKEHHE.

Ynompeba npu evspacmnu:

IIpenoprunrennara qo3a or 50 mg ce B3eMa NpH Hy1a TPHOTH3HTENHO e[IMH Yac
IIpeaH CCKCyalHaTa akTUBHOCT. B 3aBHCUMOCT 0T e(peKTa M IOHOCUMOCTTA 103aTa . ,
MOXe z1a ce yBenuuH 10 100 mg wim na 6b1e HamasneHa 1o 25 mg. MakchanHaTa
npenoppuMTeNnHa 1o03a € 100 mg. MakcuManHaTa npenopbYuTeIHa qécro"fa Ha



npueMane € BeaHbx Ha fieH. Ako AM®UJIOP ce npueMa ¢ XpaHa, Ha9anoTo Ha
JEWCTBHETO MOXKeE J1a ce 3a0aBH B CpaBHEHHME C IIPHEMa Ha TJIAJHO (BX. ToUKa 5.2).

Ipunooicenue 6 cmapuecka sv3pacm:
Kopeknuu Ha f03aTa He ce W3MCKBA IIPH NAIHEHTH B CTap4yecka Bb3pacT.

Ynompeba npu nayuenmu ¢ Hapyuwena 6v0peuna QyHkyus:

ITpenopbKuUTE 3a I03UPAHE, OMKCAHH B ,,YTIOTpe6a IPH BE3PacTHU , CE OTHACAT 3a
MALUEHTH C JIEKO JI0 yMEPEeHO 6BO0pedHOo yBpeXkKaAaHe (KpeaTHHHHOB KIIMPBHC =

30 - 80 ml/min).

Thit KaTo KINPHHCHT Ha CHIIIEHA(UI € HaMaleH IPH MalUEHTH ¢ TEXKO 6bOpeyuHo
yBpexaane (KpeaTHHUHOB KiupbHC <30 ml/min), TpsAGBa 1a ce mpeABUIM 1032 OT
25 mg. B 3aBuCHMOCT OT edeKTa i TOHOCHMOCTTA 103aTa MOXe 1a Ob/e yBelnnuceHa
10 50 mg u 100 mg.

Vnompeba npu nayuenmu ¢ HapyuweHa 4epHoOPOOHA PYHKYUA:

Thit KaTo KITMPHHCHT Ha CHIIEHAQUI € HaMaJleH IPH MallueHTH ¢ YEPHOAPOOHO
yBpesKIaHe (Hamp. 1iMpo3a), TpsOBa Ja ce IpeaBuau 103a oT 25 mg. B 3aBucuMocCT oT
e)ekTa M HOHOCHMOCTTa JI03aTa MoXe Ja Obae yBenuuena 10 50 mg u 100 mg.

Ynompeba npu oeya u 1onowiu:
AMOUJIOP He e npeaHazHaveH 3a JiAa noJ 18-roauiiHa Be3pacT.

Ynompeb6a npu nayuenmu, npuemawu Opy2u 1eKapcmea.

C U3KIIIOYEHHE HA PHTOHABHP, 33 KOUTO €JHOBPEMEHHOTO NPHIIOKEHHE CHC
cuieHaduI He ce mpenopbuBa (BxK. Touka 4.4), TpsadBa Ja ce UMa IPeABA/ HaYaIHa
7032 OT 25 mg NpH NALKMEHTH, OJTyYaBallyl eJHOBPEMEHHO JICYCHUE C HHXHOUTOPH
Ha CYP3A4 (Bx. Touka 4.5).

3a 1a ce cBejie 10 MUHEMYM BB3MOXKHOCTTA 3a pa3sBUTHE HAa OPTOCTAaTHYHA
XMIIOTOHHS, MALIEHTHTE TPaOBa 1a ObaaT cTabHIM3HPaHH C JICYEHUETO ¢ anda-
GJI0KepH IIpe/in 3aMoYBane Ha jeueHue cbe cuiaeHaduir. OcBed Topa TpsbBa na ce
¥Ma TIpeJIBH/ CTapTHpaHe Ha CHIieHaguII ¢ 103a OT 25 mg (Bk. Touku 4.4 u 4.5).

IIponmonoxasaﬂnﬂ

CBpBHXYYBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO HIIM HAKOE OT IOMONIHHTE
BEIIECTBA.

B CLOTBETCTBHE C MO3HATHTE CH €EKTH BHPXY IbTS HA a30THUS OKCH/IIMKITHYHHMS
ryano3us Mmonodochar (il M®) (Bx. Touka 5.1), cuiaeHaui € mokasa, e

NOTEHIMPA XUIIOTEH3UBHATE €(peKTH Ha HUTPATUTE H €JHOBPEMEHHOTO MY

IIPUIIOKEHHE C JOHOPH Ha a30TE€H OKCHJ (KaTo HanpruMep aMHil HHTpHT) . HH’I’paTH e
MOJT BCSIKaKBa (hopMa € IPOTHBOINIOKa3aHOo. k




cuenabui, H
Cpencrsara 32 jeucHue Ha epeKTHIIHA quchyHKIu, BKIIIOUMTENHO nenadul,

Ha aKTI/IBHOCT
TpﬂGBa nace I/ISIIOII3BaT npu MBXE, 32 KOUTO HE ce npenopwma cexcyal

crabuiHa
(HanpuMep [IaIyeHTy C TEXKHA cspnetmo-cxnoau papymieHns KaTo HE

CTGHOKapLW[ﬂ nim TEHKKA m:pne‘ma HeIlOCTaT’b‘IHOCT).

AMO®UIOP € npOTuBOHOKazaH ripy NAAECHTH, KouTo UMaT 38,1"}’63;1?) ;};i;il;e'ro Ha
¢fHOTO OKO nopaaf HeapTepHATHA npeasa pCxeMuaHa OIITHYHA HE ;;I -
(HAHI/IOH), He3aBHCHMO Jai 031 enu30z € BB BpB3Ka WK He4c4)p
pUIOKEHUS aa pHxuouTOpy HA (boc(bonuecrepasa-S (BK. TOUKA 3-3)-

BesomnacHoCTTa Ha cunnenapun BE € npoyueHa npy CNECHUTE nonr%ytm nam;;r:; u
nopaju ToBa ynoTpedaTa My e npomnonoxa3aaa: eIKKO UEPHOAPOOHO yBpe e ,
xprioronus (KppBHO pansarafe <90/50 mmHg), apaMHe3a 32 npeceH HHCYIT ¥ .
pHdapKT HA MuoKap/a ¥ W3BECTHA HacieIcTBEHA jereHepaTuBii HapyueHAs e
peTmHATa KaTo HanpuMmep pemuHumuc nuemenmo3a (Malka gacT OT Te3H Halne

. pMar reHeTuIH! papyleHus Ha peTHHAIHHTE q)oc@o;mecrepazn).

4.4, Cnenuaany npenynpemeunn | npeaAnasHy MepKH npH ynOTpeGa

[lpenu na ce NIpeAnpueMe (bapmaxonomqﬁo neueHue ca HeoOxoAUMH aHaMHe3a ¥
u3uKanHoO u3cieaBaHe 3a MArHOCTHLMPAHE Ha epeKTH/IHATA aucysKuus 1
onpeeisHe Ha OTCHIMATHATE [10UIEIKAIIN IPATHHA

TIpeau Aa ce 3anoiHe HSIKaKBO JIeYeHne Ha epeKTUIIHATA aucyHKIH, JIeKapuTe
TpsiGBa a IpeneHiT CHpIEUHO-CHAOBAA cTaTyc Ha TEXHUTE [anuenTy, Thil XKaTo
CBILIECTBYBa CTENEH Ha chpeUcH PUCK, CBBp3aH CBC ceKcyanHaTa akTHBHOCT-
Cunnenapun HMa chaopa3mmupsaBalii cBOIiCTBA, KOHTO BOAST 110 JIEKO ¥ TPEXOHO
[IOHMKEHHE HAa KPHBHOTO pangrase (BX. TOYKa 5.1). Ilpeau npeAnuCBaHe Ha
cuyeHaduI JIeKapuTe TpaGBa BHUMATEIIHO Ja TIpeleHsIT A TeXHUTE MalueHT! €
oTIpe/ielieHH ITOJUIEHKaH 3aGoNsBaHus Guxa MOTIH 1d ce NOBIHUAAT HeOnaronpusTHO
OT Te3H CHAOpA3IIAPABALIH edexTy, ocoGeno B KomOuHanws CbC cexcyanHa
‘ axTuBHOCT. I1atueHTH C [IOBUITIEHA YyBCTBUTENHOCT KM Ba3OIMIATATOPH ca TE3U €
reBoKaMepHa 00CTPyKIMA Ha KpbBHHES TOK (uanpumep, a0pTHa CTEHO3a,
xuneprpopuIHa 0OCTpYKTHBHA Kapnnomnonamﬂ) Ji TE3M C PEK¥is CHHIPOM Ha

MHOKECTBCHA cuCcTEMHA anO(I)I/Iﬂ, npo;msmama ce Karo TEXKKO Hapyme}me Ha
aBTOHOMHHA KOHTPOJI Ha Kp’bBHOTO Hasrane.

AMOWJIOP morenunpa XUIOTEH3UBHMS epEeKT HA auTparuTe (BXK. TOUKA 4.3).

Cepuo3HH CBpAEYHO-CHAOBH WHIMACHTH, BKIIFOYATEIHO MHOKapIeH un(dapKT,

HecTaGuITHa CTEHOKAp/s, BHE3alHa CchpliedHa CMBPT, KaMepHa apuTMMsl, MO3BHHO-

CHJI0B KPHBOU3JIUB, npexoaHHA gCcxXeMU4HH aTaky, XI/IHepTOHI/ISI 1 XUIIOTOHHA, Ca
cpOOIIaBaHuU B HOCTMapKCTI/IHI‘OBI/I l'IpOY‘-IBaHI/ISI,

CHBIAAAIIH 10 BpEME C
yrotpebarara Ha cuiaeHaduI.

TloBeueTo, HO HE BCHUYKH, OT TE3H MaiyueHT ca nMajin npemﬂecmamn

CHPIEYHOCHIOBU PUCKOBH daxropu. MHOTO OT crOuUTHATA, KOUTO Ca CBOGMABQHH e
e Xl




HACTBIIBAT IO BPEME Ha HIIH CKOPO CJIe]] CEKCyallHa aKTUBHOCT, @ HACTBIIBAHCTO Ha
HSIKOM OT TSX € OHJIO JOKJIAABaHO CKOpO ciie] ynorpebara Ha cunaenadun 6e3
CeKCyalHa aKTHBHOCT. He € Bh3MOXHO [1a ce ONPEJIEiH Il TE3U CHOUTHA ca
CBBP3aHH MPSIKO C TE3H WIH € IPYTH GaKTOpH.

Cpe/cTBaTa 3a JJeYeHHE Ha epeKTHIHA TUCPYHKIIAS, BKIIOYATENTHO CHIIEHADWIL,
TpsAOBa @ Ce W3MOI3BaT C NOBUIICHO BHUMAHME MU NALMEHTH C aHaTOMHYHA
neopManys Ha NeHuca (KaTo aHryJiaus, kKaBepHosHa ¢pubposa uim 6oJecT Ha
[Neitpony) KK TP MAIIMEHTH, KOMTO KMAaT CHCTOSHMS, KOMTO MOTar Ja
IpeaApasnoiokaT KbM IpHANU3bM (KaTo KaTo ChPIOBHIAHO-KIICTHYHA aHEMHUS,
MYJITHIUIEH MHEJIOM HJIH JIEBKEMHST).

Be3onacHoCTTa U €EKTHBHOCTTA X KOMOWHHUPaHe Ha CHIAEHAQHI ¢ ApYTH
JleYeHHs Ha epeKTHIHA TUChYHKIMA He ca IpoydyeHd. ETo 3a1mo n3nonssaHeTo Ha
TakuBa KOMOUHAIIMK HE Ce MPENOophYBa.

3purtennu qedeKTH U Clydad Ha HeapTepUUTHA IIpeJHa HCXEMUYHA ONTHYHA
HEBpONATHS Ca JOKJIAJABaHH BBB Bpb3Ka C IIPHEM Ha CUIIEHaQHII U IPYTH
uHxubuTopu Ha pocdoauectepasa-5. [lanueHTHT TPA6Ba Aa OBAE NOCHBETBAH, Y€ B
Cly4aii Ha BHE3AITHO HapyllleHHe Ha 3peHUETO, TpsOBa Ja cipe npuemMa Ha
AM®UJIOP u na ce KOHCyaTHpA ¢ Jekap He3abaBHO (BXK. Touka 4.3).

EIHOBpEMEHHOTO NMPUIOKEHHE Ha CHIeHad U B PUTOHABUD HE CE IPeNnopbyBa (BXK.
Touka 4.5).

[TpenopruBa ce MOBUIIEHO BHUMaHHE, KOraTo CUIAeHa(UI ce Npuiara npy
TIAIMCHTH, TpUeMaIy ada-01oKep, Thi KaTo €THOBPEMEHHOTO IIPHIIOKEHUE MOXKE
Ja JOBeJE IO CHMIITOMATHYHA XUTTOTOHUS ITPH HAKOH YyBCTBUTEIHH MHIMBHIU (BX.
touka 4.5). ToBa e Haii-BepOATHO Ja HaCTHIIH B paMKHTE Ha 4 yaca ciel J03MpaHe Ha
cuineHadun. 3a 1a ce cBeJie 10 MUHUMYM BB3MOJKHOCTTA 3a Pa3BUTHE Ha
OpPTOCTaTHYHA XHIIOTOHHMS, MALUEHTHTE TPAOBa 1a ObJAT XeMOAUHAMHUYHO CTa0MIHA
¢ TepanusTta Ha anda-6IoKkep Ipeau 3amo4BaHe Ha JiedeHHe che criaeHadun. Tpsa6ra
Jla ce 0OMKC/IH 3amoYBaHe Ha cuiieHadw B 7103a oT 25 mg (Bxk. Touka 4.2). B
JIOTI'BJTHEHHE, JIEKApUTE TPAOBA Ja ChBETBAT MAIMEHTUTE KAKBO J1a IIPABAT B Cilydaii
Ha NposiBa Ha CHMIITOMM Ha OPTOCTAaTHYHA XUIIOTOHUA.

[IpoyuyBaHus BEPXY YOBEIIKH TPOMOOLIUTH MOKA3BaT, Y€ CHIIACHA(Q I NOTCHIMpa
aHTHArperanTHUs eQeKT Ha HAaTPHEB HUTPONPYCHA in vitro. He cpiiecTBYBa
uHpopManus 3a 6€30MacCHOCTTA Ha NPUJIOKEHHAE Ha CHILICHA(QUI NPU NAIUEHTH C
HapylleHus B KPhbBOChCHPBAHETO WK aKTHBHA NENTHYHA f3Ba. ClieJoBaTeHo,
cunaeHadu TpaOBa 11a ce mpuJiara pyu Te3u MalMeHTH caMo CJIe]l BHEMAaTeIHa
OlLI€HKA Ha CHOTHOIIIEHUETO N0JI3a-PUCK.

AMO®OUJIOP ne e mokazad 3a ynorpeda OT KeHH.




4.5. BzaumopeiicTBHe ¢ APYrH JieKapCcTBa H APYrH GOPMH Ha B3aHMoelicTBHe

Egpexmu na opyzu nexapcmeenu npooyxmu évpxy cundenagpun

In vitro uscnedeanus:

MetaGonu3mMbT Ha cHIAeHaHI Ce OChIIECTBsBA IIIaBHO OT nuToXpoM P450 (CYP)
nsopopmure 3A4 (rnaBen msT) 1 2C9 (BTOpOocTeneHeH mbT). Caea0BaTeIHO
UHXMOMTOPHTE Ha Te3U €H3MMH MOTaT Ja HAMAIAT KIHPHHCA Ha CUAeHaQmII.

In vivo npoyyeanus:

IMonynannoHHUAT GpapMakOKHHETHYECH aHATH3 HA JaHHHU OT KIIMHUYHH IPOYYBaHHS
NIOKa3Ba HaMaJleHHE Ha KIHPBHCA Ha CHJIeHa( W IIPH €HOBPEMEHHO MPHIIOKEHHE C
naxuduropu Ha CYP3A4 (kaTto KeTOKOHA30I1, EPUTPOMHIIUH, IIUMETHINH ).

Bbnpekn de He € HaOIO1aBaHa MOBHIICHA YECTOTA HA HEXKEJIAHH PEAKIMHU MIPH T€3H
HAITHEHTH, KOrato cuiieHadun ce npunara eggospeMeHHo ¢ CYP3 A4 uaxuburopu,
TpsiOBa fa ce 0OMHCTN HavYalHa /103a OT 25 mg.

EnnoBpemenHoTO npuwioxenune Ha HIV-npoTeaszHus *HXUOUTOP PUTOHABHP, KOUTO €
MHOr0 MolleH HHXu6uTop Ha P450 B crabuiiHO crerosaue (500 mg aBa mbTH
JHeBHO) u cuineHadmn (100 mg enHokpaTHa n03a) Boau 10 300% (4-kparHo)
yBennyeHHe Ha Cpax Ha cuiiieHadu u 1 000% (11-kpaTHO) yBeiMdeHHe Ha
nnasMeHuTe AUC Ha cuiinenaduin. Ha 24-Tus yac miasMeHuTe HUBA Ha CHIIIEHAGUIT
ca Bce olue okoyo 200 ng/ml, B cpaBHeHHE ¢ 0K0JI0 5 ng/ml mpu caMOCTOATENHO
IIPUJIOXKEHHE Ha cuiiieHaduin. ToBa ChOTBETCTBA Ha H3pa3eHUTe €PEKTH Ha
PHUTOHABHP BbpXY IHPOK Kpbr cyOcTpatu Ha P450. Cunnenadun Hama epekT BbpxXy
¢dapMaKOKHHETHKAaTa Ha pUTOHABHP. BB3 0CHOBA Ha Te3u PpapMaKOKHHETHYHA
pe3yJITaTH, €AHOBPEMEHHOTO NMPHIOKEHHE Ha CHIIACHA(DUI H PUTOHABHD HE CE
IIpenopbyBa (BX. TOUka 4.4) ¥ IpH BCUYKH CITy4Yad MaKCHMaJIHaTa J03a Ha
cuineHadw He OUBa NIPH HUKAKBU 0OCTOSATENICTBA Ja HaJBHINABa 25 mg B paMKUTE
Ha 48 yaca.

EnnoBpemenHoTo npwiokenue Ha HIV-nipoTeasnus HHXUOUTOP CaKBHHABUP, KOUTO
npeacrasisiBa UHXuOUTOp Ha CYP3A4, B paBHOBecHO cheTosHue (1200 mg Tpu nbpTH
JHeBHO) 1 cunaeHadun (100 mg exHokxpatHa no3a) Boau 1o 140% yBenmnyeHne Ha
Chax Ha cuiinenadun u 210% ysenuuenue Ha AUC Ha cunaenadwmn. CunneHadur He
OKa3Ba BIMSHME BHPXY (apMaKOKMHETHKATa Ha CaKBUHABHP (BHXX Touka 4.2). CuiHI
nHxubutTopu Ha CYP3 A4, xaTo KETOKOHA30JI M HTPAKOHA30J1, C€ 04YaKBa Ja UMar Io-
rojisiM e(pexT. '

Korato ennokparna f1o3a ot 100 mg cuaeHapun € IpuiokeHa ¢ epUTPOMHITHH,
cnenudunueH naxudburop Ha CYP3 A4, B crabunto ceerosiaue (500 mg nBa mbTH
JIHEBHO B IIPOIBIKEHHE Ha 5 HK) ce Habmonasa 182% yBenmyenune Ha CHCTEMHaTa
exciozunus Ha cwiaeHadun (AUC). [pu 3apaBu MBxe J0OpOBOIIITH, HE € HMAJIO
JoKa3aTescTsa 3a epexra Ha asuTpomunuH (500 mg nHeBHO 3a 3 aHM) BpXy AUC,

Crnaxs Tmax, KOHCTaHTHATa CKOPOCT Ha €IMMHUHAIMS WM TIOC/IEABAIIMS TIOMY)KUBOT HA .

CHIIZICHad W WX HETOBUTE OCHOBHH MeTaboIUTH B LUpKyaanusTa. I lumernann (800
mg), Ko#To e HHXUOUTOp Ha nuTOoXpoM P450 u HecnenndrueH HHXUOUTOD Ha



CYP3A4, npenuspnksa yennueHue ¢ 56% Ha ILIa3MEHHTE KOHIIEHTPAIUH Ha
cuneHadm IpH €THOBPEMEHHO NPHIIOKEHHE Che cunaeHadun (50 mg) npu 3apaBu
J06POBOITIIH

CoxsT ot rpeiindpyT e cnab naxubutop Ha MetaGonusma Ha CYP3A4 B upeBHaTa
CTeHa ¥ MOXeE Jia IOBEJIE 10 YMEPEHO NOBUIIIABAHE HA IUIA3MEHUTE HUBA HA
cuaeHadu.

EnnoxpaTtHu 103 aHTHAIU (Marie3neB XUIPOKCH I/ ATyMUHUEB XHIPOKCH) HE
[IOBJIMABAT OMOHATMYHOCTTA HA CHILICHADHTT

Bobnpeku, 4e He ca IpoBeAeHH crieudHYHE IPOYUBaHUS BHPXY B3aHMOIEHCTBUETO
3a BCUYKH JICKapCTBEHU NPOAYKTH, ONyJIallMOHeH (papMaKOKMHETHYECH aHAIH3
IIOKa3a JIuIca Ha epeKT BbpXy papMakOKHHETHKATa Ha CHIIACHA(II OT
CBIBTCTBALLIOTO JICYCHHE, IPHHAUIeKAI0 KbM rpynara Ha CYP2C9 unxuburopure
(xato TonOyramun, Bapdapus, perutonn), CYP2D6 naxuburopu (Kato ceeKTUBHH
MHXHOHUTOPH Ha 0OpPATHOTO 3aXBanlaHe HA CEPOTOHHHA, TPUIUKIHIHH
aHTHIENPECAaHTH), THa3HIHH U CBbP3aHU JUYpeTHIH, OPHMKOBHU U KaJluii-
ChXpaHsBallld IMYPETHIIM, HHXHUONTOPH Ha aHTUOTEH3UH-KOHBEPTHPALIHS €H3UM,
KaJIIIMEBH aHTarOHMCTH, O€Ta -aJpeHOPELEITOPUTE AaHTATOHUCTH WM HHAYKTOPUTE
Ha CYP450 meTabonu3bM (kato pudaMiuius, 6apOUTypaTh).

Hukopanaun e xuOpua Mexx oy akTHBATOP Ha KaJIMEBUTE KaHATH U HUTpar. [lopamu
HUTpATHATa CH KOMIIOHCHTA CHIIIECTBYBA B3MOMKHOCT 32 CEPHO3HO B3aUMOJICHCTBUE
ChC cHIgeHadmIL.

Edbexmu na cunoenagun evpxy opyau aexapcmeenu npooykmu

In vitro uzcnedsanus.

Cunnenadun e ciaab HHXHOHTOP Ha LuToXpoM P450 uzoenzumute 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 (ICs¢> 150 uM). Kato ce umaT npeiBu NMKOBUTE ILIa3MEHH
KOHIIEHTpalluK Ha cuiieHadui ot okojo 1 uM cnen npuem Ha NpenopbYUTETHHTE
21034, MaiKo BeposiTHO € AM®UJIOP na mpoMeHst kiupbHCa Ha cyOCcTpaTHUTe Ha Te3H
H30€H3UMH.

Hsma nannu 3a B3auMoeiicTBie Ha cwiieHadun 1 HecrenupuaHuTe HHXH6HTOpH Ha
¢bocdoamrecrepasza KaTo TEOPUIMH UK JTUTHPUIAMON.

In vivo npoyysanus:

B choTBeTCTBHE C U3BECTHUTE CH ACHCTBHS BhPXY ITBTA Ha a30THUS okcuy/nl MO
(BX. Touka 5.1) cuneHadun e mokasan NOTCHIMPaHe Ha XUIOTCH3UBHUTE eeKTH Ha
HUTPATUTE U €THOBPEMEHHOTO MY IIPHJIOKEHUE C JOHOPHU Ha a30TE€H OKCHUJ WU
HUTpPATH 10J BCSIKakBa ¢opMa e NpOTUBOIIOKa3aHo (BX. Touka 4.3).

EnnospeMeHHOTO NpHIIOKEHHE Ha CHIIcHA(UIT Ha TALMCHTH, IPUEMAIlY anda-
OI10KepH, MOXKe Ja J0Be/e IO CUMIITOMaTHYHA XUIIOTOHHUS IIPH MAJIKOTO
YyBCTBUTEIHH HHIUBHAK. TOBa € Hal-BEPOATHO Jia Ce NOABAT B paMKHTE Ha 4 Jaca



cinen npueMa Ha cunaeHadun (Bx. Toukd 4.2 u 4.4). B Tpu npoyusanus 3a
crennUYIHY IEKapCTBEHN B3auMo/IeiicTBus anda-Glokep n0Kca3o3uH (4 mg u 8 mg)
u cuigeHadui (25 mg, 50 mg w100 mg) ca NPUIIOKEHH €THOBPEMEHHO TIPH
NalMEHTH ¢ J00pokadecTBeHa mpocTatHa xunepruiasus (JI1X), crabunnsnpanu Ha
TEpaInus ¢ T0KCa303H1H.

B Te3u usnuTBany nonynanuy € HaGIOIABAHO CPEHO JOBIHUTEIHO HAMAICHHE Ha
KPBBHOTO HAJITaHE B JIerHANIO nojioxeHue ot 7/7 mmHg, 9/5 mmHg, u 8/4 mmHg, n
CBOTBETHO CPEHO JAOMBJIHHTEIHO MOHMXEHHE HA KPHBHOTO HAJIATAHE B U3IIPABEHO
nojnoxenue ot 6/6 mmHg, 11/4 mmHg u 4/5 mmHg. Koraro cunnenadun u
AOKCa303MH ca OWJIH NPUIOKEHH €THOBPEMEHHO TIPH MAIUEHTH, CTAOUIM3HPaHH Ha
TEpaIus ¢ TOKCa303HH, Ca IOJyYEHH peIKH ChOOILECHHS 3a MAIHEHTH, KOUTO ca
IIOJTyYHITH CUMIITOMATHYHA OPTOCTaTHYHA XUNOTOHUSA. Te3M NOK/Ia Iy BKIIOYBAT
BHECHE HA CBAT U 3aMastHOCT, HO HE W CHHKOIL.

He ca oTueTenn 3naYMMH B3aHMOACHCTBHS, Korato cuifieHadm (50 mg) e npunaran
. eITHOBPEMEHHO ¢ TonOyTtamun (250 mg) unu Bappapun (40 mg), ¥ ABETE OT KOUTO Ce
metabomusupar or CYP2C9.

Cunnenadun (50 mg) He moTeHUUpa yABKABAHE HAa BPEMETO HAa KLPBEHE,
MPEOU3BHKAHO OT alleTHICATULKIOBa kucenuna (150 mg).

Cunpenadun (50 mg) He HOTEHIMPa XUIIOTEH3UBHUTE e()EKTH Ha alIKOX0J1a IIPU

3apaBH IlO6pOBOJ'II.II/I ChC CPCOIHHA MAKCHMAIHHU KOHICHTPAlMH Ha aJIKOXO0JI B KPBBTa
80 mg/dl.

IIpuHaanexamy KbM ClIEJHATE KJIACOBE aHTUXHUIIEPTEH3UBHHU JIEKAPCTBA: AHYPETHIIH,
Gera-6noxepu, ACE nuxubutopn, anruoressus Il aHTaroHHCTH, aHTHXMIIEPTEH3HBHH
NIEKapCTBEHU IIPOAYKTH (Ba30AMIIATaTOPH U LIEHTPAJIHO JSHCTBAIIM), aJpeHEPTHUHH
HEBPOHHH OJIOKEPH, KAJIIUEBH aHTArOHUCTH U ada-anpeHopenenTopuTe GI0KepH He
[I0Ka3BaT pa3jiMKa B Npo(HIa Ha He)KeJIaHHTE PeaKIuy P HalleHTH, IPHeMalIy
cuiaeHadu, B cpaBHeHHe ¢ 1iae6o. B nmpoyusane 3a cnenuduuso
B3aHUMOJIEHCTBUE, MpH KoeTo cuiaeHadui (100 mg) e mpunarad eTHOBPEMEHHO C

. aMJIOJIMITHH IIPH ITALMEHTH C XHIEPTOHHS, ce Habio1aBa TONbIHATEIHO HAMalIEHHE
Ha CHCTOJIMYHOTO KpBBHO Hassirane oT § mmHg. CHOTBETHOTO JIONBIHUTENHO
HaMaJICHHE Ha JIMaCTOJIMYHOTO KPBBHO HaJITaHe B JIETHAJIO NoJioxkenue ¢ 7 mmHg.
Te3n nonbIIHUTETHA MOHMKEHHS Ha KPBBHOTO HAJIATaHE ca OHMJIH CXOHH II0 CTEIEH C
TE3M, HAOJII0IaBaHu MIPH CaMOCTOSTETHO NPHIIOXKEHHE Ha CHIAeHAQHI IPH 31paBH
no6poBouH (BX. Touka 5.1).

Cunpenadun (100 mg) He noBiwsIBa cTanmoHapHaTa apmMakokuHeTHka Ha HIV-

MPOTEa3HUTE HHXUOUTOPH, CAKBUHABHD M PHTOHABHP, H IBETE OT KOMUTO Ca CyOCTpaTH
Ha CYP3A4.

4.6. BpeMeHHOCT H KbpMeHe

AMOUJIOP He e nokasaH 3a ynorpeba oT KeHH. SR




He ca oTKpuTH 3HaYHMH HeXXeNaHH JIeKapCTBEHH PEaKIIHH B PEIIPOLYKTHBHH
NPOY4BaHHMS NPH IUTHXOBE U 3alIIM CJiel IEPOPATHO NPUIOKEHHE Ha CHLIeHA(HUIT.

4.7.EdexTn BHpXy cniocofHoCTTa 32 mModHpane H paGoTa ¢ MAIIHHA

Hsma npoyusanus 3a edexture BBpXy CrIocOGHOCTTA 3a modupane u paboTa ¢
MAIIWHH.

Tovi kaTo B KIMHHYHY NPOYYBaHHUA ChC CHIIAEHA(HUI ca JOKIA(BAHH 3aMaiiBaHe U
HapyIIeHO 3peHUE, MAIHEHTHTE TpsAOBa Ja 3HasAT Kak pearupat Ha AM®OWJIOP npenu
modupane win paboTa ¢ MaIIHHA.

4.8.Heke1aHU J1eKAPCTBEHH PeaKIuM

. ITpodusT Ha Ge30macHOCT Ha cHiaeHadHI ce OCHOBaBa Ha 8691 manyeHTH, KOUTO ca
N0y YIIIH MPENIOPBhYBAHATA CXEMa Ha J03MpaHe MpH 67 mianebo-KOHTPOIMpaHH
KIIMHUYHHE NpoyuBanus. Hali-uecTo cho0ImaBaHNTe HeXENaHH PeaKLUH IIPH
KJIMHUYHY [IPOYYBAHMS CPeJl MALlMEHTUTE, JIEKYBaHU ChC CHUIIeHAaduI ca riaBobonue,
3auepBSABaHE, JUCIIETICHsI, 3PUTEIIHY HapyHIEHHUs, 3allylIIBaHEe Ha HOCA, 3aMasHOCT U
HapyLICHHS B I[BETHOTO 3pECHUE.

Hexenanu peakiiuy, yCTAaHOBEHHU B IIOCTMapKETHHIOBH POYYBAHHUS Ca CHOUPAHH B
nepuoj ot >9 roauHu. Thi KaTO He BCHYKH HE)XETaHH peaKuy ca CHOOLICHH Ha
Ilputexatens Ha pa3pemieHHeTo 3a yrotpeba U BKIIOYEHH B 6a3aTa JaHHH 3a
6€30I1aCHOCT, YeCTOTAaTa Ha TE3W PEAKIHH HE MOXKE J1a CE OTPEIEN HaIeXKIHO.

B tabnunara mo-z01y BCHUKH KIMHHYHO 3HAYMMH HEXEJIaHH PEAKIIHH, KOMTO Ca
HACTHIINIIK 110 BpEME Ha KJIMHUYHHTE MPOYYBAHHUS C YECTOTA IO-roJisiMa OT I11ane6o,
ca M36pOeHH [0 CUCTEMO-OpraHHaTa KiacH(buKamus 1 yectora (MHOTO 4ecTH (>
1/10), gectu (> 1/100 no <1/10), wegectu (> 1/1 000 xo <1/100), peaxu (> 1/10 000

. 1o <1/1, 000). OcBeH ToBa, YecTOTaTa Ha KIMHHYHO BAXKHHU JIEKAPCTBEHH PEaKIHH,
ChOOIaBaHH B ITOCTMapKETHHTOBHS IIEPHOJ € BKIIFOUEHA KaTo HEM3BECTHA 4ecToTa. B
paMKUTe Ha BCsKa IPyIa 0 4€CTOTa, HEXEIAHUTE JIEKAPCTBEHH PEAKIMHU Ce
U36posiBaT B HU3XOIAI Pe/I IO OTHOIIEHHE Ha TEXECTTA.

Tabmmua 1: MegnmHHCKH 3HAYMMH HeXKeJIAHH PeaKIUH, CHOOIABAHH C Y€CTOTA
MO-roJisIMa OT IU1aNed0 NPH KOHTPOJIHPAHH KJIMHHYHH NPOYyYBAHHUS H
KJIHHHYHO 3HAYHMH HEXKeJIaHH PeaKklHd, CLOOIeHH 10 BpeMe Ha Ha0/II01eHHeTo
¢Jie MyCKAHETo HA ma3apa.

Cucrema 3a opranHa Kjacupukanus Hexenann peaknuu
Hapymienusi Ha HMyHHATa CHCTEMA )
Penxu Peaxunu Ha CBPBXYIYBCTBHTEIHOCT




Hapymenus Ha HepBHATa cHCTEMa
MHoro yectu

Yectn

Heuectn

Penxu

C HensBecTHA yecTOTa

Hapywmienust na ouure
Yectn
Heuectn

C HeusBecTHA 4eCTOTA

Hapymennsi Ha yXoTo u 1aGupHHTA
Heuectn
Penxn

CoaoBH Hapymenus
Yectn
Penxu

CopaevyHu HapymeHus
Heuectn
Penxu

C Hen3BecTHa YecTOTA

PecnupaTopuu, rpeaHH H
MeAHACTHHAIHH HADYUIEHHS
Yectu

Penxu

CromaniHo-4peBHH HApyIIeHAH
Yectu
Heuectn

KoxaTa, nogxoskHaTa u MekuTe
ThKAaHH

Heuyectn

C HeusBecTHa yecToTa

I'maBobonue

3aMasHOCT

CBHIMBOCT, XHIIOECTE3USA
Mo3bYHO-CBAOB HHIHIEHT, CHHKOII
ITpexoaHH HCXEMHUYHH aTaku, IEPUOBE,
pPENHIUB Ha IEPUYOBE

3puTennu cmyinenus, Hapymenue Ha
IBETHOTO 3pEHHE

KoHroHKTHBaTHY HapyLIeHuUs,
HapyIIeHU] Ha OYUTEe, HapyIeHHs Ha
CHI300TIENSIHETO, IPYTH HApyIIEeHAS Ha
oYmTe

HeapTepuutHa npenHa ucxeMu4Ha
ontuyHa HeBponatusa (HATTMOH),
PETHHAIHA CHA0BA OKITY3Hs, IedeKT Ha
3PHUTEHOTO I0JIE

CBETOBBPTEXK, IIYM B yIIUTE
I'myxora *

3auyepBsaBaHe
XUNepTOHHUS, XHUIIOTOHHUS

IMannuranuu, Taxuxapaus

Mruokapnen uadapkr, npeacspaHO
MBXJICHE

BenTtpukynapHa apuT™us, HecTabuiIHa
CTEHOKapIus, BHE3aHa ChPAEYHA CMBPT

3amyIieH Hoc
Enuncrakcuc

Hucnencus
Ilosperinane, ranene, cyxora B ycraTa

Koxen o6pus
Cunzpom Ha CrussH [KOHCEE (SJ S)
TOKCHYHA eNMHepMalIHa Heronnza

(TEN) ;’




MyckyaHo-cKkejIeTHATA CHCTEMA |
CHEIMHATEIHATA THKAH
Heuectn Muanrus

Hapymenus Ha n0Ji0BaTa cHcTeMa H
MJIEYHATA XKJIe3a
C HeusBecTHa yecTOTa ITpranusbM, yabikeHa epexims

O0mu Hapymenust u edexTn Ha
MSAICTOTO HA NPHJIOKEHHE

Heuectu bonka B repaute, ymopa
Hscaensanns
Heuectu YBenuueHa CbpJieYHA YECTOTA

* 3abonsBanus Ha ynuTe: BHe3alHa ITyxora. BHesanHo HamaneHue niH 3ary6a Ha
CiIyxa € IOKJIaZiBaHO IpH MaTbK Opoi Cllydau B KIMHHYHU M3IUTBAHHS ClE]
IIyCKaHETO Ha nasapa Ipy ynorpeda Ha BCHUYKH HHXHOUTOPH Ha docdomuecrepasa-3,
BKJIIOYHUTEITHO CHIIICHADHIT.

4.9 Ilpeno3upane

B npoyuBanus Ha J06POBOJIM ¢ €AHOKpaTHA 1032 ¢ 103K 10 800 mg HexenaHuTe
peakuuu ca Oy NOZOOHHU Ha Te3W, HaOJI0IaBaHM IIPH II0-HHUCKH JO3H, HO YeCTOTaTa
U TeXeCTTa ca Omnu no-rosiemu. Jlosn ot 200 mg He ca JOBeH A0 yBenHYapaHe Ha
e(HKacHOCTTa, HO YECTOTaTa Ha HEXeJlaHHTE peakuuu (raBobosne, 3auepBsaBaHe,
3amaiiBaHe, QHUCIIETICHS, 3alylIBaHe Ha HOCa, HAPYIIEHO 3pEHHE) € HapacTBaja.

B ciyyawTe Ha npeio3upaHe CTaHAAPTHUTE HOAABPIKAINYM MEPKH TPsOBa a 6baaT
‘ ch0OpaseHy ¢ KOHKPETHHTE Hyxk1u. brOpedHara [rann3a He ce 0UaKsa ia yCKOpH

KIIUPBHCA, T KaTo CI/IJ'IIleHa(i)I/IJI € CBbpP3aH BbB BUCOKA CTCIICH C NIJIa3MEHUTE
HNPOTEUHHU U HE CC€ CIMMUHHMpA C YpHHAaTa.

5. ®APMAKOJOI'MYHU CBOMCTBA
S5.1.®apmMakoAHHAMHYHH CBOMCTBA

®apmakoTepaneBTHYHa rpyna: JlekapcTa 3a JieueHue Ha EPEeKTHITHA AUCHYHKLIUS.
ATC xon: G04B E03.

Cunnienadun ciyH 3a nepopaiHo JiedeHHe Ha epeKTHiIHaTa aucdynkius. B -+
€CTECTBCHH YCJIOBHS, T.€. IPH CEKCyallHa CTHMYJIAIIUS, TOH Bb3CTAHOBSBA -
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HapylIeHaTa epeKTH/IHA (yHKIHS Upe3 yBeJIMYaBaHe Ha IPUTOKA HA KPBB KbM
HEeHHUCa.

DH3HMOTIOrHYHHUAT MEXaHH3bM, OTTOBOPEH 33 €PEKIHATA Ha IIEHHCA, BKIIIOYBA
ocBoGok1aBane Ha a3oTeH okci (NO) B KaBepHO3HHTE Tela 110 BpeMe Ha ceKCyallHa
cTuMynanus. A30THHSAT OKCH] CJIeJl TOBAa aKTUBHpA €H3MMa I'yaHWIAT [MK/Ia3a, KOEeTo
BOJIM J10 MOBHILICHH HUBA HAa NHKJIMYHUSA I'yaHO3HH MoHOdochar (ul Md), kolito
BOJM [I0 OTHYCKaHEe Ha IJiajikaTa MyCKyJiaTypa B KaBEPHO3HHTE Tella M OCHIYpsiBa
IIPUTOK Ha KPbB.

Cunznenadun e MOIEH U ceNleKTUBEH MHXUOUTOP Ha Ul M®-cnierupuynaTa
docdomuecrepasza Tun S (PDES) B kaBepHO3HOTO TsU10, ipH koeTo PDES e oTroBopHa
3a pasrpaxaanero Ha il M®. Cungenadui uma nepudepHo neiicTBHE BbpXyY
epekuusTa. CunaeHadui HiIMa IPsSK pelakcHpalll eheKT BbPXY H30JUPaHH YOBEIIKH
KaBCPHO3HH TeJia, HO MOIIHO yBenn4aBa penakcupanys epekt Ha NO B Taszu ThKaH.
Korato e axtuBupan mbrat Ha NO/iiI' M®, kakTo cTaBa IpH CEKCyalHa CTUMYJIAIKS,
unxubupadero Ha PDES ot cunnenadun Boau 1o nosuinenyu ausa Ha il M® B
KaBepHO3HOTO Tsu10. ETO 3amm0 € Heo6xoaMMa cekcyallHa CTUMYJIAIHS, 3a 14 MOXKE
cuiieHa(uN 1a OCHHIECTBH CBOMTE JKEJIaHU OaromnpusTHi GapMaKoJIOrHUHH
edeKTH.

H3scnensanus in vitro nokasar, de cuiaeHadu e cenektused 3a PDES, kosTo
y4yacTBa B Ipolieca Ha epexuusaTa. Herosust edekr e mo-momeH Bspxy PDES,
OTKOJIKOTO BBpPXY Apyrure usBectHu dochoauecrepasn. Toii ¢ 10 mpTH mo-
cenekTHBeH 3a PDEG, kxoiiTo yyacTsa B nporeca Ha GOTOTpaHCAYKIIMS B PETHHATA.
ITpn MakcMMaIHO pENOPBYMTENHHUTE NO3H, € 80 MbTH mo-cenekTuBeH cnpsmo PDE]
v Haj 700 meTu copsmo PDE2, 3,4, 7, 8,9, 10 u 11. ITo-ciennanto cunaeHadun umMa
Hax 4000 msTH mo-BUcoKa cenekTuBHOCT 32 PDES cnipsimo PDE3, kosito
npencrasinsisa TAM®-cnenupuyna Gocdoauectepasta uzohopma, yuacTpaia B
KOHTpPOJIA HA CHPACYHUS KOHTPAKTUJIUTET.

JIBe KIMHUYHM MPOYYBAHHS ca OWIIH CIIELMATHO MPOSKTHPAHH 3a OlleHKa Ha BPEMETO
Clell ITpueMa, npe3 KOHTo cuiieHaduI MOXKe J1a ce MpeIu3BUKa €PeKIUsd B OTTOBOP
Ha CeKCyaJHa CTUMYJalus. B mpoyuBaHe ¢ IpoBeXJaHe Ha IIeTu3Morpadus Ha
nenuca (RigiScan) nmpu nanueHTH Ha IJIAJHO, CPETHOTO BpEeMe 3a HAvYalo Ha
JEHCTBHETO NPH TE3U, KOUTO ca MOJIyUUIH epekius ¢ 60% purnanoct (Iocrarbuia 3a
TI0JIOB aKT), € 6mito 25 MunyTH (Mexay 12-37 MuHyTH) cbe crineHadun. B oTaensto
npoyusaHe RigiScan, cungenadun Bee olle € 611 B ChCTOSHHE JIa CE MPeIU3BHKA
€pEKIMs B OTTOBOP Ha CeKCyalHa cTuMysianus 4-5 Jaca ciez nmpuema Ha J1o3ara.

Cunpenadui npeTM3BUKBA JICKH U MPEXOAHH TOHM)KEHUS HA KPHBHOTO HAJIAraHe,
KOETO B IIOBEYETO CIIy4yau He ce NMpOosBsBa KIHHHYHO. CpeTHOTO MaKCUMATHO
MMOHM)KEHHE Ha CHCTOJIMYHOTO KPHBHO HAJISTAHE B JIETHAJIO MOJIOXKECHHUE CIIET
nepopainHo npunoxenue Ha 100 mg cunnenadun e 8,4 mmHg. CrorBeTHata
IPOMsIHA B AHACTOJIMYHOTO KPBBHO HajsAraxe € 5,5 mmHg. Te3u nonmwxenus-ga
KPBBHOTO HAJIATaHe Ca B ChOTBETCTBUE ChC ChAOPA3LIMPSBAIIMTE €PEKTH HA. - »
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CHJIICHa U1, BEPOSITHO NOpa/Iy MOBUINEHATE HUBaTa Ha 1l M® B riaakara
MYCKYJIaTypa Ha ChAOBETE.

Enunnynn nepopanau no3u Ha crieHadun o 100 mg opu 3apasu n06poBONLIH HE
NIPEN3BUKBAT KIMHHYHO 3HAUYNMH epextn Bbpxy EKI.

B npoyuBane BbpXy XeMoIMHAMHYHHTE e(eKTH HA €JHOKPATHA IIEPOPATHA 1033 OT
100 mg cunnenadun npu 14 nanueHTH ¢ TeXKa KOpoHapHa 60JECT Ha CHPLETO
(UBC) (> 70% cTeHO03a Ha IIOHE €HA KOPOHAPHA apTepHsl), CpeIHATa CTOMHOCT Ha
CHCTOJIHOTO ¥ JHACTOJIHOTO HAJIATaHe B IOKOHU ce € ITOHMXKHIO ¢hC 7% U 6% B
CpaBHEHHE C H3X0AHOTO HHBO. CpeAHOTO 6e10APOGHO CHCTOIHO HAJATAHE CE €
HOHIXHIIO ¢ 9%. CunaeHadun He e mokasan epeKT BEPXy ChbpACYHHS OeOHT U HE €
HapyIIuJI KpPhbBOTOKA IIPE3 CTEHO3HPAINTE KOPOHAPHH apTEPHH.

He 6s1xa neMOHCTpHpaHH KIMHAYHO 3HAYHMH Pa3/IHKU BbB BPEMETO 3a INMHTHPAHE
Ha CTCHOKap/AusTa [IPY CHiiIcHaQun B CpaBHEHHE ¢ IUIAIe00 B JBOMHO-CIIAIIO,
I1a11e00-KOHTPOIMPAHO NMPOyYBaHe ¢ GPU3MIECKO HATOBApBaHe MpH 144 marueHTH ¢
ePEeKTHIIHA JUCOYHKIMS U XPOHHYIHA CTabUIIHA CTEHOKApAs, KOMTO ¢a IIPUEMaIH
PEIOBHO aHTH-AHTHHO3HH JIEKAapCTBa (C U3KIIOYEHUE Ha HUTPATH).

Jlexu ¥ NpexoiHM Pa3IMKH B Pa3lIO3HABAHETO HA IIBETOBETE (CHHLO/3€JIEH0) ca OrH
OTYETEHH NPH HAKOM HHAMBHUIH NOCPEeCTBOM TecTa ¢be 100 oTTeHBKA Ha
Farnsworth-Munsell B pamxute Ha 1 yac ciien mpuem Ha n03a ot 100 mg u He ca 6unu
Ha0JII0NaBaHH HUKAKBH H3pa3eHu epeKTH 2 Jaca Clie] IPUeMa Ha J03aTa.
BeposTHHAT MEXaHH3bM Ha Ta3H MPOMSHA B [[BETOBATA JUCKPUMHHALIMS € CBBP3aH C
unxudbupanero Ha PDEG, xoiiTo yyacTBa BbB GOTOTpaHCIyKIIMOHHATA KacKaaa Ha
perunara. CunneHadui HiMa HUKaKbB e(EeKT BbpXY 3pUTEIHATA OCTPOTA MIIH
KOHTPACTHaTa YyBCTBUTEIHOCT. B Masko miiane60-KOHTPOIMPaHO MpOyYBaAHE IIPH
NAIMEHTH C JI0Ka3aHa paHHA Bh3pacToBO-00yCIOBEHA JeTeHepallus Ha MaKyara (n =
9), cunnenadun (exHoKpaTHa 1033, 100 mg) He TOKA3BAT 3HAYMTEIIHH IIPOMEHH B
IIPOBEIACHUTE 3PUTETTHUTE TECTOBE (3PUTEIIHA OCTPOTA, pelIeTKa Ha AMCIIED, I[BETOBA
JMCKpHMHMHALIMS, CHMYJIHpAallla CBETJINHY Ha cBeTodap, mepuMeTsp Ha XsM(ppH u

dbotocTpec).

He e nmano edexT BbpXy MOABHXHOCTTA Ha CIIEPMATO30MANTE HIM MOpdoorusra
CJie, €NHOKpaTHU nepopanHu 1034 oT 100 mg cunaeHadun npu 3apaBu 106POBOIIIIH.

Honvrnumenna ungpopmayus om KIUHUYHYU NPOYYEAHUS.
B xnuHu4HM npoyuBanus cuigeradui e 6ui npuiokeH Ha Hax 8000 nanuenTy Ha
BB3pacT 19-87 ronuuu. CriegHUTE rpyNy MALUEHTH Osixa Mpe/ICTaBEHU: Bb3PaCTHH
mnna (19.9%), nanmentu ¢ xunepronus (30,9%), 3axapen auaber (20.3%),
ucxeMuy4Ha 6onect Ha ceprero (5,8%), xunepmunuaemus (19.8%), HapaHsBaHus Ha
rpeOHaqHus ¢TI0 (0,6%), nenpecus (5,2%), TpaHCypeTpaiHa pe3eKIIns Ha
npocraraTta (3.7%), panukainHa npocrarekromus (3,3%). Criegaurte rpynu He ca
JOCTaTh4YHO A00pe NPeACTABEeHH WJTH Ca M3KIIFOYEHH OT KIIMHUIHUTE NPOYYBAHH:
NAI[UEHTH C Ta30BU XUPYPrUIHU UHTCPBEHIMH, MAIUEHTH CJIe] nLquepaan, e
HAIUEHTH € TEXKO ObOPEUHO WIIH YEPHOAPOOHO YBpEXKAaHE H NalMEHTH: [ Hmcon
CbpAEYHO-ChI0BH 3a00isiBaHus (BXK. To4Uka 4.3). -




B npoyusanusita ¢ pukcupanu 1031, IPOLEHTHT Ha TIAIMEHTHTE, KOMTO CHOOIIABAT,
1€ JICYEHHETOo € MOAOOPUIIO TAXHATA epeKIus € 62% (25 mg), 74% (50 mg) u 82%
(100 mg) B cpaBrenne ¢ 25% Ha miane6o. B KOHTpoTHpaHU KIMHUYHH IIpOyYBaHHS

YeCTOTaTa Ha OTKa3 OT JICUeHHE ChC CHIIEHadHI € HUCKA U CXO/IHA C Tas3d IpH
miane6o.

3a BCHYKH NIPOYYBaHHUs NPOLEHTHT Ha IALMEHTHTE, ChOOMIABALIH 32 TOAOGPEHHE ChC
cuaeHaduI ca, KakTo cleiBa: ICHXOreHHa epekTHiIHa nucyHKIms (84%), cMeceHa
epeKkTHiIHa qucdyHKums (77%), opraHudHY epekTiiHa quchyHKIms (68%),
BB3pacTHH Xopa (67%), 3axapen nuabet (59 %), ucxeMuyHa GOJIECT Ha CHPIETO
(69%), xunepronns (68%), TYPII (61%), panuxanua npocratekToMus (43%),
YBpEXKIaHUA Ha TpEOHa4YHus MO3bK (83%), nenpecus (75%). BesonacHocTTa 1
eukacHOCTTa Ha cHeHaduI ce 3ana3Ba B ABITOCPOYHHUTE TIPOYYBAHHS.

5.2.@apmMakoKHHETHYHH CBOHCTBA

Abcopbyus:

Cunpenadun ce abcopbupa 6bp30. HabmonaBannTe MakCUMaIHH IIa3MEHA
KOHIICHTpAIIHH ce AocTurar B pamkute Ha 30 no 120 munytu (cpeana croinoct 60
MHHYTH) CJI€Jl epopaneH MpHueM Ha riagao. CpenHara abcorOTHA TepopaiHa
GuonanuaHoCcT € 41% (rpanuun 25-63%). Ciieq nepopalieH MpreM Ha CHiIeHaduII

AUC u Cyax HapacTBaT NIPONOPUHOHATHO HA JI03aTa B MPENOPhYBAHUTE TPAHHLIHA
n03a (25-100 mg).

Koraro cunaenagui ce npueMa ¢ XxpaHa, CKOpocTTa Ha abcopOLus € HaMalleHa ChC
CpelIHO 3a0aBsHE Ha tmax OT 60 MUHYTH U cpeHa peayKIHusI Ha Cmax 0T 29%.

Pasnpeoenenue:

Cpennmar obem Ha pasmnpenenenne B crabunno cecrosuue (Vd) Ha cunenadun e
105 1, koeTo nokaspa pasnpenenenre B ThkanuTe. Cliesl eTHOKPaTHA MepopaiHa 1032
or 100 mg, cpeanara MakcuManHa ob1a I1a3MeHa KOHIEHTpaIKs Ha CHiiieHadu e
npubmizurenHo 440 ng/ml (CV 40%). Twii kaTo cunaeHadu (M HETOBHAT OCHOBEH
EpKynupai Meradbosut N-aesmetun) € 96% cBbp3aH ¢ I1a3MEHHUTE TIPOTEHHH, TOBA
BOJIY JI0 CpelHa MaKCHMaHa cB00OO/1HA [JIa3MeHa KOHIIEHTpalus 3a CHiicHapUI OT
18 ng/ml (38 nM). CBBbp3BaHETO C IPOTEMHUTE € HE3ABUCHMO OT 001IaTa
KOHILICHTpAlMs Ha JeKapCTBOTO.

IIpu 3npaBu no6poBonny, monydasamu cuiaeHadun (100 mg exnokpartHa 103a), 1o-
Mako ot 0,0002% (cpenro 188 ng) oT npmiioxkeHaTa 1o3a e OHUla yCTaHOBEHA B
esikynara 90 MUHYTH cliel IpHeMa.

Memabonuzvom:
Cunnenadnn ce Metabonusupa riasio ot CYP3A4 (rnasen nbt) 1 CYP2C9

(BTOpOCTENEHEH ITBT), KOMTO Ca YePHOAPOOHH MHKPO3OMHHU H30eH3UMH. OCHOBHMAT '

LIMPKYJIHpaI MeTaboIuT Npou3xoxaa oT N-neMeTunupane Ha cunaenapua. Tosu
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5.3.11peakJIMHAUYHHE JAHHH 32 0€30MACHOCT

MeTaboHT MMa PO Ha CENIEKTHBHOCT KbM (ochonnecTepasarta, nogqobeH Ha
cunaenadu U in vitro akTUBHOCT 110 oTHOIIEHHE Ha PDES npubmusutento 50% ot
Ta3u Ha U3XOJHOTO JIEKapcTBO. [11a3MeHnTe KOHIIEHTPAIlUK Ha TO3H META0OJIUT ca
npubnmsutento 40% ot Te3u Ha cuieHaduna. MetaGonutsT N-1e3MeTHI ce
MeTaboNn3Hpa ¢ TEPMHUHAJIEH MOTYKHBOT OT NPUOIU3UTENHO 4 Yaca.

Enumunupane:

OO6muAT TeneceH KIUpbHC Ha cuiaeHadun e 41 1/h ¢ Bpeme Ha NoTyXHMBOT B KpaiiHa
¢aza 3-5 gaca. Criexy nepopaiHO WM HHTPABEHO3HO MPUIIOKEHUE CHILIEHAHIT ce
€KCKpeTupa 1noa dpopMara Ha MeTabOJHMTH NPETUMHO Ype3 H3MPaKHEHHATA
(mpubmuzutenno 80% ot mpHIoKEeHAaTa TIepopaliHa J103a) U B 10-MaJIKa CTENEH B
ypuHata (npubnusutenHo 13% ot npuioxeHaTa nepopaiHa J103a).

DapmaxokuHemuka npu CReYuannu 2pynu nayueHmu

layuenmu 6 cmapuecka ev3pacm:

3apaBu TOOPOBOJIIM B cTapyecka Bb3pacT (65 uiu NoBeue TOJMHH) Ca HMaJH
HaMaJICH KJIMPBHC Ha CHIIEHA(HII, KOeTO BOIHU A0 0KoJIo 90% 1o-BHCOKH MIIa3MEHH
KOHIICHTpalUWH Ha CHIieHapWI U Ha akTUBHUS MeTabonuT N-Ie3MeTI1 B CpaBHEHHE
C Te3H, Ha0moaaBanu 1py 3apasu Miaau go6posonns (18-45 ronqunm). Ilopagu
BB3pacTOBH Pa3IMKU B CBEP3BAHETO C IUIa3MEHU IPOTEUHH, ChOTBETHOTO YBEJIMUEHUE
Ha KOHIIEHTpanusTa Ha cBo0oAeH criieHadnn B ruiazMara € npudimsutenno 40%.

bvbpeuna neoocmamwvunocm:

ITpu noOpoBoiH ¢ jJeKo A0 ymMepeHo OB0peuHo yBpexaaHe (KpeaTHHHHOB KIIUPBHC
= 30-80 ml/min), papMakokuHeTHKATA Ha CHIIeHagUI HE c€ IPOMEHS Clle/] IPUEM Ha
50 mg ennokparHa nepopainHa no3a. Cpennara AUC u Cpax Ha MeTabomuTa N-
JIE3METHII Ce yBelIn4aBa ChbOTBETHO cbC 126% u 73%, B cpaBHEHHE CHC CHOTBETHU 11O
BB3pacT noOpoBoH O0e3 6p0peyHo yBpexkaaHe. Benpeku ToBa, mopagy BUCOKATa
BapHabHIIHOCT MEXIY OTAETHUTE NMAIUEHTH, Te3H Pa3IuK{ HE ca CTaTUCTUYECKH
3HauuMu. [1pu qo6poBoiHu ¢ TexKo 6BOpedHo yBpekIaHe (KpeaTHHUHOB KIHUPBHHC
<30 ml/min) KIHPHHCHT HA CHIACHA(HIT € HaMaJleH, KOETO BOAH JI0 CPEHO
HapacTBaHe Ha AUC u C ¢ cbc 100% u 88% B cpaBHEHHE CbC CHOTBETHH 110 BB3PacT
no6poBoit 6e3 660peuHo yBpexaane. B noneianenue, croiiHoctuTe Ha AUC ¥ Croax
Ha MeTabonuta N-Ie3MeTHI ca 3HAYMTEIHO YBEJIMYEHH, CbOTBETHO 79% 1 200%.

YeproopobHna neoocmamvunocm:

[Tpu noGposoHM ¢ Jieka 10 ymepena yepHoapoOHa rupo3a (Child-Pugh A u B)
KJIMPBHCHT Ha CIILICHadIII € HaMalleH, KoeTo Boau Jo nosumasade Ha AUC (84%) u
Chnax (47%) B cpaBHEHHE ChC CHOTBETHH IO Bh3pacT Jo6poBoiu 6e3 yepHOApoOHO
yBpexaane. @apMakOKHHETHKATa Ha CHiIleHad I U MAllUeHTH C TEXKO yBpeleHa
yepHOIpoOHa (HYHKLMS HE € IPOyUBaHa.

Hexnmuanunure JaHHH HC MIOKa3BaT ocobeH PHCK 3a XopaTa Ha Oa3ara Ha

s



KOHBEHIIHOHAIHUTE MPOY4BaHUs BEPXY 6€30IacCHOCTTa, TOKCHYHOCTTA IIPU
MHOTOKPaTHO IIPUIIOKEHHE, TEHOTOKCHYHOCTTA, KAPLUUHOTCHHHS [IOTEHIHAT H
PEnpoIyKTHBHATA TOKCHYHOCT.

6. ©OAPMAIIEBTUYHU JAHHH
6.1 CnuchK HA NOMOIHMTE BelleCcTBA

Anpo Ha Tabnerkara:
Muxkpoxpucranna nemnynosa
bespoaen kammes xuaporendocdar
Kpockapmenosa marpuit

Marne3zues creapar

PuIMOBO TOKpHTHE:
[ToMBHHMIOB AIKOXON
Maxkporoin 3350

Turanues muoxenn (E171)
Tank

Wnpuro xapmun amymunues jak (E132)

6.2 HecbBMecTHMOCTH
He e npunoxwumo.
6.3 Cpox Ha rogaocT

3 roguHY.

6.4 CienMaJIHU yC/I0BHS HA ChXPAHEHHE

Tosu nexapcTBeH NPOAYKT HE M3HCKBA CHENMAIIHN TEMIEPATyPHH YCIOBHS 32
ChXpaHEeHHE.

6.5 Bua u coabpxanMe Ha OMAKOBKATA
PVC + PVdC/anymunmuit + PVAC 6nuctepu.

OnakoBka oT 4 TabJeTKH.




6.6 Cnennainu npeanasHu MePKH NIPH H3XBLPJIsHE U IIpH APYTrH MaHHUILYJIAIHH

Hsma CIICHHAIHH U3UCKBaHUS.

7. TIPUTEXATEJI HA PASPELUIEHHUETO 3A YIIOTPEEBA
EGIS Pharmaceuticals PLC
H-1106 Budapest

Keresztari Gt 30-38.
YHI'APUA

‘ 8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

9. JATA HA TbPBO PA3PEIIABAHE/IIOJJHOBSIBAHE HA
PASPEIIEHUETO 3A YIIOTPEBA

10. JXATATA HA AKTYAJIU3UPAHE HA TEKCTA
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