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1. HMME HA JIEKAPCTBEHHS [TPOAYKT e Tt M s

Makcurpa Valir 25 mg TaGneTxH 33 fEBUCHE
Maxigra White 25 mg chewable tablets

2. KAYECTBEH K KOJNWYECTBEH ChCTAB

Beaxa TabneTka 3a ApBYEHe chABPKa 25 mg cungeHaQun (sildenafil), nonygdasain ce in situ ot
35,12 mg cungeHaQHI HHTpaT.

TloMompm pemmectTra ¢ HIBECTHO AeHCTRHE; BCAKa TabueTka CeABpka 2,15 mg acoapram (E 951)
H 70,46 mg naKTo3a MOHOXUIPAT.

3a MEIHKMA COACHK Ha IIOMOIIHHTE BEUISCTBA BYDKTe Touka 6.1,

3. JEKAPCTBEHA ©OPMA
Tabnerxa 3a gLBUEHE

Bsina, TpHBIENHA, DBOHHOHINBKHEANA, C HENBKHAA0 pefedHo o0o3Hadenue ,,25% oT eauata ¢Tpaud.

4, KJIMHWAYHA JAHHH
4.1 TepanesTduHR NOKaIAHUA

Maxcurpa Valit ¢ nokasaH 3a NpIIOKeHHE IPA BE3PACTHH MBKE ¢ ePeKTIIIHA THCQYHKIASL, KOATO
TIPEACTARIABA HeCTOCOOHOCT 32 IOCTHTAHE HIH 3aabpikaKe Ha epEeKiHS HA [FEHHUCA, A0CTATEYHA 33
33HOBOIUTENCH CEKCYaeH akT.

3a na 6bne edexTHreH Makcurpa YailT, ¢ HeoOX0AHMA CEKCYATHA CTHMYIRIMA.

4.2 Jo3HpoBKa W HAYAH HA NPHIMKeHHE

EOBHQOBKE!

Ynompeta npu ewspacmuu

IMpenopruntennaTa 1032 @ 50 mg, KOATO Ce BISMAT NPH HYXKAa NPROIFSUTENHO SAHH Yac IpenH
CeKCYAITHIL aKT.

Tabnerxure TpaGea fa ce CHBBYAT NPl IOTGINAHE,

B sapucuMOCT 0T eteKya ¥ IODHOCHMOCTTA go3aTa Moxke 13 0Bae yBemuueHa Ao 100 mg i HaMajleHa
00 25 mg. MakcuManHaTa IpenopbuuTeIna Ao3a ¢ 100 mg. MakcHManAara NpenopbaaTesIHa YecToTa
Ha NpHeMaHe e BeAHbXK JHeBHO. I1pH npHeM Ha cunaeradun o BpeMe Ha XpaHeHe Ha44AlIoTo Ha
neticTBHETO MOKe na OBJe 3a0aBeHO B cpaBHEHHE © NpUeMa Ha [iafnHo (Bx. Touka 5.2).

Creywangn fogvyayuy

Cmapuecka gb3pacm
Kopekuun Ha nosara He ca Heo0X0IMMH OPH IAUHEHTH B CTApUecKa BB3pact (>65 rognm

R




Bulpeuno yapexcdane

IpenopsErTe 38 Ro3MpaHe, NAZIRHN B ,,Y noTpela NpH BL3PACTHH', ca BATHIHY IIPH NALKEHTH C IEKO
1o ymepeso 0b0pegnHo yepexaaue (KpeaTHHHHOR KpHe = 30-80 ml/min).

Thii kaTo npH MAMASHTY ¢ Texko 6p6pedro yBpexaaHe (KpeaTHHHHOR KIHPEHC <30 mi/min)
KIHPBHCHT Ha cHneHadHN e HamarneH, Tpa(ea fa ce UMa NpefBiI A03a 0T 25 mg.

B 3aBHcHMOCT 0T ediekra ¥ MOHOCHMOCTTE 103273 MOJKe fia Gblie yReaHdena nocreneHHo fo 50 mg
um oo 100 mg cnopen HysonTe,

Yepriodpobuo yapexcoane

T KaTo NpA DANMEHTH ¢ 9epHoapo0He yepekaane (HANp. UKpo3a) KIAPHHCET HA cHgeHadmt ¢
HaMazeH, Tpa0Ba fa ce MMa npefBHA 0033 oT 25 mg.

B 3a8MCHMOCT 0T edekTa B NOROCAMOCTTA J03aTa MOKE Aa Ob/e YBellHMeHa NoCTene Ho A0 50 mg
uan ao 100 mg cnopen Hyxaure.

Heouampuuna nonyaaws
Cunaesadun He € NOKA3AH NPH AuDa noA 18-roguinHa BL3pacT.

YHOMQEQG RpY NAYUCHMN, RpUEMOUY 5222211 AERAPDCMBER U npooyKmu

C m3rmoyeHne Ha PHTOHABAD, 32 KOHTO He ce Npenophysa eAHORpeMerHa ynoTpeDa che crgenatnn
(8. TouKa 4.4), TP NALUHMEHTH, TONYYaBAMM eggospeMento neuenie ¢ CYP3 A4 uaxubHTOpH (B3K.
Touxz 4.5), Tpalaa na ce WMa NpeaBRE HaTaNua No3a oT 25 mg,

TlanmeHTHTE, NPOBEKAALIH NedeHHe ¢ anda-Gnoxepy, Tpabea xa 6baat cTabHMMIHpaRA O
OTHOIIEHHE HA TepanudTa ¢ arpa-GIoKepH peay 1an0IBaHe HA NETCHNE CbC CIWINSHAMHN, 3a 14 e
HaMAJIH BE3MOKHOCTTA 33 PA3BHTAS HA OPTOCTATHIH XvnoToHnd, OckeH ToBa, TpaOBa 02 ce OOMHCTH
3AIMQYBAHE HA ASUSHUETO Che CHINEHap!A ¢ 1033 oT 25 mg (B, Togkn 4.4 H 4.5).

Haunh Ha npunoXKEHHe
3a nepopanHo NpHICKEHHE,

4.3 IlporasonoxalaHusn

CBpPEXYYBCTBUTEIHOCT KM AKTHBHOTO BELIECTEO H/TH KEM HAKOE OT NOMOITHATE BeINecTsa,
H36poeHn B Touka 6.1.

B cBOTBETCTBHE ¢ HETOBHTE H3BECTHH e(leKTH BbpXY ITBTH a30TEH OKUC/HKITHIEH TYAHO3HH
moHoQocdar (CGMP) (8. Touka 5.1) cAnacHADHT & HOKA3AN NOTEHIHPaHE HA XHIOTEHIABHNUTE
¢hEKTH Ha HUTPATHTE H CJCNOBATENHO SIHOBPEMEHAOTG MY NMPUIOKEHUE C ROHOPH Ha a30TeH OKHE
(xaTo aMIIT HATPAT} MK HUTPATH NOK BCAKAKEA HopMa e IIPOTHBONIOKA3AHO.

EnnospenernoTo npunarase Ha MJES AuxubuTopH, BRIOIHTENHC ciiaeHadmn, ¢ ryaHmaT-
LHKIIA3HA CTHMYNATOPH, KATO PHOLHTYAT, & MPOTHECMOKA3aHO, THil KaTo TORA MOKES A3 NPHYHEN
CHMIITOMATHYHE XHIOTOHHA (BX. ToUKa 4.5).

Cpencreara 33 NevYeHNe Ha ePeKTUIHATA IMCRYHKIHNA, BIIOTHTENHO CHITeHad I, He Tpabpa na
OnHaT NpWIaraHy NpH MEXe, HA KOHTO He ce IIpenopsYBa CeKCYIHa aKTHBHOCT (HATIPHMEp MalHeHTH
C TeXKH CHPAETHO-CHA0BH HAPYIIEHHA, KaTo HecTaOMITHA CTEHOKAPHHA HTU TEXKA ChPHeIHA
HENOCTATEIHOCT),

Cunpenadun e NPOTHROKAZAH IPH NAUMEHTH, KOHTO BMAT 3ary(a Ha 3peRAeTo IIpH €OHOTO OKO
NOpaHH HeapTepHHTHA HPpeHa HexeMIuHa onTuaHa Hepponatis (HAHOH), He3aBHCHMO Hanu Te3n
emu301H ca GUIH CEBP3aHH WIH He ¢ npefxoaHa excnoznoud Aa OIES uuxubutop (Bx. Touxa 4.4).

Be30MmacHOCTTa Ha cuaeHadsi He ¢ npoyueHa NpA CeIHATe MOATPYTH IALMEHTH H CIEN0BATeN




AereHepaTHBAN 3a001ARAHAA HA PETHHATA KATO refinitis pigmentosa (Maika YacT OT TE3W DALHEHTH
HAMAT TeHSTUIHE AHOMANNY, 3acATalm docdonvecTepasiTe Ha peTHHATA).

4.4 CpoenuanHi npeqynpekIeHay B NPEANAINE MEPKE Opu ynoTpeba

Ipenu na Gbie Ha3HaYeHO GapMaKONOTHIHO JieTeHHUe, € HeOGKOMUMO CHEMANHE Ha MEIHUUEHCKA
aHaMHe3a H (PU3HKAJICH CTAaTyC 33 IHArHOCTHLMPAHE HA ePEKTHIHATa JHCHYHKIHA U ONpeNelmHe Ha
BBIMOKHHTE IPAYHHY.

g‘bgﬂquOC'bgOBI{ PHCKOBH gaKT OpH

Tlpenn sanoyBane Ha KAKBOTO H [1a & IEYeHHE 34 epeKTHIHa AuchyHKINA nekapure TpsaGba qa
NPEUSHAT CBPASYHO-CHADEMA CTATYC HA NAHMEHTHTE CH, Thil KaTO CHINECTBYBA CTEMEH HA ChPIEIEH
PHCK, CEBII3AH ChC COKCYaNHATa aKTuBHoeT, CHnleHadHn MMa CHIO0PA3MIHPABALIH CBOHCTEE, BTN
710 JIEKO H NPEX0IHe MOHIDKEHNE HA KPLRHOTO Hamarane (BX. Touka 5.1), Ilpeay npeamyceaneTo Ha
cwileHa(HN TeKapuTe TPAGRA BHIMATEIHO JA TPSNSHAT JANY TEXHITE HALWEHTH C OIpeNeneHn
CEIbTCTBALNH 3a060NABAHEA GHXA MOTIIM Ja CE HOBMMAAT HeGNATONPUATHO OT Te3W BR30NIATATHEHA
efexTH, ocoGeHo B KoOMOHHALMA CHC CeKCYanHa aKTHEHOCT. [TaueHTH ¢ NOBHIIEHA TYBCTEHTENHOCT
KBM Ba30JHJIATATOPH A TE3H ¢ 0OCTPYKIAA Ha TeBCKaMepHHA H3X0IeH TPAKT (HApHMED a0pTHA
CTeH03d, XHnepTpodyHa O0CTPYKTHEAA KAPIHOMHONATHA) H TE3H © PEAKHA CHHAPOM Ha
MHOXECTBEHa CHCTeMHA aTpodud, MaHH(ecTHpANI ¢¢ ¢ T&KKO HAPYINEH aBTOHOMEH KOHTPOJ HA
K[YbBHOTO HANATAHE,

Crungenadun noTeHdypa XUNOTOH3NBHAA edeKT Ha HHEpaTHTe (BK. TouKa 4.3).

Hma nocTMapkeTHHIOBH CBOGINEHUT 32 CEPHO3HYU ChPACYHO-ChIOBH NHUMNECHTA, KATO MAOKRpICH
HHDApKT, HecTabHNHA CTSHOKaPINA, BHE3AMHA CEP/EYHA CMEBPT, KaMepHH APUTMIM, XeMOparideH
HHCYJIT, IPEXOAHO HApYIIeHWe HA MO3BUHOTO KPEROOOPAIHEHNHE, XMISPTOHHA | XUTIOTOHYY,
CHBNIANAINY IIC BpeMe ¢ yrnoTpeGara Ha canmeHadmn. [opedero, HO He BCHUKH, OT TE3X MANHEHTH ¢a
HMMalH OpeALIeCTEANM ChpAeYHO-CHIOBH PHCKOBH (akTopH. [ToBeueTo HHUMASHTH, 32 KOHTO C&
cBO0LIaRA, ¢4 HACTHIK/H 10 BpeMe Ha IIH CKOpPO cJIel CEKCYATHA aKTHBHOCT, 4 HAKOH ¢a Bh3HHKRAIH
CKOpO cfled npHema Ha cunaeHadin Ges cekcyanHa akTHBHOcT. He ¢ BE3MOXKHO Jia Gbile olpenelicHo
IANH ‘Te3W RHOHASHTH ca CBEP3aHH MpIKO ¢ FOPHATE HAH ApyTH pakTopy.

Hpuaguiem
CpeacTpaTa 33 ISUSHUS HA SPEKTHIIHATA Aucdy KNS, BIOYHTENHO cungenapan, Tpabea aa Oraar

H3TO/I3BAHH BHHMATEITHO MNP NAlHeHTH ¢ aHaTOMAYHA TedopMaliyi Ha Nenrca (KaTo anrynamnms,
KaeepHO3Ha ¢puGpo3a win Gonect Ha Peyronie) WM NpH MAUUEHTH CBC ChCTOAHUS, KOMTO MOKE A3
NPepasnoaraT KM NpHANYEM (KaT0 ChPIOBHAHO-KIETEYHA AaHEMHA, MYTTHIUICH MUEIIOM YT
TIEBKEMMA),

Hma crobmenns 3a NPoTBDKUATENHA epeKIHS H NPHANH3EM [IPH IIPHeM Ha CHIeRadl B
NOCTMApPKETHHIOBYA epHol. B cny+ali Ha epexum, KOATO MPOARIDKARA MOBEYE OT 4 Yaca, MALKEHTET
Tpadea He3abaBHO Ja NOTHPCH MEOHIHACKA OMOIN. AKO NPHAMH3MEBT He ce JieKyEa HesabaeHo, 61
MOIJIO Jig C& CTHrHE J0 YBpekaaHe Ha THKaHHTE Ha MeHHca | NOCTOSHHA 3ary0a Ha IOTeHTHOCT.

EAHOBPEMEHHO TIPHTQKEHH i POES vpxubuTopyH M CH JIEYGHHA HA §PeKTHIHA

BesonacHocTTa ¥ edHKacHOCTTa HA KOMOUHAHMTE Ha canfedadun ¢ npyru GAES wuxuburopn,
IpYTH JeuenHs Ha GetonpobHa apTepranda xunepronus (BAX), caanmxaum cunaetadun
{(REVATIQ), unn mpyryx MedeHAs Ha epeKTHIHA auctbyHKINA He ca npoyqews. [Topamu Tosa
NIpHIATAHETO HA TAKHBA KOMOGHHALMA He ce Nperophasa.

EdiexTH BBpXY 3peHHETO

Wma cnoHTanHy chobmeHHs 3a ¢IyJar Ha 3pHTeIIHH YBPEsKIaHHA BbB BPb3Ka C TIPHEM Ha

cwwinenadun u apyrr ®AES uaxuburopu (Bik. Touka 4.8). 3a CIy9an HA HeapTepPHHRTHA OpeIHa
HCXeMMWYHA ONTHYHA HEBPONATHAN, PANKO CHCTOAHHE, HMA CIIOHTAHHA CHOOILIEHHS H Chy)
06cepBallMOHHO NPOYIRaHe BEB BPB3KA C IpHeM Ha cwieHadgun n apyrn ®ES n
touka 4.8). INaguentrre TpaORa na OBLAAT NOCHBETBARH, Y€ B Cly42il Ha KaKBOTO |
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3PHTEIHO yBpeAnane TpaGBa 1a CnpaT NpHEMa Ha cungenadiur 1 He3a(aBHO Ia ¢¢ KOHCYJITHPAT ¢
nexap (Bx. Touka 4.3).

Easoppemenna ymoTpeda ¢ pHTOHABHD
EAHOBpEMEHHOTO NPIIOXKEHHE Ha CHIACHADWT B PHTOHABHD He Ce NPenophuEa (k. Touka 4.5).

Eanospemeny eba ¢ a-Giokepn

IIpenopsysa ce BHHMaHHE, KOTATO CAnAeHadnn e NPUNAra Ha MALKEHTH, KOWTO ApHeMaT anga-
Gnokepw, Thil KATO SAHOBPEMEHHOTO NPHIO/KEHHE MOKE 1A IOBEAE 10 CHMITOMATHIHA XHIIOTOHIA
TpH MATKOTO YYBCTBHTE/IHH HHAUBHIM (BX. Touka 4.5). ToBa e Hali-BePOATHO 12 Ce MPOABH Mpe3
mHpBHATe 4 uaca cnen Mpuema Ha cwinenadgun. HauwesTure TpaGaa na 6BOAT XEMOANHAMITHO
cTabTy no OTHOMEHNE Ha TepallaTa ¢ anda-Gnoxepu Npefy 3a109BaHe HA JICICHHE CBC
ciiAeHa(un, 32 Ja ce HAMaHI Bb3MOKHOCTTA 33 Pa3BHTHE Ha OPTOCTATHYHA XHUIIOTOHMA. TpaGra oa
Ce HMa IpeIBH]L 3aMOYBAHE HA TEISHAETO ChecHneHadun ¢ Ao3a o1 25 mg (BX. TOWKa 42).B
[OWhNHEHNAE, TexapuTe TpAGEa 12 NOCHBETBAT NAUAEATHTE KAKBO /1 NPRBAT B C/Ty4aH Ha NMOABA HA
CHMITTOMH HA OPTOCTATHYHA XHIOTOHHA.

€KL Bh BEHETO

TIpoy4BaHya BEPXY JOBELIKH TPOMGOIHTH NOKA3BAT, He CHLIeHA(H NOTSHIMpA in vitro
AHTHATPEraHTHETE CBOHCTBA HA HATPUEBIN RuTponpycrA. Jinncsa uudopmalky 3a Ge3onacHara
ynorpe6a Ha cuifieHadu DpH NALHEHTH ¢ HAPYMIEHHA HA KPBBOCHCHPBAHETO WIM AKTHBHA [ICNTIMHA
a3pa. Cnegosaremo cunaeHad Tpadea ga 661 MPHAATAH NPH TAKHEA NAIHCHTH CAMO CACK
BHMMATENHA OLICHKA NON3a-PHCK.

Kenu
Maxcurpa Vaiit He ¢ N0OKa3aH 3a ynoTpeda npn KeHH.

IoMomuy BellecTRa

To31 NekapcTheH NPOYKT ChAbPXa acnapraM. Korato ce npreMa mepopando, acnapraMsT cé
XHAPOMH3HPa B CTOMAITHO-YPEEHHAS TPakT. EJHH OT OCHOBHHTE MPOAYKTH HA XHAPONA3ATa &
dermmananuy. Tol MOKe 2 ¢ BPEACH 38 NATUEHTH, CTPATAIK OT JEHINKETOHYPHA (DPKY).

To3H AEKapCTBEH NPOAYKT CHABPIKA JIAKTO3a MOHOXHApAT. [TaupeHTH ¢ PetKi HACICACTBERN
npoGeMd HA HEMOHOCKMOCT KbM TANaKT033, bjeH AAKTAICH IePHITHT HIH IMI0K030-TATaKTO3HA
ManaGeopOmua He TpAGBa 2 NPHEMAT TOBA JeKapeTBO.

4.5 BsaumopeiicTBue ¢ APYTH JEKAPCTBEHA TPOAYKTH H APYTH POPMH HA BIAHMOTEHCTEHE
Ede a JIEKAPCTEEHM 11 BEDXY CHILICH

Hpoyuaanus in vitro

MeTa60oNM3aMbT HA CHITEHAHI [0 NPAHLKAI Ce OCHLIeCTsABA © IOMOIITA Ha A3oeH3nME 3A4
{ocaonen muT) U 2CY (BTOPOCTENIEHEH NBT) HA UHMTOXPOM P450 (CYP). Tlopaou ToBa HHXHOGHTOPHTE
HA Te3H W30CH3IMMH MOTAT 1 HAMAIIT, 3 HHAYKTOPHTE HM — 43 HOBHLIAT KITHPBHCA HA cHngeHadmn.

Hpoyusanua in vive

TlonynAUMOHHKAT (papMaKOKAHETHICH AHATIH3 Ha IAHHATE OT K/IAHIIHE RPOYIBAHAR IOKa38a
HAMANEHHe Ha KIMpPHHCA HA CHAReRadUI NPY eAROBPEMEHHO NPANOKEHHEe C HHXHGHTOPH Ha
CYP3 A4 (KaT0 KETOKOHA30J, EPATPOMHIIHH, IUMETH/INH). Brnpeku de He € 1o HabmopasaHo
[TOBHIIABAHE HA 9€CTOTATA HA HeXeNAHHTE PeaKkiyH DK Te3H NAUMCHTH, KOraTo cuiieHadwn ce
npuIara ennospeMenno ¢ nuxuburopn Ha CYFP3A4, 1patsa fa ce IMa IPeABH] HadallHa 11034 0T
25 mg.

EnsoppeMennusT npuem 5a HIV-nporeasnns naxnGHTOp PHTOHABHD, KOHTO € MHOI'O MOINEH
HHXEOUTOP Ha P450 (500 mg neykpaTHO AHEeBHO), H cryaeHadmt (100 mg eMHOKPaTHA 2034

1o HapacTBaue ¢ 300% (4-kpatro) Ha Cmax HA CHIEHADII ¥ © 1 000% (11-kpatho) Ha
AUC na cunnenadwn. Ha 24-un uac mwiasMeHnTe HHBA Ha CHIleHaQT BCe omme ¢a 6




200 ng/mi B cpaBHeHHe ¢ BHBaTa o 5 ng/m! npy caMoCTOATEIEH MpUeM Ha cunnenapmwi. Tosa
CHOTBETCTBA HA H3pazeHHTe eheKTH HA PUTOHABAD BEPXY WHPOK Kper cyGerparn Ha P450.
Cunpesadit Ae € OXadaN BANARHE BHpXY (papMaKoKHHETHKATE Ha PUTOHABHD. B13 0CHOBA Ha Te3H
(QApMAKOKHHETHYHM PE3yATATH SHHOBPEMEHHOTO MPHIOKEHAS HA CUNASHAQWN B PHTOHARHP HE Ce
npenopbiea (BX. T09kA 4.4) K MPH HUKAKeW 00CTOATENCTEA MAKCHMATHATA 1033 Ha CHINCHa(Wn He
TpsdBea 12 HATXBLPAA 25 Mg B paMKRTe Ha 48 Jaca.

EnnospemerumaT npreM wa HIV-nporeast unxaburop cakBHHaBnp, KOATO € HHXAGHTOP Ha
CYP3Ad, cnep, DOCTHIANE Ha PRBHOBECHH KoHueHTpauny (1200 mg TpH IM5TH ZHEBHO) H CHIICHAGHI
(100 mg eamoxpaTHa K03a) € A0BEA A0 HapacTeaHe cbe 140% pa Cux Ha cannesadun u ¢ 210% na
AUC nHz cunpgeragun. CuimeHadu He € 0OKA3an BAMIHNe BEpXY (PapMakoKUHETHKATA Ha CAKBHHABH
{sx. Touka 4.2). [Ipeanonara ce, e no-mMomAx HEXAGHTOPH Ha CYP3A4, KaTo KETOKOHA30MI H
HTpaKoHa30, H1ixa HMANH OIle NO-CHNeH ediekT.

TTpu enHOBpEMERHO TIPHIIOKEHNE Ha CHIIACHAQIWI B eqHOKpaTHA Ao3a or 100 mg u ymepenus
CYP3A4 pHXHGHTOP EpPHIPOMHIIAH, CTel ACCTHIAHE HA PABRHOBECHH KosmeHTpamsy (500 mg
JBYKDATHO JHEBHO 33 5 AHM) ¢ funo nabmonapado yeenwaenue ¢ 182% Ha cHeTeMHATA OKCIIOHINA
(AUC) na cunaenadun. Hpu 3apass Mbxe ao0posonny He € 611 HaGmoaapaH edexT Ha
asuTpoManyH (500 mg nuesHo 3a 3 AHA) BepXY AUC, Crax, Timex, YHMUHALHORAATA KORCTAHTA HIH
[IOJTYXKHBOTA Ha CHUISHAGYN IV HETOBHTE OCHOBHH MeTab0NHTH B OHPKYNalHATa. 1 AMeTHARH
(800 mg), Kojito e oquToxpoM P450 uuxubutop u Hecnennpuyed CYP3A4 ummumburop, e
NPeIH3BHKAT HAPACTBAHE ¢ 56% Ha [NasMeRaTa KOHUSHTPAIWA Ha CHIICHADIN IpY SIHOBPEMEHHO
UpINOKeHHE Che cHmeHadmn (50 mg) npH 3apasn 10GPCBONLE.

CoksT ot rpeiindpyr € crab muxnGurop Ha CYP3 Ad-Mmemmapanua MetaCoiuIsM B YpeBHATa CTEHA H
MOe 13 IoBeAe B0 YMepPeHO HApacThale Ha IVIAsMUEHHTe HHBA HA CHIaeHad .

EAHOKpaTHH 103Y AHTHALHL (MATHE3HeB XHAPOKCHI/ATYMEHHED XHAPOKCHI) He €8 NOBIIATH
GHOHANMHIHOCTTA Ha CUNACHAGHAN.

BonpexH Ye He ¢a NPOBEXIAHA CIeMUIHH NPOYIBAHMS 32 JICKAPCTReHM BIAHMOZEHCTBAA C BCHYKH
NEKAPCTEEHA IPOIYKTH, TONYIAHOHEHAT $apMaKOKHHETHYCH aHAH3 HE € ITOKA3all ePeKT BEPXyY
thapMakOKHHeTHKATA Ha CHUINeHa(H NIPH eJHOBPEMEHHO NPHI0KEHHE HA IEKAPCTRA, IPHHATICIKAIN
KBM Ipynata ua aaxuburopure ya CYP2CY (xato TonGyramMun, BappapuH, eHUTOHR),
wnuxuburopure na CYP2D6 (xaro ceneKTHBHATE HHXHOHTOPH Ha 0GpaTHAA 3aXBaT Ha CEPOTOHHHA,
TPULHKIHIHATE AHTHAETIPECAHTH), THASHANTE H CPOIHH IHYPETHLM, OPUMKOBHTE W Kawuii-
CIECTABAIIMTE Y PETHIIH, HEXRGUTOPHTE Ha AHrHOTEHINHA-KORBEPTAPAMINA EHINM, KaIIHEBATE
aHTAroHuCTH, GeTa-aapeHopeLeNITUPHNITE AHTATOHHCTH HTH AHOykTopHTe Ha CYP450-Mequupanus
Metabonu3sM (karo pudaMinuaH, 6apGaTypaTh). B npoy4sane Mpu 3ApaRd 10GpOBOALH OT MEXKKH
[ON €HOBPEMEHHOTO [PH/I0KEHHE HA SHIOTEMH-DLUESNTOPSH aHTArOHKCT ~ G0CeHTaH (HHAYKTOp Ha
CYP3A4 [ymepen), CYP2CS n sepostro #a CYP2C19), B craunoHapno cecTosnbe (125 mg nsa
I'ETH JHEBHO) CHC CIISHAQWI B CTANHOHAPHO CheToAtMe (80 mg TpH OBTH NHEBHO) & A0BENO A0
CBOTRETHO 62,6% H 55,4% namanesne ga AUC n Crmex H2 cunneHadun. ITo Tasu npyanna
eAHOBPEMEHHOTO NPHUIIOKEHHE HA MOLUHH CYP3A4 REAYKTOPH, KaTo pHpAMIHUMH, ¢ 0UAKBA Aa
Ioeeje O0 NO-3HAYMMH HaMaJIeHH HA IIA3MEHHTE KORIEHTPANHE Ha cunieHadun.

Hauxopaswt e XUOpHI MeKAY aKTUBATOD HA KAMHEBHTE KaHANH H HUTpat. [Topaay HHTpaTHATZ
KOMINOHEHT2 CHUIECTBYBa BE3MOMKHOCT 2 A0BEIE A0 CEPHOIHO B3auMonelicTBie CBe crnnenadm.

Edexty Ha cinineHadiI Bp) JISKAPCTREHA NMPOAYKTH

Hpoyusanun in vitro
Cunpenathns e cnab aaxnburop Ha mutoxpom P450 usoeHsuMu 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(ICs>150 pM). KaTo ce AMa ImpeBH], He NMKORATA TUIA3MeHa KOHUSHTPAINDE Ciel IPHEM Ha

cungeHadn B OpenoppIATeNHETe N03H & nprdmaTenno 1 pM, re Or Morio aa ce o4aksa
cHneHadHI 1a NOBTHAe KHPBHCA HA cyGCTPaTHTE HA Te3H H30€H3HMH,




JIMnCRAT ZAKHHK 32 BIAMMOJEHCTRACTO MeXAY CHIAeHadWT H HecnerudriHuTe docthoanecTepasH
HEXHOHTOPH KaTO TeOQMIHH WIH IHITHPHIAMON.

Ipoyusanun in vivo

B cEOTRETCTRME ¢ MOIHATATE CH REUCTBHE BEPXY IThTA asoTer okcny/ul M@ (Bx. Togka 5.1)
cEnaeHadA noKa3a NOTEHIMPaRe HA XHAOTEH3HBHHTE e)eKTH Ha HHTPATHTE H CIeN0BATENHO
€MHOBPEMEHHOTO My IIPHAMKEHHE ¢ AOHOPH Ha a30TEH OKCHI HIH HATPATH MO/ KaKRaTo ¥ i3 &
dopMa e nporrBOnoKasaHo (BX. To9ka 4.3).

Puonuryar: [Tpemomminy NpOyYBAHNA NOKA3BAT JOTLIHATEICH ¢QeKT Ha MOHHKIABAHE Ha
CHCTEMHOTO KPBEHO HanaTale, Koraro OES mmuiGaropy ce koMOHHApAT ¢ pHOUKTYAT. B wiHHIIHU
MpOYYBAHHA ¢ JOKA34HO, 96 PHOLMIYAT MOTeHNHpa xunoTeH3ubHnTe edexty wa QIES
uaaGuropure. Hama gasHun 3a OGnaronpufteH KukinacH edexT Ha komOGuHALATA B IPOY9IBAHATA
nonynanus. ExnospemennaTa ynorpeSa Ha puommryat ¢ ®IES #ExuOHTOpH, BRIFOIATETHO
cuiaenadw, ¢ IpoTIBONOKa3aHa (BK. Touka 4.3).

ENHOBpeMEHHOTO TIPIIIOXEHHE HA CHfeRadill Ha MAUMSHTH, KOUTO NprReMar anda-Onoxepy, Moxe
Aa A0Bene A0 CHMITOMATHYHA XMROTOHWS NPH MANKOTO IyBCTBMTC/HA HRIHBHUIH, ToRa € Hak-
BEPOSTHO 04 C© IPOABY IIPe3 IBLPBUTE 4 9aca cnel NpueMa Ha cuaneHadul (Bx. Todkn 4.2 u 4.4). B
‘IPH CIIEWM(YHIHA NPOYIBAHMA 38 JISKAPCTBeHH B3auMoAeicTBaa anda-61okepsT Aokcazo3ud (4 mg u
8 mg) u cwimenadun (25 mg, 50 mg win 100 mg) ca Gl NPUNOKEHA SHHOBPEMEHHO Ha NALMEHTH ©
J00poKadecTeeHa Xunepuiasus Ha npoctara (JIXIT), craCmimsnpaii Ha TEpAnHA ¢ I0KCAa303HHE. B
Te3H MMUTBAHA HONYNaLyH € HabmoAaBano CPeano ROMBIHHTENHO HAMAIEHHE Ha KPhBHOTO
HAIATANE B JITHAID NONI0kKeHHe CpOTBeTHO 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, # cpenxo
JONBIHATENHO HAMATICHHE Ha KPBBHOTO HAJIATAHE B H3NPABeHo HONoKeHue CLoTReTHO 6/6 mmHg,
11/4 mmHg n 4/5 mmHg. Korato cungenadin i AOKCA303MH ca Ol NPUIoKeHN BAHOBPEMEHHO
TP TAUHSHTH, CTA0MAH3MPAHT Ha Tepalli © JOKCa303HH, C8 MOMYYEHH pefiki ChoOLIeHAR 34
HAUMENTY, KOWTO A NOAYTH/IH CHMIITCMATHYHA OPTOCTATUYAA XHNOTOHHA. Te3H ChobLERH
BRIIOYBAT BHEHe HA CBAT U 3aMAYHOCT, HO He H CHHKOIL

IpH eHOBPEMEHHOTO NPUNATARE HA crnaeHadmn (50 mg) n Tonbyramun (250 mg) uin Bapdapuu
(40 mg), xouto ce MeTabominpat oT CYP2C9, He e 3a6es113aH0 CHrHHOHKAHTHO B3aHMO/IEHCTBHE.

Cunnenadun (50 mg) He e NOTEHUMPaN NOITHIHHTETHO YABIKABAHETO HA BPEMETO HA KbpBEHE,
HPeNH3BHKAHO OT AUSTRICATHIMNOBATA KucennHa (150 mg).

Cunaenadun (50 mg) ne & TOTEHUMPAa AOMBIHHTENHO XHIOTEH3HBHATE eekTH Ha ankoXo/a npH
3/paBH ZoGpOBONIIH CHC CPeIHH MaKCHMAITHH KOHIIGHTPALAH HA anKoxon B kpueTa 80 me/dl.

KaTo 15410 aHTHXHISPTeH3NEHUTE NEKAPCTEA, NPHHALISKAIIN KbM CIIOOHHTE KIac0Be: AHYPETHIH,
Geta-Gnoxepy, ACE nmxnGurops, aHrnoTeRsny 11 aHTATOHHCTH, AaHTHXHIIEPTEHIHBHE CPEACTBA
(BasONHIATATOPH M HEHTPATHO AeHCTBALIM), ARpEHEPTHIHH GNOKEPH, KAIIACBH aHTATOHUCTH U anda-
aapeHopelenTopry G0KepH, He ¢a NoKa3a/Il PA3THYeH NPOdIUT HA HEXENaH| STCKApCTBeHY PeaKLiy
NpH NAUHEHTH, NOMYIABAIY cunpeHadun copamo wiatiebo. B cnelpbuyHo npoyysate 3a
NEKAPCTREHO B3AUMOAEHCTRNE, Y KOSTO HAa XMOSPTOHALY ¢ O npuioxeH cuiaenadut (100 mg)
EAHOBPEMECHHO ¢ aMJIQOHIHH, € HACTBIIHIO OOTBIHHTEIHO IOHHAKCHHE HA CHCTOMHOTO KPBEHO
HAIATAHE B JIErHaI0 noaoxenue ¢ § mmHg. CLoTReTHOTO AOMKIHHTEIHG TOHWKSHHE HA
AMACcTOAHOTO KPHBHO HAMACAHE B NerHano nonoxenue ¢ 6uno 7 nunHg. Tesn nonpimntennu
NOHMKEHUA BA KPBBHOTO HanArane ca G oT cXonHa BEMHYHMHA C Te3H, HaOMOAaBaHH IPH 34DABH
2oGpOBONLY, TIOTYYABANM CAMO CHNTeHad (Bxk. TouKa 5.1).

Crnnenatiur (100 mg) He ¢ nOBIHAN (haPpMAKOKHHETHKATA B CTAIMOHRAPHO CheTosHEe Ha HIV -
TpoTeasHkTe AHXHGATOPH CAKBUHABKD ¥ PUTOHABMP, KOUTO ¢a cybetpats Ha CYP3A4.

TIpn 3npasu A06pOBOAIM OT MBKKH IOJ CHIAEHAQH B CTALHOHAPHO cheTosuue (80 mg
JHEBHO) € IoBea A0 nokxmeHne ¢ 49,8% ua AUC Ha GoceHTal K nopumienue ¢ 42%
Gocentad (125 mg asa IETH HHEBHO).




JlobapareTo Ha eOHHAYHA 1032 CHIEEHAQUN KBM CakyOBTPA/BasICapTad B CTAMOHAPHO CHCTOAHHE
IPU NAHEHTH ¢ XUTIepTOHYA C& CBBPIBa CBC 3HATHTENHO No-To/AMO NOHIDKABAHE Ha KPEBHOTO
HANSTAHE B CPARHEHHE C TIPANCKEHHETO HA cakyOHTPu/BancapTal caMocroaTerHo. [Topaan Tora
Tpabea a ce ofpeina ocofeHo BHRMaHNe, KOraTo cuiiieHadun ce 3anousa Npy NAMEHTH, JeKyBaHy
Ch¢ CaKyGHTDHI/BAICAPTAH.

4.6 DepTHARTET, GpeMEHHOCT H KLPMEHE
MakcHrpa YaiiT He € IMoKazas 33 ynorpefa np# KeH.

He ca npopexanu CLOTBETHH H A0Gpe KOHTPOIHPAHH MPOYIBAHIA NPH OPEMEHHH WK KEPMEIH
JKEHH.

B penpoiyxTHBHH OpOYYBAHHA IIDH ITEX0BE M 3l He Ca Hab/M0aBAHN PEICBAaHTHH HEKEAHH
peaKinl clied HepopaiHO NpHAmKeHREe Ha cCHIIeHADIHT.

JIrncea edexT BLPXY NOOBIKHOCTTA WK MOPDOIOTAATA Ha CIEPMaTO30HANTE CIIe] SOHOKPATHH
nigpopankn no3u or 100 mg cungesadw npH 3npasn NoGpoesomin (B, To4ka 5.1).

4.7 Edexrd Bupxy coocolinocrta 33 modapane # pabora ¢ MammBERK
CrnaeHadun MOXe Ia NOBTHABA B MAJIKA CTENEH CIoco6HOCTTA 3a wodupane ¥ paboTa ¢ MAITHHA.

Twit kaTO B KIMHMYHE TPOYUBANHA CHC CHIZEHAPHN ce chODWABA 3a MT0fBa Ha jaMaliBaHe ¥ IPOMEHH
B 3PEHMETO, IALMEHTHTE TPAGBA Na HMAT TIPEICTABR 3a PEAKIMHTE CH KbM CruIeHadHn npean
moegupare win paboTa ¢ MAUTEHH.

4.8  Hexenann JekapCTBeHEM peaknuH

Kparko onucane Ha npothrna Ha figzonacHocT

[MpoduwrsT KA Ge3onacHocT Ha cungeHadnn e Gasupan ya 9 570 nauenTy B 74 apoiHoCHENH
TNaeto-KONTPOARPAHE KIHHHIHH Ipoydsannd. Half-gecTo cpo0MapadnTe HEXKEMAHH PeaKiMH B
KIMEAIHUTE OPOYIRAHHA CPER MAUHCHTHTE, Ha KOUTQ € NpHIarag cuaacHadun, ca Oumn raasobome,
3auepBABaHe, IMCIIENCHA, HAAHNA KOHIeCTHSR, 3aMalibare, TaneHe, TOPCIIM BhIIHH, 3PHTEIHN
HApyIIEHNAA, THAHOTICHA ¥ 3aMBITIEHO 3peHRe. HeskelaHH peakiUH o BPEME Ha MOCTMAPKETHHIOBOTO
HabmoaeHue ca crOHpaHy M NOKPUBAT NPHOAH3HTENCH Meprol of >10 reanuy. YeCToTaTa Ha TN
HEKeNaHH peakKMH He MOMKe 13 C8 OTPEASiH ¢ AOCTOREPHOCT, Thi KaTO HE BCHUYKH HEXENaHH
PeakiIMA ca CeoOEeHH ¥ BTOYeEn B GasaTa NannH 33 He30NacHoCT.

TabauyeH cHHUCHK HA HEMEJAHKTE NSKANCTEEHH PeaKIn
B ta6nuuara 110-901y BCHYKH KIHHUGHO BAKHY HEKSIAHY Peakii, KOHTO ca HalmonasaHy B

KITHEMY WY NPOYUBARNAS ¢ 9ECTOTA [IO-T07bIMa 0T nnaneGo, Ca ONHCAHH 110 CHETEMO-0pPTaHeH Kac |
gecToTa (MHOro YectH (>1/10), yectn (>1/100 go <1/10), wewectu (>1/1 000 mo <1/100), pemxu
(=1/10 000 go <i/1 000). ITpr BcAKO rpYNHPAHE B 3ABHCAMOCT OT YeCTOTATa HEXEeAAHHTe
JIEKAPCTBEHH PEAKIMM ce M3GPOARAT B HHIXONAN] Pl N0 OTHOLIEHHE Ha TAXHATA CEPHO3HOCT.

Tabaupa 1; Knaanayuno BAKAH AexeTauH PeAKUHH, ChoGLIeHH ¢ 4eC¢ToTa, H0-FOARMA OT
YyecTOTATA HA N1ale60 B KOHTPOMHPANE KAHHEYHY NPOYIRaHNs, ¥ KAHANTHO BAKEH
HERCAHH PeaKiuy, cLoGNeHs nNo BpeMe Ha HOCTMADKETAHNOBASA NepHo]

Cueremo- Muoro YecTn HeuecTn Penxu

OpraHed KJaac YecTd =1/100 u (={/1 000 u (1710 000 u <1/1 D00}
21/10) <1/10) <I/100)

Minexunn u Punnr

uadecTalmA




Hapyoprenua xa

CeprxaypcTe-

HMYHHATA TEMHOCT
CHCTEMA
Hapywrenusa na { TnasoGonue | 3amafisane CoHANBOCT, Mo3BUHO-CBA0B HHITHICHT,
HOpBHATA XHNGECTE3HA TPAH3INTOPHA HCXEMHYHA
cHcTEMA araka,
rspu*,
pelyIHBHpALIH I'bpYoBe™®,
CHHKOT
Hapymenus va Pascrpoficrea | Hapymennana | Heaprepautsa npenna
OUHTS H3 UBETHOTO ChA3COTACTA- HCXEMHYHA ONTHYHA
3peHue™*, HETO¥***, Hesponatua (HAMOH)*,
3PHTENHHA Gonxa B ouHTeE, peTHHANIHA CBJVEA
HApYIICHHA, doTopobdnsd, OKJTY3HA
3AMBITICHO doToncun, oyaa | PeTHHANEH KPBBOH3THE,
3peHRe XUMepeMHs, aT¢pOCKICpOTHIHA
3ACHIICHO PETHHOIIATHA, HapyIIeHHA
BE3npHeMane Ha | }i& PETHBATE, LIAYKOMS,
CBETIMHATS, HapyllleHAs Ha 3pHTENHOTO
noae, JANOTHS, HamalleHa
KOHIOHKTHBHT
3pUTeTHA OCTPOTA, MHOMHA,
ACTEHOMNS, MBITIABHHH B
CTBKIIOBHIHOTO TANO,
HapyuIeHHA Ha HPHCA,
MUHpHA33, BIUKAAHE Ha
OPEeOIIH CKOJIO CBETHHHHAH
H3TOYHH[IY, €0EM Ha OKOTO,
NOJYB2HE HA OKOTO,
HapyLIeHHE Ha OKOTO,
XHnepeMHsa Ha
KOHIOHKTHBATE, OUHO
Apa3neHe, abHOPMHU
yCeIaHHA B OYHTE, eeM
Ha KITenaya, NpoMAHA Ha
IIBETa Ha CKJIepaTa
Hapyinenns sa Bepraro, Tayxora
YXOTO ! TUHHTYC
naSupunTa
Copreytn Taxvikapmas, BHe3zanua cepreusa
HApyUICHMxA TANnATALHHN CMEPT*, MHOKApIEH
HH(apKT, KaMepHa
apuTMHA*,
NpenChpIHO MERIEHE,
HecTaGHAHA CTeHOKapaua
Craoey 3aueppaABaHe, XunepTonus,
HAPYIIEHHA ropeiy BpaRA | XHIOTOHUA
PecnuparopHH, Hasanna EnucraxcHe, CraraHe B I'bprioTo,
rPBIHHE H KOHT¢CTHA KOHIecTHA HA HA3ATEH eleM, CYXO0Ta B
MeNHACTHHATHH CHHYCHTE Hoca
HApYHIEHHA
CromawrHo- I'anene, Tactpo- OpanHa xunoecTe3us
UpeBHH ZMCTIENCHA esodareanHa
HAPYHCHHA pedykcra
donecr,
NMOBPBLIAHE,

Gosiku B ropHata
YacT Ha KopeMa,
CYXOTa B YCTaTa




Hapyinenws Ha
KoXata i
TIOJKOAHATA
ThKaH

Obpre

CHHzpoM Ha Stevens-
Johnson (SIS)*,

TokcHYIHA eNHAePMATHA
nerpomza (TENY*

Hapymenns Ha
MYCKYAHO-
CKeJIeTHATA
cHCTEMA H.
CHEIHHHTETHATA
ThKaH

Muanrus, GOAKH
B KpaliHHIKTE

Hapywehus Ha
Gulpenute 0
THKOYHHTE
THTHIA

Xemarypus

Hapymenns na
BB3NPOH3BOIH-
TE/IHaTa CHCTEMa
H repuara

TlennneH KPLBOHANHB,
[IPHAIIHIEM ¥,
AEMATOCNEPMHS, YABDKEHA
SPEKLMA

O6mH
HAPYIIeHHA H
ethekTH Ha

I'pbaHa Gonxa,
yMOpa, VeelnaHe
3a roperMAa

PasnpasHATEIHOCT

MACTOTO Ha
HPHI0KEHHE
Hacnegeanuns YeenuueHa
CHPRCUHA
4ecToTa

* CHO0MEHH caMo PH NOCTMAPKETHRTOB0TO Halmonenme

** PazcTpoiicTBa Ha NMBETHOTO IPEHNAE: XIOPOTICHA, XPOMATCHCHS, HAHOTICHA, €PUTPONICHA H
KCAHTONICHA

*** HapymeHnE Ha CBA300TACNAHETO: CYX0Ta B OYHTE, TAKPHMAIHO HAPYIUEHHE H MOBUIICHO
CHI300TACIIAHS

CroGurasane HA NOZO3HPAHY HEMENAHN PEaKIINY

Cpo6ImABaHeTo Ha MIOJ03HPANHA HEKETAHA PEAKLHH CIEll PA3PelIaBate 33 ynoTpeOa Ha SeKapCTBeHnA
nponyKT e BaxHo. ToBa M103B0MIABA fa NPOXBIKH HAGIIOACHHETO Ha CHOTHOMIEHIHETO MOMIA/PACK 33
NeKapeTBEHHA NPoAYKT. OT MEAVIMHECKKTE CISLMANACTE C6 H3ACKBA fia ChOCIMABAT BCAKA
NOAO3IUPAHA HEKESNAHA PeaKIN 9pel

HagnmiTensa aTeHIps Ho SIEKapeTsara

¥y .Jaman I'pyes” Ne 8

1303 Codun

Ten.: +35 928903417

yebeaiir: www.bda bg.
4.9 TIlpemosupaue

B npoyusauus pupxXy ZOGPOBOALMH C EHOKPATRA 103K A0 $00 mg HexenaHHTE peakldH ca 6rH
TonoOHH Ha Te3:, KOHTO ce RaGMONABAT IPH NO-HHCKH 103M, HO TAXHATA YECTOTa H TEXECT ca G
Tio-ronemu. Jose o1 200 mg He ¢a JOBEIH O NOBHIIEHUE Ha ¢eKTHBHOCTTA, HO YECTOTATa HA
HexeNaHuTe peakuud (rnaBoGonye, 3adepBaBane, 3aMaiiBade, AUCIICIICH, HA3A/HA KOHIECTHS,
HapyLIeHO 3peHHe) e HapacTBasa,

B ciyuaii Ha Npeno3HpaHe CTAHAAPTHHTE MeJMIIMECKE MEPKH TpAGRa 2 GRAAT CHOOpasenu ¢
KOHKPETHHTE Hy*/IH. XeMOIHAIM3aTa He YCKOPABA KIAPBHCA Ha cunpenadun, ThH KaTo Tok ce
CBBP3BA BBB BHCOK MPOESHT C IUI23MCHHTS NPOTCHHM ¥ He ©S ¢IHMHINADA ¢ YPUHATS,




5.  ®APMAKOJOTHWYHH CBOUCTBA
51 QapMaxoAEMaAMHYEE cBOlCTRA

DapMaxoTepaNieBTHIHA IPya: Y poIOTHUHH cpeacTsa. JlekapeTBa, KOHTO Ce H3MOJ3BAT NPH
epextiwHa auchyrrma. ATC xox: G04B E03

MexaHuIEM Ha JelCTBHE

CrnneHadun ciryxu 3a NEPOPAITHO JIeYeHHE Ha epeKTHIHATa JuchyRKIms. B ecTecTeen# YCNOBHA,
T.€. [IPH CEKCYANTHa CTHMYJIAIHA, TOH BE3CTAHOBABA HAPYIICHATA EPEKTHIIHA QY HKIHA Ipes
yBE/IHYABAHE Ha KPBBOTOKE KbM IIEHHCA.

DH3HOTOTHINHAT MEXAHMIEM, OTFOBOPEH 33 EPEKIMATA Ha NICHACA, BIUTOYRA OCBODOKAABAHE HA
a3zoted okeng (NO) B KaBSPHOZHOTO TAIO TIO BpeMe Ha CexcyanHa cTumynamms. Cnen tosa NO
AKTHBYPA SHIAMA FYAHWU/IAT HIUIA3A, KOSTO BOAM JIO NIOBHINABAHE Ha HUBATA HA IHKITHICH [yaHOSHH
monodocdat (WMD), a Toba BOOH N0 OTNYCKAHE Ha TNALKATA MYCKYNaTypa B KaBEPHO3HOTO TANO H
NPUTOK HA KPEB KbM HETO.

Cainenadm1 ¢ MOIIEH H CelleKTHBEH Mixuburop va il M@-cneundinnara docoanecrepasa Tin 5
(®IES) & kopyc kareprAO3yM, KbieTo BIES € 0TroBopHa 38 pasrpakIaHeTO HA M.
Cunaesadnn AMa nepHepHO MACTO Ha AeHCTBHE BEPXY epeKiuATa. CHINEHAQI BiMa NPAK
pemakcupani eekT BEPXY H30JHPaH JOBEWKH KOPIYC KABEPHO3YM, HO MOIIHO YCH/IBA PeNAKCHPALIHA
edext ua NO phpxy Tasn Tekan. [Ipu akTHBHpane Ha MeTaGonuTHaTa Bepura NO/ulM®P, kaxTo cTaBa
TIpH cekcyanna cTHMy/ais, HuxubHpaneTo Ha OJIES or cunenadun soay A0 NOBHIICHN HHEBA HA
I M® E kaBepHO3HOTO TAUTO. CIIE/IOBATENHO, 34 /13 MOKE CHNACHA(UN fa OCHILECTBY CBOUTES KENaHH
GraronpHaTHH GapMaKOIOrAYHH edeKTH, ¢ Heo0XomuMa CEKCYaTHA CTuMynauns.

QapmakogpHaMaay ediekTd

TIpoyaBanuATa in vifre ca HOKa3anM, ye cwinenadun ¢ cenextuseH 3a PIES, KoATo yqacTsa B
nponeca Ha epexons. Herosuat edext pepxy OJIES e no-MoeH, OTKONMKOTO BBPXY APYTHTE
mpecTHr hocporuecrepasn. Tok e 10 mber mo-cenextusen 3a PLES, otkonkoto 3a ®JIES, koaTo
yHacTBa B IpoLeca Ha HOTOTPAHCAYKITHA B PETHHATA. B MakCHMATHH NPENOPEIUTEHE J03H
ceMeKTHBHOCTTa My ¢ 80 meTH no-sucoka 3a OJIES, orkonxoro 3a ®JEL u van 700 nbTH no- BHCOKA,
otkonkoro 3a ®JIE 2,3, 4, 7, 8, 9, 10 u 11. ITo xoHKpeTHO, cunxexadwn uva 4 000 mpTH no-ronama
cenexrusHoct 3a OJIES, oTronkoto 3a OJE3 — modopmara Ha NAM®-crieundnysara
doconuecrepasa, yuacTBama B KOHTPOAA Ha ChPAETHHA KOHTPAKTHITHTET,

pHiuHa edukacHocT H GezomacHocT
JlBe KIMHIYHA NPOYYBAHHA Ca GHIH CNEUHATHO NPOBENSHH, 34 1A C& OLICHN BPEMETO, KOeTO €
HeoBXomAMo, 32 Ja Ce MOMYHME SpeKIHA B OTTOROP HA COKCYANHA CTHMYRAIWA CIICN NpHEM Ba
mexapeTBoTo. B npoyuBaHe ¢ H3n0ON3EAHe Ha IIeTHsMOrpadus na neruca (RigiScan) npu mauuenTy,
KOWTO Ca IpKeNy CUNNEHAQHT Ha TANHO, CPEAHAAT IEPHOA 1O HATANOTO HA eeKTa IPH TE3H OT TAX,
KOHTO Ca NONy4¥AR epeKiiia, XapaKTepHsnpaina ce ¢ 60% puraaHoCT (10CTAaTHYHA 33 OCHIICCTEABIHE
Ha 1IONoB axT), e 611 25 munyTh (or 12 no 37 MuHyTH). B apyro npoyusane ¢ RigiScan cuineHadRn
IOpH U 4-5 yaca ciiel IPHEMa € JAaBaT BE3IMOXKHOCT 3 NOTY9aBaHe Ha epEKIHAA B OTTOBOP HA
CEeKCYanHa CTHMYALHA,

Cungenadu NpefH3BUKBA JIEKH H [IPEXONRH NOHIKCHI HA KPEBHOTO HAJIAraHe, KOHTO B
MHO3HHCTBOTO OT CJIy9YaHTe OpOTHYAT Ge3 KIMHIMHA CHMNTOMATHKA. CpeasaTa CTOHHOCT Ha
MAKCHMATTHOTO HOHIDKEHHE Ha CHCTONMHOTO KPBBHO HAMITAHE B JISTHAJIO MOJIOKEHHE CTIE/ NepopaneHt
npuem Ha 100 mg cunaenadun e 6una 8,4 mmHg. CpoTeeTHaTa MPOMAHA B AMACTOIHOTO KPHBHO
HaJIraHe B JeTHao Nonoxerne e Gwra 5,5 mmHg, Tean nomnkeHyn HA KPERHOTO HANATAHES
CHOTEETCTEAT HA BAzOIHNATATOPHAN edekT Ha CHNACcHAGIS, KOUTO BEPOSTHO C€ ABIDKA HA
OBUIEHACTO Ha HuBaTa Ha U MO B rIankaTa MycKyJIaTypa Ha KpeBoHoCHHTE cBaOBe. HIpH sapasn
HoGPOBOIIM SHOKPATHA Niepopaliia 503a 1o 100 mg cuneHadm1 He BOXH 10 KIMHHYHO 3HAYHMH
npomeny B EKT.




B npoy9BaHe BhpXy XeMOARHaMEusAKTe eeKTH HA eNHOKPaTHA IepopaiHa Ao3a ot 100 mg
crnnenadun npy 14 nanpesTs ¢ Texka UBC (>70% creHosa Ha Dowe ¢1Ha KOpoHAPHA apTepua),
cpenHuTe CTOMHOCTA Ha CHCTONROTO H NHACTONHO HATMTaHE B HOKOH ca ¢¢ [IOHHKHIA CHOTBETHO CBC
7% 1 6% cripaMo uzxoauETe. CpeaHoTo CHCTONHO GenopobHe HAIATARE e e NOHIKIIO ¢ 9%.
CrmeHad I He e Npe/IU3BHKAL MPOMAHA B CHPACYHIA AeOHT H HE € HAPYIIHN KPEBOTOKA Npes
CTECHEHHTE KOPOHADHH apTepHH,

B nsoitrocamno, nnausGo-KOHTPOAMPANHO TPOyYBane, BRIOYRAID CTPEC-TeCT C HATOBApBaHe, €
HANPABEHA OLCHKA HA 144 NALMEHTH © SPEKTHIHA AUCHYHKIMA H XPOHHIHA CTAOIIHA CTEHOKapauA,
KOWTO IPHEMAT PEAOBHO AHTUCTEHOKaPAHH JIEKAPCTBEHH NPONYKTH (C H3KIDOYEHHE HA HUTPATH).
Pesynrature ¢a mokasald, 9¢ HAMA KIMHHYHO 3HAYHMH PA3IHKH MEXIY CHAZCHa(HT H maueGo BB
BPEMETO IO N0ABA HA JIMMATHpAIIA CTEHOKADIHA.

Exuu 9ac caex opreM Ha 100 mg cugeradua npy MaTEk 6poii malyeHTH ¢a ¢¢ NOABANM NeKu |
TIpeXOAHH APOMEHH B CHOCOOHOCTTA 3 PAa3/THIARAHE Ha [BETORETE (CHHEO/IENICHO), HICASIBAHA C
NOMOINTA HA TECTA 33 pasrpanpdasane Ha 100 upetosw orrenska Ha Farnsworth-Munsel!, kato 2 waca
CNe/l NpHeMa HA NEKAPCTBOTO eheKThT € OTIBYSAN HAThIHO, BepOATHHAT MEXaHH3EM HA Ta3H
NpoMsN? B BETORATA AMCKPUMHEHAINS € CBbp3aH ¢ HHXnGApareTo Ha ®JIES, KOATO yYacTa BEE
(OTOTPAHCAYKUMOHHATA KACKaAa Ha peTAHATa. CHIneHAQWT HAMA RUKAKEE e(PeKT BEPXY 3PHTe/IRATA
OCTPOTA HIH YCEUIAHETO 32 KOMTPacT. B Mako miaue6o-KORTPOIHPAHO NPOYYBaHe NPH IAUHEHTH C
DOKa3aHa paHHA BB3PAcToRO-08YCI0BeHA AereHepaund Ha MaKkyaara (0=9), canpenadn (100 mg
€AHOKpATHA 032) He € J0BeN A0 3HATHMA NPOMEHH B MPOBEISHATE 3PUTENIHY TeCTOBe (3pUTerHa
0CTPOTA, peleTka Ha Amsler, BeTOBA ANCKPHMIHAINS B3 CHMYIMPAHA WHTHA CBETIHHHA
CUrHanu3anus, nepuMerpd Ha Humphrey u dotoctpec).

He e ycTanoBeH eexT BhpXY NHOABHKHOCTTA WIH MOPGOIOrHATA HA CIEPMATO30UAMUTE CITEA
eAHOKPATHA HepOpaIHa 1032 o 100 mg cunnenadmu mpu 3apaek A06poBoIUH (BX. TOUKa 4.6).

Joneanumenna uigopmMalis 3a KIUHUNHI HPOYHEanus
B wIMHHMSHH IpOy9YBaHHs chngeHadu e Gun npanoxes npr nosede o1 $000 manuenTy Ha BpIpacTt
19-87 roguun. banu ca NPeaCTABCHK CASARNTE TPy NAINEHTH, NAllHeHTH B ¢Tapyecka BL3pacT
(19,9%), nauyents ¢ Xunepronns (30,9%), 3axapen anaber (20,3%), ncxemuana SonecT Ha CHPIETO
(5,8%), xunepnumunemus (19,8%), TpasMu Ha rpp6HadHmS MO3EK (0,6%), nenpecus (5,2%),
TpaHCypeTpanHa pesekuua Ha npoctarata (TYPID) (3,7%), pannkanna npocrarexroMss (3,3%).
CrefiHHTe rpyNH He ¢a HIIH JOCTATHYHO NPEACTABEHH HIH ¢4 GLTH M3KIIOYEHH 0T KNHHUIHATS
IpOYYBaHHA: NAUHEHTH ¢ OHEPaUHa B MANKIA Ta3, NAIMSHTH CIEN TEYCTEPANug, NAeHTH C TeXKO
GBOpeTHO K YepHOAPOGHO YBPEKIANS i NAUMEHTH ¢ HAKOH CBPASHHO-CHI0BY MpobieMu (BK.
Touka 4.3).

B nipoyysannaTa ¢ $HKCHpaHH J03H NPOLICHTET Ha NALUEHTHTE, CHOGIUABALLH, Te JIEICHHETO &
nomoGpuIo TAXHATA epekurs, ¢ Gun 62% (25 mg), 74% (50 mg) n 82% (100 mg) cnpamo 25% npu
nnane6o. B KoHTpoaHpanH KIHHHIHA NPOYYBaHHA YeCTOTATa HA NPEKECBAHE HA NEYSHUETO Che
crnaenad € GHNa HHUCKA H MOJoGHA Ha TasH NpH 1traueGo.

33 BCHYKY NPOYYBAHNMA NPONEHTHT HA NAIMEHTHTe, CHOGIIABALIH 33 MofoGPeHNE ChC CHIEHA(HIL, &
Guia KAKTO C/IEZBa; ICUXOreHHa epeKTIIHA TuchyHKius (84%), cMeceHa epeKTHINA ARCHYHRIMI
(77%), oprafuuHa epeKTAMHA ArcdyHKUuA (68%), IALHEHTH B CTapaecka BB3pact (67%), 3axapeH
muaber (59%), UBC (69%), xunepronus (68%), TYPII (61%), paankanua mpocrarexToMua (43%),
TpaBMa Ha rprOHAUHUA MO3EK (83%), nenpecua (75%). B aenrocpodsy npoy4sanus Ge30nacHOCTTA H
e()eKTHBHOCTTA HA CHIICHAHII €A CE 3ANATUIH.

HenxaTpiuna TONyJAMNA
Esponefickara areHIMA I10 JIEKapcTBaTa 0cBo0O0XKIaBA OT 3a1B/DKEHHETO 32 NPETOCTABAHE HA

pe3yNT4THTE OT NPOYYBAHMATA ChC CIIASHAQWT BBB BCHYKH DOATPYITH Ha IICIHATPHIHATA [IONYJIalHs
3a JleyeHHe Ha epeKTHH2 AuchyHKkuus. Bipkre Touka 4.2 33 HEQOpMaIHA OTHOCHO yNoTpeta B
meanaTpRATa.




5.2 DapMaKoKHHeTHYHH CEOHCTRA

AbGcopbmis

Cunnesadwn ce abcopSupa 6bpso. HabmogasarHTe MakCHMalHH TUIa3MEHA KOHIEHTPALTHH Ce
JOCTATAT B paMKeTe Ha 30 go 120 MpHYTH (cpeaRa cToMHOCT 60 MUHYTH) Clel IEPOPANCH NPHEM HA
rinanHo. CpenHata afcomoTHa nepopaHa SuoRamraHoct ¢ 41% (muanazon 25%-63%). Cnen
nepopaner npueM Ha crnperadu, AUC u Crsx HapacTBaT NPONOPIHMOHAHO HA NO3ATA B
TIpenophIARNTE JO30BY rpanuy (25-100 mg).

Korato cumaeHadui ce B3eMe 0 BpeMe Ha XpaHeHe, CKOpOCTTa Ha abcopOuua HaMaiaBa, KaTo
cpenHoTo 3a6apsaHe HA T € 60 MAHYTH, 8 CPEJHOTO NOHIKEHHE KA Crxx e © 29%.

Pasmpegenenne
Cpennmrr o6eM Ha pasTpeneneHne B CTALMOHAPHO cheTomnne (Vi) Ha cuinenadm e 105 L, xoeto

rOBOPH 3a pasTpeneienne B ThkanuTe. Cliel eTHOKpATHA Nlepopamia A03a ot 100 mg cpensata
MAKCHMAITHA [UTa3MEHA KOHUCHTpALHS #a cuniesadgun e npuGmisnrenao 440 ng/ml (CV 40%). Toit
KaTo CHiNeHa(hu (M HETOBHAT OCHOBEH LHPKYIHpAnT N-1e3MeTAIT MeTaboAT) € CBLP3aH ¢
TUIa3MeHHTe OeThiM B 96%, TOBA BOMH JI0 CPEAHA MAKCHMAITHA KOHIEHTpalA Ha caobonHata dopma
Ha cungenadun 8 a3mara ot 18 ng/ml (38 nM). Cebp3paseTo ¢ NPOTEHHKTE € HE3ABHCHMO 0T
o0InaTa neKapeTBeHA KOHNEHTPALINS.

Tipw 30pass A0GPORONLY, NoMydasamy ciigeHadun (100 mg B exHokpaTHa 1033), noa 0,0002%
(epeano 188 ng) or mpunoKkeHara Ao3a € 6i1a yCTAHOBEHA B eAKy/IaTa 90 MUHYTH CIIEJ HPUEMA.

GBuorpancdopual

Cuinenadii ce MeTaGoNH3Hpa IABHO OT H30EH3HMHTE Ha depHORpobHETE MAKpo3oMu CYP3A4
(ocrosen mpT) H CYP2CY (BTOpocTencHer nst). OCHOBHHAT UHPKY/AMpAl METaBONUT Ce TIONYJaRa B
peayntar Ha N-neaMeTwmpasneTo Ha crnenadun. Tosu meraGonut uma npodwy Ha
docthonnecrepazia CeNeKTURHOCT, NOJOGEH Ha TO3H Ha CHWINeHAGWTL, ¥ in? Vitro MOIIHOCT COPAMO
OJES npubmmsntenno 50% o7 Ta3H Ha H3XOAHOTO AKTHBHO BemiecTso. [I1asMeHHTe KOHUEHTPALHH
Ha MetaboanTa ca npuGaH3HTeNHO 40% OT Te3u Ha cuedadu, N-meameTin MeTaGONHTET Ce
MeTAGOIM3HPA DOMBITHUTEHO M HMA KPACH NOMYKHBOT OKO/0 4 9aca.

Enuvinnpane

TOTANHHUAT TeMeceH KIHPHHC Ha cunneHapu e 41 I/h ¢ nonyxusor B kpalina dasa 3-5 gaca. Crex
TEPOPATHO /N BEHO3HO TPHNOKEHHe cHieHad AN ce excxkpeTnpa Hoa dopmata Ha MeTabouTH
IpefiMEO ¢ W3NpPAKHEHAATa (NPAGIH3UTEHO 80% OT IPANOKEHATa NEPOPATHA 1033) H B IO-MAJIKA
cTened ¢ ypuRaTa (mpubrHsnTenHo 13% 0T NpHIIOXKeHaTa NEPOPATHA 1033).

OapMakoKAHETHEA DY COSMHANHN PYIIH TaUHeHTH

Crapuecka 6u3pacm

3paeH HoGPOBONLK B CTApIECcKa BB3PAcT (Ha 65 AITH MOBeUe TOAHHM) Ca UMANK HAMANCH KIMPHHC Ha
cunaeHadu, KOSTO € 0BENO A0 MNA3MEHK KOHLSHTPALMN Ha CHIICHADMI H Ha aKTUBHAA N-
[eIMETHAVPaH MeTaGONWT HO-BHCOKH ¢ 0KO/Io 90% B cpaBHeHHE C yCTAHOBEHHTE NPH 34paBH N0~
mnaan poGposonu (18-45 ronunu). [lopany BB3pacTOBH PasiHKH B CEBP3BAHETO ¢ INASMEHHTES
IPOTEHHH CHOTBETHOTO YBEIYEHNE HA KOHIIEHTPAIMHTE Ha CBOGOMCH CHIIICHADIT B NNA3MATA €
6o ¢ oxono 40%.

Bvbpeuna nedocmamvunocm
IIpw KoGPOBONIIH € NeKo 0 YMepeHo 6hipedHo yepexaane (KpeaTHHHHOR KIMPEHC = 30-80 ml/min)
dapMakoKHHETHKATA Ha CWINeHadi ¢ oCTaHana HenpoMeHeHa C/iefl IPHEM Ha €IHOKPAaTHA
nepopansa Ao3a ot 50 mg. Cpexnnre crofinoctH Ha AUC H Cuax Ha N-1e3MeTHIHPaHAA meTabomHT ca
HapacCHa/H CBOTBETHO ¢ 20 126% u 10 73% B cpaBHEHHE CBC CHOTBETHH 10 BB3PAcT nmoGpoBomIH 663
G1Gpeuno yspesxaane. [Topann BHCOKHTE HEIMBUAYATHY BapHalmyt, obave, TE3H pasniky Ke ca Ounn
CTATHCTHUECKH 3KaurMA. TIpH HoGpOBONIM © TeXKo yApexnane Ha Op0peynara QynRKumi
(KpeaTHERHOB KNHPBHC <30 ml/min) KNHPBHCET Ha CHieHaw e GIT HaMalleH, KOETO € JOBE0 110
cpemuo apactsaie #Ha AUC i Cnax ¢h¢ cboTBeTHO 100% 1 88% B cpaBHEHHE CBC CBO




BE3pacT 206posoniy Ges 6pOpeuno yspexnaane. Ocsen ToBa croiinocTire Ha AUC H Come 13 N-
Ne3METHIHPAHHA MeTaloHT ca HAPACHAIH 3HATHMO, CHOTBETHO ¢ 200% u1 79%.

Heprodpobna HedocmamvyHocm

TIpu 5oGpoBONIM © eKa io YMepeHa cTelleR Ha epHoapobHa uuposa (A u B mo Child-Pugh)
WIMPEECHT HA CHIIERadAN ¢ G HaMAneH, KoeTo ¢ JoBeno Ao Hapactsane Ha AUC (¢ 84%) u Ha
Cuax (¢ 47%) B cpaBHeHHE ChC CHOTBETHH HO BB3pacT xoGpopom Ges 4epHONPOSHO YBpEeKIaHe.
DapMaKOKHHETHKATA Ha CHIIeHaHA IpH NAMUEHTH ¢ T&XKO HADYIISHa YepHOAPOoGHa QyHKIA He ¢
mpoy4eHa.

53 IlpexxndHAYHH JaHHE 33 fe3onacHocT

HeknMHWIHETe NaHEH He NOKA3BaT 0cOOEH PHCK 33 XOpaTa Ra 6a3a Ha KOHBEHIHOHANHHTE
thapMakoJOTHIHY NpOYHBaHAs 33 Ge30NaCHOCT, MPOYYBAHKA 32 TOKCHYHOCT JIPH MHOrOKpaTHO
pHI0KEHHE, TeHOTOKCHIHOCT, KAPLHHOTCHEH TIOTEHLHAN i PEIPORYKTHBHA TOKCHIHOCT H
TOKCHYHOCT 32 PA3BHTHETO.

6. PAPMAINEBTHUYHH JAHHN
61 CnEchK Ha NOMOIRHATE BEMIECTBA

HonaxpamiH KaTai

Bessogex xononaeH CHWIHLHEB JHOKCHI

JlakTo3a MOHOXHAPAT

[Mornaoa K-30

Acnapram (E 951)

Kpockapmenosa HaTpnil

MeHTOB apoMat, ChHIEPKAL] MATTOASKCTPHH, Moauduumpano rumecte (E 1450) # MEHTOBO MAC/o
Maruesses creapar

Kayues xunpokcua (32 peryaupare Ha pH) win

ConHa krcenHa (32 perymipane Ha pH)

6.2 HetnBMeCTEMOCTH

HenpanoxHmo

6.3 Cpox Ha roanocT

3 ronuRy

6.4 CpennanAm yeJ0BHS HA chXpaHeHAe

To3u JICKapCTBEH NPOXYKT HE H3IHCKBA CIeUMAHA YCIORHA HA ChXPAHEHHE, [a ¢€ ChXPAHAR B
OpHIHHAJTHATA OMAKOBKA, 33 a C€ NPEMIa3H 0T CRCTIIHHA.

6.5 [daunn 33 ONAKOBRATA

Tpoapaunn 6nuctepr o1 PVC/PCTFE/anymusHui.

OnakoBkH OT:

2 H 4 TaGneTKH 33 NLBYCHE

He BcHIKH BERIOBE ONAKOBKH Morat Aa GsAaT MycHATH Ha asapa.




6.6 CroenuajrAy NpeJURIAA MEPKY NP MIBPLPIAHES

HensnoNsBasivT IEKApCTBEH IPOAYKT WIH OTIATBYHATE MATEPHATH 0T HEro TpAGEa fa C¢ HIXBBPMAT

B CBOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7.  HNPHUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Zakiady Farmaceutyczne POLPHARMA S.A.

ul. Pelplifiska 19

$3-200 Starogard Gdariski

[Momma

8. HOMEP(A) HA PASPELIEHMETO 3A YIIOTPEEA

Per. Ne: 20210323

9, JATA HA TIBPBO PAZPEIHABAHEMIOIHOBABAHE HA PAIPEIIEHUETO 3A
¥IIOTPEEA

Jata wa sepeo paspemasane: 05.11.2021

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA




