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Maxcurpa Vaiit 25 mg TabneTKH 3a IEBUCHE
Maxigra White 25 mg chewable tablets

2. KAYECTBEH M KOJIMYECTBEH CHCTAB

Beska Tabnetka 3a mpBueHe chaBbpKa 25 mg cuinenadun (sildenafil), nonygasam ce in situ ot
35,12 mg cunnenadun uurpar.

IToMOIIHN BelllecTBa ¢ H3BECTHO JIEHCTBHE: BCAKa Taberka ceaspika 2,15 mg acmapram (E 951)

u 70,46 mg nakTo3a MOHOXHIPAT.

3a OBHMA CIIHCHK HA [MOMOIIHKTE BeIIeCTRA RIKTe TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA
TabneTka 3a qpBYEHE

Bsina, TpubrenHa, 1BOHHOM3IBKHATA, C H3BKHANO penedHo 0603HAYeHHE ,,25° OT exHATA CTpaHa.

4. KIMHUWYHHA JAHHHA
4.1 TepaneBTHYHH MOKAZAHUSN

Maxkcnrpa Yait ¢ nokasaH 3a IPHIOKeHHE NPH Bb3PACTHA MBKE C ePEeKTH/THA TUCHYHKIHA, KOATO
TIPEICTABIIABA HECTIOCOOHOCT 3a IIOCTHIAHE WITH 3aIbPXKAHE HA epeKIlHs Ha MeHyca, JOCTATHYHA 38
3a/I0BOJTUTENIEH CEKCYalIeH akKT.

3a na 6bne edexruBen Makcurpa Vaiir, e Heo6xonuma cekcyanHa CTHMYJIAIAL.

4.2 JIo3HpOBKA H HAYMH HA MPHIOKEHHe

O3HpPOBKa

Ynompeba npu evspacmnu

IlpenopsunTennara fos3a e 50 mg, KOHTO Ce B3eMAT IIPH Hy)kAa NPUOTHIUTENHO €MH Yac NpeiH
CEKCYaJIHHSA aKT.

TaGneTkaTe TpsAOBa 1a ce COABBYAT IPEIH MONTEINAHE,

B 3aBucumocT ot edeKkTa H MOHOCHMOCTTA [103aTa MOXKe a 6bae yeemuuena qo 100 mg win HaManena
1m0 25 mg. MakcumanHsara npenopeynTensa 1o3a € 100 mg. MakcHMaiHaTa NpenopLYHTeITH YeCTOTa
Ha MpHeMaHe e BeAHEK JHeBHO. [1Ipy npHeM Ha CHIneHAa(QHI [0 BpeMe Ha XpaHeHe HAYa/loTo Ha
IeHCTBHETO MoXe Oa Ob/ie 3a6aBeH0 B CpaBHEHHE C MPHeMa Ha rIanHo (Bk. Touka 5.2).

Crenpanyy nonyiauun

Cmapuecka ev3pacm

Kopekuun na n03ata He ca HeoGXOIMMM NPU NALMEHTH B CTAPYECKA BB3PACT (=65 rogunm).




Bvbpeuno yepexcdane

[Ipenopexute 3a no3upane, JaneHH B ,,YIoTpeGa NpH BH3PACTHH™, ca BAMHH TIPH NALHEHTH C TSKO
1o ymepeHo 650pedno yBpexaHe (KpeaTHHEHOB KiupbHE = 30-80 ml/min).

Tl kaTo npu nauueHTH ¢ TexKo 6BE6peuHo yEpexaane (kpearHHMHOB KIMpBHC <30 ml/min)
KIMPHHCHT HA CHIACHA(QW € HamaleH, TpaGBa 1a ce MMa MpeBua 103a oT 25 mg,

B 3apucumMoct ot edekra u moHOCHMOCTTa 103aTa MOXeE fa Gblle YBENHYEHA MOCTETEHHO /10 50 mg
unu 10 100 mg ciopen HyxauTe.

Yeprodpobro yepescdane

Tit kaTO Npy NALMEHTH C YePHOAPOOHO yBpeXKaHe (HAP. LUPO3a) KIMPHHCHT HA CHIISHAHI ¢
HaMaJieH, TpAOBa Ja ce MMa NpeaBUI 1034 OT 25 mg.

B 3aBHCHMOCT OT edeKTa M IOHOCHMOCTTA 103aTa MOXKe Jia Gb/e yBeueHa OCTeNeHHO 10 50 mg
wiu go 100 mg cnopen Hy»xaute.

Ileduampuyna nonynayus
Cunnenadun ve e mokasaH npu ymuua nox 18-roguisa Be3pact.

Ynompeba npu navuen mu, npuemauu Opyzu 1eKapcmeeny APOOYKmu

C M3KmOYeHNe Ha PATOHABHP, 33 KOHTO HE Cé IPenopbuBa eAHOBPEMEHHA YIIOTPe6a C¢he CrIIeHAdILT
(Bk. TO4Ka 4.4), IpH MIALMEHTH, O/TY4ABAIIA e{HOBpeMeHHO neyenne ¢ CYP3A4 uuxuGuropu (BiK.
TO4Ka 4.5), Tps0Ba Aa ce MMa MPEIBHI HAYa/lHa 1032 0T 25 mg.

IanpenTare, nposexnamy nevenue ¢ anda-6aokepy, Tpsbea 1a 6baT CTAGHITH3HPAHH 110
OTHOUICHHE Ha TepanuiTa ¢ anda-Gnokepy pey 3anouBaHe Ha JIeUeHNHE ChC CHIIeHahHIT, 3a 1a ce
HaMa/li Bh3MOMKHOCTTA 33 Pa3BHTHE HA OPTOCTATHYHA XHNOToHHA. OCBeH TOBa, TpAOBa Ia ce 0OMHUCTH
3aI109BaHe Ha JICYCHHETO ChC CHLIeHaduI ¢ mo3a oT 25 mg (Bxk. Toukd 4.4 1 4.5).

HauuH Ha npuiosxeHune
3a nepopayTHO IPHJIOKEHHE.

43 TlpoTuBomoxasaHus

CBpBX4yBCTBHTETHOCT KbM aKTHBHOTO BEIIECTBO MJIM KBbM HAKOE OT OMOIIHUTE BEILECTRA,
u30poeHH B TouKa 6.1.

B choTBeTCTBHE C HETOBHTE H3BECTHH SEKTH BBPXY IIBTA a30TeH OKHC/IUKITMYCH IyaHO3HH
moHodocdar (cGMP) (Bk. Touka 5.1) cunmenadun e Moka3an MOTEHIMPAHe HA XUIIOTEH3UBHHATE
e()eKTH HA HUTPATHTE H C/IEJOBATEIHO €AHOBPEMEHHOTO My MPHIOMKSHUE ¢ TOHOPH Ha A30TEH OKHUC
(KaTo aMII HHTpAT) MJIM HUTPATH MO BCAKAKBA (OpMa € NPOTHBOIIOKA3aHO.

Ennospemennoto npunarane Ha ®JIES HHXHOHTOPH, BKIIFOYHMTENHO CHIICHA(WI, C I'yaHHIIAT-
IHKJIa3HH CTHMYJIATOPH, KATO PHOLMIYAT, € POTHBOIOKA3aHO, Thil KATO TOBA MOXKE /13 NPHYMHH
CHMITOMaTHYHA XHIIOTOHHS (BXK. ToUKa 4.5).

CpencTsara 3a JleueHHe Ha epPEKTIIHATA JUCHYHKLMS, BKIIOYMTETHO CHINeHA(H, He Tpsa0Ba 1a
OB/aT NpHIArany Npy MEXKE, HA KOHTO HE Ce NPeNopb4Ba CeKCYaTHa aKTHBHOCT (HAaNpHMep MAHeHTH
C TEXXKHU CBPASIHO-CHIOBH HAPYICHHS, KATO HEeCTAOMIHA CTEHOKAPIHS HIIH TEXKKA CHPAEYHA
HeIOCTATEIHOCT).

Cunnenadmu e MpOTHBOKA3aH NPH MALMEHTH, KOUTO HMAT 3ary6a Ha 3peHHeTO TIPH EIHOTO OKO
[opagy HeapTepHUTHA NPeIHa HCXeMHYHa onTHYHA Hesponarusa (HAMOH), HezaBHCHMO Iayk Tesn
eNM301M ca OUIIM CBBP3aHH WJIH He C MpeaxoaHa ekcro3uims Ha OJE5 uaxubutop (Bx. Touka 4.4).

BesomacHoctTa Ha cuinenatu He € IpoyHeHa PH cIIeAHUTe MOATPYH NAMEHTH 1 CIeN0BATEIHO
ymoTpebara My e POTUBOTIOKA3aHa: TEXKKO YePHONPOGHO YBpPEKIaHe, XAIOTOHMA (KPHBHO HAJLITAHe
<90/50 mmHg), aHamMHe3a 3a CKOPOILEH WHCYIT WIM MHOKAPJEH HH(PAPKT H H3BECTHH HAC




JereHepaTuBHY 3a00/ABAHKS HA PETHHATA KATO retinitis pigmentosa (MaJika 9acT OT Te3H NALKEHTH
HMAT TeHSTHIHH AaHOMAJTHH, 3acaTamiy Gocdonauectepasute Ha peTHHATA),

4.4 CoeunanHd npexynpexXIeHHs H NPeANa3HU MePKH NpH ynoTpe6a

IMpenun ma 6sae HA3HAYEHO (PapMAKOIIOTHIHO JISUEHHE, € HE0OXOOUMO CHEMAHe Ha MEIMIHHCKA
aHaMHe3a ¥ (U3MKAJIEH CTATyC 33 IMArHOCTHLMPAHe Ha ePeKTIIHATA IMchYHKIMA H ONpenessHe Ha
BB3MOXHHTE TIPHYHHH.

C'b[zg&‘-lHOC'bgOBH PHUCKOBH QHKTOQH

[pesn sanoysane Ha KAaKBOTO ¥ J1a € JIEYEHHE 3a ePEeKTHIHA TUChyHKIMS JieKapuTe TpabBa 1a
NPELEHAT ChPACYHO-ChAOBHS CTATYC HA MANMEHTHTE CH, Thil KATO CHIIECTBYBA CTEIEH HA ChpPACUEH
PHCK, CBbP3aH ChC CEKCYaIHaTa aKTHBHOCT. CHIneHaul MMa ChI0Pa3LIMPABALIH CBOMCTEA, BOASIIN
70 JIEKO | IIPEXOHO NOHIDKEHNe Ha KPBEBHOTO HajlAraHe (Bxk. Touka 5.1). ITpeau npenmuceaneto Ha
criifeHadun nexapute TpAOBA BHUMATEIHO A NPELEHAT JAIH TEXHUTE MALMEHTH ¢ OTpeIereH
CBIBTCTBAINM 3a00NABaHKA GHXa MOIJIM Ja Ce MOBIUAAT HeOMATOIPHATHO OT Te3H Ba30HIATATHBHY
edexT, 0co6eHO B KOMGHHALMSA CHC CeKCyaTHa akTHBHOCT. [alHeHTH ¢ MOBHIIeHA qYBCTBUTEITHOCT
KbM Ba30HIATATOPH Ca Te3H ¢ 0OCTPYKIKA Ha JIEBOKAMEPHHS H3XOEeH TPaKT (HalpHMep aopTHA
CTeHO33, XHNepTpOduIHa 06CTPYKTHBHA KAPAHOMHONATHS) ¥ TE3H C PEKHA CHHIPOM Ha
MHOECTBeHa CHCTEMHA aTpous, MAaHH(ECTHPALI CE C TEKKO HAPYIUEH aBTOHOMEH KOHTPOJT Ha
KPBBHOTO HAJIATAHE.

Cunnenain noTeHMpa XMIOTEH3MBHI eeKT HA HUTpaTUTe (BXK. TouKa 4.3).

HMMa nocTMapkeTHHIOBH ChOGIIEHNS 33 CEPHO3HH ChPACYHO-CBA0OBH MHIMASHTH, KATO MHOKAP/AEH
MH)APKT, HECTAOUITHA CTEHOKAPHA, BHE3AIHA ChPAEYHA CMBPT, KAMEPHH APHTMHH, XeMOParuieH
MHCYIT, IPEXOIHO HAapYIICHHE HAa MO3BYHOTO KPBBOOOpAIIeHAe, XHIIEPTOHHAS H XHIIOTOHH,
CHBITA/IAINH 10 BpeMe ¢ yrnorpebarta Ha cungeHadun. [ToBeueTo, HO He BCHUKH, OT TE3H MALMEHTH Ca
HMaJH IPeIIIeCTBAIH CEPISYHO-ChA0BH PUCKOBH (hakTopr. [ToBeYeTO HHIMACHTH, 33 KOHUTO C&
c00MIaBa, ca HAaCTBHIIMIH 10 BPEMe Ha WK CKOPO CJIeM CEKCYallHa AaKTHBHOCT, 3 HAKOM ¢4 BE3HUKHAIIN
CKOpO clie[] preMa Ha cuineHadun 6e3 cekcyanHa akTHBHOCT. He e BB3MoxHO 12 6B1e onpeseneHo
Hany Te3n NHUMAEHTH Ca CBBP3aHH NPAKO ¢ TOPHUTE WIH APYTH HaKTOpH.

IIpranmussm
Cpencreara 3a ieueHne Ha epeKTHIHATA AMCQYHKINA, BKIFOYHTENHO chideHaduw, TpaOBa na Geuat

H3IONI3BAHH BHUMATEITHO NPH MAIMeHTH ¢ aHATOMAYHA AedopMalys Ha neHuca (KaTo aHryJalug,
kaBepHO3Ha Ppubpo3sa unu Gonect Ha Peyronie) WM py MALIHEHTH ¢BC CHCTOAHHMS, KOHTO MOXKE Ia
Npe/pasnoaraT KbM IPHAK3EM (KaTO ChPIIOBHAHO-KIETEYHA AHEMHSA, MYJITHIUIEH MHEIOM HIH
JICBKEMU).

Hma chobinenns 3a Ipob/KHTEHA €PeKLUs ¥ IIPHAITH3bM TIpH MPHEM Ha CHIIeHA(MT B
NOCTMAPKeTHHIOBHS NepHOA. B cirydaiil Ha epekiius, KOATO OPOABIDKABA IIOBEYE OT 4 yaca, NALUeHTET
Tpsi0Ba He3a0aBHO Ja IOTEPCH MEMHUIMHCKA TOMOLI. AKO NPHATM3MET He ce JIeKyBa He3abaBHo, 6u
MOIJIO [1a C& CTHTHE 0 YBpeXkIaHe Ha ThKAHHTE Ha IIEHHCA H MOCTOSHHA 3ary6a Ha MOTEHTHOCT.,

Ennospemenno npunoxenue ¢ apyru ®ES WHXHOUTOPH WIH IPYTH IeYeHHs HA eDEKTHIIHA
HchYHKIUS

BezomacHoctTa 1 edukacHocTTa Ha KoMOMHALMATE HA crineHadwu ¢ apyru OJIES unxuGutopH,

Apyru nevenus Ha GenonpobHa aprepuanda xunepTonust (BAX), coabpikaum cunaeHadun

(REVATIO), nnu npyru nedeHns Ha epekTHIHA QUCYHKIES He ca npoydenu. [Topaam ToBa

NPHIAT4HETO HAa TAKMBA KOMOHMHALIHK He ce pernophyBa.

Edexry BEpXY 3pEHHETO
Hma crionTannM chOOIIEHHUA 32 CITyYaH Ha 3PUTEIHA YBPEKIAHUA BBB BPB3Ka C [IPHEM Ha
cunaenapun u npyra OJIES uuxuburopu (Bx. Touka 4.8). 3a cilyuan Ha HeapTepPHUTHA NPENHA
HCXEMHYHA ONTHYHA HEBPOMATHA, PAIKO CBCTOSHHE, MM CIIOHTAHHH CHOOLIEHUS H ChOGINEHNHS B
00cepBalOHHO POYIBaHe BBB BPB3Ka C [pHeM Ha cuneHadun u apyru OJIES wax




3PUTENHO yBpexnaHe Tpsa0Ba a CnpaT npueMa Ha crigeHadm 1 He3abaBHO 1a ce KOHCYJITHPAT C
nekap (Bxk. Touka 4.3).

Ennospemenna ynoTpe6a ¢ puroHaBup

EnnoBpemMerHOTO MpHOKeHUE Ha CHIIEHA(HIT i PUTOHABHUD He & TIpeTIophuBa (BXK. TOUKa 4.5).

Ennospemenna ynotpeba ¢ anta-Grnokepu

IIpenopbuBa ce BHUMaHKe, KOraTo CHIASHA(HIT Ce IPIIAra HA NALHEHTH, KOUTO [IPHEeMaT andga-
OokepH, ThH KaTo eIHOBPEMEHHOTO IPIIIOKEHNE MOXKE [ I0BEZIE 10 CHMITOMATHYHA XUIOTOHHA
TpH MAJIKOTO YyBCTBHTE/IHM HHAMBUIH (BXK. TouKa 4.5). ToBa e Hali-BepOATHO /12 Ce MPOSABH Ipe3
nbpeuTe 4 yaca creq npueMa Ha cunpeHadun. [Tanpenture Tpabpa 12 6BAAT XEMOIUHAMATIHO
CTaOW/IHY 10 OTHOLICHHE HA TEPauATa ¢ a/iha-GIOKepH MpeIH 3aNI0YBAHE HA JIEYEHHE CBC
CHIZIeHa(wI1, 32 1a Ce HaMaNH BB3MOMKHOCTTA 32 pa3BHTHE HA OPTOCTATHYHA XumoToHus. Tps6sa na
C€ MMa NpeBU 3aTI0YBaHE Ha JIEYEHUETO CHCCHIACHAdMI ¢ 1032 0T 25 mg (BX. Touka 4.2). B
NONbIIHEHHE, IEKapATe TPAOBa 1a MOCHBETBAT NALMEHTHTE KAKBO /1A TIPABAT B C/Tyyail Ha MOABA Ha
CHMITTOMH Ha OPTOCTATHYHA XUIIOTOHKA,

Edekxr Bbpxy KbpBeHETO

[IpoyuBaHus BbpXy YOBEMIKH TPOMGOLIMTH TIOKA3BAT, Ye CHIeHA(R IOTeHLApA i Vitro
AHTHArperaHTHHTE CBOMCTBA Ha HATPHEBHS HATponpycus. Jlumncea uadopManus 3a GezonacHata
ynotpe6a Ha CHIIeHadus Npy NalUeHT! ¢ HapyLIeHNUs Ha KphBOChCHPBAHETO WIH AKTHBHA ENTHIHA
#38a. CnegosatenHo cuueHadmn TpsabBa na Gbae NpHIAraH NpH TAKHUBA IALHEHTH CAMO ClIe/]
BHHMMATE/IHA OLISHKA ITOJI3a-PHCK.

Kenu
Makcurpa YaiiT He e oKa3aH 3a ynotpe6a npH XKeHH.

IToMormHy BelecTBa
Tosu nexapcTBen npoIykT ceOBpyka acnapram. Korato ce mpuema NepopanHo, aCHAPTAMET Ce

XHIOPOJIM3NPA B CTOMAIIHO-YPEBHISA TPAKT. ENMH OT OCHOBHHTE NIPOAYKTH HA XHOPOJIH3ATA €
(ennnananun. Toit MoXe a e BpeJeH 3a MALMEHTH, CTPajAIM OT (heHHIKeToHy pus (PKY).

Tozu nexapcTBeH NPOAYKT CHOBPKA JIAKTO3a MOHOXHAPAT. [TalMeHTH ¢ peIki HACENCTBEHH
npoGieMy Ha HEMOHOCHMOCT KBM Fa/lakTo3a, ITEJIEH JIAKTa3eH Ae(HITAT HIIH TIOK030-TAlTaKTO3HA
ManabcopOums He TpAOBA a2 IPHEMAT TOBA JIEKapCTBO.

4.5 BsaamonelicTBHe ¢ APYrH JIeKAPCTBEHH NPOAYKTH U ApyrH GOpMH Ha B3aHMoJelicTBHE
Edexry Ha npyry 1eKapcTBEHN MPOAYKTH BbPXY CHIACHA(HT

Ilpoyueanus in vitro

MeTaGonu3MsT Ha cHIAeHa(U IO IPHHINII Ce OCHLIECTBARA C MOMOINTA HA H30eH3MMH 3A4
(ocHOBeH mbT) M 2CY (BTOpOCTENEHEH MBT) Ha LATOXpoM P450 (CYP). [Topann ToBa HHXHOHTOPHTE
Ha Te3M M30SH3MMH MOTAT [a HAMAIAT, & MHAYKTOPHTE MM — Ja MOBHLIAT KIIMPHHCA HA CHIIeHA(MIL

Ilpoyusanus in vivo

TomynamoHHuAT apMaKOKHHETHYEH aHAIN3 Ha JAHHUTE OT KIMHMYHM IIPOYIBAHHA OKA3Ba
HaMaleHle Ha KIMPBHCA HA CHIICHA(H NPH €HOBPEMEHHO NIPHIOKEHAE C HHXHOHTOPH HA
CYP3A4 (xaTo KeTOKOHA301, €PHTPOMHIIMH, LIAMETHIAMH). Brnpek ue He e Ouno HabmogaBaHo
TIOBMIIABAHE HA JECTOTATA HA HEXKEJIAHUTE Peaki(MH MPH Te3H MallHeHTH, KOraTo CHImeHadmI ce
NpHJIara eqHOBPeMEHHO ¢ HHXHOHTOpH Ha CYP3 A4, TpsaOBa fa ce HMa NpeaBH HAYAIHA [033 OT
25 mg.

Ennospemennusat npuem Ha HIV-npoTeasnus HHXUOHTOp PHTOHABHP, KOHTO € MHOTO MO
HHXHOUTOp Ha P450 (500 mg mBykpaTHO qHEBHO), U cunpeHadmw (100 mg enHOKparTH;
1o HapactaHe ¢ 300% (4-xpaTho) Ha Cmex Ha caieHadn u ¢ 1 000% (11-kpaTHo),
AUC na cunnenadun. Ha 24-us yac nmiasMenuTe HUBa Ha cHaeHa(wI BCE Ole ca/




200 ng/ml B cpaBHeHHre ¢ HMBaTa OT 5 ng/ml npu camocTosTeneH npuem Ha cunneHadun. Tosa
CHOTBETCTBA Ha H3PazeHUTe e)eKTH Ha PHTOHABUP BBPXY LIHPOK KpbI cybcTpatu Ha P450.
Cunnenadun He e 0Ka3as BIMAHHE BEPXY (DapMaKkOKMHETHKATa HA pPUTOHABHP. BB3 OCHOBA Ha Te3H
(apMaKOKHHETHYHH PE3YJITATH eHOBPEMEHHOTO NPHJIOKEHHE HA CHIIeHA(HT i PUTOHABHD HE Ce
TNpenopbyBa (BkK. To4ka 4.4) ¥ py HAKAaKBH 0OCTOATE/ICTBA MAKCHMAJIHATA 1032 Ha CHIIeHa(WI He
TpAOBa Na HaAXBBPIA 25 mg B paMkuTe Ha 48 4aca.

Ennospemennnat nprem Ha HIV-npoTeasniss HHEXHGHTOP CAaKBUHABHP, KOMTO € MHEXHOUTOD Ha
CYP3A4, cien nocturase Ha paBHOBecHH KoHueHTpauuu (1200 mg Tpu mbTH OHEBHO) U cuigeHad I
(100 mg emHOKpaTHa n03a) € aoBen A0 HapacTBaHe ¢b¢ 140% Ha Cmax Ha cunmenadun u ¢ 210% ua
AUC na cungenadun. Cunnesagun He e 0Ka3ay BIMIHHE BHPXY (HapMakOKHHETHKATA HA CAKBHHABHD
(k. Touka 4.2). Ilpennonara ce, ue mo-MoinHH nExHGuTOpH Ha CYP3 A4, KaTO KETOKOHA30M H
HTPaKOHa30/1, 6MXa HMMaJH OIle MOo-CUNeH edeKT.

Ilpy enHOBpeMEHHO NMPWIOKEHHE HA CHIIeHa(HN B eTHOKpaTHA 1032 oT 100 mg 1 ymepeHus

CYP3 A4 urxubuTop epUTPOMHULIMH, Cle]] JOCTUIAHe HA PABHOBECHH KoHUeHTpauuH (500 mg
JBYKPAaTHO JHEBHO 3a 5 nHM) e buno HabmonasaHo yBenudenue ¢ 182% Ha cHCTeMHATA EKCIIO3HIIHA
(AUC) na cunnenadun. [1pu 3mpaBu Mbxe 06poBonuH He e 6un Habmonasan edexT Ha
asurpoMuunH (500 mg nuesHo 3a 3 guK) BEPXY AUC, Crax, Tmax, €THMHHALMOHHATA KOHCTAHTA HIIH
TOJTY>KHBOTA HA CHIIIEHA(WI WIK HETOBHTE OCHOBHM MeTaboIMTH B nupKynanuaTa. LluMeTnaun
(800 mg), xo#iTo e uuroxpom P450 nnxuburop u Hecneuudmaen CYP3 A4 unxudurop, e
Npean3BUKAT HapacTBaHe ¢ 56% Ha MIa3MeHaTa KOHLUEHTpALsI Ha CHIIAeHA(WI IpH eJHOBPEMEHHO
npunokenue cbe cuigenadun (50 mg) npu 3apaBu 10OPOBOIIIH.

CoxsT ot rpettndpyT e cnab naxuburop Ha CYP3A4-Menuupanns MeTabolu3bM B YpeBHATA CTEHA U
MOXE Ia JOBEOC N0 YMEPEHO HapacTBAaHE Ha IUVIA3MCHHUTEC HHBA Ha CHJ'I)ICHa(bHH.

EnnoxpaTtHu no3u anTHauuy (MarHe3sHeB XUAPOKCHI/aTyMHHHEB XHIPOKCHI) HE Ca TIOBITHSIIH
OHOHATMYHOCTTA HA CHeHad .

Banpeky 4e He ca IPOBEXKJaHH CENH(HIHA NPOYYBaHHUA 3a JIEKAPCTBEHH B3aUMOAEHCTBHS ¢ BCHIKH
NIEKAPCTBeHH NPOYKTH, [OIYJIalMOHHHAT (hapMaKOKMHETHISH aHAIIN3 He & [I0Ka3all e(peKT BhpXy
thapMaKOKHHETHKaTa Ha CHINeHaHI IPH eJHOBPEMEHHO IPHIOKEHHE Ha JISKapCTBa, NPHHAUIEKAITH
KBM Tpynarta Ha uaxuduTopure Ha CYP2C9 (xaro TonbyTamun, apdapHiH, (EHATOHH),
uaxubuTopute Ha CYP2D6 (KaTo ceNleKTHBHATE HHXHONTOPH Ha 0OpaTHHUA 3aXBaT HA CEPOTOHHHA,
TPUIMKITHIHATE AHTHAETIPECAHTH), THA3HINTE ¥ CPOJHU JUyPETHIH, OPUMKOBHTE W KaJTHii-
CTIECTABALINTE ANYPETHLH, HHXHOUTODHTE HA AHTMOTEH3HH-KOHBEPTUPALIHS H3UM, KATIHEBHTE
aHTarOHHCTH, GeTa-afpeHOPeeNTOPHHTE AHTarOHKCTH WK HHAyKkTOpHTe Ha CYP450-Menuupanns
MeTabonu3eM (kato pudamnumiH, 6apburyparn). B npoydrane npu 3npaBu J0OpOBONIM OT MBKKH
T0JI ©JHOBPEMEHHOTO NPHIOKEHHE Ha HA0Te/IHH-PeLeNTOpeH aHTaroHUCT — BoceHTaH (HHAYKTOP Ha
CYP3A4 [ymepen], CYP2C9 u BeposatHo Ha CYP2C19), B cTrannonapHo cbetosnue (125 mg nsa
IBTH JHEBHO) CHC CHIICHA(HI B CTALMOHAPHO cheToaHMe (80 mg TpH MBTH AHEBHO) € J0BeNo 10
cboTBeTHO 62,6% H 55,4% Hamanenne Ha AUC u Cmax Ha cuymenadun. ITo Tasu npuunHa
€IHOBPEMEHHOTO mprioxeHne Ha MoiHl CYP3A4 uamyKkTopH, KaTo puaMIHIMH, Ce 0UaKsa J1a
HOBeze [0 MO-3HAYMMH HaMaJIeHHs Ha IUIa3MeHHTe KOHUEHTPally Ha CHIIeHA(HT.

Hukopannnn e XubpHa Me)KIy akTHBaTOp HAa KaMeBHTe KaHaTH U HUTpart. [Topann HuTpaTHaTa
KOMIIOHEHTA CBIIECTBYBA BE3MOKHOCT J1a I0BE/IE 10 CEePHO3HO B3aHMOIENCTBHE ChC CHIIEHADUII.

Edexrn Ha ¢ €HahHII BbPX I'M JIEKAPCTBEHH NPOAYKTH

Ilpoyyeanus in vitro
Cunnenadun e cnab nExubuTop Ha nuToxpoM P450 msoenzumu 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(ICs0>150 pM). Kato ce uma npensun, 4e IUKOBATa IUIa3MeHa KOHLIEHTPaLHA Cliefl IPHEM Ha

cuineHauT B IpeNOpEIUTENHITE 003K € npubausuTenHo | pM, He 61 MOTJIO [1a ce oYaKBa
cunIeHa( I qa MoBnuse KIMPHHCA Ha CyOCTPaTHTE Ha Te3H H30€H3UMH.




Jluncear nanmu 3a B3aUMOZIEHCTBHETO Mex Iy criIeHadw 1 HecnenuduaanTe GocdoamecTepasHu
MHXHOHTOPH KaTo TeO(WINH HIH JUIHPHIAMOJL.

Ipoyusanus in vivo

B cboTBeTCTBHE C MO3HATHTE CH JEHCTBHA BBPXY IbTA a30TeH okcun/ul M® (Bxk. Touka 5.1)
cuyieHadu I0Ka3a MOTEHUMpPaHe Ha XHIIOTEH3MBHHUTE epEKTH Ha HUTPATHTE H CIeIOBATEIHO
€QHOBPEMEHHOTO My TIPHIIOXKEHHUE ¢ JOHOPH HA A30TEH OKCH HIH HHTPATH IOJ KAKBATO U Ja €
¢opma e npoTHBOMOKa3aHO (BXK. TOUKa 4.3).

Proupryar: [IpenkiuHuaHl NpoyYBaHKS MOKA3BAT DONBIHUTENEH eeKT Ha OHIKABAHE HA
CHCTEMHOTO KpBBHO HanArane, korato ®JIES muxuburopy ce koM6HHUpAT ¢ pHOLMIYAT. B KinuyHEn
OpOYYBAHHA € NOKA3aHO, e PHOLMIYAT MOTEHIHPA XHIOTeH3BHUTe edextu Ha DJIES
uHxuOuTopute. Hama ManHH 3a G1aronpuaTeH KIHHAYCH e()eKT HA KOMOUHAINATA B TIPOYUBAHATA
nomynanus. EqHospeMenHaTa ynotpeba Ha prouryar ¢ ®JIES naxuburop, BKIIOUHTETHO
CHIIICHa(HIT, € IIPOTHBOMOKa3aHa (BkK. Touka 4.3).

EnrHoBpeMeHHOTO NpuiIoxkeHHe Ha CHIIIEHa(pI Ha MALMEHTH, KOUTO npuemar ada-6rokepu, Moxe
Aa [IoBeae 40 CHMITOMATHYHA XUITOTOHHA IPH MAJIKOTO YYBCTBHTENHM MHAHBHNH. Topa e Hali-
BEpOATHO [1a Ce NPOABH IIPe3 MbPBUTE 4 yaca el npremMa Ha cuigeHadmn (Bx. Touku 4.2 u 4.4), B
TpH CHCLH(PHYHHA IPOYYBAHKA 3a JIEKAPCTBEHH B3aHMO/EHCTBHS ala-GIIOKepBT JOKCa303uH (4 mg 1
8 mg) n cwinenadun (25 mg, 50 mg mn 100 mg) ca 6w NPHIOKEHH €HOBPEMEHHO HA NIALHEHTH C
A00poKadecTBeHa XATEpILIasys Ha npoctata (JIXII), crabuiu3npany Ha Tepamus ¢ J0KCa303uH. B
TE3H M3MHMTBAHM MONYJIALKMH € HA0OAaBaHO CPEIHO NOMBJIHUTENIHO HAMANICHHE HA KPHBHOTO
HaJIATaHe B JITHAIO MOJIOXkeHHe ¢hoTBeTHO 7/7 mmHg, 9/5 mmHg n 8/4 mmHg, u cpenno
MOMB/THHTEIHO HAMAJICHHE HAa KPBbBHOTO HAJIATaHe B M3MPaBEeHO MOJIOXKEHHE CHOTBETHO 6/6 mmHg,
11/4 mmHg u 4/5 mmHg. Korarto cunpeHadm1 1 [0Kkca3031H c¢a GHIH IPHIOKeHH EIHOBPEMEHHO
TIPY NALHMEHTH, CTA0HIM3HPAHH HA TEPAITHA ¢ JOKCA303UH, ¢a TIOIyYeHH PEeIKH ChOOMIEHNS 33
MANUEHTH, KOUTO Ca IOMyYHIH CHMITOMATHIHA OPTOCTATHYHA XUIIOTOHHUA. Te3u chobIeHus
BK/TIOYBAT BUEHE HA CBAT U 3aMAAHOCT, HO HE M CHHKOIL

Ilpu eqHoBpemMenHOTO Npunarane Ha cuwneHadmn (50 mg) u ronGytamun (250 mg) wmm Bapdapun
(40 mg), kouto ce Metabonusupat ot CYP2C9, He e 3a6e/113aH0 CUTHU(UKAHTHO B3aHMOIHCTRHE.

Cunnenadui (50 mg) He e mOTEHIMpPAN JOIBTHATENHO YIb/DKABAHETO HA BPEMETO HA KhpBEHE,
NPEeIU3BHKAHO OT alleTHICATHIIOoBaTa kucennra (150 mg).

Crpenadun (50 mg) He e MOTeHLMpAI JOMBIHUTENHO XUIOTEH3UBHATE eDeKTH HA ATKOXO0NA PH
3[paBK ZO0GPOBONILM CBC CPEHH MAKCHMAHH KOHIEHTPALHK Ha alKkoxo/ B KpbaTa 80 mg/dl.

Karo usano anTMXunepTeH3NBHUTE IEKAPCTBa, IPHHAIEKAIH KbM CIIEHHTE KIACOBE: Ty PETHIIH,
Geta-6nokepu, ACE unxuGutopy, anrnoteHsuH 1 aHTarOHUCTH, aHTHXUIIEPTEH3UBHU CPEIICTBA
(BasopmnaraTopu M IEHTPaNHO NeHCTBALLN), aNPCHEPTHYHM GIIOKEPH, KATILMEBY AHTATOHHCTH U anda-
aZipeHopenenTopHu GJI0KepH, He Ca IOKA3AIH Pa3IHIeH NPOGHIT Ha HeXKeNaHH JIeKapCTBEHH PeaKiHy
TIpH NalHeHTH, TOMyYaBally CuIaeHa(gu cupaMo mwianedo. B cnemypuyno npoyusase 3a
JIEKapCTBEHO B3AHMONENCTBHE, TIPH KOETO Ha XHIEPTOHHIM ¢ G npunoxen cungenadmi (100 mg)
©IHOBPEMEHHO C AMJIOJMIIHH, € HACTBITHIIO NONBAHUTEIHO NOHMKEHHE HA CHCTOIHOTO KPBBHO
HaJisiraue B JieTHaso noyoxkenre ¢ § mmHg. CrOTBETHOTO HOMBIHHTENHO IOHIKEHHE Ha
AUACTONIHOTO KPBBHO HAJIATaHEe B JIETHAJIO mojioxkenne e 6uno 7 mmHg. Te3u nomsnaATeHN
TIOHIKEHHMA Ha KPBBHOTO HAJIATaHe ca GHIIH OT CXO/IHA BEIMYHHA C Te3H, HaGIIOAaBaHM NPH 3paBH
100pOBOIILIHM, TOMyYaBally caMo cuineHadu (Bx. Touka 5.1).

Cunnenadun (100 mg) He e noBIHAT hapMaKOKHMHETHKATA B CTALHOHAPHO CHCTOAHHKE Ha HIV-
NPOTEa3HATE HHXHOUTOPH CAKBUHABHD H PHTOHABHP, KOMTO ca cyGeTpatn Ha CYP3 A4,

IIpw 311paBy 106pOBONIM OT MBXKKH IOJT CHIIAEHAGHI B CTAMOHAPHO CheTOAHHME (80 mg TpH mE
JHEBHO) € JoBEN N0 NoBHIIeHue ¢ 49,8% Ha AUC ua GocenTaH u nosuIeHue ¢ 42% Ha
Gocenran (125 mg ABa TETH JHEBHO).




HlobaBsHeTo Ha eUHAYHA 1032 CHIeHadHI KBM CaKyGHTPIY/BATICapTa B CTAIMOHAPHO CHCTOAHHE
TIpH MAIMEHTH C XHIIEPTOHHUS Ce CBbP3Ba ChC 3HAYHTENTHO MO-TOJIAMO OHMKABAHE HA KPHBHOTO
HajfraHe B CpaBHEHME C IIPUITOKEHUETO Ha caKyOuTpr/BacapTan camoctoaTesHo. [Topamu Tosa
TpsIbBa na ce 06pBINa 0COOEHO BHUMAHUE, KOTaTO CHIIEHA(HI Ce 3aNI09Ba TIPY MAIHEHTH, JIEKYBaHH
¢BC CaKyOHTpHI/BacapTaH.

4.6 @epruanTeT, GPEMEHHOCT H KbPMeHe
Maxkcurpa YaiT He € oKa3aH 3a ynotpefa OpH »eHH.

He ca npoBesknaHu chOTBETHH ¥ I00pe KOHTPOIMPAHH IPOYYBAHMS P GPEMEHHH HIH KbPMELIH
AKEHH.

B PENpOnyKTHEHY NPOYYBAHHA IIPH IUTEXOBE M 3aHLIM He ¢a HaO/Mro aBganu PEJICBAHTHH HCIKCIIAHH
peaknuu cneqn nepopanHo NpHIoKeHHe Ha cmmeuaqmn.

Jlumca edekT BhPXy MOABMKHOCTTA MITH MOP(OIIOTHATA HA CIIEPMATO30MINTE CIIeT eTHOKPATHH
nepopanay Aosu ot 100 mg crupenadun npu 3apasu KoGposomuy (Bx. Touka 5.1).

4.7 EdexTn BbpXy cnocoGHocTTa 32 modupane u paGoTa ¢ MAIIMHA
Cunpenagun moxe 1a IOBIHABA B MaJKa CTENEH cIOCOGHOCTTA 3a IodHpaHe 1 paGoTa ¢ MALIuH.

T'vit KaTo B KTMHHYHK NPOYYBAHHS CHC CHIIeHaHI ce ChO0IIABA 3a 0sBA HA 3aMalBaHe M IPOMEHN
B 3DEHHETO, NALHeHTHTE TPsA0Ba la UIMAT NPEeICTaBA 33 PEeaKIUUTE CU KBM CuaeHadu npeau
modupaHe WA paboTa ¢ MAINKHA.

4.8 Hexenanm NexapeTBeHH PeaKIAH

Kparko onwucanve Ha npodwuna ua 6e30nacHOCT

IpotunsT Ha GesomacHocT Ha cuneHadun e Gasupan Ha 9 570 naupenTy B 74 KBOHHOCHENH
1a1e60-KOHTPOIMPAHH KIIMHUYHH OpoydIBaHiA. Hali-uecTo cho6maBaHnTe HeKeNaHH PeaKiiH B
KIMHHIHUTE TIPOYYBAHHA Cpel MALKEHTHTE, Ha KOHTO € MpWiaran criaeHadu, ca 6mmn rasobomme,
3a4epBABaHe, NMCNENCHA, Ha3aJIHa KOHTeCTHs, 3aMaiBaHe, rafieHe, TOPELIy BbJIHH, 3PUTETHH
HapyIIeHHs, IHAHOTICHS M 3aMBIJICHO 3peHHe. HexxenaHH peakmuy o BpeMe Ha NOCTMAPKETHHIOBOTO
HaOozieHne ca cOUpaHH H TOKPHBAT NpUGIHM3HTeNeH nepuon ot >10 romunn. Yecrorara Ha Tesu
HEENaHH PeakLuK He MOJKe [1a Ce ONpesie/lH ¢ JOCTOBEPHOCT, Thil KaT0 He BCHUKH HeXKelIaHH
PeakLHH ca choOIIeHH 1 BIIIOYeHH B 0a3ara JaHHH 33 Ge30MacHOCT.

TabmiveH cuchK Ha HE)KEAHWUTE JIEKAPCTBEHU peakiuu

B Tabnuuara no-10y BCHIKH KITHHAYHO BAKHH HEKEJAHH PEaKIHH, KOHTO ¢a HaO/I0faBaHy B
KIMHUYHY IPOYYBAHHAA C Y€CTOTA 0-TOJAMA OT IIaneo, ca OMHCAHH [0 CHCTEMO-0pTaHeH KIAC U
dectora (MHoro gectu (=1/10), wectu (>1/100 no <1/10), Hewectn (=1/1 000 mo <1/100), penkn
(=1/10 000 no <1/1 000). Ipu BCAKO rpynupaHe B 3aBUCHMOCT OT YECTOTATA HEKEIAHHTE
TIEKapCTBEHU PeakIHH ce M30pPOABaT B HA3XO/AL Pe[ IT0 OTHOIICHHE HA TAXHATA CEPHOZHOCT,

Ta6auuna 1: KTHHHYHO BAXKHA HE)KeJAHH PeaKlHH, ChoOIEHH ¢ YeCTOTA, O-TOJIAMa OT
4ecTOTATA HA MJIANe00 B KOHTPOIHPAHH KJINHUYHH NPOYUBAHHSN, H KIHHHYHO BAXKHI
HEeXKeJaHH PeaKuHH, CHoOLIEeHH 0 BpeMe Ha NOCTMAPKETHHIOBHS NEPHO

Cucremo- MHoro Yectn Hevect Penxu

OpPraHeH Kiac qecTH (=1/100 u (=1/1 000 u (=1/10 000 u <1/1 000)
=1/10) <1/10) <1/100)

Hndexumu u Punur

AH(pecTanHK




Hapymenus na CepbxuyBcTBU-
HMyHHaTa TEJTHOCT
CHCTEMA
Hapymwenus na I'nagobonue | 3amaiieane CoHIHBOCT, Mo3bYHO-CBHIOB HHIHAEHT,
HEpBHaTa XUMOECTEIUA TPaH3UTOPHA HCXEMUYHA
cHcTemMa aTaxa,
repu®,
peLMAMBHpAIIH IbpYoBe™,
CHHKOII
Hapymienus na Pasctpoitctea | Hapyimenus na Heaprepuntaa npenna
OUHTE Ha IBETHOTO CBI300TIENA- HCXEMHYHA ONITHYHA
3peHue**, HETO***, uesponatus (HAMOH)*,
3pHTENHH Gornka B ounTe, peTHHalIHA ChAOBA
HapyILeHHs, dporodobus, OKJTy3HA",
3aMBITIEHO (oToncHsA, OuHa | PETHHANEH KPBBOUZNIME,
3peHue XHUIepeMus, aTEPOCKIEPOTHIHA
3ACEUICHO PETHHONATHS, HapyILIEHHUs
BB3NpHeMane na | N PETHHATA, NayKoMa,
cBeTIHHATA, HapyIEHHs HA 3PHTETHOTO
T0JIe, JUIIONHS, HAMaJeHa
KOHIOHKTHBHT
3pHTETHA OCTPOTA, MUOMIHS,
ACTEHOITHS, MBIVISIBUHHU B
CTBKJIOBHIHOTO TSJIO,
HapyIIEHVS Ha HPHCa,
MMIpHa3a, BHXKIAHE Ha
OPEOJTH OKOJIO CBETIMHHN
H3TOYHHLH, €IEM Ha OKOTO,
MOAYBaHe HA OKOTO,
HapyIllIeHHe Ha OKOTO,
XUIIePEMHs Ha
KOHIOHKTHBAT4, 0YHO
ApasHeHe, abHOpMHM
yceluaHusa B OUHTE, edeM
Ha KIIenava, NpoMsaHa Ha
IIBETA Ha cKiIepara
Hapyiuenus na BepTuro, Inyxorta
YXOTO H THHHTYC
JabHpHHTA
Crpneunu Taxuxapmus, BHesanHa chpaeuna
HApYIICHHA TRk CMBEPT*, MHOKapIeH
HH(papKT, KaMepHa
apuTMua*,
NpPeACHPAHO MBXKIEHE,
HecTaOMIIHA CTEHOKapHs
Crpaosu 3auepeaBaHe, XHuneproHwus,
HapyLIeHHA ropely BeaHK | XHIOTOHHA
Pecnuparophmn, Hazanua Enucrakcuc, Crarase B repnoro,
TPBIOHHM U KOHrecTHs KOHTeCTHS HA HAzaJieH efieM, CyX0Ta B
MeIHACTHHAIIHH CHHYCHTE Hoca
HapyLIeHUs
Cromauino- lanewe, Tactpo- OpanHa xunoecresus
YpEBHU OHCIIETICHA ewcbareanua
HapyLIeHus pedaykcHa
Gonecr,
HOBPBLIAHE,

Gonku B ropHara
4acT Ha Kopema,
CYX0Ta B YCTaTa




Hapyenus na
KOXara 1
MOAKOKHATA
TBKaH

O6pus

Cunppom Ha Stevens-
Johnson (SJS)*,
Tokcu4uHa enmanepManHa

Hekpomu3za (TEN)*

Hapymenns na
MYCKYJIHO-
CKENIeTHaTa
CHCTEMA H
ChEeHHHUTEHATA
TBKaH

Muanrus, Gonkn
B KpailHuuuTe

Hapyienus na
6BbpennTe u
MUKOYHHTE
I'ETHINA

Xematypus

Hapymenns na
BB3IPOH3BOIN-
TENHATA CHCTEMa
H IbpOaTa

Tlenunen KpBROHZNAEB,
NpHam3EM*,
XEMATOCIEPMHUS, Y IBIDKEHA
epexuus

O6mm
HApYyLIEHUS U
edexTn Ha

I'ppana Gonka,
yMopa, ycellaHe
3a ropelyHa

Paznpazuurensoct

MSCTOTO Ha
NPHIOKEHHE
Wzcnensanus VYeenuyeHa
CBpAETHA
4eCTOTa

* Cro0meHn camo NIPH MOCTMAapPKETHHIOBOTO HAaGIoAeHNE

** PascTpolicTBa Ha LIBETHOTO 3PEHUE: XJIOPOIICHS, XPOMATOICHS, IHAHOTICHS, EPUTPOIICHS
KCAHTOICHSA

*** Hapymienus Ha ChI300TAENAHETO: CyXOTa B OYHTE, JAKPUMATTHO HAPYILIEHHE H NOBHIICHO
CBII300TARIAHE

C'I)OGEEB&HG Ha [TOA03HPAaHM HEXEIaHH peaKIH

Cr006maraneTo Ha ONO3UPAHH HeXeNaH! PEaKIIMH CIIe/l PaspelIaBate 3a yoTpe6a Ha JeKapeTBeH s
IPOAYKT € BaXKHO. ToBa MO3BOMIABA 2 NPOALIDKH HAGIIOACHHETO Ha COTHOLICHHETO T0/I3a/PHCK 32
JIeKapCTBEHUA NPOAyKT. OT MEOUIMHCKATE CHELHATMCTH Cé M3UCKBA A2 CHOGINABAT BCAKA
[IOIO3KMPAaHa HEXeNaHa Peakilysd upes

M3mbiHUTENHA areHIMs 110 JIeKapcTBaTa

yi. .. Jlamsm Ipyes™ Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg.

4.9 Ilpenozupane

B npoy4Banns BpXy 100pOBOMIIH ¢ eAHOKpATHH 103K 10 800 mg HeXeNaHuTe PeakLUuH ca 61y
nono6GHH Ha Te3H, KOUTO ce HAaGMonaBaT Npy No-HUCKH NO3M, HO TAXHATA YeCTOTAa H TEKECT ¢a Grn
no-roneM. Jlosu ot 200 mg He ca TOBeNH 10 NMOBHLICHHE HA e()eKTHBHOCTTA, HO YECTOTATA HA
HEXEeNaHuTe peakuyy (rnaBobonue, 3auepBABaHe, 3aMaliBaHe, NUCIIETICHA, HA3aJIHA KOHIeCTHS,
HapyLIEHO 3pEHHE) € HAPACTBANIA.

B crryuaii Ha nipenosupane cTaHIAPTHATE MeAMUMHCKH MepKH TpsOBa ia GbIAT CHOGPA3EHN ¢
KOHKPETHHTE HY>KIU. XeMOOHAIM3aTa He yCKOPABA KIMPBHCA Ha CUIIeHad I, Thit KaTo Toii ce
CBbP3Ba BbB BUCOK IIPOLICHT C IUIA3MEHUTE NPOTEHHHA H HE Ce eIMMHHHDPA C YPHHATA.




5. ®APMAKOJIOTMYHM CBOHMCTBA
5.1 ®apmakoaHHAMHYHH CBOHCTBa

PapMaKkoTepaneBTHYHa Ipyna: Y poNoTHYHH cpeacTra. JlekapeTsa, KOUTO Ce H3MONM3BAT HPH
epextiwiHa michynknus. ATC xox: G04B E03

Mexanu3pM Ha feficTBUe
Cunpenadun ciys>xu 3a NepopaJiHo JeUeHHe Ha epeKTIIHATA NUchYHKIMA. B ecTeCTBEHH YCIOBYS,

T.€. TIPH CEKCYanHa CTHMYNAlHs, To} BE3CTAHOBABA HAPYLICHATA epPeKTH/IHA (DYHKIMA Ypes
YBeIIHYaBaHe HA KPHBOTOKA KbM IICHICA.

DHU3HONOTHYHHAT MeXaHU3bM, OTTOBOPEH 33 epeKLATa Ha MISHICA, BKJIFOYBA 0CBOOOMIABAHE HA
asoteH okcua (NO) B KaBepHO3HOTO TANO MO BpeMe Ha cekcyanHa crumynauus. Crnen Tosa NO
aKTHBHpA SH3KMa FyaHHIIAT LIMKIa3a, KOeTO BOMH 0 MOBHINABAHE HA HABATA HA IMKJIMYEH IyaHO3HH
MoHogochar (L' M®), a ToBa BOH 0 OTIYCKAHE HA IVIAIKATA MYCKYIaTypa B KABEPHO3HOTO TANO 1
IPHUTOK HA KPBB KBM HETO,

CunpeHa(HI € MOLISH M CeleKTHBeH HHXUOuTOop Ha ul MP-crneundpuanara dpochomauecrtepasa THII 5
(DMES) B kopIyc KaBepHO3yM, kpaeto PJIES e 0TroBopHa 3a pasrpaxaaneTo Ha ul M®.
Cunnenadun uma nepudepHo MACTO Ha AeHcTBHE BBPXY epexnuara. CunaeHadus HamMa npsk
penakcupail eexT BppXy H30IMHPAH YOBSLIKH KOPITYC KABEPHO3YM, HO MOIIHO YCHJIBA pelaKCHpAIIis
edexr ra NO BBpxy Tasu TekaH, [Ipu akTuBnpane Ha metaGonuTHaTa Bepura NO/ul' M®, kakro cTaBa
TIPH CeKCyaliHa CTHMYIauns, nHxubupaneto Ha OJIES ot cunueHadHT BOAH 10 MOBHIIEHN HHABA HA
ul'M® B kaBepHO3HOTO Ts10. CrIeIOBATENHO, 3a Ja MOXe CHIIeHAQI [ OCHUIECTBH CBOUTE XKeIaHH
GaronpuATHY (apMaKOIOTHIHH e(heKTH, € HeoOXOAUMa CEeKCyalHa CTUMYJIALKA.

q’aQMaKOgI{HaMH‘IHPI e[beI(TPl

INpoyusanusra in vitro ca nokasanu, ge cungeHadm e cenexrusen 3a OJIES, kosato yuactsa B
npoueca Ha epexuua. Heropuar edekt pepxy ®JIES € no-MoleH, 0TKONKOTO BhPXY APYTHTE
uzsecTHH docdoauectepasu. Toit e 10 meTH no-cenekTuseH 3a ®JIES, otkonkoto 3a GJIE6, kosTO
yUacTBa B Iporeca Ha (OTOTpaHCAYKIHMS B peTHHATa. B MakcHMAITHH NMPETMOPBYHUTETHE 1031
ceNeKTUBHOCTTa My € 80 mpTH no-Bucoka 3a OIES, otkonkoro 32 ®JIE] u max 700 meTH mo- BUCOKA,
orkoskoTo 3a ®JIE 2, 3,4, 7, 8, 9, 10 u 11. ITo xoHkpeTHO, cunaeHadut uma 4 000 TBTH O-ToIsIMa
cenextueHocT 3a PIIES, otkonkoto 3a ®JIE3 — uzodopmara Ha pAM®P-cnenuduunaTa
tochonmecrepasa, yqacTBala B KOHTPOJIA HA ChPAESYHISA KOHTPaKTHIUTET.

Knunnyna edukacHocT ¥ Ge3onacHocT

JIBe KNMHMYHH NpOYYBaHUA ca OGN CIIELHATHO NPOBENSHH, 33 [a CE OLEHH BPEMETO, KOETO &
HeobX0M1uMO, 34 Ja ce MOMYy4YH €PEeKLHs B OTIOBOP HA CEKCYallHA CTHMYJIALIHA CJIEN IIPHEM Ha
JiekapcTeoTo. B mpoydsaHe ¢ M3MON3BaHE Ha IUeTH3Morpadus Ha nenuca (RigiScan) npu nanpenTy,
KOHTO ¢a NpHeNH CHIIeHaQUI Ha IIANHO, CPEIHUAT IIEPHO 10 HAYaa0TO Ha e)eKTa TIPH TE3M OT THIX,
KOHTO ¢a MOJTy4YW/IH epeKIIks, XapakTepHsupalna ce ¢ 60% purugHocT (I0CTAaTHYHA 32 OCHINECTBIBAHE
Ha [10J10B aKT), € 6mt 25 MuHyTH (0T 12 10 37 MunyTH). B npyro npoyusaue ¢ RigiScan cunnenadmn
mopH | 4-5 Jaca cjiefl pueMa e JaBajl Bb3MOXKHOCT 3a NOTyYaBaHe Ha epeKmus B 0TrOBOp Ha
CeKCyaTHa CTHMYJTAIHA,

Cunnenadun npequ3BHUKBA JIEKH U NPEXOIHH NOHWKEHNS HAa KPBBHOTO HAIIATAHE, KOUTO B
MHO3HHCTBOTO OT CITyYaHTe NPOTHYAT Ge3 KINHMYIHA CHMNTOMATHKA. CpeaHaTa CTOHHOCT Ha
MaKCHMAJTHOTO IIOHHKEHHE Ha CHCTOJIHOTO KPbBHO HAIAraHe B JIETHAJIO MOIOYKEHHE CIIe IIepOpalieH
npueM Ha 100 mg cunneHadun e 6una 8,4 mmHg. CroTBeTHATA IPOMAHA B IHACTONHOTO KPBBHO
HAJIAraHe B JIETHATO MoJoskeHue e Owra 5,5 mmHg. Te3u NOHIKEHHS HA KPEBHOTO HAJATAHE
CHOTBETCTBAT HA BAa30AMIATATOPHUA eeKT Ha CHIeHad I, KOWTO BEPOATHO Ce OBIDKH HA
NOBHINEHUETO Ha HUBaTa Ha Ul M® B rnagkata MyCKyJaTypa Ha KPBBOHOCHUTE chioBe. I1pu 3apaeu
IoOpOBOIIIM eHOKpAaTHA Nepopanya n103a a0 100 mg cinenadmt He BOAM 40 KIMH
npomeHu B EKT.




B npoyuBane Bbpxy XemonuHAMEIHATE eheKTH HA HOKPATHA MepopanHa Ao3a oT 100 mg
cunpenadun npu 14 nanwenty ¢ Texka MBC (>70% cTenosa Ha TIOHE e/lHA KOPOHAPHA aprepus),
CPEHHTE CTOMHOCTH Ha CHCTOJIHOTO H JUACTOJIHO HANIATAHE B IOKOH €A Ce IMOHMKIIM CHOTBETHO ChC
7% u 6% cnpsaMo usxonHuTe. CpenHOTO CHCTONHO 6e0ApoOHO HAITAHE Ce € TIOHIKMIO ¢ 9%.
Cunnenadui He e NpenU3BUKAN IPOMSHA B CHPACUHHS JeOHT H He € HAPYIIH KPBBOTOKA [Ipe3
CTECHEHHTE KOPOHAPHHU apTepHH.

B neoitHocisno, nnaneGo-KORTPOIMPaHO IpoyuBaHe, BKIOYBAIIO CTPEC-TECT C HATOBapBaHe, €
HANpaBeHa OLeHKa Ha 144 MaLyeHTy ¢ epeKTIHA AMChYHKIMA i XPOHHYHA CTAOMTHA CTEHOKAP I,
KOHTO IPHEMAT PENOBHO aHTHCTCHOKAPAHH JICKAPCTBEHH TPOLYKTH (C H3KTIOYEHHE HA HUTPATH).
Pesynrarure ca nokasanu, 4e HAMA KITHHWYHO 3HAYUMH PA3THKY MEXIY CHIIeHAQMI U I1aLe6o BbB
BPEMETO [0 NOsBA HA TUMHUTHPALIA CTEHOKAP/IHA.

Enun gac cnen npuem Ha 100 mg crnenadun npu Manbk Gpoil NALKEHTH ca Ce NOSBMIN JIEKH H
TPEXOJIHH MPOMEHH B CIIOCOGHOCTTA 3a pa3NIHuaBaHe Ha LBETOBETE (CHHLO/3E/IEHO), H3CIeNBAHA ¢
TIOMOIITa Ha TECTa 3a pasrpaHn4aBaHe Ha 100 uBeToBH oTTeHbKa Ha Farnsworth-Munsell, kato 2 waca
CIiell MPHEMa Ha JIEKapCTBOTO €heKTHT € OT3BYYal HAITBJIHO. BepOATHHAT MEXaHHU3bM Ha Tasw
TPOMsHa B [IBETOBaTa AMCKPHMHHALMA € CBBP3aH ¢ HHXHOHpaneTo Ha DJIEG, K0ATO yJacTBa BEE
(oToTpaHCoYKUMOHHATA KACKa/la Ha peTuHaTa. CHIIeHaQMI HAMA HUKAKBB e(hexT BBDXY 3pUTENHATA
0CTPOTA WK YCELIAHETO 32 KOHTPAcT. B Majiko nnane6o-KOHTPoMpano NpoydBaHe IpH NalHeHTH C
N0Ka3aHa paHHA BB3PAcTOBO-00yCIOBEHa IereHepaly Ha MaKynara (n=9), cuinenadun (100 mg
€HOKPATHA 11033) He € 0BeJI 10 3HAYMMH TIPOMEHH B [IPOBECHHUTE 3PUTEITHH TeCTOBE (3PHTEIHA
0CTpOTa, pemnerka Ha Amsler, UBeTOBa THCKPAMMHALMSA HA CHMY/IHPAHA ITHTHA CBET/IHHHA
CHrHanu3auus, nepuMetpd Ha Humphrey u doroctpec).

He e ycraHOBeH edekT BhpXy MOABIKHOCTTA HITH MOPOIOTHATA HA CIIEPMATOROHINTE CIIE
€IHOKpaTHa nepopanta 1o3a ot 100 mg cunnenadun npu sapasu goGposonuu (Bx. Touka 4.6).

Lonvnnumenna ungopmayus 3a KIUHUNHY RPOYYGAHUS
B xiiH#4HY NpoyuBanus cuneHadi e Gl IPHIOXKeH npu nosede oT 8000 manmenTyH Ha BH3pacT
19-87 romunu. B ca IpefcTaBeny CleIHKTE IPYIIH NALWMEHTH: IALUEHTH B CTAPYECKa BB3PacT
(19,9%), nauwenTu ¢ xunepronus (30,9%), 3axapen auabet (20,3%), HexemudHa 6oJecT Ha CBPLETO
(5,8%), xunepmumunemus (19,8%), TpaBMu Ha rphOHAYHNST MOIBK (0,6%), nenpecu (5,2%),
TPaHCYpeTpaiHa pesexuua Ha npocrarara (TYPII) (3,7%), panukanua npocratexromus (3,3%).
Crnenuure rpymu He ca GHIIM OCTATHYHO NPENCTABEHH HITH ¢a GHIIM H3KIOYEHH OT KIMHAIHATE
NpOYYBAHHA: NIALHEHTH C ONEePALlkA B MaKHA Ta3, NALUeHTH CJIe JTbYeTepanys, DalueHTH C TeXKKO
OBOpedHO MK YepHOAPOGHO YBpesk/IaHe U MALHEHTH C HAKOH ChPIEIHO-ChIOBH npobaemMu (Bx.
TouKa 4.3).

B npoyusanuaTa ¢ YUKCHPaHH TO3H POLEHTHT HA NALMEHTHTE, ChOGIIABALLY, Ye JIEYSHHETO &
ToN00PHI0 TAXHATA epekuus, € 6mt 62% (25 mg), 74% (50 mg) u 82% (100 mg) cnpsamo 25% npH
nnane6o. B KOHTpoIMpany KIMHIYHHI OPOYYBAHUS Y€CTOTATA HA NIPEKHCBAHE HA JIGYEHHETO ChC
cunaeHaun e 6una HUCKa U moxoGHa Ha Ta3u NpM IIaneso.

3a BCHIKH [IPOY4BaHHA NPONEHTHT HA NALUEHTHTE, COGIABAIIH 33 TIONOGPEHHE Che cuiineHadu, e
Omnia XKakTo cneziBa: ICHXOTeHHa epekTiHA nucdyHKmA (84%), cMeceHa €PeKTHIHA TUCYHKIHs
(77%), opranmuna epexTwwiHa muchyrkuws (68%), mauuentu B crapuecka Bb3pact (67%), 3axapeH
muaber (59%), MBC (69%), xuneptonns (68%), TYPII (61%), panukanna npocrarexromus (43%),
TpaBMa Ha rpbOHATHIA MO3BK (83%), menpecns (75%). B asnrocpouny npoyuBaHns Ge30macHOCTTa U
e()EeKTHBHOCTTA HA CHINECHADII Ca Ce 3alasiiH.

IMeanarpuvga monyaanps

EBponeiickata areHuus mo jexapeTsaTa 0cBo60KIABA OT 3aIbIDKEHHETO 33 IIPEIOCTABAHE HA
PE3YNITATHTE OT NPOY4BaHUATA CBC CHIACHA(IT BB BCHUKH NOATPYNH HA NENHATPUYHATA MOy JIAIH
32 JICYEHHE HA EPEKTIIHA AUCHYHKIMA. Biokte Touka 4.2 32 mH(OpMAanys 0THOCHO yroTpeba B
HeANaTPHATA.
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AbBcopbums

Cunnenadun ce abcopbupa 6p30. HaGmonapaHnnte MakCHMAaTHH IIa3MEHH KOHIEHTPALHHA Ce
nocrtarar B pamkute Ha 30 mo 120 MunyTH (cpenHa croitHocT 60 MEHYTH) cen nepopalieH NPHEM Ha
rinanHo. CpenHara abcomoTHa nepopanya OnoHanmgHocT e 41% (muanason 25%-63%). Cren
nepopanes npuem Ha cunaeHadun, AUC u Cmax HapacTBaT NPONOPLUMOHATHO HA 103aTa B
NpenopsYaHuTe 1030BH rpaHuny (25-100 mg).

Korarto cunneHadun ce B3eMe 10 BpeMe Ha XpaHeHe, CKopocTTa Ha abcopOuus Hamaaea, KaTo
cpenHoTO 3abaBsgHe HA Tnax € 60 MEHYTH, a cpeaIHOTO MOHMmKeHHE Ha Chaxe ¢ 29%.

Pasnpenenenue

Cpennust obeM Ha pasnpeeneHye B CTalMOHAPHO cherofnue (Vd) Ha cwinenadmn e 105 1, koeto
TOBODH 3a pasmpenieNieHne B ThKanute. Clieq eqHOKpaTHA mepopansHa no3a ot 100 mg cpexnara
MAaKCHMAJIHA [UIA3MeHa KOHIEHTpalis Ha cineHadmt e npubmusuternHo 440 ng/ml (CV 40%). Trit
KaTo cuyieHadun (M HeroBHAT OCHOBEH LMPKynupany N-ne3mMeTt MeTaGolHT) € CBBP3aH ¢
nnasMenuTe 6enToiH B 96%, ToBa Boou OO0 cpeqHa MaKCHMAJTHA KOHIIEHTpalHsa Ha cBoOogHaTa hopMa
Ha cunaeHagun B wiazMarta ot 18 ng/ml (38 nM). Ceep3BaHeTo C NPOTEHHHUTE € HE3ABUCHMO OT
o01mara JekapcTBeHa KOHLEHTPaLHs.

Ilpu 3npaen nobpoponuy, nomydyasamu cungesagun (100 mg B enHokpaTHa no3a), mox 0,0002%
(cpenno 188 ng) ot npunoxeHaTa 1o3a e OmIa yCTaHOBeHA B eAKyaTa 90 MUHYTH clies npHema.

Buotpanchopmanms

Cunpenadun ce MetaGonu3upa IMaBHO OT H30€H3UMHTE Ha yepHoIpoOHuTe Mukposomu CYP3A4
(ocHoBen meT) M CYP2C9 (BTOpocTeneHed mbT). OCHOBHUAT LUPKYIHPAIT MeTabOJIUT ce MOy4YaBa B
pe3ynTar Ha N-me3MeTHIHpaHeTo Ha cunaeHadun. To3u MeTabonuT uMa npodut Ha
tochoanecTepasHa celeKTHBHOCT, TOZOGEH Ha TO3H Ha CHIIAEHADII, M iK1 Vitro MOIIHOCT CHPAMO
OJIES npubnuzurenso 50% oT Tazy Ha U3XOIHOTO AKTHBHO BeIeCTBO. [Ima3MeHnTe KOHIEHTPALHH
Ha metabonuTa ca npubausurento 40% ot Te3n Ha cunnenadun. N-nesMeTi MeTabonuTsT ce
MeTaboIH3Hpa JOITBIIHATEHO H HMa KpaeH MOMYKHBOT OKOIO 4 Jaca.

EnvMunupane

ToTanuuaT TeneceH KnUpbHC Ha crgeHadun e 41 I/h ¢ nomyxusot B Kpaiina ¢aza 3—5 gaca. Cren
NEepOpaHO HITH BEHO3HO IPHIIOKeHHe CHIieHa( ce eKcKkpeTHpa noj dopmara Ha MeTabomuTH
NPeJuMHO ¢ H3npaxkHeHusaTa (npubnusurenHo §0% OT npuioiKeHaTa NepopaHa 103a) U B M0-Malka
crerned ¢ ypuHarta (npubansurenno 13% oT npuIoKeHaTa IepopaiHa 103a).

PapMaKOKHHETHKA MPH CIICUHMAIHHN TPYIH NAlHEHTH

Cmapyecka ¢b3pacm

3npasu [o6poBoLM B cTapdecka Bp3pacT (Ha 65 WM MoBede roJHHH) ¢a HMaly HaMaleH KITHPBHC Ha
cuneHaduI, KOETOo € J0BeIo 00 IUIa3MEeHH KOHLEHTPALUH Ha CHIIeHa(HI 1 Ha aKTHBHUS N-
J€3METHIHPaH MeTaboIUT MO-BHCOKH ¢ 0K0J10 90% B CpaBHEHHUE ¢ YCTAHOBEHMTE NPHU 3PABHU M0~
miagy nobposonuu (18-45 rogunn). Ilopanyu Bp3pacTOBH Pa3IMKH B CBbP3BAHETO C IUIA3MEHHTE
NPOTEHHH CHOTBETHOTO yBeJIMYEHHEe Ha KOHUEHTpalKMuTe Ha cBoOOeH clIgeHad I B Iia3Mara e
6uno ¢ okono 40%.

Bvbpeuna nedocmamvynocm
TIpu nobpoBomnuy ¢ neko 10 yMepeHo 6b0peuHo yBpexnaHe (KpeaTHHIHHOB KimupeHE = 30-80 ml/min)
(hapMakoKkMHETHKATA Ha CHIIeHa( I e ocTaHana HempoOMeHeHa cliel pYeM Ha eIHOKpaTHa
nepopayina go3a ot 50 mg. Cpenuute croiHOCTH HA AUC 1 Cmax Ha N-ge3MeTHnupanus MeTabouT ca
HapacHAIH ChOTBETHO ¢ 10 126% u 1o 73% B cpaBHEeHHe CBC CHOTBETHHU MO BB3pacT nobpoBoniuwm 6e3
6B0peuno yBpexnane. [lopanu BUCOKHTE HHAMBMAYAJIHU BapHaLliy, o0avue, Te3H pasiuKy He ca Ounu
craTucTUuecKy 3Ha4uMu. [1pu 1o6poBoNIM ¢ TEXKO yBpexaane Ha Op0peunara hyHKIMA
(xpeaturMHOB KiupBsHC <30 ml/min) KIMPBHCHT Ha cHgeHAdUI e OMT HaMalleH, KOeTo € JOBEJO 10
cpenno HapactBaHe Ha AUC # Cmax cbe croTBeTHO 100% 1 88% B cpaBHEHHE Che CHOTB




BB3pacT nobposomu 6e3 6x0peuno yspexnane. Ocser ToBa croiiHocTHTe Ha AUC H Cmex Ha N-
He3METHIHPAHUS MeTa0O0JIMT ¢4 HApACHAH 3HAYAMO, ChOTBETHO ¢ 200% 1 79%.

Yeprodpobra Hedocmamwsynocm

[lpy noGporoiy ¢ fleka 10 ymMepena cTeneH Ha gepHoApoOHa uuposa (A u B no Child-Pugh)
KIMPBHCBT Ha CUNLICHAQH € 61T HaMalleH, KOeTo e JoBeno 1o Hapactsane Ha AUC (c 84%) u Ha
Crmax (¢ 47%) B CpaBHEHHE ChC CHOTBETHH 110 BB3pAcT 106poBONIH 6e3 YepHONPOGHO YBpEKIaKeE.
DapMaKOKHHETHKATA HA CHINEHA( I PH TALIHEHTH C TEXKO HapylIeHa YepPHOAPOGHa PYHKIHA He ¢
Npoy4eHa.

5.3 IlpeaxiuHuuHM JaHHH 33 Ge30nacHOCT

HexnnapunnTe TaHHM He MOKA3BaT 0COGEH PHCK 33 XOpaTa Ha 6a3a Ha KOHBEHIHOHAIHITE
(apMaKoNOrHYHY IPOYIBAHHS 32 Ge30NIACHOCT, IPOYYBAHUS 32 TOKCHYHOCT IIPH MHOTOKPATHO
TPHIOKEHNE, TeHOTOKCHYHOCT, KAPIMHONCHEH [IOTEHIMAN H PETIPORYKTHBHA TOKCHUYHOCT 1
TOKCHYHOCT 33 Pa3BHUTHETO.

6. GAPMANEBTUYHH JAHHHU
6.1 CnHCBK HA IOMOIIHHTE BeOIECTBA

Ilonaxkpunux xanmmii

bBe3sBoneH KONMOH/CH CHITMLMER AHOKCH

JlaxkTo3a MOHOXHIpAT

IMosumon K-30

Acnapram (E 951)

Kpockapmenosa HaTpwii

MeHTOB apoMaT, CBIBps KAl MATTOAEKCTPHH, MoguHumpano Humecte (E 1450) 1 MeHTOBO Macio
Marsesres creapar

Kanues xunpoxenn (3a perynmupane va pH) mm

Cosna kucennHa (3a peryaupane Ha pH)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 ronunn

6.4 CnenuajiHn ycJ0BHs HA CHXpPAHEHHE

To3u JIEKApPCTBEH MPOAYKT HE U3HCKBA CIICIHAJIHH YCIOBUA HA ChXPaHCHHE, Ia CC CbXPAaHABa B
OpHTHHAJIHATa OITAKOBKA, 33 J1a CE MPENIasy OT CBETIHHA.

6.5 JlaHHM 33 ON3AKOBKATA

[Tpospaunn 6mucrepu ot PVC/PCTFE/amymunmii.

OnaxkoBkH OT:

2 1 4 TabieTKy 3a IHBUSHE

He Benuky BHIOBE OTIAKOBKH MOTaT fa GbOaT MyCHATH Ha Ma3apa.




6.6 CnennaJHH NPeANA3HA MEPKH NPH H3XBbPJIAHE

HensnomsBaHuAT JIeKapcTBeH NPOMYKT MK OTNAABYHATE MaTepuall OT Hero TpaGBa Ja ce U3XBBPIAT

B ChOTBETCTBHE C MECTHHTE H3HCKBAHHS.

7.  TIPUTEXATEJI HA PASPEIIEHHMETO 3A YIIOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19

83-200 Starogard Gdanski

IMomma

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEGA

Per. Ne: 20210323

9.  JATA HA ITbPBO PA3PEIIABAHE/MIOJHOBSIBAHE HA PA3PEILIEHHETO 3A
YIIOTPEBA

Jata Ha mepBo paspemasane: 05.11.2021

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

e



