KPATKA XAPAKTEPUCTHKA HA TIPRRYK dvenMA ATEHUMA NO NEKAPCTBATA
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Cungenadpun Crana 100 mg punmupanu tabnerku Pa ue Ak o
Sildenafil Stada 100 mg film-coated tablets czzse 07 -0
2. KAYECTBEH H KOJIHUECTBEH CHhCTAB {OgOCDOHIB Ne .o.v.. vt

| Koum Pegz. Ne _452.0/{_4(.2_4_4? ......................... _

Bcesaka punmupana tabnetka ceaspka 100 mg cunnenagun (sildenafil) noa ¢popmara Ha uuTpar.

TTOMOUIHH BELIECTBA C HIRECTHO JICHCTBHE:!
Bcaka dunmmupana tabnetka ot 100 mg cpabpxka 291,550 mg naxrosa monoxuapar, 0,415 mg rarokosa,
0,0156 mg Tloxnco 4R anymuHues nak ¥ 0,450 mg coes JICLIUTHH.

3a NBLJIHUA CITUCHK Ha MOMOLIHHUTE BELLECTBA BHXKTE Touka 6.1,

3. IEKAPCTBEHA ®OPMA
Ouimupasa Tabnerka.

Cwnnenadun Crana 100 mg ¢punmupany TabneTku ca CBETN0 CHHH JTBCKABH, KPBIH W IBOHHOH3ITbKHATH
dunmupany TabneTky, ¢ AMameTsp okono 12 mm.

4. KIMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKAZAHHA

Cungenapun CTAJIA e nokaszaH 3a NpWIOKEHHE NMPH Bb3PaCTHH MBXKE C EPEKTHNHA TUCHYHKLMS, KOATO
NpeACTaRAABA HeCIOCOOHOCT 3a MOCTHIAHE WH 3a4bpXKaHe Ha €PeKLMA Ha NeHHUca, 10CTATLYHA 32
3aJI0BOJIMTENIEH CEKCYANEH aKT.

3a ga 6bae ebexkTnsed Cunaenadpun Craga, e Heobxoauma cexCyallHa CTUMYJIaLIUA.

4.2 /lo3apoBKa H HQYHH HA NPHJIOKEeHHE:

Jo3npoBka:

Bw3pacmnu:

[penopwunTtennata Ao3a € 50 mg, KOHTO ce B3EMAT NpW HyXAA (pUONH3MTENIHO €AMH Hac Npenu
CeKCYaTHHA akT. B 3aBucuMocT OT edekTa H MOHOCHMOCTTA, A03aTa Moxe Ja Obae yeennuena no 100 mg
WK HamaneHa 10 25 mg. MakcumanHaTa npenopwsunTesitda no3a € 100 mg. MakcuMansara npenopbYMTeiHa
4ecTOTa Ha npHeMaHe ¢ BeaHwmk nHeBHO. Ilpu npuem Ha Cuagenapun Craga no Bpeme Ha XpaHeHe
HAYaIoOTO Ha AelcTBHETO MOXe Aa Obae 3abaBeHO B CPAaBHEHME C IPHEMa Ha MNafHO (BX. ToYKa 3.2).

CrneumManHy nomynauuu

Cmapuecka eb3pacm:
Kopekuuy Ha no3ata He ca HeOOXOZAMMH NPK NaLMEHTH B HaNpelHana Bb3pacT (= 65 roauHy).

bvbpeuno yspeoicoane:
[TpenopbkuTe 3a Ao3WpaHe, naacHH B "YnoTpeba NpH BLIPAcTHH', Ca BATWIHH NpH Nna
ymepeHo 6b0peuto yBpexaaHe (KpeaTHHHHOB KNKWpBHC = 30-80 ml/min).




Thi KaTO NPH NALKEHTH € TEXKO OLOPEUHO yBpexJaHe (KpeaTHHHHOB KIMPBHC <30 ml/min) KIHPBHCHT Ha
cwigedabun e HaMmaneH, TpabBa ga ce WMa npeasua no3a or 25 mg. B 3aBucuMocT oT edekra H
MOHOCHUMOCTTA, A03aTa MOXKe Ja Obie yrennuena a0 50 mg unu 100 mg, cnopea Hyxaure.

Yeproopobuo yepexcoane:
Toii KaTo NMpH NALHEHTH ¢ YEPHOAPOOHO YBpexKaaHe (Hanp. UMpo3a) KIMPBHCHT Ha CHIlAeHa(H € HaMalleH,
Tpa0Ba Ja ce uMa npeasua fo3a oT 25 mg. B 3aBucuMocT OT edexTa U NOHOCHMOCTTA NPH HEOOXOAKMOCT

ao3ata Mmoxe aa Obae ypennueHa ao 50 mg win 100 mg, cnopen Hykaure.

[Teouampuuna nonynayus
CunzeHadua He e NokasaH npu nydua noj 1 8-roauiliHa pB3pacT.

Vnompeba npu nayuenmu, npuemawju Opy2u nexapcmeenyu npooyKmu.

C u3KI0UEHHE HA PHTOHABHP, 3a KOHTO HE Ce NpenopbyBa e/1HoBpeMeHHa ynoTtpeba cbe cunaeHapu (Bx.
Touka 4.4), NpH MaLKEHTH, NoJayvaBalH exHOBpeMeHHO NevyeHHe ¢ CYP3A4 uuxubutopu (Bx. Touka 4.5.),
TpaOBa na ce MMa npeaBHI HAaYalTHa 2034 OT 25 mg.

[MauneHTHTE, NpoReXAAlUM JeyecHHe ¢ anda-Onokepu, Tpabsa Aa 6baar cTabUnU3IMpaHHU MO OTHOUICHHWE Ha
TEpanuAaATa ¢ anga-oloKepy, NpeaH 3aMnouYBaHE Ha JICYEHHE CbC CHAeHadun, 3a 1a C€ HAMATH BL3MOXKHOCTTA
3a pa3BUTHE Ha OpTOCTaTH4YHa XUNMOTOHUA. OcBeH TORa TpAOBa 12 ce 0OMMCIM 3anouBaHE Ha NEHEHHUETO CHC
cungexadun ¢ 03a oT 25 mg (BIKTe TOUKa 4.4 U Touka 4.5).

Haunn Ha npuaGKeHRe
[1epopanHo nmpunoxenue.

4.3 [IporaBonoxkasanns

CBpbXYYBCTBHTE/THOCT KbM aKTHBHOTO BELIECTBO WK KbM HAKOE OT BeliecTsara, H30poeHH B Touka 6.1.
To3u nekapcTBEH NPOOYKT ChAbPXKA COEB JIELUTHH K He TpAOBa aa Obae npunaraH NpH NAUKMEHTH, KOMTO ca
CBPbXUYYBCTBHTEIHH KbM €O WIH PBCTHUM.

B CBHOTBETCTBHE C HETOBHUTE H3BECTHH €dEKTH BbPXY MbTA a30T€H OKMC/LHKJIHYEH I'yaHO3HH MoHodochar
(¢cGMP) (Bx. Touka 5.1) cunaenadpun e nokaszan NOTECHLMPAHE HA XUNOTEH3UBHHTE €PEKTH HA HUTPATHUTE H
CNeNOBaTEJIHO €1HOBPEMEHHOTO MY MPHIIOXKEHWE C OOHOPH Ha a30TeH OKUC (KaTo aMWl HHTPAaT) WIH
HHTPAaTH NOJ BCAKAKBa GopMa € NPOTHBONOKA3HO.

EnnospemenHoTo npunaraHe Ha OJIES nHXuUOMTOPH, BIUIIOHWHMTENHO cHageHapw, ¢ ryaHHWAATUUKIA3HH
CTHMYJNATOPH, KATO PHOLIMIYaT, € NMPOTHBOMNOKA3aHO, Thil KATO TOBA MOXE A3 NPHYHHH CUMIITOMaTH4YHA
XHNOTOHHUA (BX. TOUKa 4.5).

CpeacTtBaTa 3a JCYCHHE Ha €PEKTWIHATA AMCHYHKLMA, BKNIOUMHUTENHO cuideHadpun, He TpaOsBa na Owbaar
NMpHUAaraHy NPH MbAKE, HA KOUTO HE C€ MPENnopbUBa CEKCYATHA aKTHBHOCT (HanpuUMep, MauHeHTH C TEXKH
ChPAEUYHO-CHAOBH HapYILIEHHSA KaTO HecTabHUNHA CTEHOKAPAHA WM TEXKKa ChPACYHA HEAOCTATBYHOCT).

CunaeHadil € NpOTHBONOKA3aH NMPU MALMEHTH, KOUTO WMAT 3aryfba Ha 3peHHEeTO NPH eAHOTO OKO NOopalH
HeapTepHHTHa npeaHa ucxeMudHa onTuuHa Hesponatus (HAHWOH), HesaBHCHMO aank Te€3H e€nu3oan ca
OWJIM CBBbP3aHH WIH He ¢ mpeaxoaHo uanarane Ha DJIE 5 unxubutop (BXk. Touka 4.4).

Be3zonacHocTTa Ha cHnaeHadW HE € MPOYYEHAa MAPH CAEAHHTE NOArPYNH NAUMEHTH M CIEJ0BATENHO
ynotpebara My € MMPOTHBOINOKAa3aHa: TEXKO YEPHOAPOOHO yBpexaaHe, XHIMOTOHHS (KPBBHO HANAraHe <
90/50 mm Hg), aHamMHe3a 3a CKOpOLUEH HHCYAT WIKM MHOKapAeH HWH(ApKT U M3BECTHH HACIICACTBEHH
JNereHepaTMBHH 3a001BaHUS HA peTUHATA KaTo retinitis pigmentosa (MajKa 4YacT OT MarT
reHeTHYHH aHOMANIUH, 3acaraiy pocdoauecTepasuTe Ha peTHHATA).

4.4 CaeuHalHH NpeaynpeKAcHHS H NpeANAIHE MepPKH NpPH ynoTpeda gy PRI PR




HPEHH Ad 61:),[[6 HA3HAUYCHO dJapM&KOJIOFH'-IHO neyeHHe € HeoOXOAHMO CHEMaHe Ha MEAWIIMHCKA aHaMHe3a U
CbHBHKﬂJ'IEH CTaTyC 3a AMArHOCTHLHPAHEC Ha CPCKTUNHATaA ,[IHC(I))JHI{I.IHH H ONpE€AC/IAHE Ha BB3IMOXHHTC
NMPHYHHH.

CbpaeuyHo-CHAOBH PHCKOBH paKTOPH

[Ipenu 3amouBaHe Ha KaKBOTO M Ja € JIEHEHHUE 32 €peKTHIHA AMCPYHKUMA, JeKapHTe TpaOBa Aa NpeueHAT
ChPACYHO-CHJOBHA CTATYC HA NMALIMEHTHUTE CH, Thil KATO CbILECTBYBA CTENEH Ha ChPIEUYEH PHCK, CBbP3aH ChC
ceKkCyanHaTa akTHBHOCT. CungeHapun vMMma Ccbaopa3lIMpsBallM CBOHCTBA, BOACIUM J0 JIEKO W NPEXOIHO
NMOHWKEHHE HAa KPbBHOTO HanaraHe (BX. Touka 5.1). Ilpexn npeanucBaHeTo Ha cwiieHadHn JEKapHTE
TpAOBa BHHMATENTHO Aa NPELEHAT AAJIM TEXHUTE NALMEHTH C ONMPEACNeHH CbITbTCTBALUM 3abonsBaHug OUxa
MOIJIH a ¢€ MOBAKAAT HeGNAronpHATHO OT TE3M Ba30JWNATATHBHHU e€dekTH, 0coDeHO B KOMOMHALMA ChC
CEKCyasIRa aKTHBHOCT. [lauMeHTH ¢ MOBHLLECHA YYBCTBHTEIHOCT KbM Ba3OAWJIATATOPH ca Te3H ¢ 00CTpyKLHA
Ha JleBOKAMEpPHHUA H3XOAEH TpakT (HanpuMep aopTHa 4 cCcTeHO3a, XMNepTpodHyHa OOCTPYKTHBHA
KapJIHMOMHONATHA) H TE3H C PeIKHA CHHIPOM Ha MHOXKECTBEHA CHCTEMHa aTpodHd, MaHHdecTHpaul ce ¢
TEXKOQ HApYLLEH aBTOHOMEH KOHTPON Ha KPLBHOTO HansraHe.

CunaeHadun noTeHUUpa XHNOTEH3UBHHUA €DEKT Ha HUTpaTUTE (BX. TO4Ka 4.3).

MMa nocTMapkeTHHroBH CLOOILEHHS 38 CEPHO3HH CbPAe4HO-ChIOBK HHUHAEHTH, KaTO MHOKapaeH HHPapKT,
HecTaOWIHA CTEHOKAPAMA, BHE3AMHA ChpACYHA CMBPT, KAMEPHH APHTMHH, XEMOPAart4eH UHCYT, NPEXOHO
HADYLIEHHE HA MO3bYHOTO KPbBOOOpAILEHHE, XHNEPTOHUS H XMIOTOHMA, CbBNAJAlM MO BpEeMEe C
ynoTpebaTa Ha CHIaeHa(gn.

[ToBeueTo, HO He BCHYKH, OT TE€3H MALUMEHTH Ca MMM NpPEeAIeCTBALH CHPASHHO-CHAOBH PHCKOBH
¢akTopH. TloBeveTo MHUMIEHTH, 3a KOHTO ce ChOOIABA, Ca HACTBIIWIA O BpEME HA MW CKOpPO ClieR
CeKcyanHa aKTMBHOCT, a HSKOM €A Bb3HHUKHAIH CKOpO cjel NpueMa Ha cuaaeHadpun Oe3 cexcyanHa
AKTHBHOCT.

He e Bn3moxHo na Obae onpeneneHo AaM Te3W HHUMAEHTH €a CBbLP3aHH MPAKO ¢ FOPHHUTE WIH APYrH
(paKTOpH.

Ilpranu3sM
Cpenctsara 3a JIeY€HWE HAa EpPEKTWIHATa OUCPYHKIMSA, BKIIOMMTENHO cuiaaeHadwn, Tpabsa ga Obpar
M3IIOI3BAHH BHUMATETHO MNpPH MNAUHCHTH C aHAaTOMMYHA JAedopMauMs Ha MeHuca (KaTo aHrysauus,
kaBepHo3Ha (nOpo3a unu Oonect Ha Peyronie) wiM npH MauHEeHTH CBC CBCTOAHHA, KOHTO MOXE Ja
npeApaznonaratT KbM TMpHanu3bM (KAaTO CBLPNOBHAHO-KIETLYHA dHEMHA, MYITHILUIEH MHEIOM HIH
TIEBKEMHA ).

MMa cbollieHHs 3a nNpoABMKMTENHA €PEKLMA W MAPHANH3bBM MNPH NpPUEM Ha CUNAeHADWT B
MOCTMAPKETHHIoBHA mnepuoa. B cnywail Ha epekuMsa, KOATO NpolAb/DKaBa NoBeue OT 4 yaca, NMALMEHTHT
TpaOBa He3abaBHO 13 NMOTHLPCH MeAMLMHCKA NOMOIL. AKO NPHANIM3MBT He ce JieKyBa He3abaBHO, On Morio
1a ¢€ CTHIHE 0 YBpEeXKJaHe Ha TbKAHWTE Ha MEHHCa W NMOCTOAHHA 3aryda Ha MOTEHTHOCT.

EnnoBpeMento npunoxerue ¢ Apyrd OJIES uuxubutopu wiu A IeYeHHs HA epeKTHNHA JUCcDYHKUUS

BezonacHocTTa U ePeKTHBHOCTTA Ha KoMOMHauMuTe Ha cunaeHapun ¢ apyrd OJES HHXUOMTOpH, ApYrH
neyeHHs Ha OenogpobOHa aprepranHa xuneptoHus (bAX), coabpxkawy cunaeHadun, Npyu Apyry ie4eHUs Ha
epeKTH/IHa AncPyHKuMa He ca npoydeHH. [lopaau ToBa npunaraHeTo Ha TakMBa KOMOMHAalLMM He ce

NpeNnopbLYBA.

EdekTy BbpXy 3pEHHETO
MMa cnioHTaHHH CHOOLLIEHHS 33 CTy4aW HAa 3PHTENIHH YBPEXKAaHHA BbB BPb3Ka C MPHEM HA CHAAcHA(QHUI U
apyru ®JAES unxubutopm (k. Touka 4.8). 3a ciiyyad Ha HeapTEpPHMMTHA MpEAHA HCXEM
HeBpONaTHA, PAIKO ChCTOAHHUE, UMA CITIOHTAHHH CHOOLIEHHA H CHLODLIEHHA B 00CepBalHOH
Bpb3Ka ¢ npHeM Ha cuaeHabun u apyru OAES uuxuburopu (Bk. Touka 4.8). [Taunent
NOCHBETBAHY, Ye B cyyall Ha KAKBOTO M Ja € BHE3AMNHO 3pHUTESHO yBpexaaHe, Tpabea
Cunpenadun Craaa u HezabasHO 1a ¢ KOHCYNTHpAT ¢ fAekap (Bx. Touka 4.3).




EanoBpemeHHa ynorpeba ¢ pUTOHaBHP
EnnospemerHaTa ynotpeba Ha cuieHagHn M PHTOHABHP HE C€ NpernopbuBa (BXK. To4ka 4.5).

EauoepemenHa ynotpeba ¢ anda-brokepu

[IpenopbuBa ce BHHMaHHE, KOTATO CHIICHa(WN Ce MPUAara Ha NAaLMEHTH, KOUTO npHemat anda- 610kepH,
Tbil KATO €JHOBPEMEHHOTO NMPUIOKEHHE MOXE Aa NOBEAE 10 CHMITOMATUYHA XMNOTOHUA NPH MANKOTO
4yBCTBHTE/HH MHAMBUAM (BX. Touka 4.5). Tora e Hali-BEpOATHO Aa Ce MPOABH Npe3 NbPBUTE 4 4aca cel
npuema Ha cunaesapun. MMaumentHre TpaGea na 6bAAT XE€MOAWHAMMYHO CTaOWIHW MO OTHOLICHHE Ha
TepanuaTa ¢ anga-610Kepyu Npean 3anoyBaHe Ha JieUeHHe ChC CHaeHadu, 3a 1a ce HaMalH Bb3MOXKHOCTTA
33 pa3BUTHE HAa OPTOCTATHYHA XUMOTOHHA. TpabGBa na ce Mma NpeaBHA 3aN0O4BAHE Ha JIEYEHHETO CbC
cungeHadwt ¢ Ko3a oT 25 mg (Bx. Touka 4.2). B fonmbiHenue, nekapute Tps0Ba Aa NOCHBETBAT NALMEHTHUTE
KaKBO Aa MpPAaBAT B Cy4ail Ha NOABA HA CHMITTOMH HA OPTOCTATHYHA XHMOTOHHA.

EdekT BbpXYy KbPBEHETO

[TpoyuBaHua BLPXY HYOBELWKHK TPOMOOUMTH NOKA3BaT, Y€ CHAAEeHApWA NOTEHLNPA in Vilro aHTHArperaHTHUTE
CBOICTBA HA HATpHEeBHR HUTponpycun. Jiuncea MHbopmauua 3a GesonacHata ynotpeda Ha cuaeHaGuI TIpH
NAUMENTH C HAPYLICHHS Ha KPhBOCHCHPBAHETO WIM aKTHBHa menTH4Ha g3Ba. Crenosatento, cunaeHapun
Tpa6Ba aa Obje NpwiaraH NpH TakMBa MAUKEHTH CAMO CJI€/l BHUMATC/THA OLICHKA NOJ13a-PHCK.

XKenu
Cunaenadpun Craga He € nokasaH 3a yrnorpe0da npu xKeHu.

[TomowHu BEWECTBA
CunpgeHadun Craza cbabpxa jakto3a. [lauMeHTH ¢ pelKH HacIeACTBEHH NPOONEMH Ha HEMOHOCHMOCT KbM

FANaKTO34a, ITHJEH AakTaseH ReHLIMT HiIH FIOKO030-TaNaKTo3Ha Manabcopbumna He Tpabea aa npuemar ToBa
JIEKAPCTBO.

CunpeHadun Ctaga ceaspxa [loHco 4R anyMuHKMEB Jlak, KOKTO MOXKE 1a MPEAU3BHKA anepruiHH peakumy.

Cungenadnn Ctana cbabpxa rmoko3a. [1auMeHTH ¢ paaka FI0KO30-ranakto3Ha manabeopbumsa He TpabBa
Aa NpHemaT TOBa JIEKapCTBO.

Tosu NekapcTBeH MPOAYKT ChAbPXA Mo-Manko otT | mmol warpuii (23 mg) Ha TabneTka, T.e. NO CHIKECTBO €
HECLAbPXKAL HATPHH.

4.5 BzarmoeilicTBHE ¢ APYrR NEKAPCTBERH NPOAYKTH H APYr# GopMH Ha B3aHMOAEHCTBHE

EdekTu Ha APYrd NeKAPCTBEHU NPOAYKTH BbPXY CHAACHAGW

Ilpoyusarus in vitro.

MeTaBonu3MbT Ha CWIACHA(W N0 NPHHLIKI Ce OCHILECTBABA C MOMOILLTA Ha H30eH3WMH 3A4 (OCHOBEH ITbT)
u 2C9 (sropoctenenen muT) Ha uutoxpoM P450 (CYP). IMopaam ToBa MHXMOMTOPHTE Ha TE3H H30CHIUMU
MOTAT [a HAMAJAT, 2 UHAYKTOPHTE UM — 1a TIOBHLLAT KAUPbHCA Ha cHAaeHadH.

Hpoyusanus in vivo.
MonynaudoHHNAT GapMaKOKHHETHYEH aHAIN3 HA NaHHWTE OT KIHHHYHH NpOYYBaHHA MOKa3Ba HaMallCHHE
Ha KIMpbHCAa HA CHAJeHapWn NPH E€AHOBpPEMEHHO npwioxeHue ¢ MHxnburopH Ha CYP3A4 (kato
KETOKOHA30/1, EPHTPOMHLMH, UMMETHAMH). Bbripeky ue He e Ouno HabnonaBaHo NOBHILIABAHE HA HECTOTATA
Ha HEXeNaHWTE peakUWH [pH Te3d NaLKeHTH, KOrato cuiaeHagril ce mpuilara €IHOBPEMEHHO C
nuxubutopu Ha CYP3A4, TpaGBa na ce HMa npeiBHI HayanHa 103a OT 25 mg.

EnxoBpeMeHHUAT npuem Ha HIV-nporeasina HHXUMOUTOP PUTOHABUP, KOHTO € MHOTO
P450 (500 mg apyxparHo AHeBHO) W cunaeHabun (100 mg eaHokpaTtHa a03a) e
300% (4-kpaTHO) Ha Crax Ha cuiiaeHadun u ¢ 1 000% (11-kpaTHo) Ha MIasmeHaTa A
24-pg yac fUIa3MeHHTE HWBa Ha ciiacRadui Bee oure ca 6w okono 200 ng/ml B ¢



ng/ml npu caMocToATeNeH npueM Ha cuwiaeHadun. Topa ChbOTBETCTBA HA M3PA3EHUTE €(EKTH Ha PUTOHABHD
BBPXY HKPOK Kpbr cyOcTpaTtu Ha P450. Cunaenadun He e okaszan BiHiAHME BbPXY PapMaKOKMHETHKATa Ha
puTOHaBHp. Bb3 OCHOBa Ha Te3d (ApMAKOKMHETHYHH pe3yJITATH €AHOBPEMEHHOTO TMPHIOKEHHE Ha
cuiaieHadW1 U PUTOHABHP HE ce npenopbuBa (BX. Touka 4.4) ¥ Npy HUKAKBH OOCTOATENICTBA MAKCHMAIHATA
Nn03a Ha cwiaeHadun He TpabBa na HaAXBLP/A 25 mg B paMKHUTE Ha 48 uaca.

EnnoBpemenHusT npuem Ha HIV-nporeasnus wHxubutop cakBHHaBHp, xoHTO € HHXWOHTOp Ha CYP3A4,
c/le] AOCTHraHe Ha paBHOBeCHHM KOHLUeHTpauuu (1200 mg Tpu mbTH anesHo) U cunaeHadpun (100 mg
eHOKpATHA J03a) € JoBen a0 HapacTBaHe cbC 140% Ha Cmax Ha cuigeHapun H ¢ 210% una AUC ua
cunaeHapun. CungeHadpun He € OKaszan BIUsAHHE BLPXY (PapMakOKWHETHKATA HA CAKBUHABUD (BX. TOHYKA
4.2). Tpeanonara ce, e No-MowHH HHXKUOUTOpPH Ha CYP3A4 kaTo KeTOKOHa30J W WTpakoHa3on Ouxa
WUMAJTH OLlE NO-CHAEH eeKT.

[Ipy eqHOBPEMEHHO MPWIOKEHUE Ha cUiAcHabwn B enHokpartHa Ao3a oT 100 mg u ymepenus CYP3A4
MHXHOMTOP ePUTPOMMLMH C/IE] IOCTUraHe Ha PaBHOBECHHW KoHUEHTpauux (500 mg ABYKPaTHO AHEBHO 3a 5
nAHH) € 6uno HabaoaaBaHo yBennueHue cbe 182% Ha cuctemHara excnosuuusa (AUC) Ha cungenadnn. [lpu
3ApaBH MBXKe 100poBOALM He e 61N HabmonasaH edekt Ha azuTpoMUUMH (500 mg nHeBHO 32 3 AHH) BBLPXY
AUC, Chax, tmax, €THMHHALIMOHHATA KOHCTAHTA WKW NMOJNYXXHWBOTA Ha cHieHadN HIIH HETOBWTE OCHOBHHM
meTabonuTi B UMpkynauuata. [iumernann 800 mg, xoiito e uuroxpom P450 uuxubutop W HecneLMpHieH
CYP3 A4 unxubutop, € npeausBHKan HapacTsane ¢ 56% Ha nia3MeHaTa KOHLEHTpauWs Ha CHIIeHaduil
NpH €IHOBPEMEHHO NMPHIOKEHHE CbC cHiiaeHadun (50 mg) npy 3apasu A0OpOBOILIM.

CoksT oT rpedngpyT e cnab unxuburop Ha CYP3A4-meaunpanns MeTaboH3BM B UPEBHATA CTEHE U MOXKE
1a foBele 10 YMEPEHO HapacTBaHEe Ha MNAa3MEHUTE HMBA HA cuaeHadun.

EnHokpaTHH [03M aHTHaUMA (MarHe3WeB XHAPOKCHA/ATyMHHHEB XHAPOKCHI) HE C€a MOBIHAIH
OMOHANMYHOCTTA HA CHIACHA(MIL.

Berpeky 4e He ca NpoBexJaHH CMEUNPHYHH TMPOYYBAHMS 32 JIEKAPCTBEHW B3aHMMOACHCTBHS C BCHUKH
NEKApCTBEHH NPOAYKTH, TNONYNALUMOHHUAT (apMaKOKHHETHYEH AHANH3 HE € MoKasal e(eKT BbpPXY
(apMakOKHHETHKaTa Ha CWiAeHaQUN NPH €AHOBPEMEHHO MPHIOXKEHHE HA JIEKapCTBa, NPHHAMIEKAILH KbM
rpynata Ha WHxubutopure nHa CYP2C9 (xato Tonbyramna, sapbdapud, ¢enutonH), CYP2D6 (xato
CEJIEKTHBHHUTE HMHXHOMTOPM Ha OOpaTHUA 3aXBaT Ha CEPOTOHHHA, 6 TPULIMIVIMUHUTE AaHTHUAETIPECAHTH),
THA3UAMTE U CPOAHY [HYPETHLH, OPHMKOBHUTE M KAIHH-CNIECTABAIUMTE AMYPETHLH, UHXHMOMTOpHUTE Ha
AHCHOTEH3WH-KOHBEPTHPAILMA €H3HM, KATLHEBHTE RHTArOHHCTH, 0eTa-aJpeHOpeLENTOPHUTE AHTArOHKCTH
win uHayktopute Ha CYP450-meaunpanns MetabonnssM (kato puaMnuuuH, bapoHTypaTy).

B npoyuBaHe TIpH 3ApaBu JOOpPOBOAUM OT MBXKKH MMOJI €JHOBPEMEHHOTO MPHJIOXKEHHE HAa €HAOTC/IHH-
pelienTopeH aHTaroHHeT-0ocenTad (MHAykTop Ha CYP3A4 [ymepen], CYP2C9 u Bepoatro na CYP2C19), B
CTALMOHAPHO ¢heTogHKE (125 mg ABa MbTH JAHEBHO) CbC cWiAeHadgun B cTaLMOHapHO CbheTosAHHE (80 mg
TPH IbTH AHERHO) € JAOBENIO N0 ¢LOTBETHO 62,6% u 55,4% Hamanenue Ha AUC u Cnax Ha cunaernadpun. [lo
TA3H NPUYHHA €IHOBpeMeHHOTO npwiokeHHe Ha MowHH CYP3A4 uHaykTopH, KaTo pHaMMULIMH, Ce€
OY4KBa [a AOBE/]E 1O NO-3HAYHUMH HaMAIeHUA Ha TUTa3MEHKTE KOHLIEHTPALMH Ha CWiAeRa(ul.

Hukopanaun e xuOpma Mexay akTUBAaTOp Ha KaJIHEBHTE KaHWIM M HWTpaT. IlopaaM HuTpaTHata cu
KOMIOHEHTA CHUIECTBYBA BL3MMKHOCT 32 CEPHO3HO B3aHMOJIEHCTBHE CBC CHTACHA(MI.

EdexTy Ha cunaeHapnn BLPXY APYrH J€KAPCTBEHH NPOAYKTH
IIpoyveanusa in vitro:

Cungenadpun e cnab uuxuburop Ha unroxpom P450 uzoenzumu 1A2, 2C9, 2C19, 2D6, 2
>150 uM). Karo ce MMa npeasma, 4e MHKOBATA MNA3MEHA KOHLUEHTPALMUA Cleld MpHEM
NpenopbuMTEIHUTE A03H € npubnuzntenno 1 pM, He O6u morno na ce ouaksa C




[Ipoyueanus in vivo:

B chOTBeTCTBHE € MO3HATHTE CH AEHCTBMA BBPXY MbTA a30TeH okena/ul M@ (Bxk. Touka 5.1) cunacHadun
oKa3a MOTEHUHPAHE Ha XMMOTEH3WBHWUTE €dEeKTH Ha HHUTPATHTE M CJIEAOBATENHO, €AHOBPEMEHHOTO MY
MPHIOKEHHE ¢ AOHOPH Ha 30TEH OKCHJ WIIH HHUTPAaTH NOJ KAaKBaToO M Aa € hopMa € NPOTHBOMOKa3aHo (BX.
To4ka 4.3).

Puoumryat; TIpeAKIHHHUHH NpPOY4BaHHA MOKA3BaT NOMWIHHTENEH €(PEKT Ha MOHWKABAHE HA CHMCTEMHOTO
kpbBHO Hanarase, korato OJIES nuxubutopH ce xomObUHHMpaT ¢ pyounryaT. B kiIHHAYHH NpOyYBaHHA €
[0Ka3aHO, Y€ PHOLMIYaT NOTeHuupa xunoreH3uBrute epexth Ha PJIES nuxuburopure. Hama nanny 3a
GraronpuaTeH KIMHAYEH epekT Ha komOuHaumMaTa B NpoyyuBaHaTa nonynauus. Eanospemennarta ynorpeba
Ha puoumryat ¢ OJIES HHXUOHTOPH, BKIIHOUYHTENHO CHIACHAH), € NPOTHBONOKa3aHa (BX. Touka 4.3).

EIHOBPEMEHHOTO MPWIOKEHHE Ha CHiAeHa(GUI Ha NAUMEHTH, KOMTO Npuemar anda-Onokepd, Moxe Aa
NnoBesie 10 CUMITTOMATHYHA XHIIOTOHUA MPH MAJIKOTO YyBCTBMTENHH WHAHBHIAH. TOBa € Hail- BEPOATHO A4 ce
NposBH mpe3 MbpBHTE 4 uaca cren npHema Ha cwineHadun (px. Toukd 4.2 u 4.4). B Tpn crneunpuynm
MPOYYBAHHS 3a JIEKAPCTBEHU B3aUMOAEHCTBHA anda-GmokepsbT Aoxca3o3uH (4 mg u 8 mg) 4 cunaeHagpun
(25 mg, S0 mg unu 100 mg) ca GunM NPHICKEHH EXHOBPEMEHHO HA MAUMEHTH C ROOpOKa4ecTBEHa
xunepmnnaszus Ha npoctata (JIXII), crabniusvpani Ha Tepanus ¢ A0KCa303HH.

B Te3n M3NHUTBAHHU TONYJALHH € HaO/I0aBaHO CPeHO JOMBIIHMTEHO HaMaleHHe H2 KPhBHOTO HajgraHe B
jierqano nonoxeHue cborserHo 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, W cpeaHO TOMBIHUTENIHO HaMallCHHE
Ha KPbBHOTO HaNiraHe B W3NPaBEHO NoJOXKeHUe cboTBeTHO 6/6 mmHg, 11/4 mmHg u 4/5 mmHg. Korato
cHieHapU H I0KCa3031H ca GHAM MPUIOXKEHH EHOBPEMEHHO NPH NALIMEHTH, CTaOWNH3NPaHH Ha Tepanus
C NOKCA303MH, Ca TMOJAYYEHH peOKH CbLOOIUEHMA 32 MAUWEHTH, KOWTO ca NONYHWIH CHMNTOMaTH4YHA
OPTOCTATHYHA XHIOTOHHA. Te3n choOWEeHN BKIIOYBAT BHEHE HA CBAT W 3aMafgHOCT, HO HE U CHHKOI.

ITpH eAHOBPEMEHHOTO Npunarane Ha cwineHadun (50 mg) u Tonbyramua (250 mg) nns sapdapuH
(40 mg), xouto ce MetabGonuznpar ot CYP2C9, He e 3abena3ano CHTHUPHKAHTHO B3AHMOCHCTBHE.

CwineHapun (50 mg) He e noTeHUuMpal JAONBAHHTENHO YAB/DKABaHETO HAa BPEMETO Ha KbPBCHC,
MPEAR3BUKAHO OT aUETHICANHLMNOBATA KHCenHHa (150 mg).

CuaneHadun (50 mg) He € MOTEHUHpAN JOMBAHATENHO XHIOTEHIHBHHTE €(EKTH HA aIKOXOINa TIPH 3/pasu
106POBOALM CBC CPEAHN MaKCHMATIHM KOHLIEHTPAUWH Ha a1koxon B kpbaTa 80 mg/dl.

Karo us10 aHTHXHNEPTEH3HBHMTE JIEKapCTBa, MPHHALIEKAIM KbM CREIHHTE KI1acoBe: AHYypeTHLH, OeTa-
6nokepu, ACE HHxubuTOpH, aHrHOTeH3HH |] aHTArOHMCTH, AHTHXHNEPTER3HBHU CPeiCTBa (Ba30OAWIATATOPH
M LEHTpaIHO ACSHCTBAIIM), aApeHEPrHvHH O/IOKEpH, KATLHEBH aHTaroHHCTH U anda aapeHOpeuenTopHH
610KepH, HE Ca MOKasaiu pavidveH Npodun Ha HEXKENAaHH NEKAPCTBEHW PCaKUWH MpH MAlLUCHTH,
noayyasauu cungesadun cnpamo ruiaue6o. B cneunduiHo npoyuBaHe 3a NeKapcTBEHO B3aUMOACHCTBHE,
IpH KOETO Ha XHMEPTOHMUH € Owi1 npuioxeH cuwiaeHapua (100 mg ) eZHOBpeMEHHO C aMIOIHIHH, €
HACTBLIWIO AOMBLJIHUTENHO NMOHHXKEHHE HA CHCTONHOTO KPBBHO HANAraHe B JIerHano noaoxeuxe ¢ 8§ mmHg.
CHOTBETHOTO AOMBIHUTENHO MOHHXKEHHE HAa 7 AMACTONHOTO KPbBHO HalAraHe B JIETHANO MNOJIOKEHHE €
6uno 7 mmHg. Te3 NOMBLIHKUTENHH NOHWKEHHS HA KPBBHOTO HANAraHe ca OWiH OT CXOAHa BeNUYKHA C
Te3M, HabMAaBaHK NPH 34paBH JOGPOBOLM, NOAYHABALLK CAMO cHIAeHA(UN (BXK. TOYKa 5. 1),

Cungenadun (100 mg) He e NoBIHAN GpapMaKOKMHETHKATA B CTALKOHAPHO ChcTosHKe Ha HIV- npoTeasnuTe
MHXHOUTOPH CAKBHHABHD H PUTOHABHD, KOHTO ca cybcTpaTd Ha CYP3A4.

[Tpu 3apaBy ACOPOBONLM OT MBXKH MOJ CHAeHa(QH B CTALHOHAPHO CheTosiHMe (80 mg Tpyu €BHO)
e nosen no noeuueHue ¢ 49.8% na AUC Ha 6ocentan u nosriieHue ¢ 42% Ha Crax Ha 6
[1Ba IMbTH JHEBHO).

-------
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CpaBHEHME C PHIOKEHHETO Ha cakyGuTpu/BaicapTan camocToaTenHo. [Topaan ToBa Tpsabea aa ce obpbiua
0COBEHO BHHMaHHKE, KOraTo ciwiaeHa i)l ce 3aouBa NpH NalMeHTH, NeKYBaHH ChC cakyDHUTpHI/BancapraH.

4.6 PepTHAHTET, OPEMERAHOCT H KbpPMeERe
Cunaenadun He e nokasaH 3a ynorpeda npH KeHH.

He ca npoBe>KaaHH CLOTBETHH U 100pe KOHTPOIHPAHH NPOYYBAHHA NpH OPEMEHHN WK KbPMELLH JKEHH.

B penpoayKTHBHH NpOY4YBaHUs NpH FUTBXOBE W 3aiilM He ca OunM HaOmioaaBaHH PE/ICBAHTHH HEXEaHH
peakLMy clel MepopaTHO NPHIIOKEHHE Ha CHieHaduI.

Jlnncea edekT BbPXY NOABHWKHOCTTA HIH MOP(OIOrHSTa HAa CNEPMATO30HANTE Clie]l €JHOKpaTHH NEpOpaTHHA
no3u or 100 mg cunaenadun npu 3apaeu 106poBoaum (BX. Touka 5.1)

4.7 EdexTn Bupxy cnocobrocTTa 33 miopupane u pabora ¢ MAlIHHH

Cunaenadun Crana Moxe fia NOBAMSBA B MaJIKa CTeneH CAOCOOHOCTTA 3a WOPHpaHe H pabota C MalLIHHH.
Thii KaTO B KIKHHYHH NPOYUBaHHA CbC CHIeHadUN ce chobiuasa 3a NojABa Ha 3aMaHBaHE W MPOMEHK B
3peHHETO, NauMeHTHTe TPAOBa 1a UMAT NpPEACTaBa 32 PEAKUMMTE CH KbM CunpeHadun Craga npeam
modupaHe Wiy paboTa ¢ MAlIHHM.

4.8 HexxenaH JIeKAPCTBEHH PEAKIIHH

KpaTtko onucauue Ha npoduna Ha 6€30NacHOCT

MpodwisT Ha GesonacHOCT Ha cwnaeHadun e 6azupan Ha 9 570 NalMEHTH B 74 psoiitocneny, miauebo
KOHTPOJIMPAaHH KIMHUYHKM mpoyuBaHus. Hak-uecto cboOIABAHHTE HEXKENTAHM PEAKUMH B KIMHHHHUTE
NpOy4YBaHKA CPEA MAUMEHTHTE, HAa KOWTO € MpHnaraH cunaeHagui, ca Oum rnasobonye, 3a4epBsBaHE,
JMCNIENCHA, HA3aJTHa KOHFECTHs, 3aMaiiBaHe, rajeHe, ropellld Bb/IHH, 3PUTETHH HAPYWCHHSA, LIHAHOMCHA U
3aMBIJICHO 3pEHHE.

Hexenaud PpeaklMM MO BpPeME Ha MOCTMAPKETHHroBoTO HabmiofeHme ca CHOMPAHH W MOKPUBAT
npubnn3utenex nepuon ot >10 roaunn. Yectorara Ha Te3u HEXENAHH PEAKLIMH HE MOXKE 1a CE ONPCACIH C
[OCTOBEPHOCT, Thi KATO HE BCHHKHM HEXE/IAHH PEaKLiuK ca ChODILCHH Ha NpUTEXATENS HA Pa3peIiCHHETO 38
ynorpe6a u BKIoueHH B 6a3aTa 1aHHH 32 O€30MacHOCT.

Tabnyuues CNUCHK Ha HEXKENAHUTE JEKAPCTBEHH PEAKIIHH
B TabnMuara no-A0ay BCHUKH KJIMHHYHO BRXXHH HEXEIaHH peakLUH, KOHTO Ca Hab110naBaHU B KJIHHHYHH

NpOYYBAHHA ¢ YECTOTA MO-TOJSMA OT Mauefo, ca ONUcaHH M0 CHCTEMO-OpraHeH Kiac M 4eCToTa (MHOroO
yectH (>1/10), uectn (21/100 1o <1/10), neuectu (=1/1 000 to <1/100), peaxu (21/10 000 no <1/1 000).

[Tpu BCAKO IpYNHpaHe B 3aBUCHMMOCT OT HE€CTOTATA HEXENAHWTE JICKADCTBEHU PEAKilMH Ce n3dposBar B
HU3XOAANL pell M0 OTHOIWIEHHE Ha TAXHATA CEPUO3HOCT.

Ta6anna 1: KAAEA4YHO BAXKHE HEXKEIAHH PEAKIHH, CHOOIIEHH ¢ 4eCcToTa, N0-TOJIAMA 0T 4eCTOTATA HA
niane60 B KOATPOJIHPAHH KJIHHHYHHE TNpPOYHUBAHHS, H KIHHHYRO BAXKHH HEXKCIAHA PEAKIHH,
cho0meHn N0 BpeMe Ha HOCTMAPKETHHTOBHR NEPHOJ

CHeTeMHO - Msuoro Yectr (>1/100 | Heuectn (>1/1 000 n Peakn (>1/10 000 n
OpraHHa YeCTH u <1/10) <100) <1/1 000)
KaacnprrauHa (=1/10)

Hudexuuu ¢ Purut

HH(pECTALHH

Hapyuienus Ha CBpBXUYBCTBHTEHOCT

MMYyHHaTa CHCTEMA




Hapyilienna Ha
HepBHATa CHCTEMA

['maBoOonue

3amaiiBpaHe

CHHNKBOCT,
Xunoecresus

Mo3Bb4HO-CBIOB
HMHLIMOEHT,
TpaH3WTOpPHA
HCXEeMHWYHa aTaka,
rbpu*, peLUdaHBUpalLH
repuoBe*, CHHKON

Hapyuwienus Ha
OUMTE

Pa3cTpoicTBA
Ha HBETHOTO
3peHHe* *,
3PUTESTHH
HapyIUEHHA,
3aMBIJIEHO
IpeHHUE

Hapyumexuuns Ha
CBA30OTACAAHETO* * ¥,
Oonka B OuMTe,
botodgodbus, ouna
XHNPEMHSA, 3aCWIEHO
BBL3NPHEMAHE Ha
CBET/IHHATA,
KOHFOHKTHBHUT

HeaprepurHa npeaHa
HCXEMHYHA ONTHYHA
HEeBpPOMNaTHA
(HAHUOH)*, perunaneH
KPbBOM3ITHB,
apTePHOCKIIEPOTHYHA
PETHHONATHA,
HapYlIEHUA Ha
peTHHaTa, r1ayKkoma,
HapyLleHHA Ha
3PUTETHOTO NOJIE,
AUIUIONUA, HaManeHa
3pUTENHA OCTPOTA,
MHOMNHKA, ACTEHOTATHS,
MbIJIABUHH B
CTBKJIOBUAHOTO TAJO,
HapyLIEHUA HAa HPHCa,
MHIpHA3a, BUKIAHE Ha
OpE€OJIH OKONO
CBET/IMHHH WITOYHHLH,
ejleM Ha OKOTO,
No/yBaHe Ha OKOTO,
HApYLIEHHE Ha OKOTO,
XHIepeMHa Ha
KOHIOHKTHBATa, OYHO
Apa3HeHe, aOHOPMHH
yCelUaHHs B OUMTE,
€AEeM Ha Kjlernaua,
npoMsAHa Ha 1IBeTa Ha
cKJjiepaTa

Hapyuenus Ha
YyXOTO H 1abHpUHTA

BepTHro, THHUTYC

[hyxora

CobpaeyHH
HapyLUEHUA

Taxukapaus,
najanuTauui

BHe3anHsa cppagyHa
CMBLPT*, MHOKapaeH
HHbapKT, KaMepHa
apUTMHUA™®, IPEACHPAHO
MBbXAcHe, HecTaOuIHA
CTEHOKapAHS

CbaoBH HAPYILIEHUA

3auepsABaHe,
ropeiild BblHH

XHUINEPTOHHUA,
XHNOTOHUS

PecrniupaTOpHH,
rPbAHH H
M€HACTHHATHH

HapyLICHHA

Hazanua
KOHIeCTHA

EnuMcTakcuc, KoHrecTud
Ha CHHYCHUTE

Crarade B rupJioTo,

Ha3a/IcH €/IeM, CYXOTa B

CToMallHO — YPEBHH
HapyLUEeHHA

["apene,
JHUCIENCHA

[acTpo-e3odareanHa
pednykcHa bonecr,
noBpbllaHe, DOAKH B
ropHaTa 4acTt Ha

Kopema, CyxXoTa B




ycTara

Hapyuienusa Ha O6pus CuHapoM Ha Stevens-

KOXKaTa Johnson (SJS)*,

NOJIKOXKHATA ThKaH TOKCHYHA enugepMaiHa
Hekpoausa (TEN)*

HapyweHus Ha Muanrus, 601KH B

MYCKYIHO- KpanHuuuTe

CKeneTHata CUCTEMA
H CbCAHHHUTCNIHATA
TbKaH

HapylueHus Ha Xemarypus
6B0peunTE H
TMKOYMHHTE MBTHIA

HapyuieHua Ha [leHnneH KpbLBOHIIHB,
BL3MPOU3BOAUTENHA npHanu3mm?,

Ta CUCTEMA H XeMaTocnepMus,
rbpaaTa YABDKEHA EPEKLIHA

O6u1H HapylLEHHs H I'pvana 6oska, yMopa, Paznpa3sHHTENHOCT
e(deKTU Ha MACTOTO ycelllaHe 3a ropelHa
Ha NMPUIOKEHHE

HicnensaHus YBenuvyeHa cbpAcyHa
yecToTa

* CLOBUIEHU CAMO NPH NOCTMAPKETHHIOBOTO HAOMIOACHHE.
**Pa3cTpoiicTBa HA BETHOTO 3PEHHE. XIOPOTICHA, XPOMATONCHA, UHAHONCHS, EPHTPOTICHA M KCAHTOTICHA.
***HapymenBs HA CLJI30OTACJIAHETO! CYXOTAa B OYHTE, JAKPHMATHO HApYUICHHE H NOBHIIEHO

ChJA300TAC/IAHE.

CrpobliiaBaHe Ha NOJO3IMPAHH HEXKENAaHH PeaKilMK

CboOIUIABAHETO HA TMOJO3WPAHM HEXENAHM DEakUWH Clell paspellaBaHe 3a ynoTpeOa Ha JICKAPCTBEHHA
npoAyKT € BaxHo. Tosa no3BoyisBa Aa NPOABIDKH HaGMIONEHHETO HAa CHLOTHOLIEHHETO MNON3&/PUMCK 33
feKapcTBeHus MpoAYKT. OT MEQMUMHCKMTE CICLHATMCTH Ce H3UCKBa Ja chob1asaT BCAKa NOAO3IUpaHa
HexenaHa peakuus upes:

H3nbJaHEETEIHA Are g Mo J1eKapcTBaTa

ya. ,,Jamsan ['pyes" Ne 8

1303 Cogus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3npane

CHMOTOMH

B npoy4BaHHa BLpXY A0OPOBOILM C eAHOKpaTHH 103K A0 800 mg HexenaHuTe peaklni ca ounm nonobuu
Ha TE€3H, KOMTO ce HabJloJaBaT Npy NO-HUCKH 103K, HO TAXHATA Y€CTOTA Y TCKECT €a owau no-roneMu. Jlosu
or 200 mg He ca AOBeNM IO MOBHUIEHME HA €(EKTHBHOCTTA, HO YECTOTATA Ha HEXKE/TAHWTE DPEaKLHMH
(rnapoGonue, 3auepBiBaHe, BHEHE HA CBAT, OWCMENCHA, HAa3alHA KOHIECTHA, HApYUICHO 3pEHUE) €
HapacTBaa.

Jleueune
B ciyuaii Ha MpeN03HpaHe CTaHIAPTHHTE MEJMUMHCKY MEPKHU Tpabea 1a 6baT choOpa3eHU C KOHKPETHHTE
Hy®aH. XeMoaManu3aTa He YCKOpABa KIMpBHCA Ha cuijeHadul, TbH KaTo TOH C€ CBLP3 COK
FIPOLIEHT C T1a3MEHHTE NPOTEMHU M He C€ EIMMUHHMPA C yPHHATA.

5. PAPMAKOJOIMUHU CBOHUCTBA

5.1 PapMakolHHAMHAYHH CBOACTBA




QapMakoTepaneBTH4YHa rpyna: YponorMuHM cpeactsa, JlekapcTsa, KOMTO C€ HW3MON3BaT NPH €PEKTWIHA
avcpyHxuns. ATC xoa: GO4BEO3.

MexaHH3bM Ha JEHCTBUE

CunaeHadun cyH 3a NEPOPATHO JIeHEHWE HA €PEKTHIHATA AHCPYHKLMA. B ecrecTBeHn ycnosud, T.€. NpH
CeKCYallHa CTHMYJallMs, TOH Bb3CTAHOBABA HApYUIEHAaTa €pPeKTHAHA (QYHKUHA upe3 yBeNWuaBaHe Ha
KPbBOTOKA KbM NEHMCA.

OUIMONOTMYHHAT MEXAHH3bM, OTFOBOPEH 33 €PEKUHATa HA NMEHMCa, BKIIKOYBA OCBOOOKAABAHE Ha a30TEH
okcua (NO) B KaBepHO3HOTO TANO NO BpeMe Ha cekcyanHa ctumynaums. Cnea tosa NO akTHBHpa €H3UMa
ryaHuwnaT LHK/Ia3a, KOETO BOAH A0 NOBUIIABAHE HAa HUBATA Ha LIMKIHYEH ryaHo3uH MoHodocdar (U'MD), a
TOBA BOAM [0 OTNYCKAHE HA INaAKaTa MYCKyJiatypa B KABEPHO3HOTO TAA0 H APHTOK HA KPbLB KbM HEro.

CunaeHadni € MOWEH M cenekTHBeH MHxubutop Ha ul M®P-cneunmdpuunata docdoanecrepasa Tun 5
(®JES) B kopnyc kaBepHo3yMm, ksaero OJIES e otrosopHa 3a pasrpaxaaneto Ha ul M®. CunpeHadun nma
nepuepHO MACTO Ha JeHCTBHE BbpXY epekuuaTa. CwigeHadWn HAMa MPAK pejakcupawd epekT BbpXY
M30/IMPaH YOBELLIKH KOPMYC KaBEPHO3YM, HO MOLLIHO YCHIIBa penakcHpalllig epekt Ha NO BbpXy Ta3u TbhKaH.
[lpy akTHBMpaHe Ha MerabonutHaTta Bepura NO/UI'M®, kakTO CTaBa npH cCekCyanHa CTHMYyJaLus,
unxubupanero Ha ®JJE5 or cungeBadwn Boau a0 noBHIWIEHH HMBAa Ha W M® B KaBepHO3IHOTO TAJIO.
CrnenoBaTeslHO, 3a Aa MOXe CWiAeHapHN 1a OCBILECTBH CBOMTE )XeNaHW OnaronpuiaTHu GapMaKonorHYHH
eekTH, € HeoOXOaMMAa CeKCyanHa CTUMYJIALMA.

MdapmakoaHHAMUYHH €PeKTH

[lpoyusaHusaTa in vitro ca rnokasaiu, 4e cuineHadun e ceacktHaeH 3a OJIES, kodaTo yyacTsa B npotieca Ha
epekuus. Heropuar edext sbpxy OIES € no-molleH, OTKOJKOTO BbPXYy HApPYrUTeé H3BECTHH
dpocpoaunectepasu. Toi e 10-kpaTHO no-cenextuBen 3a MJES, otkonkoro 3a MJES, kodTo yuacTsa B
npoueca Ha GOTOTPAHCAYKLHA B peTHHATAa. B MakcHManHu NpenopbYHTENHH 103K CEIEKTHBHOCTTa My ¢ 8O-
kpaThoO no-BHcoka 33 OJES, otkonkoro 3a GJIE1 u naa 700-kpaTHo no- Bucoka, otkonkoro 3a ®JIE2, 3, 4,
7, 8,9, 10 u 1. Ilo xoukperHo, cunaenadun uma 4000 mbTU no- ronsma cenexktuBHocT 3a DJIES,
otkonkoro 3a OJIE3 - usogpopmara va UAM®D-cneunduunara pocponuectepasa, yyacrsalla B KOHTPOJIA Ha
ChpACYHHA KOHTPAKTHIIMTET.

KnuHnuyna eduxacHocT 4 6€30NaCHOCT

JIBe ICTHHRMYHH NPOY4BaHKHA ca OWIK CrieUManHo NPOBEAEHH, 3a [a CE OLEHH BPEMETO, KOETO € HEODX0AHMO,
33 /1a Ce MOJY4YH €PEKLIHS B OTTOBOP Ha CEKCyanHa CTHMYJ/IALIKMA Cell NPUEM Ha nekapcTBoTo. B npoyusane ¢
H3NoN3BaHe Ha retusmorpadus Ha nexuca (RigiScan) mpu nauneHTH, KOMTO ca MpHENIH CWIAEHA(W Ha
rNajgHe, CPEOHMAT MEpPHOA 10 HayanoTo Ha edexra NPU Te3W OT TAX, KOWTO Ca MOJNYHWIH EpeKuMs,
xapaktepuaHpaua ce ¢ 60% purMaHoCcT (IOCTATHYHA 38 OCBLIECTBABAHE Ha MONOB AKT), € OUN 25 MHUHYTH
(ot 12 po 37 munyTH). B apyro npoyusane ¢ RigiScan cunaeHadgun nopH 4 4-5 vaca cieq npyuemMa € aasa
BbL3MOXHOCT 3a NONYYaBaHe Ha €peKLIMA B OTIOBOP Ha CEKCYasHa CTUMYJIALIHMA.

CunneHadm1 Npean3BHKBA fIEKH Y NPEXOAHH NOHBMKEHHA H& KPBBHOTO HaliAraHe, KOMTO B MHO3HHCTBOTO OT
cnyyaute mpotuyar 6e3 wiMkK4Ha cuMnTomarHka. CpeaHara CTOMHOCT Ha MaKCHMMAaJTHOTO MOHHXKECHHE Ha
CHCTOJIHOTO KPBBHO HANIAraHe B JIErHANO NONoxeHue chel nepopaieH npuem Ha 100 mg cunaenadmun e
6una 8,4 mmHg. ChoTBeTHaTa NpoMsAHa B IHACTONIHOTO KPBBHO HaNAraHe B JIEFHAIO NOJIoXKeHHue € buna 5,5
mmHg. Te3n MOHMXKEHHA HA KPBBHOTO HalsraHe ChLOTBETCTBAT HAa BA3OAWJIATATHBHHA edekT Ha
criieHadu, KOHTO BEPOSTHO ce ABkH Ha |0 noBHweHKHeTO Ha HUBaTa Ha ul' MO B ryagkara Myckynarypa
Ha KPbBOHOCHHWTE cbhaose. IIpu 3apaBu noGpoBOALM eAMHHYHA nNepopanHa fo3a Ao 100 mg cuineHadpun He
BOAM 10 KIIHHWYHO 3HaA4YHMMHK NpoMeHH B EKT .

B npoy4BaHe BBpPXY XeMOAUHAMHU4YHUTE eeKTH Ha €AHOKPATHa MepopajiHa go3a ot |
npu 14 naunenTtH ¢ Texka UBC (>70% creHo3a Ha NOHE €1Ha KOPOHApHA apTepHs), Cp
CHCTOJIHOTO M [IHACTONHO HalAraHe B MOKOM €a e MOHHXMWIH ChOTBETHO CbC 7% U 6

sm,g {176,
CpeaHoTo cUCTONHO GenoapobHo HanaraHe ce € noHwkuno ¢ 9%. CunaeHadpua He € pﬁl ham&n npmui—mﬁ |
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B apoitHocnano, naauebo-KOHTPOMPaHO MPOYUYBAHE, BKIIOUBALLO CTPEC-TECT C HATOBApBaHE, € HaNpaBcHa
oLleHKa Ha 144 nmauMeHTH ¢ epeKTHiHa JUCOYHKUMA ¥ XPOHW4YHA CTabWiHA CTEHOKApAWA, KOUTO NMpPHEMAT
peOBHO GHTHCTEHOKAPAHH JEKAPCTBEHH NPOAYKTH (€ MIKIIIOYEHHE HA HUTpATH). PesynraTHre ca nokasany,
4ye HAMAa KIMHUYHO 3HAYMMH pa3MKy Mexay cuiacHapun 4 Mmuauebo BLB BpeMeTo 10 NOABa Ha
NUMHUTHPAIIA CTEHOKApAMA.

EnuH vac chen npueM Ha 100 mg cunaenadwit npu Manbk 6po#t NauMEHTH ca ¢e NOABWIH JIEKH M pexXoaHH
MpOMEHH B cNocoOHOCTTA 3a palnMuaBaHe Ha LBEeTOBeTe (CHHBO/3ENEHO), H3C/IEABaHa ¢ MOMOLUTAa Ha TecTa
3a pasrpasnyaBaHe Ha 100 uperoBu orrenbka Ha Farnsworth-Munsell, kato 2 vaca caen npuema Ha
NeKapcTBOTO e(eKTHT € OT3BYYal HanwiHO. BEpOoATHHAT MExaHu3bM Ha Ta3d NMpoMsAHA B LBETOBATa
JIMCKPHMHHALNA € CBBP3aH ¢ HHxuOUpaHeTo Ha ®JIES, KOATO yyacTBa BbB (POTOTPAHCAYKLIMOHHATA Kackaja
Ha perHHaTa. CunaeHagHl HIMa HUKaKbB eeKT BbpXY 3pHTE/IHaTa OCTPOTA HIH YCEUIAHETO 3a KOHTpacT. B
MaJKo MNnailebo-KOHTPONMPAHO MNpPOYYBaHe NpU MNalUMeHTH ¢ [0Ka3aHAa paHHa Bb3pacToBO-0DycioBeHa
JereHepauus Ha Makysaarta (n=9) cunpenadun (100 mg eqHokpaTHa no3a) He € AOBEN A0 CHIHU(HKAHTHH
MPOMEHW B MpPOBEIEHUTE 3PHTENHH TECTOBE (3pMTENHA OCTPOTa, pewerka Ha Amsler, useroBa
AUCKPHMHHALIHA HA CHMYJMpaHa NbTHA CBETJIMHHA CHrHanu3auus, nepumerpd Ha Humphrey u goroctpec).

He ¢ yctaHOBeH edeKT BbpXy MOABWXHOCTTA HWIH MOpQOIOrHsTa Ha CNEepMaTo3OMAMTE cllell edUHUYHA
nepopaiHa Ao3a or 100 mg cunaeHadgun npu 3apasy AoOpoOBONLH (BHXKTE TOUKa 4.6).

HHonvanumenna ungopmayun 3a KIUKUYHYU NPOYHEAHUA

B KiHHHYHM npoyuBaHus cwiaeHadwun e 6un npuaokeH npy noseue ot § 000 naupenT! Ha Bu3pacTt 19-87
roduHu. bunmn ca npeacraBeHW ciielHUTE IPYNH NAUUMEHTH: MAaLMEHTH B HarpeaHana buipacT (19,9%),
naudeHTH ¢ xunepronus (30,9%), 3axapen auaber (20,3%), ucxemnuyHa OGonect Ha cbpuero (5,8%),
xunepnunuaeMus (19,8%), tpaBmu Ha rpnOHauHus Mo3vk (0,6%), aenpecus (5,2%), TpaHcypeTpaiHa
pe3ekuus Ha npocrarara (TYPII) (3,7%), paaukania npocratekromus (3,3%). Cneanure rpynu He ca duwim
JOCTATHLYHO NPEACTABEHH WU ca OMIH W3KIKOYEHHW OT KIMHHYHHUTE IIPOYYBAHHA: MALMEHTH C oflepaltis B
MQIKHR Ta3, MALUHEHTH CNe] TbYETEPAanma, NMalHeHTH ¢ TexXKO 6bbpeuHo WK vepHOApOOHO yBpekaaHe U
MALHEHTH C HAKOH ChpAeYHO-CbAOBH NpobieMHu (BX. TouKka 4.3).

B npoyusaHuATa ¢ $UKCHPAHH A03H, NPOLEHTLT HA NALUMEHTUTE, CHOOIABALLH, Y€ JICYEHHETO € NoaoOpHno
TAXHATa epekums, € oun 62% (25 mg), 74% (50 mg) u 82% (100 mg) cnpamo 25% npH nnauebo. B
KOHTPOJNIMPAHH KIMHHYHH NPOYYBaHHA 4YECTOTATa HAa MPEKbCBAHE Ha JIEYEHHETO CBC CHIeHadun e dwna
HHMCKA K MoaoOHa Ha Ta3u npH rnanebo. 3a BCHYKH NpOyUYBaHHUA MPOLEHTBHT Ha MALIHEHTHTE, ChboOLLABalK
3a noaodpeHHe CbC cunaeHapun, € Owia KakTO CiaeABa: MCUXOreHHa epeKTUIHa aucyHkuus (84%),
cMeceHa epekTunHa aumchynkumsa (77%), opraHudHa epexTHiiHa — auchyHkuda (68%), nauHeHTH B
HanpeaHana Bb3pacT (67%), 3axapeH auaber (59%), UBC (69%), xunepronusa (68%), TYPII (61%),
paauxkaiHa npocrarekToMus (43%), TpaeMa Ha rpuOHauHus MO3bK (83%), nenpecus (75%). B awnrocpounu
npoy4BaHusa 6e30nacHOCTTa H €pEKTHBHOCTTA Ha CWIAeHAadHN Ca Ce 3aMa3HiH,

[leanaTpu4Ha nonynaLug
EBponeiickaTa areHLUMs Mo jJeKapcTearta ocBoOOMHaBa OT 3aABb/DKEHHETO 33 NMPeAOCTaBAHE Ha PE3YATATHUTE

OT TPOYYBAHHATA CbC CHNAeHAa)WN BbB BCHYKM MOArpynd Ha NEIHATPHUYHATA FMOMYJalMA 3a JEYCHHE Ha
epekTHIHA IuchyHKUHA (BXK. TouKa 4.2 3a HHPOpMaLKMs OTHOCHO ynoTpeba B neAHaTpHATa).

5.2 @apMaKOKHHETHYHH CBOHCTBA

Abcopbuus:
Cunpenagpun ce abcopbupa 6bp30. Habmonasanure MakCHManHH [1a3MEeHH KOHLIEHTPAUMH C€ JOCTHraT B

pamMkuTe Ha 30 g0 120 MunyTH (cpeaHa cToiHOCT 60 MUHYTH) ciea nepopaieH NpHEM Ha Il
abcomoTna nepopaiina OuoHanuuHoCcT € 41% (ananasol 25-63%). Cnen nepopaneH npue
AUC 1 Cmax HapacTBaT NponopLHOHATHO Ha 403aTa B NPENOPbYAHHTE JO30BH IPaHHLL
Korato cungeHadun ce siemMe 1o BpemMe Ha XpaHeHe, ckopocTra Ha abcopbuus Ham
3abaBaHe Ha tmax e 60 MHUHYTH, & CPeAHOTO NOHWKEHUE Ha Crax € ¢ 29%.




PasnpegeneHue:.
Cpenuar obeM Ha pasnpeesieHie B paBHOBECHO cheToAHHe (Vd) Ha cunaenadun e 105 1, koeTo rosopy 3a

pasnpefeneHue B Thkanute. Crexl eAHWHHYHA nepopansa aosa oT 100 mg cpeaHaTa MakCUManHa rnnasmeHa
KOHLIEHTpaUua Ha cunjeHadun e npubnusurento 440 ng/ml (CV 40%). Tt kato cunaeHadun (1 HEroBUAT
OCHOBEH uHpKyaupaui N-ae3merii MeTabo/IMT) € CBBP3aH C TUIa3MEHUTE oenteuu B 96%, TOBa BOJAH NO
CpefHa MAKCHMAaHa KOHLEHTpauMs Ha cBoboanata dopma Ha cunaexadun B rutasmara ot 18 ng/ml (38
nM). Cebp3BaHeTO ¢ NPOTEUHHTE € HE3aBUCHMO OT 00LIATa NEKAPCTBEHA KOHLICHTPaLIHA.

[Tpu 3apasy no6posonuu, notyyasawy cuinenagun (100 mg B exHokpatHa ao3a), noa 0,0002% (cpeano
188 ng) oT npunoxkeHaTa A03a € 6Wuna ycTaHOBEHaA B eaKynata 90 MUHYTH clien MpyueMa.

buorpancopmaLma.

Cunaenadun ce Metabosu3upa IMagHO OT H30EH3UMHUTE Ha yepHOApoSHuTe Mukposomu CYP3A4 (ocHoseH
mbT) U CYP2C9 (BTOpocTenenen nmbT). OCHOBHUAT LIMPKYIMpPaLL METabONUT CE NOTy4aBa B Ppe3yaTaT Ha N-
ne3MeTWwIMpaHeTo Ha cunieHadwnn. Tosu Metabonut uma npodun Ha gocdoanecTepazHa CENEKTHBHOCT,
noaobeH Ha TO3¥ Ha cwiaeHadun, U in vitro mowHoct cnpamo MJES npubnuszurenHo 50% or Ta3M Ha
H3IXOQHOTO aKTHBHO BelllecTBO. [L1a3MeHHTe KOHLIEHTpaLMH Ha MeTabonuTa ca npubansutenno 40% ot Tesu
Ha cunaeHadun. N-aesmerwt MeTaGonuTeT ce MeTaboNM3Hpa AONBAHHTENHO H MMa KpaeH MOJYXHBOT
oxoJio 4 yaca.

EauMuHUpaHe.
ToTanuuaT TeneceH IIHPBHC Ha cwiaeHapun e 41 Vh ¢ nonyxusor B kpaiiHa dasza 3-5 waca. Cnen

NEpOPATHO WM BEHO3HO NPWIOKEHHe CHIeHahun ce exckpeTrpa noa gopmara Ha MeTabOTHTH NPEARMHO
¢ u3npaxkHeHHATa (npudausurento 80% or npunoXkeHaTa NepopasHa /103a) U B N0-MajlKa CTENEH ¢ ypuUHara
(npubnusutenHo 13% oT npunokeHaTa nepopanHa 103a).

dapMaKOKUHETHKE NPH CHELMATHY IrPYNH NAUHEHTH
Cmapuecka gb3pacm.

3npaBu [OOpPOBONLM AALMEHTH B HampeaHala Bb3pacT (Ha 65 wau noseue roaAMHM) ca MMajli HaMAaJeH
KIWPBHC Ha CWIAEHA(DH, KOETO € JOBENO A0 MJ1a3MEeHH KOHLEHTPalHH Ha cwugeHadun ¥ Ha akTUBHHMA N-
ne3mMeTHIHpaH MetabonuT no-eucoku ¢ okono 90% B cpaBHEHHE ¢ yCTAHOBEHHWTE NpH 3ApaBH No-MjiaiH
nobposonun (18-45 roauuu). INopand BB3PacTOBH PazlIMKH B CBBLPIBAHETO C IUIAIMEHHTE NPOTCHHH
CHOTBETHOTO YBEH4YEHHME HA KOHLIEHTpaLMMTe Ha cBoBoaeH cunaeHadun B riasmara e 6UA0 ¢ 0Kono 40%.

bvbpeuna nedocmamoyrnocm.

Mpu nobposoaun ¢ nexo Ao ymepeHo OLOpeuHO yBpexaaHe (KpEeaTHHHHOB KIHMPbHC = 30-80 ml/min)
hbapMaKOKHHETHKATA Ha CWIIEHA(QWN € OCcTaHana HeNPOMEHEHa Ciiell MPHEM Ha €IMHUYHA NepopaiHa 1033
ot 50 mg. Cpenuure cToiHOocTH Ha AUC M Crmax Ha N-€3METHIHPAHHA METa0ONMT Ca HapaCHaIM CHOTBETHO
che 126% u 1o 73% B CpaBHEHHWE CbC CHOTBETHM NO Bb3pacT AoOpoBosun Ge3 OuOpedHO yBpekaaHe.
[Topaay BUCOKHTE MHAMBUAYANHH BapHalnH ofaue, Te3W PaziuKK He ca OMIIH CTATUCTHHECKH 3HAUUMM. Mpu
N0GPOBONLY C TEKKO yBpexaaHe Ha GbpeyHata QyHKins (KPeaTHHHHOB KAUPBHC < 30 ml/min) KAHPBHHCBT
Ha cwineHabw1 e 6un HamaneH, Koeto e foBeno a0 cpeaHo HapacTBaHe Ha AUC # Cpax CBC CHOTBETHO
100% 1 88% B CpaBHEHHE ChC CLOTBETHH NO Bb3pact AoGposonuu Ge3 61x6peuHo yspexxnate. OcBeH ToBa
crofitoctuTe Ha AUC #t Crax Ha N-ae3MeTHAKpaHus MeTabOoNHT ca HApaCHAJIW CUTHU(HKAHTHO, CbOTBETHO

¢ 200% u 79%.

Yeproopobrua Hedocmamusyrocm.
Ipu no6pososum ¢ neka 10 yMepeHa CTeneH Ha uepHoapobHa uuposa (A v B no Child-Pugh) KITHPBHCHT Ha
cunaeHadun € OMn HamaneH, KoeTo € Joeeno o HapacteaHe Ha AUC (¢ 84%) ¥ Ha Cpax (¢ 47%) B8
CPaBHEHHE CBC CHOTBETHH N0 Bb3pacT A0GpoBonum 6es yepHoapobHo yspexkaaHe. PapMaKOKHHETHKATA Ha
cunaeHadW IPY NALMEHTH ¢ TEXKO HapylleHa uepHoapoOHa GpyHKIIMA He € MpoyyeHa.

5.3 IlpeakNuAMYRE JaHHA 33 6e3omacHocT
Hekn1MHWMUHMTE IaHHM He [OKa3paT ocofeH pHCK 3a xopata Ha 0Oasza HY/ KOABCHMH
hAPMAKONOTMYHM  MINMTBAHMA 33  GE30MACHOCT, TOKCHYHOCT NPHU  MHOrOKpatHo . Hpw
FreHOTOKCHYHOCT, KAPLIMHOTEHEH NOTEHLMAA U penpoAyYKTHBHA TOKCHUHOCT. A :




6. PAPMAILEBTHYHH JAHHH

6.1 CoucbK HR NOMOIAATE BeleCTBA

Aopo na mabaemxama:

JlakT03a MOHOXHAPAT

Muxkpokpuctaina uenynosa (E460)
Xuapokcunponunuenynosa (£E464)
KpockapMenosa HaTpHH

Harpues creapun ¢pymapar

CunmuueB JHOKCcHA, konmonaeH 6eszponen (E 551)

Duamoaso noxpumue:

Uuauro kapmuu (E132)

Tpurnuuepuin ¢be CpeiHa ALIKHHA HA BEpUraTa
Xunpomenosa (E 463)

MantoaekCcTpHH

[MonuaexcTposa (E 1200)

[ouco 4R anymunues nak (E 124)

Tank (E553b)

Turanos anokena (E171)

HexcTpo3a MOHOXHAPAT

JTeuutnH (coes) - (E 322)

ATYMHHHEBO-KIHEB CHITHKAT /ouBeTHTeN THTaHOB JHOKCHA (E 555)
Kapbokcumetnnuenynosa HaTpui (E 446)

6.2 HecbBMEeCTHMOCTH
He e npniox1Mo.,

6.3 Cpok Ha roXHOCT
5 ronvHH

6.4 Cnennaini ycJIOBHS HA ChXPAHCHHE
To3H NeKapCTBEH NPOAYKT HE H3HCKBA CNIELIMATHH YCIOBHA HA ChXPaHEHHE.

6.5 JIaHHHu 3a 0NAKOBKATA
bauctepu ot PVC/PVDC -anymMuHueBo dbonvo, cuaspxawd 1, 2, 3, 4, 8, 12, 24, 36, 48 u 60 Tabnerku.
He BCHYKH BUIOBH OMAKOBKH Morat Aa 6baaT nycHaTH B npoaaxkOa.

6.6 CuenHATHH BpPeANa3HH MEPKH IPH HIXBLP/ISHE H paboTa
Hama cneunaniHH H3UCKBAHMA.

7. IPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18, 61118 Bad Vilbel
["'epMaHHs

8. HOMEP(A) HA PAZPEHIEHHUETO 3A YIIOTPEBA
Cwinenadpun Craga 100 mg: 20110117

9. MIPUTEXATEJI HA PASPEIIEHHMETO 3A IIAPAJIEJIEH BHOC
“Becra Men” EOOJL, yn. KbHuo Ckopues Ne8, 5350 Tpssna, bwarapus

10. IATA HA ITBPBO PASPEIIABAHE/IIOJHOBABAHE HA PA3PEIIE
YITIOTPEBA




28.02.2011

11. IATA HA AKTYAJIM3UPAHE HA TEKCTA
04//2022




