HneTpyKus
11O MEJAMLIMHCKOMY MPUMEHEHMIO [PEITAPATA

BET'APPA 50
BET'APPA 100

TabIeTki MOKPHITEIE 000IOUKOI .

DPAPMAKOTEPANIEBTUMECKASI TPYIIIIA u xon ATC
[penapar yis JiedeHus dpeKTHibHOM muchyHKmn -G04B E
MEKAYHAPOJHOE HAMMEHOBAHHME
AKTHBHBIX BEILECTB

Cuinenacuna marpar

HENIATEHTOBAHHOE

OINMCAHHE PETIAPATA
[penapar s epopanbHOTO MPUMEHEHHsA NPH JIGYCHHH GONBHBIX ¢ OPEKTHILHOH
HCYHKIHCH.

COCTAB JIEKAPCTBEHHOH ®OPMBI
AKMIBHOE BEIIECMBO: CHIeHadma murpar

nepuepuueckoe BIHSHHE HA OPEKIHMIO, HE MPOSBIACT HENOCPENCTBEHHOIO
paccnabnmontero dddexra B ot u X Ten
yejloBeKa, HO 3HAUHTENBHO MOBBINACT peakcupyiomiee fefictne NO Ha HHX.
Tlpu axrupausn Metabomuaeckoro myrt MO/ulM®, nponcxonsmeii po Bpemst
CeKCyalbHON CTHMYISMK, yrHerenne ®ONID 5 umbﬂcuac}nmom crlocoﬁcraye'r
TOBBIIEHHIO KOHICHTParuu 1l M® B Tesax. C un
(hapMaKoTepaNIeBTHYECKOE {SHCTBHE TOMBKO NIPH CEKCYaIbHOM BO3OYKICHHH.
BOCCTAHABIMBACT HAPYIICHHYIO JPEKTHIBHYI0 (YHKIHIO [yTeM  yiyuIieHHs
KpOBOCHAGKEHHS HONIOBOIO HIIeHA U TAKMM 006Pa3oM COCOGCTBYET BOSHUKHOBEHHIO
€CTECTBEHHOID OTBETA Ha CEKCyaIbHOE BO30YIICHHE.

DapMaKkoKHHETHYECKHE CBOHCTBA

JUIS1 OCYIECTRIICHHS MOJOBOIO aKTa,

MPOTHUBOIMOKA3AHUSA

[lpumenerne Berappsl NPOTHBOTOKA3aHO Y NALMEHTOR ¢
HYBCTBUTENBHOCTBIO K JIIOGOMY KOMIIOHEHTY [Penapara.
TIpenaparst /s JICHEHUS HAPYIICHHH APEKIMH, BKIOYAs CHIbACHADM, He cnenyn

MOBBIICHHOH

DD, Kak TeodumIHA HIH
TPOJIOJIKUTENEHOCTE KPOBOTE! 0 auer

CunbleHadunn He NOBALUAT BHIPAKEHHOCTH THIOTEH3HBHOMO dheKTa ankoroms
Y 3H0POBEIX 06POBOJIBIEB, Y KOTOPhIX MAKCHMasbHAs CpEaHAs KOHUEHTpauus
KOO B kpopn cocrapnsna 80 Mr/mr B xome crenManbHEIX HCCTENOBAHHI

Her. Cu hun He Y

CHIDKEH, HauanpHas 1033 Tpenapara y HHX AOKHA cocTaBmaTh 25 Mr. C yuetom
9 )EKTHBHOCTH H TIEPEHOCHMOCTH 1103y MO)KHl) noBbIcHTE 110 50-100 Mr:
TIOCKONbKY y MAIHEHTOR C TSKENOM BIO U C
HEJI0CTATOYHOCTBIO KIHPEHC CHIIbICHA(HIA CHIKEH, IPENapar CJIC/lyeT Ha3HauaTh
B HAUANLHOM j03¢ 25 ML

Ha3Ha4aTh NAUHEHTAM, Juis xoTopm dlﬂHBHOCT], [0 H3YYEHHIO BHSL 1TPH [pHEME CHIIb, c Yuursisas 5QGEKTHBHOCTS K IEPEHOCHMHCTD, 103y MOMKHO MOBBICKTH 10 S0- lODMr
(HanpuMep, HALUCHTHL C T p P, y Gompubix ¢ AI' He GbUIO 3apEruCTPHPOBAHO AOTONHHTENHLHOE VY naumentos c p HCIIO! SPHT
CHCTEMEI, TAKHMH, Kak HecT’lﬁMJ’leM 2 i WM P 0 A/l HavanbHas 03a Npenapara y HuX JOKHA COCTaBisiTh 25 Mr. Berappa He nokasaua
HeuouaTquuch) Braronaps sausnmio ma mporecc obmena NO/UIM®, cu () Just Y Ju1, B Bo3pacre j10 18 et

™ o b y NAUHEeHTOB C b I} 0 apexra HuTparos. I Guna B

HIDKE  3a007ICBAHHAME  HE my'mnacr, " nommy €ro HCHONB30BAHAE y HHX
MPOTH 2o i TSOKenas

bus GricTpo rost W3 TeILHOTO TpakTa. M
KOHUICHTpaLys B muasMe Kpod jocturaercs uepes 30-120 mum (B cpeanem
uepe3 60 MuH) mocie NEpOpanbHOTO NpueMa Hatomak. CpeiHss afCOMOTHAS
OHONOCTYIHOCTH [PH MPHEME BHYTPh 40%. Ecnu npenag
BO BPEMI €/Ibl, CKOPOCTb BCACRIBAHHS CHHIKAETCA.

Cpepmuii  ofbeM  pacmp CH. ¢ B

pasHsercst 105 71, 4TO CBHACTENLCTBYET O €r0 pACHpeAeieHun B TkaHsax. Kax
CcHIIbJICHAHI, TAK H €TI0 OCHOBHOH HHPKYIMPYIONHi B KPOBH M- qeMernioBbit
MeTabonuT, NpHONH3NTENBHO Ha 96% CBA3BIBaeTCH ¢ GelNKaMH IIasMbl KPOBH.
Csi3piBasme ¢ OS/TKAMU HE 3aBHCHT OT KOHIICHTPAIIMHK IIPENapara.

Cunbaenadui MCTﬂSOJ'lWJpre’lCﬂ mIaBHBIM 06pazoM m30(EpMEHTAMH TedeHH,

Xnummueckas — dopmyna: 1 -{[3-(6,7-murugpo-1  -MeTHI-7-0KcO-3-1p
H- [4,3-#] 5-u1) -4- (il 1 cyndomun} -4-
METHIITHIIEPAa3sHH LIMTpaT:

CH4CH,0

CH,CH,CHs

\ /\ COH
k/ HOOC
ScH COZH

Beunomorare/ibibie BeniecTsa:s

pocoMax, CVP3A4 (ocuosHOif myTs) m CYP2C9

nyn). O 1 B KpoBH MeTaBomuT

obpasyetcs B pesyisrare bl-miMernnuposanus cunbjaeHaduia. 1ot MeTaGonuT
XapaKTepu3yeTcs CENCKTHBHBIM jelicTeieM B orHomennn P 5, Ho crenens
ero  cenekTMBHOCTH oTHOCHTenbHO DID 5 cocrapuser npudmusutensio 50%
OT ceneKTHBHOCTH cHubaeHaduia. Konnenrpauus ororo merabomura B miasve
KpoBH cocrapiser npubmmsurensao 40%  or KOHLleHTpauHH cusbeHadua.
151-nmemernnoBeri MeTabonuT TIEPHOL ero

3upyercs u B
TEJBHO 4 4.
O6umit Jompeﬂc cuﬂbﬂeﬂath)ma cocragser 41 /4, NEPHO/ MOMYBBIBENCHHA —
3-5 u. pyercs B Buie TOB, IJIABHBIM 0GpasoM
€ Kajom (npnﬁnmmem,uo 80% OT OPUHATON JO3BI) H B MEHBIICH CTENeHH — C
Mouoit (npubnmusuTensio 13% or npuEATON 103B1). Y 310pOBBIX K0GPOBONBIER

HEIOCTATOMHOCTh, APTCPHAIBHAN THIOTEH3HS, ucucumo EPEHECEHHBIIT HHCYIBT
i MHBAPKT MHOKAp/a, HACHIC/CTBEHHEIE JICreHepaTHBHEIC 3a601€PAHNS CETIATKH,
TAKHE, KaK MHrMEHTALUs CeTHATKH.

COMETAHHM ¢ HUTpATAMH HIIH pyriMu oHopamu NO nporHsonokasano.
KAHIEPOTEHHOCTb

Tipu C el Y KpBIC Ha PO’
BLIABACHHO KAHIEPOTEHHOrO AEHCTBUS.
PENPOAYKTUBHAA CIIOCOBHOCTb

24 mecsues He 6bu10

Mp! : Brnaropaps Ha np PIO/UTM®,
TUNOT 14 achchekT HUTPaATOB.
MpuMeHsiHne cunbaeHatuna B coueTaHumu ¢ HUTPATaMM UNN OpYTUMK
poHopamu NO ( PUT UAM HUTPATbI) NPOT!
OCOBBIE YKAZAHUS
OnpeneneHHbIi PHCK PasBHTH OTPHuﬂTeJ‘leLlX (PEKTOB CO CTOPOHBI CEPACHHO-
il CHCTEMBI 0l aKTHBHOCTBIO, TMOITe oMy nepen
Ha3Ha4YeHHEM Tpenapara CIEIYeT INpOBECTH COOTBETCTBYIOIIEE OOCIIBAOB&IHHC
BonsHoro. C (s i ek, pesyasrarom
KOTOPOIO SBIACTCS HE3HAYMTENIBHOE W BPEMEHHOE CHHIKEHHE Aﬂ, nosTomy
CH it JeiicTBHE OpT HHUTPATOB,
lpemapar  HeOOXOAMMO NPHUMEHATL ¢ OCTOPOKHOCTBIO Y  HALUEHTOB ©
AHATOMHYCCKHMHU )'(erbopMammMu TOJIOBOIO  YJIeHa (TaKHM.H, Kak aHryna- s,
KaBepHO3HbIH (ubpo3 wimm Gonesunb IlelpoHn) Witk y TaHeHTOB ¢ 3a601eBaHUIMH,
KOTOPBIE MOTYT MPHBECTH K PA3BHTHIO IPHAIH3MA (CEPIIOBHHO-KIICTOUHAS AHEMHS,
MHOKECTBEHHA MHeNIoMa WIH Niefikos). Meenenosarma T VITO na TpoMGonmTax
HE/OBEeKA CBHIETENLCTBYIOT, HTO CHABACHAQWI YCHIHBACT AHTHATDETAHTHBIC
CBOJCTBa HATPHA HUTPONPYCCHIA.

THITOT

I B 7103¢ 100 My 310pOBBIX 100pOBONBLEE
HE 0KA3a710 BIHAHKS HA
BEPEMEHHOCTb U JIAKTAUMSI
BET'APPA ne HA4eH s
TNOBOYHBIE 3®®EKTHI

Bo Bpems KIMHMYECKMX MUCTIHITAHWH Yy MAUHEHTOB, KOTOPhIE COBMIOANH PEXUM
fipuema npemapara, BLISBICHO YTO YacToTa nobouHbix d¢hexror 6bma - 2,5% mo
CpaBHeRuIo ¢ nanedo - 2,3%.

Tlo6ounnie s¢yheKTbi GbIIN TPAHIHTOPHAIMI H yMEDEHHO BHIPAKCHHLIMH: NOIOBHAS

donormio u B CIICPMAT 108,

Y KEHILMH U JeTeH.

Mpumeyanve: Bnarogaps BnusHWio Ha npouecc obmeHa NO/ULTM®,
cunbaeHachun NoBbILLAET MMNoTeH3UBHbIA 3dhdexT HUTpaToB. MpumMeHeHue
cunbfieHaduna B CoOYETaHUM C HUATPATaMM Wi Apyrimu aoHopamu NO
(aMUIHUTPUAT UK HATPAT!) MPOTMBONOKA3aHO.

Venosus ormycka uz antex: [lo penenty

Cpok rogHocTH

3 roga
®OPMA BBIITYCKA
BEFAPPA 50: | x4 Tabnerok MOKpHITHIX 000n04Koi. 1 Tabnerka comepxut:

Cunbpenadmna marpar 70,20 Mr cooTBeTcTBy 50mr C

BETAPPA 100: 1x4 Ta6netox MOKPhITEIX 000mouKoH. | Tabmerka comepkut:

Cunbyrenaduna murpar 140,40 mMr coorserctsyioniero 100mr Cummbaesaduna

TpoussoauTenn

Anbd)a Anenmno ®apmaciorukan Munacrprc, Cupus. Anpec: Vi. Bapow, Anenno
TOProBOi

60ib - 16% ciyuaes, runep smna - 10%, - 7%, orek i

oBonmouky Hoca - 4%, myrtel - 3%, Hapy

- 3%, amapes - 3%, roNOBOKPYKEHHE - 2%, KOKHAs ChIIb 2%.

Tlep SIBJICHHSA y Menee 2% NaUMEHTOB BO

BPEMS KOHT K. i, HO ClIeICTBEHHAs

CBA3D ¢ IIPHEMOM cHtbieHaduIa Gbita HesicHo: CepiedHO-COCYMCTHIC CHCTEMbI —
ATPHO-BEHT Gnokajia, MUTpEHb, TAXUKAP/IHS, YCHIEHHOS

cepueuenye, IMIOTCH3NS, Cep, B, cepima,

KapIHOMHONATHSA, TPOMOO3 COCY/IOB FONOBHOIO MO3Ta.

Co CTOPOHBI NHINEBAPHTENILHOIO TPAKTA — PBOTA, KOJHAT, UCHATHS, CTOMATHT,

3peHH

TPEKJIOHHOTO Bospacra (65 Ner W crapuie) OTMEdeHbI
KIMPEHCa CHIlb/ICHADHIA, & KOHIEHTPALIH
Merabormra npubmmsaTensHo Ha 90% Bhiie HeM Yy 3

Ha TaKuM 6 WG TOCHIE TIIATENBHOM

Molozoro Bospacta (18-45 ser). M3-3a pasmHyHOMH CTENCHH CBA3LIBAHKS ¢ GenkamMu
NJasMel KpOBH, KOTOpas 3aBHCHT OT BO3pacTa, COOTBETCTBYIONICE MOBBIICHHE
KOHLEHTpaHil CBOBOIHOTO CMJZLI_IeHaﬂ)Mﬂﬂ B [Ia3ME€ KpPOBH COCTaBISCT
npubmusnTenbHO 40%.

C JIeTKOi H ymep: i HEIOCTATOYHOCTEIO (yHKLIHH

OLEHKH COOT pucka M Tob3bl. Bpau QOKEH Upeaynpeants GONnbHOrO

0 BO3MOXHOM PHCKE MpH npHeme W Jpyrax
AeKBpCTBeHHbl‘( cpoicrs (0coBenHo OpraHHueCcKHX HUTPATOB).
b i b € JIDYTHM CPEJICTBaMH,

KOTOpbIE npemxaxuaqeubl JUTSL JIeueHHst

Mudopmars HTEIThHS M
(hopMaLLHs OTHOCHTENLHO Berappst y. c e
KOTOPBI! T
et DROPHE SAKDS . mch SO AECEROH C\) croponst ITHC - arakcus, P , Tpemop,
1 MIepCTHOI er. 3
s oo il JKemyKa Wi D KHIIKH OTCYTCTBYET. B cBSisH ¢ oM : o g P NaToNOPHuEKUE’  CHORHTSRUY

Th, T pedh
Co CTOPOHBI ALIXATENILHON CHCTEMbI — acTMa, JAPHHIHT, (PapHHTHT, CHHYCHT,
OTABIIKA, GPOHXHT, Kalllesh.

Koxnbie mposiBjienHsi — KpAHBHWIQ, NPOCTOH repiec, 3yi, KOHTAKTHBIA
JICPMATHT, THBHBII I€PMAaTAT, H3b: Jpyrue et
- MHIpHa3, KOWBIOHKTHBHT, TIasHbie 6ou, ITa3HEIE Kp

1 Kanbuus ocrdar 9 3ynparur L-100 nouex (bapMaKnKuHemKa cribjeHa(uIa Mocne ero npHema BHYTPh B Pa3oBoii HADYIERHH SPEKIyY, FE MIyHAaTHCE, TOMTOMY: BasHATATE TaKie KOMOWHALAN He (orogiobus. LlucTHT, HUKTYPHSA, PACCTPONCTBO IAKYIAYHH, HEIepKaHHE Mo‘m.
2 Kpaxman KyKypy3Hbli 10 MeTuies Xnopua nose 50 mr He v C TAKeNoH T BIO ?emMEHHYETC”' .. ' OTEK MONOBEIX OPraHOB, AHOPrasMHs. AHEMHS, NCHKONECHA, APTPHTHL, apTPO3bI,
Tenmonosa (hyHKIHK TOYEK KITUPEHC cHibAeHA(HIA CHIDKEH. Y I00pPOBOMBIEB C JIETKHM H R o HyzeM, MHAIBIHs, OOMH B KOCTAX, MuacTeHusi. OTeKH, THIEPIIHKEMHUS, THIIEPYPHKEMH,
3 11 | H3onponunossiii crupt p P TeUCHH KIUPEHC CHJTbICHADHIA CHIHRAICH, ;;‘;’;‘;2‘1\3/’[ g”";l;l"c"%m"’ HCHOAESQRATLZINY TG METOT THITEPRATPHEMS.
MHKPOKpHCTaIH9ecKas a WKa CHIIb, 4y NALMEHTOB C THKCILIMU HAPYIICHHAMH ol Camble yacTpie aerTsi: 6o1b, T nna,
a Harpus kapGokcumeTni 2 o (bYHKLMH TIEUEHU He H3yHanach. MerabomusM  cuiieHaduia  ONOCPEAYETCs  IIaBHBIM nﬁpasz s Tk e HO0a, o nyrei, nap
R a THOKCHA - P450 (CYP), B wactnoctd ero usodepventamu 3A4 (0CHOBHOH myTh) n 2C9 SriCrist, HApE TOLOBORIRGI S, KRR HFDS
TIOAMIIA3I0H (KOOBHAOE Mp : MoxwnbiM NoAsAM, naw cT (BTO} i myrs). TakpMm 06pa3’oM, HHTHOMTOPHl ITHX H30(EpPMEHTOB THEPE/JO3HPOBKA
5 13 | HommaTunenrmaxoms 6000 ERIOIN] il MoryT Th (& Quin sBees g
XL-10) rue cpencTBa, cunb p ¢ ydactreMm npu
Apy! L pen s c1abbiM HHIUOUTOPOM H30(EPMEHTOB LUTOXPOMA P450 a HMEHHO 30 epMenTOB OIHOKDATHOM TIpHeMe npenapara B 03ax 10 800 Mr moGOUHbE dbhexTEr Gh BEIAPPA siBiisieTcst IeKapCTBEHHBIM IPeNapaTom
6 Kpemtma auoxen 14 Mrmpro xapyore s ny e HO0RR 1A2,2C9.2C19, 2062E1 w3A4. [Tlom P HAECKA 10106l TeM, KOTOpbIe HABIONAINCE TPy npueme Berappsi B Gojlee HU3KUX 038X,
KOJITOMIHBIH KPACHTENb KJIWHUYECKHE HCC JEJOBAHUSL aHAIH3 K PUPOBAI - Hx’pmmﬂ‘m;{ Al T By [ - JlexapcTBeHHbII NpEnapar OTTHYAETCS OT APYTHX IPOLYKIOB.
i 9 - JlexapcTeeHHBI Nperapar BIMseT Ha B
7 Marnus creapar 15 Carnuba Wax B pesynstate umTenbHBIX HccnejoBamuii y 88% nauueHtoB yiy KIMpEeHca na mpu ero ¢ OGEIMHO NPOBOIAT CTAAPTHYIO no;mepmnsmomy:o ‘reparmo, Jlams He yeKopser P Tpenap: arie aaoposse,vnoaromy €ro
CeKCYaNbHAN H dPEKTHIBHAS (QyHKIUA. unrubuTopami CYP 3A4 (TakuMH, KaK KETOKOHA301, SPHTPOMHULINH, METHHH). 5 on Do oun ' Gerkant NPUMEHEHHE HE B COOTBETCTBUHM C MOKAa3aHMAMH JAHHOH HHCTPYKIMH
Tasnbk KIMHUYECKAS ®APMAKOJIOT st OpHoxpaTHpIi  mpuemM  aHTamuaa (T MarHHs/T ) [r——— 5 MOXKET GbITb OMacCHBIM.
e D HeKTHBHOCTE CH. 3aBUCHT OT i J103B1, OT i HE BIHAT Ha OHONOCTYNMHOCTH CHITH, na. o manHeM 0 k - Crporo npuiepKHBaiiTeCh COBETOB Bpaya 1 (hapMaleBTa, KOTOpbIe HCXOIST
3 NPUMEHEHHE
$APMAK0‘HOFH'{ECKHE CBOHMCTBA CeKCYaTBHBIX PACCTPOMCTB, OT HX STHOIOIWH H BO3pAcTa NanueHTa. Bhlia foKkasana (hapmaxoKHHeTHYECKOTO aHanmu3a, HHruonTOpsl CYP2CY (Takue, kak TonGyramui, Tperapar A7 MePOpATEHOTO MPHMEHEHNS, H3 OLCHKH COOTHOLICHHI I0/TB33/PHCK.
M:pmalcnuu:afacuxa Al rompen s dexTiBHOCTS cHibicHadHIA Y GONBHEIX ¢ IATONOrHEll KOPOHA[ COCY/I0B, phapun), nHrHGuTOpEr CYP2D6 (Takue, Kak CeJEKTHBHBIC MHTHOMTOPH IJ.M pasBHTHS adibeKTa ' 4 - CamocCTOATENBHO He NpephIBaliTe NponHcannblii Bam Kypc neqeHus.
XQHIBM  JICHCTBUS: HeCKHit 1} 2 s g ¢ s
p THIEp D. ATOJIOTHEH,  CaXapHBIM obparHoro 3axpara TPHILHK] ant BI), T P 2033 COCTARIAGT, 50 MT; 66 TpHAMAIOT BEYIPS HpHEBHTEASHO - Tlpexne 4eM NOBTOPHTE KYPC JIEHEHHS, IPOKOHCY/IETHPYHTECH C BPaYOM.

IPEKLHIO. [I0IOBOTO 4iieHa, 00YCIOBICH BhICBOOOKICHUEM Okcuaa azora (NO) B

TENaxX MPH CeK Bo30yxnenun. Iocne storo NO akTusupyer
(hepMEHT ryaHHIATIHKIIA3Y, YTO CIOCOGCTBYET MOBBIMIEHUIO KORIEHTpariH 1l M®,
WTO B CBOIO OYEPE/lb BHI3bIBACT PACCHABICHHE TIAJIKHX MBI B KABEPHO3HBIX TENax
u ofecrieunBacT NPUTOK KPOBH. CHIbeHA N ABNAETCS CHIBHBIM U CCIICKTHBHBIM
uarubuTopom ' M®- crieumpiHeckoii docdoanscrepassi THNA 5 (lD[[? 5), koTopast

8 TOMHEll U TpaBMamu CHHHHOTO
MO3ra B aHaMHese, BKMOYHTENIHO Y IWI[ NPHHAMABIUHX AHTHICHPECCAHTHI,
cpesicTBa.

THKH 1 aHTHTHIICPT
TTOKA3AHMS
Jledenue mNAMEHTOB C HAPYMIEHHEM OPEKIWH, KOTOPOE P Kak

Anbpa Anenmo ®apmaciorukan Muracrpuc, Cupust . Anpec: Mancoypa, Anenmo
VCIOBYSI XPAHEHHUST
Tlpu Temneparype o 30 °C. B HenocTyTHOM [Uis AETel MecTe.

Ex.Ar.L.V002/03

M T JIHYPETHKH, M KanuiicOeperaronye AHyPETHKH,
uHrHOUTOpEI AIT®, 610KaTOPhI KATLLUEBIX KAHAJIOB,

AHTArOHMCTHI P-aApeHOpelenTopos M MHIYKTOpsl MetaGomnsma CYP450 (rakwe,
KaK puyaMIHIuH, GapOHTypaTh) He BIHATH Ha (hAPMAKOKHHETHKY CHIIbICHA(HIA.
©) "

(Pt He BIHseT Ha ¢ HKY Py’

b JOCTHYD U b HPEKIHIO NONOBOTO WICHd,

obecreunBaer pactiax ulM® B Tenax.

Harbix o fcTBIM CH: (una mrakux KX HHTHOHTOPOB

3a 1 4 10 monoBoro axta. Jlonyckaercs npumenenue BETAPPA 3a 4-0,5 waca 1o
10JI0BOTO aKTa. YUHTEIRAs 3((hEKTHBHOCTS 1 NEPEHOCHMOCTD, JI03y MOBHILAIOT 10
100 M wmm 0 25 Mi N PEKOMEH/TyeMas 1103a COCTABISIET
100 mr, MakcumanbHas yactota mpuema — | pas B cyrki. Dddexr Berappe
UpH  OIHOBPEMCHHOM NPHUEME [HN DA3BMBACTCA TOBKE, UeM MpH NpHeMe
Hatow@x. [TOCKOTBKY KIMPEHC CHilbjcHA(HA y NALHEHTOR MOKHION0 BO3PAcTa

XpauuTe JIeKapcTBA B HETOCTYIHOM A AeTeli MecTe

ALPHA
Anbdga - C.A.P



VEGARRA 50
VEGARRA 100

(SILDENAFIL CITRATE)
F.C.Tablets

DESCRIPTION:
VEGARRA an oral therapy for erectile dysfunction, is the
citrate salt of Sildenafil.

Sildenafil  sitrate is  designated  chemically as
1-{[3-(6,7-dihydro-1- methyl -7- oxo -3- propyl-1H-
pyrazolo [4.3-d]pyrimidin -5-yl) -4- ethoxyphenyl sulfonyl}
-4-methylpiperazine citrate and has the following structural
formula:

CH4CH,0

CH,CH3CH;

ozs\N /\l COzH
HooC OH
i B
CHy COLH

Other excipients:

1 Dicalcium Phosphate 9 Eudragit L-100

2 Maize Starch 10 Methylene Chloride
3 [Microcrystalline Cellulose| 11 Isopropyl Alcohol

4 | Sodium Starch Glycolate | 12 Titanium Dioxide

5 Poly Plasdone XL-10 13 Peg 6000

6 | Colloidal Silicon Dioxide | 14 | Color Fd & Blue No.2
1% Magnesium Stearate 15 Carnuba Wax

8 Talc

CLINICAL PHARMACOLOGY:

Mechanism of Action:

The physiologic mechanism of erection of the penis involves
release of nitric oside (NO) in the corpus cavernosum
during sexual stimulation. NO then activates the enzyme
guanylate cyclase, which results in increased levels of cyclic
guanosine monophosphate (¢cGMP), producing smooth
muscle relaxation in the corpus cavernosum and allowing
inflow of blood. Sildenafil enhances the effect of nitric
oxide (NO) by inhibiting phosphodiesterase type 5 (PDE5),
which is responsible for degradation of cGMP in the corpus
cavernosum. When sexual stimulation causes local release
of NO, inhibition of PDE5 by Sildenafil causes increased
levels of cGMP in the corpus cavernosum, resulting in
smooth muscle relaxation and inflow of blood to the corpus
cavernosum (erection). Sildenafil at recommended doses
has no effect in the absence of sexual stimulation.

Pharmacodynamics:

Sildenafil administration in patients with either organic or
psychogenic erectile dysfunction, sexual stimulation resulted
in improved erections. The erectile response which is
approximately 60 minutes post dose generally increased with
increasing Sildenafil dose and plasma concentration. The
time course of effect is up to 4 hours, but the response was
diminished compared to 2 hours.

Transient effect on blood pressure were recorded among
patients receiving concomitant nitrates, and also mild
transient dose- related impairment of color discrimination
(blue/green) was detected.

Absorbtion:

Sildenafil is rapidly absorbed after oral administration with
absolute bioavailability of about 40%. Maximum absorbed
plasma concentrations are reached within 30 to 120 minutes
( median 60 minutes) of oral dosing in the fasted state.
Sildenafil and its major metabolite (N-desmethyl) are both
96% bound to plasma proteins.

Elimination and Metabolism:

Sildenafil is eliminated predominantly by hepatic metabolism
and excreted in the feces and urine. Both Sildenafil and the
metabolite have terminal half-lives of about 4 hours.
Pharmacokinetics in Special Populations:

Geriatrics: Healthy elderly volunteers (65 years or over)
had a reduced clearance of Sildenafil, with free plasma
concentration approximately 40% greater than those seen in
healthy younger volunteers (18-45 years).

Renal Insufficiency: In volunteers with mild (CLcr =50-80ml/
min) and moderate (CLcr = 30-49 ml/min) renal impairment
the pharmacokinetics of a single oral dose of Sildenafil,
(50 mg) were not altered in volunteers with severe (CLcr
= < 30 ml/min) renal impairment, Sildenafil clearance was
reduced. Resulting in approximately doubling of AUC and
C max compared to age-matched volunteers with no renal
impairment.

Hepatic Insufficiency: In volunteers with hepatic cirrhosis
(Child-Pugh A and B), Sildenafil, clearance was reduced,
resulting in increases in (AUC) 84% and (C max) 47%
compared to matched volunteers with no hepatic impairment.

N.B.: Sildenafil, should be used with caution and in low
doses in elderly patients, hepatic impairment, renal
impairment and in combination with other specific
medication ( see DOSAGE & ADMINISTRATION).

Clinical Studies:

At the end of the long-term study, 88% of patients reported
that Sildenafil improved their erection, sexual function,
satisfaction and enjoyment of intercourse and overall
relationship satisfaction.

Clinical Pharmacology:

Sildenafil effectiveness is regardless of ED severity, etiology
race and age. Sildenafil was effective in a broad range of
ED patients, including those with a history of coronary
artery disease, hypertension, other cardiac disease,

peripheral vascular disease, diabetes mellitus, depression,
coronary artery bypass graft (CAPG), radical prostatectomy,
transurethral resection of the prostate (TURP) and spinal
cord injury, and in patients taking anti-depressants /anti-
psychotics and anti-hypertensives / diuretics.

INDICATION:

Sildenafil is indicated for the treatment of erectile dysfunction.
CONTRAINDICATIONS:

Use of Sildenafil is contraindicated in patients with a known
hyper-sensitivity to any component of the tablet.

N.B.: Sildenafil was shown to potentiate the hypotensive
effect of nitrates and its administration in patients who use
nitric oxide

donors or nitrates in any form is therefore contraindicated.
PRECAUTIONS:

In general there is a degree of cardiac risk associated with
sexual activity, therefore, physicians may wish to consider
the cardiovascular status of their patients. Treatment of
erectile dysfunction should be used with caution in patients
with anatomical deformation of the penis (such as angulation,
cavernosal fibrosis or Peyronie's disease), or in patients who
have conditions which mayprodispose them to Priopism
(such as sickle cell anemia, multiple myeloma or leukemia)
Sildenafil combination with other treatments for erectile
dysfunction have not been studied, therefore it is not
recommended.

There is not safety information on the administration of
Sildenafil to patients with bleeding disorders or active peptic
ulceration. Therefore, Sildenafil should be administered with
caution to these patients.

In patients with retinitis pigmentosa Sildenafil should be
administered with caution.

Information For Patients:

Physicients should discuss with patients the contraindication
of Sildenafil with concurrent organic nitrates.

The use of Sildenafil offers no protection against sexually
transmitted diseases. Counselling of patients about the
protective measures. Necessary to guard against sexually
transmitted diseases.

DRUG INTERACTION:

In Vitro Studies:

Effect of other drugs on Sildenafil (in vitro studies).

Drugs which inhibit the isoenzyme P450 (CYP) reduces
Sildenafil clearance.

In Vivo Studies:

Ketoconazole, erythromycin or cimetidine may
Sildenafil clearance.

Rifampin, will decrease plasma levels of Sildenafil.
Single doses of antacid (magnesium hydroxide/ aluminium
hydroxide) did not affect the biovailability of Sildenafil.

No effect of Sildenafii by products such as:
tolbutamide,warfarin, selective serotonin reuptake inhibitors,
tricyclic antidepressants, thiazde and related diuretics, ACE
inhibitors, and calcium channel blockers were reported.

reduce

Sildenafil (50mg) did not potentiate the increase in bleeding

time caused by aspirin (150mg).

Sildenafil (50mg) did not potentiate the hypotensive effect of

alcohol.

No interaction was seen when Sildenafil (100mg) was co-

administered with amlodipine in hypertensive patients.

No difference in the side effect profile in patients taking

Sildenafil with and without anti- hypertensive medication.

Carcinogenesis:

Sildenafil was not carcinogenic when administered to rats for

24 months.

Impairment of Fertility:

There was no effect on sperm motility or morphology after

single 100mg oral doses of Sildenafil in healthy volunteers.

Pregnancy, Nursing Mothers and Pdiatric use:

Sildenafil is not indicated for use in chidren and women.

SIDE EFFECTS:

In placebo-controled clinical studies, the discontinuation rate

due to adverse events for Sildenafil

(2.5%) was not significantly different from placebo (2.3%).

The adverse events were generally transient and mild

to moderate in nature. Headache 16%, Flushing 10%,

Dispepsia 7%, Nasal congestion 4%, Urinary trct infection

3%, Abnormal vision 3%, Dizziness 2%, Rash 2%, Diarrhea

3%.

The following events occurred in <2% of patients in controlled

clinical trails, a causal relationship to Sildenafil in uncertain:

- Cardiovescular: Angina pectoris, AV block, migraine,
syncope, tachycardia, palpitation, hypotension, postural
hypotension, myocardial ischemia, cerebral thromboses,
cardiac arres, heart failure, abnormal electrocardiogram,
cardiomyopathy.

- Digestive: Vomiting, glossitis, colitis, dysphagia, gastritis,

gastroenteritis, esophagitis, stomatitis, dry mouth, liver

function tests abnormal, rectal hemorrhage, gingivitis.
Nervous: Ataxia, hypertonia, neuralgia, neuropathy,
paresthesia, tremor, vertigo, depression, insomnia,
somnolence, abnormal dreams, reflexes decreased
hypesthesia.

Respiratory: Asthma, laryngitis, pharyngitis, sinusitis,

bronchitis, sputum increased, cough increased.

- Skin and appendages: Urticaria, herpes simplex, pruritus,
sweating, skin ulcer, contact dermatitis, exfoliative
dermatitis.

OVERDOSAGE:

Up to 800mg, adverse events were similar to those seem at

lower doses, but incidence rates were increased.

In cases of overdose, standard supportive measures should

be adopted as required. Renal dialysis is not expected to

accelerated clearance as Sildenafil is highly bound to plasma
proteins and it is not eliminated in the urine.

DOSAGE AND ADMINISTRATION:

For most patients, the recommended dose is 50mg, taken

as needed, approximately 1 hour before sexual activity.

However, Sildenafil may be taken anywhere from 4 hours

to 0.5 hours before sexual activity, Based on effectiveness

and toleration, the dose may be increased to maximum

recommended dose of 100mg or decreased to25mg. The

maximum recommended dosing frequency is ance per day.

The following factors are associated with increased plasma

levels of Sildenafil:

- Age > 65 (40% increase in AUC).

- Hepatic impairment (e.g. cirrhosis 80%).

- Severe renal impairment 100%.

- Concomitant use of (erythromycin, ketonazole, itraconazole,
200%).

Since higher plasma levels may increase both the efficacy

and incidence of adverse events, a starting dose of 25mg

should be considered in these patients.

N.B.: Silfenafil was shown to potentiate the hypotensive
effects of nitrates and its administration in patients who
use nitric axide donors or nitrates in any form is therefore
contraindicated.

PRESCRIPTION ONLY MEDICINE

SHELF LIFE

3 years

PACKAGES AND COMPOSITION:

VEGARRA 50:1x 4 F.C.Tablets, each tablet contains:
Sildenafil Citrate 70.20mg corresponding to: Sildenafil Base
50mg.

VEGARRA 100: 1x 4 F.C.Tablets, each tablet contains
Sildenafil Citrate 140.40mg corresponding to: Sildenafil Base
100mg.

MANUFACTURER:

ALPHA-Aleppo Pharmaceutical Industries Syria

Address: Baron Street, Aleppo

Marketing Authorization Holder

ALPHA-Aleppo Pharmaceutical Industries, Syria

Address: Mansoura, Aleppo

STORAGE:

Store below 30°C.

Keep out of reach of children.

Ex.Ar.L.V002/03

THIS IS A MEDICAMENT

- A MEDICAMENT IS A PRODUCT BUT UNLIKE ANY OTHER PRODUCTS.

~AMEDICAMENT IS A PRODUCT WHICH AFFEC HEALTH, AND [T
1S DANGEROUS FOR YOU.

- FoLLOW STRICTLY THE DOCTOR'S PRESCRIPTION, THE METHOD OF USE AND THE INSTRUCTIONS OF THE
PHARMACIST WHO SOLD THE MEDICAMENT, THE PHYSICIAN AND THE DOCTOR ARE EXPERTS IN MEDICINE, IS
BENEFITS AND RISKS.

- DO NOT BY YOURSELF INTERRUPT THE PERIOD OF TREATMENT PRESCRIBED FOR YOU,

- DO NOT REPEAT THE SAME PRESCRIPTION WITHOUT CONSULTING YOUR DOCTOR.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN
(Councit oF Aras HeaLTH MinisTeRS) (ARAB PHARMACISTS ASSOCIATION)

ALPHA
(_a ) ALPHA-S.AR.
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