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NEPIAHYH TON XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Revatio 20 mg emikodlvppéva pe Aertd vuévio diokia

2. MOIOTIKH KAI MOXOTIKH XYNOGEXH
Kda0e emcodvppévo pe Aemtd vpévio diokio mepiéyetl 20 mg sildenafil (og kitpkd dAog).
"Exdoyo(a) pe yvoot dpdoeig

Kda0e dioxio mepiéyet eniong 0,7 mg Aaktolng.
IMa tov TAnpn katdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwcoloppévo pe Aemtd vuévio diokio.

2TpoyYLAd, UOTKVPTO, EMKOAVUUEVO LE AETTO DUEVIO O1O0KIO AEVKOV YPAOUATOG, TO OTOi0 PEPOVY
yopoayuévo to onua “PFIZER” ot pio mhevpd kot tov kwdikd “RVT 20” otnv dAAn.

4. KAINIKEX IAHPO®OPIEX

4.1 OgpamevTikég evoeiEelg

Evileg
Oepameio eviikov acevdv e TVELUOVIKT apTnplokt véptacn, kKotnyopiog I kot I couemva pe

tov [aykocuo Opyavicud Yyeiog, pe otoyo ) Pertioon ikavotntag yio doknor). ‘Exet arodeiydei
OTTOTELECUATIKOTNTO GTNV TPOTOTAO TVEVIOVIKT] VITEPTAGT KO OTNV TVEVLLOVIKT DILEPTOOT) TOV
oyetileTal pe VOonLorta ToL GLuVOETIKOD 10100 (connective tissue disease - CTD).

Hodrorpiicdg minBuoog

Oepomeio modaTpIk@®V a.cfevav nikiog 1 £oc 17 etdv pe Tvevpovikn aptnplokn vaéptoot. Eyet
amodelyDel amoteEleoUATIKOTNTA GTN PEATIOOT IKAVOTNTAG Yio AOKT O 1] OTIG TVEVHOVIKES
OLLOSVVOIKEG TTOPAUETPOVG OE TPMOTOTAOTN TVEVLOVIKT VIEPTACT] KO TVEVUOVIKT| VIEPTACON
oyetilopevn pe cuyyevn kapdiomadeio (PA. mapdypoapo 5.1).

4.2  Aocoloyio kou TPOTOS YOPNYNONS

H évap&n kar n Topakorovdnon g Oepamneiog Oa mpénet va yiveror povo omd yiotpo pe epmelpio ot
Oepameio TNG TVEVHOVIKNG OPTNPLOKIG VITEPTACT|G. XE TEPIMTOOT EMOEIVMOONG TG KOTAGTUCTG TOL
acBevoug mopd t Bepoameio pe Revatio, Oa mpénet va e£eTa0To0V EVOAAAKTIKEG BEPOUTEVTIKEG
EMAOYEC.

Aocoloyia

Evplixec

H ocvviotdpevn do6on eivar 20 mg tpeic popéc v nuépa (TID). Ot ywatpoi o mpémet va
ovppoviéyouy toug acbeveic mov E€yacav va Adfovv o Revatio va mapovv tn 6061 TO GUVTOUOTEPO
duvaTd Kot KATOTLY VoL GLUVEYXIGOVV LE TN PLGLOA0YIKT docoroyia. Ot acbeveig dev Bo mpémet va
TAPOLVV SITAN HOOT Y10 VO OVATANPADOGOVV TN 00GT TOL TaPaAEiPOnKE.

Houdrarpioc ninBooudc (1 érovg éwg 17 etcrv)

Y& moudiatpikovg acbeveic nAkiog peta&o 1 kot 17 etmv, 1 cuvictduevn 60c0A0Yio o€ acbeveic
<20 kg eivon 10 mg tpeig popéc nuepnoimg kot yio acbeveic > 20 kg eivor 20 mg tpeic eopéc
NuUePNGime. Adcel VYNAOTEPES OO TIG CUVICTMUEVEG OV TPEMEL VO YPNCULOTOLOVVTOL GE




nadtatpikovg acbeveic pe [TAY (BA. eniong mapaypdpovg 4.4 ko 5.1). Ta diokio Tov 20 mg dev Oa
TPETEL VO, YPTCLLOTOIOVVTOL GE TEPITTAOOELS OTTOL d0oelg 10 mg TID O mpémet vo. yopnyobvtal 6
veoTePOLS aobevelc. AALEG QUPLOKOTEYVIKEC LOPPEC Elvar SlobEaUES Yo yopTynon o€ acheveic
<20 kg ko dArovg vedtepovg aobeveic, ol omoiot dev dHVOVTOL Vo KATOTIOUV TO SloKid.

Aaobeveic mov ypnoluomoiody GG PopUaKELTIKG TPOIOVTQ.

I'evikd, omoladnmote TPOGUPUOYN TG dOoNC Do TPEmEL va YiveTal LOVO UETE od TPOGEKTIKT
a&loldynon g oxéong oeEéAovs-kivovvov. Tlpénet va eEetdleton 1 peiwon tng docoroyioag o€ 20 mg
V0 Qopég nuepnoimg, otav to sildenafil cuyyopnyeitatl e acOeveic mov oM AapuPdavouvy avacTolEic
tov CYP3A4, 6nwg epubBpopvkivn  cakovvafipn. H peiwon g docoroyiag oe 20 mg o popd
NUEPNCIMS GUVICTATOL GE TEPIMTMOT GLYYOPTYNONG TO IGYLPBV avacTorémv Tov CYP3A4, 6mwg
KAapBpopvkivn, teMBpopukivn kot vepaloddvn. I'a tn yprion tov sildenafil pe Tovg o 1oyvpovg
avaotoAeic tov CYP3A4, BA. mapdypago 4.3. [Ipocappoyn g d6ong tov sildenafil mbavov va
YPEWOTEL KOTA TN cvyyopnyNnon enaymyémv Tov CYP3A4 (PA. mapdypoeo 4.5).

Ewwoi tAnbvcuoi

Hlrxiwuévor (= 65 stav)

Agv amotteitol Tpocsappoyn g 6ocoroyiog 6Toug nMKiopévoug acbeveic. H khvikn
OTTOTELECULATIKOTITO COLLPOVA [LE TN doKLpacio Badiong 6 Aentmv, Thavov va gival kpOTEPT) GTOVC
nAMKiopévoug acteveic.

Negpixn dvoiertovpyio,

Agv amotteitol mpocappoyn e docoroyiag Evapéng otovg acbeveic e veppikn duciettovpyia,
cvpumeptropfavorévng g coPapng vepptkng dvcsiettovpyiog (kdBapon kpeatvivig < 30 ml/min). Oa
nwpénel vo, eetdleTan To evdgyOevo peimong g docoroyiag oe 20 mg 300 Popég nuepNoine, LeTd
a7t0 TPOGEKTIKY A&LOAOYNGN TG OXEGNC 0PEAOVC-KIVODVOV, Ovo gdv 1 Bepameio, dev elval KOAMDC
OVEKTN.

Hrozikn dvoleirovpyio

Agv amonteitol Tpocsappoyn g docoroyiog Evapéng otovg acheveig e NIATIKY SucAEITOVPYia
(Katnyopia Child-Pugh A kot B). @a pénet va e&etdletaon To evdeyopevo peimong g 60coloyiog o€
20 mg Vo PopPES NUEPNGIMS, HLETA Ad TPOCEKTIKN A&LOAOYNGOT TNG OXEGTC OPEAOVE-KIVODVOV, [LOVO
eav 1 Oepameia dev elval KOADS avekT.

To Revatio avtevdeixvotal g acbeveic pe coPapn nratiky sveiertovpyia (Katnyopia Child-Pugh C)
(BA. mapdypago 4.3).

Toudiozpioc tinBvouoc (rardia niixioc uikpotepnc tov 1 étovc kai veoyva)

Extog tov eykekpipuévov evoeifewv, 1o sildenafil dgv Oa mpénet va ypnoiponoteital 6€ veoyva pe
EULEVOVOQ, TVEVUOVIKT VITEPTACT] TOV VEOYVOD, KaOmG o1 Kivovvor eivar ueyaldTepOLl amd To 0QEAY
(BA. mapdypapo 5.1). H acpdeia kot 1 amotelecpaticotnta Tov Revatio og dAhec mabnceig o€ mootd
nMkiog pikpotepng Tov 1 £toug dev éxetl tekunplmbei. Aev vdpyovv dtabéoipa dedopéva.

Awxomr) g Beponeiog

[Tepropropéva otoryeia deiyvouv 6T 1 Eapvikn drakonr Tov Revatio dev oyetileton pe ovakAaoTiKy
EMOEIVOOT TNG TVELLOVIKNG OPTNPLOKNE VTTEPTACNG. 26TOGO, Y10, TV 0ToPLYN TOUVHG a1eVidlag
KAMVIKN G emdeivmong katd tn dtakomnn g Bepaneiog, Oo mpénet va e&etdleton To evoeyOUEVO
OTOOLOKNG EAATTOONG TNG 000G, ZUVIGTATOL EVIOTIKT TAPOKOAOVONGT KOTA TO S1AGTNLO SIOKOTNG
¢ Oepameiog.

Tpomog yoprynong
To Revatio givat yio ypion omd tov otopatog wovo. Ta diokia Oo Tpémel vo Aapufdavovral mepimov

Kk@0Oe 6 pe 8 dpeg, pe N xwpig TpoEN.




4.3 Avrtevosieg

YrepevaicOncio 6Ny dpacTiK 0VGIA 1| G€ 0TOLOINTOTE Amd TO £KO0YO. TTOV AVUPEPOVTOL GTNV
mopdypoeo 6.1.

Zuyyopnynon pe 80teg Lovotediov Tov al®@ToL (OTTMG TO VITPMOEG QUVAL0) 1) VITPMOT| GE OTOLONTOTE
LOpPPN, AOY® TOV VTOTUGIKAOV OTOTEAEGULATOV TOV VITPOI®V (BA. Tapdypapo 5.1).

H ovyyopnynon tov avactoréwv PDES, courepiappavopévov tov sildenafil, pe dieyépteg
YOVOVOALKNG KUKAGOTG, OT®G 1] PLOGLYOVATT), AVIEVOEIKVUTOL S1OTL EVOEXETAL VO 00N YT|OEL GE VTTOTAOT
pe KAwvikn copntopotoroyio (PA. wapdypoeo 4.5).

ZuvOVaGHOG LE TOVG To 1oYVPols omtd Tovg avaotolelg Tov CYP3A4 (m.y. ketokovaloAn,
rpakovaloin, prrovafipn) (BA. Tapdypagpo 4.5).

AocBeveig pe amdlela TG 0paong 6ToV Evo 0PBAAUO AOY® UN-apTNPITIdIKng TPOSOL0G IoYOUIKNG
ontikng vevporadeiog (NAION), aveEaptnto amd o av To GVUPEY owTo £xel cuoyeTicbel 1 Oyt pe
TPONYOVUEVT YopNynon evog avactoréa g PDES (BA. mapdypago 4.4).

H acpdieia tov sildenafil dev éyetl pelem el otic Tapaxkdtm ouddeg acbevdv Kot ETOUEVMS 1 ¥PNoN
TOL avtevdgikvuTaL:

YoBapn nratikny ducAettovpyia,

[Ipdo@ato 16T0p1IKd EYKEPAAIKOD ENXEIGOOI0V 1| ELPPAYUATOS TOV HVOKAPSIOL,

YoBapn vrotaon (aptnprokn wieon < 90/50 mmHg) katd v Evapén.

4.4 E0KéC TPOELBOTOM|GELS KOl TPOPVAAEELS KATA TN Yp1ion

H amoteleopatikotnta tov Revatio dev £xel texunpuwbei oe acbeveig pe cofapn mvevpoviky
aptnpakn veéptoon (Aettovpyikn kotnyopio IV). Edv n kAwvikg katdotaon emdesvmbei, 0o npénel va
e€etaotovy AAAeg Depameieg, ol omoieg cuVIGTM@VTOL 6TO GOPRuPd GTAdIo TNG acbévelag (.y.
epoprostenol) (BA. mapdypaeo 4.2). H oyéomn opélovg / kivdvvov tov sildenafil dev €xet tekunpiodel
o€ aoBeveig o1 omoiot £yel ekTiUNOel OTL £YOVV TVELLOVIKN APTNPLUKT) DITEPTOCT) AELTOVPYIKNG
katnyopiog [ coppwva pe tov Haykdouo Opyoviopuod Yyeiog.

"Exovv die&oyOel peléteg pe sildenafil oe poppég TvELUOVIKIG 0PTNPLOKTG VITEPTOOTG OYETILOUEVES LIE
TpmToodn (10107ad1]) TVELLLOVIKT APTNPLOKT VITEPTACT], VOGO TOV GLVOETIKOD 1GTOV 1 GLYYEVT|
kapdromadeia (PA. mapdypapo 5.1). H yprion tov sildenafil oe dAAheg poppég Tng TVELLOVIKNG
OPTNPLOKNG VITEPTACTC SEV CLVIGTATOL.

211 HoKPAG SLOPKELNG TOINTPIKT LEAETN EMEKTACTC, TapaTnPNONKe avénon tev Bovitmv oe
acBeveic oToVg 0moiovg YopnYNONKAY SOGELG VYNAOTEPES OO TI GUVICTMUEVT. LG EK TOVTOV, OEV
TPETEL VAL YPTCLOTOLOVVTOL OOGELG VYNAOTEPES OO TIC GUVICTOUEVEG G TOITPIKOVS 0loBevelg e
I[MAY (BA. emiong mapaypdpovg 4.2 kot 5.1).

Melayypwotiky apeifinotposidonadeio

H acpdreia tov sildenafil dev €yerl pelemOei oe acbeveic: pe yYvoOTEG KANPOVOULKEG EKQUAGTIKEG
appipAncTpogdondieiec, OT®C N LEAAYYPOOTIKY AUEIPANGTPOEIdOTAOE (LI LELOVOTITO QVTAOV TOV
ac0evav mopovcstalovy YEVETIKEG AVOUUAIEG OTIC AUPIPANCTPOEIIIKES POCPOIIEGTEPATES), KOl
EMOUEVMG M YPNOT TOL JEV GUVIGTATOL.

Ayyelodiactortiky dpdon

Me 1t ouvtayoypdenon tov sildenafil, o yiatpog o mpémer va e&etdlet pe mpocoyn edv acbevei pe
OPIOUEVEC VITOKEIEVEG KOTAOTAGEIC O uTopodooy va ennpeacdody SLGUEVOC 0md TNV AL, (G
UETPLOL ayYEL0010IGTAATIKN eidpacn Tov sildenafil, yia mapdderypo acbeveic pe vwodTaoT, LEIOUEVO
OYKO VYPGBV, GOPaPNG LOPPNG ATOPPUKTIKEG TAONOELS TNG OPIOTEPAS KOlAlag 1 ducAettovpyio TOV
avTOVOLOL GuaTaTog (PA. Tapdypapo 4.4).




Kapduyyeiaxoi Topdyovies Kivdvuvou

Metd v kvkhoeopio tov sildenafil otnv ayopd yio Tnv avdpik| 6TLTIKH SuGAEITOLPYIQ,
avaeépOnkav cofapd Kopdlayyslakd coupavta, cveyetilopeva pe Tovtdypovn xpnon tov sildenafil,
CUUTEPILOUPAVOUEV®Y TOV: EULPPAYIOTOS TOV LVokapdiov, actabodc otnddayyng, aipvidiov
KapdloKoL BavaTov, Kotakng appubpiag, ayyelokng eYKEQOMKNG aoppayiog, Topoducon
OYOLUIKOD EMEIGOSTI0V, LTEPTOOTG KOt LITOTAONS. Ol TEPIEFOTEPOL, OAAGE OYL OAOL, OO TOVS 0oOEVEIG
QVTOVG ElYOV TPODTAPYOVTIESG KOPIAYYEINKODS TaPAyoVTeES KIvdLuVoL. I'ol ToAAG amtd o, suuPavTa Tov
avaeépOnke 6T cLVEPN oAV KATA TN d1dpKeEID GEEOVOAIKTG EMAPNG 1] OUESMG UETE OO ALTN, KO Yo
pepikd avaeépinke 6tL cuvéfnoav petd tn ypnon tov sildenafil, yopic ce&ovaiikn dpactnpiotnra.
Agv givatl duvoTov va Tpocdtoplobel edv ta cupPavio avTd cLeyeTIlovVTal AUEGH LE TOVS TOPAYOVTEC
aVTOVG 1 e GALOVG TOPAYOVTEG.

Hplamopde
To sildenafil, mpénet va ypnoiponoleitol pe Tpocoyn o€ aceveic e avaTopKES SOLCUOPPIEG TOV

é0Vg (0TS YOVIMoT], (vaoT TV onpayynddv copdtev 1 voso tov Peyronie) 1| oe acbeveic mov n
KOTAOTOOT TOVG UTOPEL VO TPOSIOOETEL Yo TPLUTIGUO (OTTMG dPETAVOKVTTAPIKY OV, TOAAUTAD
HuéAmpa q Aevyopia).

"Exovv avaeepBel Tapatetapéves oTOOELS KOl TPLOTIGUOG Le T ypon sildenafil kotd v epmepio
LETA TNV KLKAOQOPIK TOV TPOTOVTOG OTNV 0yopd. TNV mepinT®aon mov pia otHon dupKel TEPIGSOTEPO
amo 4 dpeg, 0 aobevng Oa mpénet va avalntnoet dueon atpikn fondeio. Edv o mplamiopudg dev
Oepomevtel aueoa, evoéyetol va TpokAn0el PAAPN TV 16TOV TOL TEOVE Kot LOVIUT OTTMOAELD TNG
oeovalkng tkovotntog (PA. mapdypago 4.8).

AYYEI00TOQPUKTIKEG KPIGELS GE 000EVEIC e dPEMAVOKVTTAPIKT) avoLpio

To sildenafil dev Oa wpémel va ypnoyionoteitan o€ acbeveig pe devtepomadn TVELOVIKT VIEPTACT
AOY® SPEMAVOKVTTAPIKNG OVOIUING. Xe Lo, KAVIKT HLEAETT, GUUPAVTO OYYELOOTOPPUKTIKOV KPIGEMV
OV YPELGLoVTaY EI0aYMmYN GE VOCOKOUEID avapépOnkay Teplocdtepo cuyvd and acbeveic mov
Aapupavay Revatio mapd and tovg acbeveic mov AauPoavoy eikovikd @ApUaKo, YEYOVOS TOV 00NyNoE
oTNV TPOMPT S1OKOTY OVTAG TNG LEAETNG.

Awtapayéc 6paong

[epurtmoeic dtotapayng tng Opacng £xovv avapepdel avBOpUNTA GE GLGYETION LE TN YOPTIYNON TOL
sildenafil xon A @V avactorémv tng PDES. [lepummtdoeig pn aptnpitidiknig Tpdchiog 1oy oukng
OTTIKNG VEVPOTADELOG, Iiag omdviag mddnomng, Exovv avaeepbel avbdpunta, Kabmg Kot oe pio peré
TOPOTNPNONG OE GLGYETION UE TN YopnyNnon Tov sildenafil ko dAAwv avactorémv g PDES (BA.
Tapdypoeo 4.8). Le TePITT®OT OTOCONTOTE aLPVIOLNG dlaTapoyng TG Opacngs, 1| Bepameio mpénet va
dloKoTTETOL AUESH Kot TPETEL va. eEeTAlETOL TO EVOEXOUEVO EVOAAKTIKNG Oepameiog (PA. Tapdypapo
4.3).

AMPO-0VOGTOAEIG

SuvioTdton TPocoyn Katd T xopnynon tov sildenafil og acbeveig mov Aaufavouvv Eva dAea-
OVO.OTOAEQ, QPO 1] GLYYOPNYNON LUTOPEL VO 001 YNGEL GE CLUTTOATIKY VIOTOCT) GE OPIGUEVOL
evaiocOnta dropa (BA. mapdypago 4.5). [Ipokeyévov va peimbel to evieyopevo peaviong
opBoctatikng vrdTaonc, ol acbeveic mpémel va gival apodvvoutkd otadepomoinuévol ot Oepaneio pe
dApa-avaotoreic mpwv amod v Evapén Bepameiog pe sildenafil. Ot wtpoi npémel va cupfovievcovv
TOVg a60eVeiG TL Vo KAVOVV GE TTEPIMTMON TOV EUPOVICTOVV CUUTTMOUOTO 0PHOCTOTIKNAG LTOTACNC.

Awtapayéc oupoppoyiog

Meléteg pe avBpomiva apometdiio vrodeucvoovy 0Tt To sildenafil evioydel v aviicvyKoAANTIKY
EMIOPAON TOL VITPOTPWOCSCIKOD VATPIOL in Vitro. Aev VIAPYOLV GTOXELD Y10 TNV OCPAAELN OTY| YPNION,
660V apopd ot yopnynon tov sildenafil oe acOeveic pe mpoPfAnuato aoppayiog | Le vepyod
nentikd €lkoc. Emopévmg, to sildenafil mpémet va yopryeital o avtovg Toug acheveig poévo petd and
TPOGEKTIKT AEOAOYNOT TOV AVAUEVOUEVOV OQEAEIDY GE GYEON LE TOVG TBAVOHS KIVOLVOLG,.

Aviayowviotég frrapivng K
Ye aofeveic [LE TVELHOVIKT OPTNPLOKT] VITEPTACT, VITAPYEL TO EVOEYOUEVO AVENUEVOD KIVOVVOL




apoppayiog kotd v évapén Bepanciog pe sildenafil 6tav avtol 16N Aapfdavovy avtaywvioti g
Brrapivng K, e1dwd otovg acheveic e TVELHOVIKT 0pTNPLOKT VIEPTOCT dEVLTEPOTAOT MG TPOG VOGO
TOV GUVOETIKOV 16TOV.

[vevpovikr EAEBOATOQPAKTIKT) VOGOG

Agv vrdpyovv dedopéva yia tn yopnynon tov sildenafil oe acBeveic pe mvevpovikn vréptaom mov va
oyetileTon pe TveLUOVIKT PAEROATOPPOKTIKN VOG0. 26TOG0, £xoVV avoeephel TEPITTOCELS
TVELUOVIKOD O10NLLOTOG OTEIANTIKOD Yiat Tr) {1 e TN XPNOT AYYELOINUOTOATIK®Y (Kupimg
TPOCTOKVKAIVY]) O 0LTOVG TOVG 0oBeVELS. ZVVETMG, EPOCOV VIAPEOLV oMUEin ELPAVIOTG TVEVLOVIKOD
ownuotoc 6tav to sildenafil yopnyeiton o acbeveig pe mvevpovikn veéptoon, o Tpémel va e€etaletan
N mBavoTTa vo vdpyel oxeTilopevn eAEPOOTOPPAKTIKY VOGOG.

[IAnpogopiec exdoOy®V

H emcdAvymn tov diokiov mepiéyetl Aaktoln povoddpikn. Ot acbeveig e omavio KAnpovoukd
npoPAnuata dvcavesing otn YohakToln, TANPT OVETAPKELN AAKTACTG 1] KOKT amoppoenor YAVKO G-
YOAoKTOLNG deV TPEMEL VOL TAPOVV AVTO TO PAPLLIKO.

To Revatio 20 mg emkaivppéva pe Aemtd vuévio diokia mepiéyel Ayotepo amd 1 mmol vatpiov (23
mg) ava dtokio. Ot acBeveig mov axoAovBolV dionteg pe YopmAn TPOGANYT VATPIOV UITOopOovV Vo
evnuepmBovy OTL TO POPUAKEVTIKO TPOTIOV ivor «eElevBepo vaTpiovy.

Xpnon tov sildenafil pe focoevidvn
H amoteleopatikotnta tov sildenafil oe acOeveic mov Bpickovtol 1M oe Bepaneia pe fooeviavn dev
éxel kotaderyOel opiotikd (BA. mapaypdpovg 4.5 kot 5.1).

Tavtdypovn ypron pe dAhovg avactoreic PDES

H acpdieia kot ) amoterecpotikdtnto tov sildenafil, 6tav cuyyopnysiton pe GAAOVG AVOGTOAEIC
PDES, cuureptrapfavouévoo tov Viagra dev €xet peretn0el og acOeveig pe [TAY xot kotd cuvéneio
1 TOVTOYPOVN YPNon Oev cuvietdrtar (BA. mapdypapo 4.5).

4.5 AMAemOpaoEls N GALY QUPUOKEVTIKA TPOTOVTU KOl GALES NOPQOES OAMAETIOPAGTG

Enwdpdoeic dAlav mpoidovtev oto sildenafil

Melétec in vitro

To sildenafil petaforileton katd KHplo A0Yo uéowm TV 1opopeav 3A4 (kHpia 006¢) kot 2C9
(devtepevOLGA 000¢) TOL KuTOYPDUATOg P450 (CYP). ETouévmg, ot avacsTtoreic avtdv Tmv
woevlbpov pumopel va petwcovy v Kabapon tov sildenafil kot o1 emaywyeic Tov 160evidU®Y ovTOV
umopel va avénoovy v kdBapon tov sildenafil. ['a cvuotdoeig oyetikd pe tnv docoroyia, BA.
mopaypdeovg 4.2 kot 4.3.

Melétec in vivo
H towtoéypovn cvyyopnynon amod tov otopotog sildenafil pe evooeréPio epoprostenol €yet
a&lohoyn0el (PA. mapaypdaeovg 4.8 kot 5.1).

H amoteleopatikotnta kot 1 acedaieia tov sildenafil katd tn cvyyopfynon ue dileg Bepaneieg yio
TNV TVELUOVIKT] 0pTNPLoKN vEéptacn (w.. ambrisentan, \OTpoOGTn) gV Exel uelenOel oe eEleyyOUEVEC
KAMviKé peléteg. Emopévac, cuviotdtal mpocoyn o€ TepIntTmoT GuYXopynong.

H acpddeio kot 1 amotelecpatikotnto tov sildenafil katd ™) cvyyoprynon ue diilovg PDES
avaoToAElS Oev £xel pehetn el o aobeveig pe Tvevpovikn apmplokn veéptaot (PA. mapdypaeo 4.4).

I[Iinbvouiakyn PapUOKOKIVITIKY 0VAADGOT] TOV 0ES0UEVOV KAMVIKAG SOKIUNAG Y10 TVEVUOVIKT] 0P TIPLOKN
véptao, £0eiée pia eAdttoon g kabapong tov sildenafil ko avénen g amd Tov GTOUNTOC
BrodaBecipuotnTdg Tov, 6TOV SLYYopNYNONKE e vrootpdpata Tov CYP3A4 1 pe 10 cuvdvacud
vrooTpopdtev Tov CYP3A4 kot frto — amokAEloTdV. AVTOl HTAV 01 LOVOL TOPAYOVTES, LE
OTOTIOTIKA OTILOVTIKY ETIOPOCT 6TV QapuakokvnTikn tov sildenafil g acbeveig pue Tvevpoviknm



aptnplaxn veéptaon. H ékbeomn oto sildenafil acBevav, tov Aappdvovy vroctpopata tov CYP3A4
Kot T0 ouvoVAGHO VTooTpOHAT®V Tov CYP3A4 kot frita-amokieictdv, nTav Katd 43 % ko 66 %
VYNAOTEPT AVTIOTOLY MG, GUYKPITIKA UE TOVG acbeveic Tov dev AduPovay avtég Tig Katnyopisg
eopuakwv. H ékBeon oto sildenafil ftov 5 opéc peyardtepn oe 66om 80 mg Tpelg popég TNy nuépa
oLYKPLTIKA e TNV €kBeom o€ d6om 20 mg Tpelg PopEc TNV NUEPE. AVTO TO E0POG GLYKEVTIPMDGEDV
KaAvmTEL TNV avénon g £kbeong oto sildenafil mov mwapatnpeiton o€ £101KE GYESIACUEVEG LEAETES
(QOPUOKEVTIKNG aAANAETIOpao g pe Tovg ovaotoreis Tov CYP3A4 (ektdg ammd Tovg o 16YVvPove omd
tovg avaotoreic Tov CYP3A4 6mmg keTokovaloAn, ttpakovaloin, pitovafipn).

Enayoyeic tov CYP3A4 @dvnke va, €00V 0UGLOGTIKY EXIOPACT) GTN QapUoKoKIviTIKY Tov sildenafil
o€ 000EVELG LLE TVELLOVIKT PTNPLOKT VITEPTACT|, YEYOVOS OV emPePormOnie otnv Helét
aAAnienidopaong in vivo pe tov enaywyéa tov CYP3A4 Booevtdavn.

H ovyyopnynon mc Pocevidvng (evog emaymyéa pétprog toyvog tov CYP3A4, CYP2C9 kot mbovag
tov CYP2C19) 125 mg 0o @opéc v nuépa e sildenafil 80 mg tpeig popég v nuépa (o€
oT00EPOTOMEVT] KOTAGTOOT) TALTOYPOVA XOPNYOOUEVA Yo SLAcTnHe 6 NUEPOV o€ vYlElg eBelovTéc,
elxe o¢ amotéleoua mocootiaia peiwon g AUC tov sildenafil kotd 63 %. Mo apUoKoKIvTIKY
avdAivon minbovopov tov dedopévev Tou sildenafil amd evilikeg acBeveig pe TTAY og kKhvikég
peAéteg mov mepthapuPdvouy po pekétn 12 gfdopddwv yio v aloldynon Tng amoTELECUATIKOTITOG
KoL TNG AoPAAELOG TOL 0td Tov otouarog sildenafil 20 mg Tpeig @opég v nuépa, dtav Tpootibetal o
wo otabepn| d0om Pooeviavig (62,5 mg — 125 mg 600 eopég v nuépa) £d1&e i peimomn g
éKxBeomng oto sildenafil pe tn cuyyopnynom g focevidvng, Tapdpola e QVTHY OV TopaTnPHOnKE o
vyteig e0ehovtég (BA. mapaypdpovg 4.4 kot 5.1).

H amoteleopatikotnta tov sildenafil Ba mpénet va mopakorovbeitan Tpooektikd og acbeveic oToLg
omoiovg yopnyoLvTal TaVTOYPOVa 1oyLpoi emaywyeis tov CYP3 A4, dnmg kapPopalenivn, gaivutoivn,
eowvoPapPrain, to fotavo St. John’s wort (Hypericum perforatum) Kot prooumikivn.

H ovyyopnynon tov avactoAéa g npwtedong tov HIV, g prrovafipng, mov anoteiet Evav ioyvpd
avaoTOAEN TOL KLTOXP®UaTog P450, o otabepormomuévn katdotacn (500 mg 600 @opég nuepnoing),
ue sildenafil (epdmaé 66on 100 mg) giye mg amotéAespo o Tocootiaio avénon g Cmax TOL
sildenafil ion pe 300 % (4 popég peyarvtepn) kot g AUC tov sildenafil oto mhdopa ion pe 1.000 %
(11 popég peyarvtepn). Méoa og 24 dpec, Ta enineda Tov sildenafil oto mAdopa Tapépevay ica pe
200 ng/ml wtepimov cuykprTikd pe v Ty TV 5 ng/ml nepinov yio v nepintwon wov 1o sildenafil
xopnynonke wévo tov. Avto gival cuuPatd LE TIG 1oYLPES EMOPACELG TG prtovaPipng oe Eva gupo
(ACLO VTOCTPOUATOV TOV KuToypdpotog P450. Me Bdon autd To @oproKOoKIVITIKG OTOTEAECLLOTO 1)
ovyyopnynon sildenafil pe prrovafipn avrevdeikvotal o€ acbeveic pe TVELUOVIKT 0pTNPLOKN
vréptaot (PA. mapdypoao 4.3).

H ovyyopnynon tov avactoiéa g tpwtedong tov HIV, e cakovivaPipng, Evav avactoAiéo Tov
CYP3A4 o¢ otabepomomuévn katdotaon (1200 mg tpeic eopéc nuepnoing), ue sildenafil (spdmal
d6on 100 mg) eiye wg amotéiespa pio tocootioic OENON TG Cmax TOL sildenafil ion pe 140 % ko
¢ AUC tov sildenafil ion pe 210 %. To sildenafil dev éyet kapia enidpacn 0TV QAPULAKOKIVNTIKN
¢ cakovivafipng. ['a cvotdoelg oyetikd pe v docoroyia, BA. Tapdypapo 4.2.

Orav o epdmaé 06omn 100 mg sildenafil yopnynOnke pe epvBpopvkiv, Evay €101kd avacTorén TOV
CYP3A4, oe otabeponomuévn katdotacn (500 mg 600 popég nuepncing yuo 5 nuépeg), vanpée o
pétprag oyvog avénon g ovotnuatikng ékbeong (AUC) oo sildenafil ion pe 182 %. I'a cvotdoelg
OYETIKA [E TNV docoroyia, PA. mapdypao 4.2. X vyielg dvopeg eBerovtég dev vanpye EvOeiEn yuo
omotadnmote enidpacn g alifpouvkivng (oe doon 500 mg nuepnoing yia 3 nuépeg) otnv AUC, ot
Crnax, 0T0V Tmax, 0T1 6T00€pE TOL PpLOUOY aoPoANg KoL aTov Ypdvo Nuilwng Tov sildenafil § Tov
KOPLOV KLKAOPOPOVVTOC peTafolitn Tov. Ag ypeldletar Tpocappoyn g doons. H opuetidivn

(800 mg), évag avaoTtoréag Tov KuToxpmuatog P450 kot un educog avactoréag tov CYP3A4,
TPOoKAAEGE 56 % avénon tev cvykevipdcoewv Tov sildenafil oto TAdoua, 6tav cuyyopnyndnke ue
sildenafil (50 mg) ¢ vyieig eBehovtéc. Ag yperaletar Tpooapuoyn e d0omg.



O1 o wyvpol and Tovg avaotoreis Tov CYP3 A4, 6mwg 1 kKeTokova{oAn Kot 1 1TpaKovalOAn
avapévetol 0Tt Ba Eyovv Tapopoleg emdpacelg pe tn prrovafipn (BA. mapdypago 4.3). Avactoleig Tov
CYP3A4 6mwg khapiBpopvkivn, telbpopvkivny kot vepaloddvn avauévetal vo, EYouy exidpacn
peta&d autig g prrovafipng kat tov avactorémv 1ov CYP3A4 6nmg caxovvafipn 1
gpvBpopvkivn, vrobétovtag o entanidoia avénon otny £kbeon. Emopévac, Tpocapuoyég g doomng
CLVIOTAOVTOL KOTA TN Yopnynon avactoréwv CYP3A4 (BA. mapdypopo 4.2).

H poppokokivntikn avdivon minbucpov oe acheveic e TVELUOVIKT 0pTNPLOKN VIEPTACT), £O€1EE OTL
ovyyopnynon P-avactorémv o€ cLVOVAGHO pe VTooTpdpoTe Tov CYP3A4, unopei va mpokoiéoet
emmAéov avénon oty ékbeomn tov sildenafil cuykpitikd pe tn yopNynon HOVO TV VIOGTPMUATOY TOV
CYP3AA4.

O youog grapefruit, évag acBevic avactoréag tov CYP3A4 oto toiympe Tov evtépov, UTopel va
TPOoKaAEGEL Nieg avénoelc Tov emmédwv Tov sildenafil oto TAdoua. Ag yperdletal Tpocapuoyn e
d0omMg aAAd 1 TawtdYpovn ypron tov sildenafil kot yopov grapefruit dev cuvietdtat.

Xopnynon epamoé 06cewv avtid&ivev (VOpoeidio Tov payvnoiov/ VOPoeidlo Tov apyiiiov) dev
emnpéacav 1 Prodbeoipdtnta tov sildenafil.

H towtoypovn yoprynon amd tov 6TOUOTOS AvTIGCLAANTTIK®V (a1ftvuriototpadtoin 30 ug kot
AePovopyeotpéin 150 pg) dev emnpéace T Qoprokokiyntikn Tov sildenafil.

To nicorandil givor évo vPpidio evepyomonth TV dtodA®Y Kariov Kot vitpik®v. EEattiag Tov vitpucon
GLGTATIKOV 7OV TEPIEXEL, VILAPYEL ThavOTTA GoPapng alAnAienidpaong pe to sildenafil (BA.

napdypoeo 4.3).

Enwpdoeic tov sildenafil o€ dAAA QOPUAKEVTIKA TPOIOVTIQ

Meléreg in vitro
To sildenafil amotelel évav acbevi avactoréa tv icopopemv 1A2, 2C9, 2C19, 2D6, 2E1 kot 3A4
(ICs0 > 150 uM) tov kvToYp®uaTog P450.

Agv vrdpyovv dedopéva TOL Vo apopovV otV aAANAenidpaon petalp sildenafil kot pun gdkdv
OVOOTOAE®V TG POGPOIIESTEPACTG, OTTMG 1) B0PLALIV 1] 1] SITVPIOAUOAN.

Meléreg in vivo
Agv Bpébnrav onuovtikég aAiniemdpdoeig 6tav to sildenafil (50 mg) cvyyopnynOnke e
toABovtapion (250 mg) 1 Papeapivn (40 mg), o omoieg kar o1 600 petaforilovtar amd to CYP2C9I.

To sildenafil dev giye onuavtikn enidpacn oy ékbeon atopPfactativng (avénon 11 % g AUC),
vrodelkvoovtag 0Tt 1o sildenafil dev eiye KAvikd onpovtikn enintoon oto CYP3A4.

Agv mopatnpnonkov aAiniemidpdoeig petaé tov sildenafil (epdma 66om 100 mg) kot tov
acenocoumarol.

To sildenafil (50 mg) dev emav&dvel Tov ypdvo PoNg TOV AiLATOG TOL TPOKUAEITOL ATTO TO
OKETVAOGOALKVALKO o0&V (150 mg).

To sildenafil (50 mg) dev emav&dvel TV LTOTAGIKT OPAGCT] TOV OVOTVEDUATOG GE UEAETT| LLE VYIELG
efehovtég pe péom PEYLoTNn T OWVOTTVELHOTOG 6To aipa ion pe 80 mg/dl.

e wa perémn oe vyieic eBelovtég, to sildenafil oe oTtabepomomuévn katdotaon (80 mg tpelg popég
v nuépa) elxe g amotéiesua mocootioia avénon me AUC ¢ fooeviavng katd 50 % (125 mg dbo
QOPEC TNV NUEP). M1 POPUAKOKIVITIKN aVAALGT TANOLGUOD TV SESOUEVMV GO Lol LEAETY| OE
evnAkeg acbeveic pe ITAY mov Adupavay aywyn pe focevtavn (62,5 mg - 125 mg dVvo gopég v
nuépa) £dei€e wa avénon (20% (95% CI: 9,8 — 30,8)) g AUC g fooevtdvng Le Tn Guyxopnynon
sildenafil oe oTabepomomuévn katdotaon (20 mg Tpelg popég TNV NUEPA) KPOTEPOL HeYEBOLS 0md



VTV OV TapoTNPNONKe o€ VYElg eBelovTég Katd Tn cuyyopnynon sildenafil 80 mg tpeig popéc v
nuépa (BA. Tapaypdpovg 4.4 kar 5.1).

Y& uia e101Kd oYEdGIEVT HEAETN aAAnAertidopaong, otny oroia, To sildenafil (100 mg) cuyyopnynonke
Ue TNV apAodunivn og vrepTactkovg acheveic, Topatnpndnke emmAéov pHei®won TG GLOTOMKNG
apTNploKng Tieong oe vrtia Béomn katd 8 mmHg. H avtictoyn emmAéov peimon g S10oToOAMKNG
apTnplakng Tieong og vmtia 0éon Nrav 7 mmHg. Avtég o1 emmpOcHETEG UELDGEIC TN OPTNPLOKNG
nieonc NTav Tapdpotov Pabpov pe avtég mov TapatnpRinkay 6tav yopnynonke to sildenafil wg
povobBepamneio o vylelg eBedovTéc.

Y Tpelg eEe10tkevpéveg HeAéTeg OANAETIOpaoNC Papudkmy, o dlea-avactoléag doxazosin (4 mg Kot
8 mg) xon 7o sildenafil (25 mg, 50 mg, 1 100 mg) yopnyndnKav TovtdYpOva ce aceveis e KoAon o
vrepmhacio tpootdrn (BPH) otabepomompévoue o Oepamneia pe doxazosin. tovg mAnbvcuong
QVTOV TOV UEAETMOV TOPATNPNONKAY ETTALOV PEIDGEIC GTNV TLEGT] TOV GLGTOAIKT K0l SIUGTOAIKT
aipatog og vrtia Béom, KoTd pécov 6po 7/7 mmHg, 9/5 mmHg kot 8/4 mmHg ko emmAéov peimoelg
oTNV Tigon Tov aipatog o 0pbia Béom katd pécov 6po 6/6 mmHg, 11/4 mmHg ko 4/5 mmHg,
avtiotoiywc. Otav o sildenafil kot doxazosin yopryndnkav tavtoypova o acbeveig
otafepomompévoug og Bepaneio pe doxazosin, vanpéov omavieg avaeopic achevVdY GTOVG 0TO10VG
EUPAVIOTNKE CLUTTOUATIKY 0pBocTatiky VTdTact. Ot avapopég cvpumeptiAdpfovay (oAn Kot
kapnPopia, aArd 6yt cvykont. H tovtdypovn yopnynon tov sildenafil oe acOgveig, ot omoiot
voPaArovrtal o€ Oepameio e GAQO — OVOGTOAEIS, UTOPEL VO 00T YNGEL GE CLUUTTOOTIKY VITOTOOT
oplopéva evmtadn dropa (PA. mapdypapo 4.4).

To sildenafil (100 mg epdmat) dev ennpéace T QUPLOKOKIVNTIKY G GTOOEPOTOINIEVT KOTAGTAON
TOV avaoToAén TG TpwTedong tov HIV, g caxovvafipng, n omoia eival avooTOAENS/ VTOCTPOLLA
tov CYP3A4.

SOHUemVa e TN YVOOTH EXidpact Tov otV 000 povoéediov Tov almtov/cGMP (BA. mapdypoeo 5.1),
10 sildenafil £yel amodetytel OTL EVIoYDEL TO VTOTAGIKO UMOTEAEGLO TV VITPIKMV Kol ETOUEVOG
OVTEVOEIKVLTAL 1] GLYYOPTNYNON TOL UE 00TEG LoVOEESTIOV TOV al®TOV N VITPIK®Y GE OTOL0ONTOTE

popen (PA. mopdypago 4.3).

Prootyovdrn: Ipoxhvikég peléteg £6e1&ov afpoloTikn| enidpacn 61N Helmon TG apTNPLOKNG TEONS
0T CLGTNUOTIKY KVKAOQOpia, otav avactoieic PDES cuvovalovtav pe plostyovdtn. e kKAMvVIKEG
UEAETEG, M| proctyovdtn Exel amoderydel OTL EVIGYDEL TIC VTOTAUCIKEG EMOPACEIC TV avoacToréwv PDES.
Agv vip&e kapio EvOelEn uVoikNg KAVIKNG EXIOPOCTC GUTOV TOV GLVOLOGUOD, 6TOV TANOVGUO TOV
peietiOnke. H tavtdypovn xpnon proctyovdtng kot avactorémv PDES, coprnepilopfavopévon tov
sildenafil, avtevoeikvoton (BA. mapdypapo 4.3).

To sildenafil dev giye KAvikd onpovtiKn eXiTTOON 6T ENIMESH TAACUATOG TV OO TOV GTOUATOG
AvTIGLAMNTTIKOV (aBtvorotetpadtoing 30 pg kot Aefovopyestpéing 150 ug).

Houdrapicodg tAnfuopog
Meléteg arlnienidpaong Exovv deaybel povo og evilikeg.

4.6 Tovipétnra, kKONON KO yolovyia

luvoikeg o€ ovomopay®yikn nMKio, Kot GVTIGOAANYT G& GVTPEC KOl YOVOIKEG

AOYO EMAerync dedopévav g enidopaong Tov Revatio og €ykveg yuvaikeg, To Revatio dev cuvictdton
Y0 YOVOIKEG GE OVOTOPOYMYIKT NAKIO EKTOG EAV YPTOLULOTOIOVY TOVTOYPOVO KOTAAANAN LETPOL
AVTIGLAANYTG.

Kvnon

Agv vrapyovv dedopéva oxeTikd pe ) ypnon tov sildenafil og eyxboug yuvaikeg. And peréteg og {oa
dev mPOKVUTTEL AueoT N ERpeon emProfig dpdorn 66OV apopd TNV KONGT KOl TV avArTTLéN TOL
euppvov. Meléteg oe (da £de1&av ToEKOTNTA MG TPOG TNV avamTLEn petd v Yévvnon (BA.
Tapdypoeo 5.3).



AOY® Ehderymg dedopévmv, To Revatio dev Ba Tpémel va ypnoIHOTOLEITOL G EYKVOVG YUVAIKEG, EKTOG
€V glval omoAVT®S amapaitnTo.

OnAaouodg
Agv vrdpyovv enapkeic kot kaad eleyyopeveg peréteg oe OnAdlovoeg yovaikeg. Agdopéva amd pio

OnAalovca yovaika vrodekvoovy 0Tt o sildenafil kot 0 dpactikdc petafolritng Tov, N-
arouefvlmpévo sildenafil, anexkpivovtol oto pnTpiKd Yoo o€ wOAD yapnAd eninedo. Agv vapyoLV
drabéotipa KAMVIKA ded0pUEVA GYETIKA e TIG avemBuunTeg evépyeleg ota Ppéen mov OnAdalovv, oAAd ot
TOGOTNTEG TOV KATOTIVOVTUL, d€V O TV AVOUEVOUEVO VO, TPOKAAEGOVY KATOL0, avemlOUN T
evépyeta. Ot 1Tpoi Tov cuvtayoypaeovy Ba Tpénel va a&loAoyoDV TPOGEKTIKA TNV KAVIKY ovVAyKn
g untépag v sildenafil, kaBdg kot omolecdfmote dSLVNTIKES AVETIBVUNTEG EVEPYELEG GTO TTOdT TTOV
Onralet.

Tovomro
Mn khvikd dedopéva dev OmoKaADTTOVV 1310iTEPO Kivouvo Yia Tov dvOpmmo pe Baon Tic cupPoTikég

ueiéteg yovipdmrag (BA. mopdypago 5.3).
4.7 Emodpaceig 6Ny IKevOTNTO 001]YN61S KOl YEIPLGROD P ovindTov
To Revatio £yetl uétpia enidpacn GTNV IKOVOTNTO 001 YNOTG KOL XEPIGLOD UNYOVIUAT®V.

Koabmg éxovv avapepbel {dAn kot dtatapayég tng dpaong o€ Khvikég dokiuég e sildenafil, ot
acOeveic Oa Tpémel va yvopilovv v avtidpacn Tov opyavicpol Tovg 6to Revatio, Tptv 0dnyncouvv ,
YPNOLLOTO|COVY LMY OVT|LLOLTOL.

4.8 AvemOopnteg evépyereg

Hepiinyn Tov Tpoeil aceaieiog

>t Pootkn, eEAeyYOUEVN LE EIKOVIKO ApUOKO LEAETN e TO Revatio yio TV TVELLOVIKT apTNPLOKT
véptaot, cuvolkd 207 acbeveic TuyaomoOnkay kot vroPARONKay oe Oepaneio pe Revatio
Aappdavovtag 66celg Tov 20 mg, 40 mg, 1} 80 mg TID kot 70 acBeveic Tuoyaromomdnkav og 1KOVIKO
eappako. H didpketa tng Oepamneiog nrov 12 efoopddes. H ouvolkn cuyvotnta dokomng g
Oepomeiog og acbeveic vrd Oepancio pe sildenafil oe docelg Twv 20 mg, 40 mg kair 80 mg TID Atov
2,9 %, 3,0 % ko 8,5 %, avtictoryo, cuykpitikd pe 2,9 % oe acbeveic vo ekovikd eappoko. ATo ta
277 dtopo mov EdaPov Bepameio ot Packn pekét, To 259 eionydnoav oe pakpoypoOvia HEAETN
mopatacnc. Xopnynnkav 66ceig émg 80 mg Tpelg popég v NuEPQ (4 POPES TNV GLVIGTMUEVT dOGN
Tov 20 mg TpeIC POPEC TV NUEPQ), Kot uetd omd 3 €T, t0 87 % twv 183 vro Oepaneio ot peré
acBevov ehappavav Revatio 80 mg TID.

e pia eleyyOueEVT], LE EIKOVIKO PApUOKO, LEAETN Ue To Revatio og¢ cupminpopa ot Bepomeio pe
evooPAEPLa epoprostenol, yio TVELHOVIKT apTnploK VIEPTACT, GVVOAIKA 134 acBeveic vtoPAnOnKay
oe Oepamneia pe Revatio (og pia koBopiopévn tithomoinon mov Eexvovoe and ta 20 mg £wg ta 40 mg
Kot 6T cuvexeln ota 80 mg, TPEIG POPES TNV NUEPA OVAAOYQ LE TNV avoyn TOL acevog) Kat
epoprostenol, evd 131 acBeveig vrofAndnkoay oe Bepancio pe epoprostenol kot sikovikd eappako. H
dudpketa g Bepaneiog rav 16 fdouddes. H cuvolikn cuyvotnta dtokomng tng Bepameiog, Adym
avemdountov evepyeldv, otoug acbeveic mov Adupavay sildenafil/epoprostenol, fitav 5,2 %,
ovykpitikd pe 10,7 % otovg acbeveic mov Adpfavav ewovikd gdppako/epoprostenol. Ot wo
TpoOcPaTo avapepdeices avemBounTeg eVEPYELES, TOV TAPOTNPNONKAY O GLYVA GTNV OUAdO TOV
acOevav mov AduPavav sildenafil/epoprostenol, ntav vaepaipio Tov 0BV, dpacn Baumn, pvikn
GLULEOPNON, VOKTEPIVOL 1OPDTEC, 06QLOAYin Kot EnpooTtopio. Ot yvooTéc avemBounteg evépyeleg,
KeaAadyia, EEoym, TOVOG 6T GKPa Kol 010N Lo Tapatnpnnkay o€ VYNAOTEPT GLYVOTITA GTOVG
acBeveic mov AdpPavay sildenafil/epoprostenol cuykprtikd pe Tovg acbeveig mov Adpfovay ekovikd
@appako/epoprostenol. Ao T GATOUE TOV OAOKANPMGAV TNV apytkn LeAETT, Ta 242 glonyOncav oe
LOKPOYPOVIa LEAETN TTopatacnc. Xopnynonkay 66celg uéypt 80 mg TID ko petd omd 3 £, to 68 %
v 133 vrd Bepancia otn peAétn acbevav erdpupavav Revatio 80 mg TID.
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g 000 EAEYYOUEVEG LE EIKOVIKO PAPLOKO PLEAETES Ol AVETIOVUNTEG EVEPYEIEG TTOVL AVAPEPON KOV TTOV
nmag og pétprog Paputntag. Ot o cuyva avapepOIEVES aVETIOOUNTEG EVEPYELEG, Ol OTTOLEG
eupaviotnkoyv pe 1o Revatio (cuyvomra peyardtepn 1 ion pe 10 %) cuykpitikd e T EKOVIKO
Qapuako, nTav kepoialyio, £Eayn, dvomeyia, ddppoLe. KoL TOVOC 6T GKPA.

Avopopd ovemOOUNTOV EVEPYELDV GE TTIVOK,

Ot avemBOunTeg EvéPYELEG, TOL EPPAVIGTIKOY GE T0000TO >1 % TtV acbevav o Oepameia e Revatio
Kot Ty o ouyvég (dapopd > 1 %) pe to Revatio ot Pacikn perétn 1 6To cuVOLAGUEVE GTOLYELN
tov Revatio and Tig 600 eleyyOEVES [LE EIKOVIKO PAPLOKO LEAETEG TVELHOVIKIG OPTIPLOKNG
véptaong o€ docel 20, 40 1 80 mg TID, mapotifevion 6Tov TopakdTo Tivaka opadoToOUEVES avd
Katnyopia Kot cuyvotnta (ToAd cuyveés (= 1/10), ouyvég (= 1/100 émg < 1/10), oyt cuyvés (= 1/1000
¢w¢ < 1/100) kot pun yvootig cuyvotntog (1 cvyvdtnra dev umopei va pocdiopichel omd to
dwbéotipa otoryein)). Xe Kabe opdda cuyvOTNTAG, Ol AVeETIBOUNTEG EVEPYELES TaPATIOEVTOL KOTA GEPA

peovpevng cofapdtnrag.

AvoQopég amo TV gumelpio LETA TNV KLKAOQOPIia 6TV ayopd CLUTEPIALUPAVOVTOL LE TALY IO

YPALLOTA.

Kotnyopio opyavikod cueTHROTOS CORQOVA 1E
™ Paon oedopévov MedDRA (éxdoon 14.0)

AvemO@ountn evépyero,

AoAEELS KOL TAPUCITACELS
Yuyvéc

Al0Tapay£S TOL ULOTOITIKOD KO TOV AEUOIKOD
GUGTI|LATOG

Yuyvéc

Awrapoyéc Tov petafoiropot ko g Opéyne
2uyvE

Poypatpikéc Alotapayéc

Yuyvéc

AwTapay£s TOL VEVPIKOY GVGTIOTOS

[ToAd cuyvéc

Yuyvéc

O@Baipxég drwatapayés
Yuyvéc

Oy ovyvég

Mn yvootég

Awtopayéc Tov MTOG Kol Tov Aafupivlov
2uyvE

Mn yvootég

Ayyerokég droTapayés

[ToAd cuyvéc

Mn yvootég

AWTapay£S TOL UVATVEVGTIKOD GUGTI|LATOG, TOV
0dpoka Kol Tov pecodmpakiov

2uyvE

KutTOpitda, ypinn, Ppoyyitida, KoATiTION, pLvitida,
YOOTPEVTEPITION

avorpio
KOTOKPATNO™ VYPAOV
abdmvia, avnoovyio

KeQaAaAyiol
nuikpavia, TpoduHog, topactncia, aicOnon kadcov,
vrocOnoio

alpoppayic Tov auEPANGTPOEIB0VE, OTTIKT
dvciettovpyia, Baunn opacn, potoopia,
YPOUaTOYia, Kuavoyia, epediopudg Tov oeHaALoD,
vepatption Tov oHaAoD

HelmUEVN omtikn o&vTNTa, SImAMTia, U
(QVO10AOYIKO aicOnuo otov oeOaANS

Mpn optnprridikn mpocOia 1oyaiuikn oKy
vevporaleio, (NAION)*, Anoppaln twv
oupipinotpocidikav ayyeiov¥, EAleyua ontixod
neoiov™®

thyyog
IQYVIOL0, ATWAELD. OKONG

egaym
vroTaon

eniotadn, Prixac, pwvukh cuppdpnon
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Kotnyopio opyavikod cvoTipratog cOp@ove pe  Avem@opntn evépysio,
™ Baon oedopévov MedDRA (éxdoon 14.0)

AWTapay£S TOL YOSTPEVTEPIKOD GUGTI|LATOG

[ToAd cuyvéc didppota, dvomeyia

Yuyvég YOO TPITION YUGTPOOIGOPOYIKT TOAVOpOUN O,
alpoppoideg, didtaon Kotkiag, Enpootopio

Awtopayfs TOV OEPUATOS KOl TOV VTOSOPLOV

16700
Yuyvég oAomekia, EpOONU, VOKTEPIVOL 10pMTEG
Mn yvootég e&ovlnua

AWTopayES TOV HPVOGKELETIKOD GUGTIOTOS KUL
TOV GUVOETIKOV 16TOV

[ToAvd cuyvéc TOVOG GTo. AKpOL
Suyvég poodyio, ocQLAAYia
AWTOPOYES TOV VEQPAV KAl TOV 0VPOPOP@V

00V

Oy ovyvég opaTovpio

AWTopayES TOV AVETUPAYOYLIKOD GUGTINOTOS
K01 TOV LO.6TOV

Oyt ovyvés opoppayio TEOVS, ALATOCTEPLLIO, YOVOIKOLOGTIOL
Mn yvootég TPIOTIOUOG, aTOON avnuUEVH

Ievikég draTapayés Kol KOTOOTAGELS TNG 0000

xopiymong

Suyvég mopeéia

*AVTéG o1 avemBounteg evépyelec/avtidpacelg Exouvv avapepbel oe acbeveic mov Adupavay sildenafil
v ™ Bgpoameio TG AVOPIKNG GTUTIKNG SVGAEITOVPYING.

Hondratpicodg mAnBuopog

e wa perétn tov Revatio eheyyopevn pe ewcovikd eapuaxo o aceveic 1 €og 17 etdv pe
TVELUOVIKT apTNPLoK” ViTéptacn, 174 acleveic cuvolikd vtoPANONKay g DEPUTEVTIKA GYNILOTA LLE
Revatio, eite youning (10 mg oe acbeveic > 20 kg, kavévag acbevic < 20 kg dev élafe v yoaunin
doon), ueoaiag (10 mg oe acbeveic > 8-20 kg, 20 mg o€ acbeveic > 20-45 kg, 40 mg ce

acBeveig > 45 kg) 1 vynAng 86ong (20 mg oe acbeveis > 8-20 kg, 40 mg oe acBeveic > 20-45 kg,

80 mg o¢ acbBeveic > 45 kg) kot 60 vrofAnOnKav oe Bepaneia e EIKOVIKO PAPHOKO.

To wpoik TV avemBOUNTOV EvePYELDY TOV TOPOTNPNHONKE GE VTN TNV TOSIUTPIKT LEAETN NTOV
YeVIKA cupuPatod e avtd Tov evniikav (BA. Tivaka mopordvm). Ot o cuyvig avemBounteg vEPYELES
mov wapovstdoTnkay (pe ocvyvomta > 1 %) og acbeveig mov Elafav Revatio (cuvdvacpéveg 36GELS)
Kot pe ovyvotnta > 1% og cuykpion pe Toug acbeveig mov Elafav eikovikd eappoko NTav Tupesia,
Aolpwén Tov avdTePoL avamvevoTikov cvotnuatog (11,5% ékacto), épetog (10,9%), otoomn avénuévn
(cvumepIAUPOVOUEVOV TMV QVTOLOTOV GTUCEMY TEOVS 6 Appeveg aobevelg) (9,0%), vavtia,
Bpoyyitda (4,6% £xacto), eapuyyitda (4,0%), pwvoppoia (3,4%), kot mvevpovia, pwitda (2,9%
£K00TO).

Am6 tovg 234 toudratpkovg acheveic mov Elafav Bepaneio oto mAico TG fpayvypoviag,
EAEYYOUEVNC LE EIKOVIKO QAPLOKO UEAETNG, 01 220 acbeveic elonynoav otn pakpoypovia LeAET
eméxtaonc. Ot acbeveic mov AMapupavav evepyd Bepomeia pe sildenafil cuvéyicav va Aapupdvouv to ido
oynuo Bepameiog, eved ekeivol 6TV OPAdN EUKOVIKOD QOPLAKOL TNG PPoyvuypoviag LEAETNG
emavakoTaveunonkay toyotoromuéva o Oepameia pe sildenafil.

O1 o ovyvég avemBOUNTEG EVEPYELEG TTOL AVAPEPON KAV KATA TN SLdpKeLn TG Ppoayvypovias Kot Tng
LLOKPOYPOVING LEAETNG NTOV YEVIKG TOPOLOLEG LE EKEIVEG TTOV TTapaTPNONKAY Katd TN Bpoyvypdvia
perétn. Ot avemBounteg evépyeleg mov avapépnkay oe 1060oto >10% twv 229 acbevav mov Elafav
Oepaneio pe sildenafil (cuvovacpévn docoroyikn opdda, coumeptiapfavovtag 9 acbeveic mov dev
OLVENIOAV OTN HOKPOYPOVID. LEAETN) NTay AOTH®EN TOL avAdTEPOL ovamveLoTikKoD (31%), keparaiyia
(26%), €petog (22%), Bpoyyitida (20%), papvuyyitida (18%), mupetia (17%), dSiappora (15%), ko
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vpinn, eniotaén (12% éxaotn). Ot TepIocdTEPES MO AVTEG TIG AvEMIBOUNTEG eVEPYELEG DepnOnKay
NG G LETPLOG GOPapOTNTOC.

YoPapég avemBdunteg evépyeteg avapépnkayv o 94 (41%) amd Tovg 229 acbeveic mov Aaupavoy
sildenafil. Ao tovg 94 acbeveic Tov avépepay o coPapn avemBount evépyeia, 14/55 (25,5%)
acOeveic NTav oV opdda YaunAng doong, 35/74 (47,3%) otnv oudda pecaiog 66ong, kot 45/100
(45%) otV opdda vymAng d6omg. Ot o cuyvég coPapés avemBOUNTEG EVEPYELES TOV EUQAVICTNKOY
pe ocuyvotnta > 1 % oe acbeveig mov AdpPavay sildenafil (cuvdvacuéveg d6GEIC) NTay TVELHOVIX
(7,4%), Kopd10KT AVETAPKELD, TVEVHOVIKN LEEPTACT (5,2% €kaoTn), AOIU®EN TOV VMOTEPOL
avamveLoTIKOD cuoTnuatog (3,1%), averndpkelo de&lic kKothiog, yaotpeviepitida (2,6% éxaotn),
ovykon, Bpoyyitida, fpoyyomvevpuovia, TVELUOVIKT apTnplokn vaéptaon (2,2% £kaotn), TOvog 610
otBog, tepndova (1,7% ékaotn), Kot KopOloyEVES GOK, YAGTPEVTEPITION 10YEVIS, ovporoiuwén (1,3%
ékaotn).

Ot ax6AovBeg coPapég avembBounteg evépyeteg Bewpnniay o1t elvan oyetilopeveg pe tn Oepameio:
EVTEPOKOAITION, OTOGHOL, VITEPELAIGONGia, cLPTYLOC, VTOin, KOPMOOT VELPOUIGON TP KOl KOIAMOKY)|
appubuia.

Avagopd TBovoroyoLUEVEOV oVETBOUNTOV EVEPYELDY

H avagopd mibavoroyoduevmv avemdOuntov evepyelmy PETH amd TN yopnynon adelog kukAopopiag
TOV POPUAKELTIKOD TPOIOVTOG etvarn onpavtiky. Emitpénet tn cuveyn mapoakoiovdnon g oyéong
0PEAOVG-KIVODVOL TOV PAPUOKEVLTIKOD TPOIOVTOC. ZNTEiTal 0O TOVG EXAYYEALATIEG VYELOG VO
aVOPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETLOVUNTEG EVEPYEIEG LECH TOL EBVIKOD GLGTNLOTOG
avapopdg mov avaypdeetor oto [Hopdpmmua V.

4.9 Ynaegpoocoroyia

e peréteg epanal 60cemv £mg 800 mg oe e0eAovTEG, 01 AVETIOVUNTEG EVEPYEIEG MTAY TAPOUOIEG LLE
OVTEG TOV TOPATNPHONKOY PLE YopNyNoN YOUNAOTEPOV dOGEMY, OAAG Ol GLYVOTNTEG ELPAVIOTC KOL 1)
Bapvmra toug frav avénuévec. H cuyvotnta tov averBountov evepysidv (kepoialyio, £Eaym,
LaAn, duomeyia, Kol pviky GUUPOPNON, dTOPUYEG TG OpaoTg) ovénonke Petd and epAmas dOGELS
tov 200 mg.

Y& TEPITTAOOELS VITEPOOGOAOYING, TPETEL VAL EQOPLOLOVTOL TO, ATALTOVUEVO GLVT O VTOGTNPIKTIKG
pétpa. O texvnToOg VEPPOG OV OVOUEVETOL VAL ETLTAYVVEL TNV KAOAPGOT) TOV GAPUAKOL, YioTi TO
sildenafil decpeveTan og VYNAS TOGOGTO OTO TIC TPOTEIVES TOL TAACUATOG KOl OV OTOPAAAETAL LUE TA
obpa.

5. OAPMAKOAOI'IKEX IAIOTHTEX
51 ®@appokodvvVopIKEG OLOTITES

Ddappaxobepamevtikng kornyopio: Ovporoyikd, Dappoka Tov ypnotuomoobvTol Yia T Oepameio g
duoiertovpyiog otoong, kwdikog ATC: GO4BEO3

Mnyovicuog dpdong

To sildenafil amoteiel Evav 10xVPO Kot EKAEKTIKO AVAGTOAEN TNG EWOIKNG Y1t TNV KUKAIKN
LOVOP®oPopikn Yovavocivi (cGMP)- pwocpodiectepdon tomov 5 (PDES), to évlupo mov givan
vevuvo yio v amokodounon g cGMP. Extdc amd v mapoveio Tov evivpov ota
gvooonpayy®don Totydpata tov téovg, 1 PDES givar eniong mapodoa kot 6To TVELUOVIKO ayyELOKO
ovotnua. Eropévac, 1o sildenafil av&avel tn cGMP evtog tov KuTtdpmv Tov Agiov Lo TV oyyeimv e
amotéleoua T yoAaor. Xe acOeveic Le TVEVUOVIKT 0PTNPLOKT VIEPTOCT), AVTO UTOPEL VO 00N YNOEL GE
OYYEIOOI0GTOAT TNG TVEVUOVIKNG OYYEWNKTC KOITNG Kall, GE LWKPOTEPO PabO, 0yYELOSIGTOAN OTN|
GULOTNLLOTIKT KUKAOQOPIa.
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Dapuokodvvapkég emdpdoets

Meléteg in vitro €govv dei&el 6ti to sildenafil dpa exhektikd wg mpog v PDES. H enidpacmn tov otnv
PDES givar meptocdtepo 1o vp1| GUYKPLTIKG e AAAES YVOOTEG @opodieatepdoss. [Tapovaialet 10
QOPEC LEYOADTEPT EKAEKTIKOTNTA G TTpog TV PDE6, TOL Guppetéyel oty 000 TS @OTOUETATPOTNG
otov appipAnotpoedn. Emiong mapovcialel 80 popég peyoldtepn eKAEKTIKOTNTO GE GYEOCT| LIE TNV
PDEI kot wéve and 700 popég peyardtepn ekiexticotnto og oxéon pe 1ig PDE 2,3, 4,7, 8,9, 10 kot
11. EWdwotepa, to sildenafil &yl mévo amd 4.000 popég ueyorvtepn exhextikotnta yio v PDES cg
oyxéon pe v PDE3, tv cAMP-g£g1dtkevpévn 16oHopen TG OGPOSIEGTEPACTIC TOV GUUUETEYEL OTOV
€LeyY0 NG KOPOLOKNG CUOTACNG.

To sildenafil Tpoxodel pikpéc Kot TOPOOIKEG LELDGELC TG CVOTNUATIKNG OPTNPLOKNG TEGNC, 01 0TolES,
OTNV TAELOVOTITA TOV TEPUTTOCEDV, OEV TPOKAAOVV KAVIKEG EKONADCEL;. META amd ypdvia xopnynon
80 mg tpelg popic TNV NUéEPa 6€ aGOEVEIS e GLOTNUATIKY LITEPTOOT), 1| LEGT METAPOATN o TNV
EvapEn 6TV GLGTOAIKY KOl SLGTOALKT pTNPLOKN Tieon NTov pia peimon katd 9,4 mmHg kot

9,1 mmHg avtictoiywg. Metd amd ypovia yoprynon 80 mg tpelg popég TNV Nuépa o€ 0obeveig pe
TVELLOVIKY] OPTNPLOKT VTEPTUGCT), TAPOTNPNONKAY KPOTEPES EMOPACEIS TN LEIMOT] TNG APTNPLOKTG
nieong (ueiwon TG0 6T GLGTOAKN OGO Kol 6TV J106TOMKT Tieon Katd 2 mmHg). £t cuvieT®ueVN
docoloyia tv 20 mg TPEIG POPES TNV NUEPD, OEV TAPUTNPNONKAY LEIDCELG 0TI GLGTOAIKN 1] TN
OloTOMKY| Ttieo).

Epdana& doceig sildenafil amd tov otopatoc péypt 100 mg og vyieic eBerovtég, dev Tpokdiecay
KAk onpoavtikéc emdpdoeic oto HKI. Metd amod ypovia yopriynon 80 mg tpelg popég TNy nuépa
o€ 000gVELg LIe TVELLOVIKT] PTNPLOKT VITEPTOOT], OEV aVAQEPOM KOV KAVIKG ONUOVTIKEG ETTTOCEL
oto HKT'.

g pio HEAETN TOV QULOSVVOUIK®V EMOpAcemv piag epdmal and Tov oTopaTog 06ons 100 mg
sildenafil og 14 acBeveic pe coPapn otepaviaio véso (CAD) (> 70 % otévmon TovAdyiotov piog
oTEQOVIOING apTNPIG), 1| LECT GLGTOAIKT KOl SIGTOALKT APTNPLOKTY TIECT GE KATAGTOOT NPEUING
petmonke katd 7 % kot 6 %, avtiotorya, cuykprtikd pe tig TéS Evapéng. H péon mvevpoviknm
OLOTOMKT apTNPLoKY TTieon petmdnie katd 9 %. To sildenafil dev mapovciace kopia enidpacrn oty
KopSLoKN ToPoyn, Kol OgV EMNPEACE SVGUEVMG TV PON TOL OUATOG SLUUECOD TOV CTEVOUEVOV
OTEPAVIAIWV OPTNPLOV.

"Hmieg kot mapodtkés Sopopic oTNV avTiAny ToV YpOUATOV (UTAE/TPAGIVO) oV VEDTNKAV GE
oplopévoug acbeveig ypnoiponoimvtag ) dokipacio Farnsworth-Munsell 100 hue test pio dpa petd
amo yopnynon piog d6omng 100 mg, evéd Kapd enidopact dev NTOV aViXVELSIUN 2 OPES PETE T
xopnynon g d6omg. O TOAVOAOYOVUEVOG UNYOVIGUOG VTG TNG OLOTAPAYNG OTNV OVTIANYN TV
ypoudtov oxetiCeton pe avaotodn g PDE6, 1 omoila eumAéketal oty akoiovdio aviidpdcemv
QMTOUETATPOTNG oToV auPPAnotposidn. To sildenafil dev emmpedalel v omtikn o&vTNTO, KOL TNV
evatoOnoio avtiBeong. e pio eEAeyyOpevn e EIKOVIKO QAPLOKO PEAETN HE kPO TANBuoud aclevov
ULE TEKUNPLOUEVT] TPOLUN EKPOALON NS OYPAES KNAdag wov oyetiletal pe v nikia (9 droua), To
sildenafil (epdnag d6om 100 mg) dev eueavice oNUAVTIKEC LETOPOAEC 0TI 0@OaApOLOYIKEC EEETAGELC
nov dtevepynOnkav (ontikn o&vtnta, Amsler grid, S1dkpion TV YPOUATOV GE TPOGOUOIMOT TOV
ONUOTOd0TMV 0d1KNG KukAopopiag, tepiueTpio Humphrey kot gmtootpic).

KMviki) omoTeA£oLOTIKOTNTO KOl 0GQAAELO,

Anoteleouatinotyto. oe evijlixes 000eveic ue mvevpoviki aptnpioxn vasptacy (IIAY)

Mo, ToY OO UEVT], SITAG TVEAY, EAEYXOUEVT] LUE EIKOVIKO QAPLOKO HeAETN dieEnyOn oe

278 acbeveig pe mpwtonadn Tvevpovikn véptaon, IIAY cvoyetilopevn pe voGo Tov GUVOETIKOD
1610V kot [TAY petd amd yeypovpyikn endiopbwon cuyyevav Kapdtakmv Prafav. Ot acbeveic
TUYOOTOMONKOAY GE O EK TV TEGGAPMVY DEPATEVTIKOV OUAS®V: EIKOVIKO Qapoko, sildenafil

20 mg, sildenafil 40 mg 7 sildenafil 80 mg, tpeig popéc nuepnocing. Amo toug 278 acBeveic mov
Tuyaonombnkav, 277 acBeveig EraPav tovidyiotov 1 6661 Tov PappdKov T HeAénc. O minbvouodg
g peAétng NTav 68 (25 %) avdpeg ko 209 (75 %) yovaikeg pe péon niixia 49 etov (edpog: 18 —
81 etodv) kot dokipacio fadicpuatog 6 Aemtdv oe andctoon and 100 £oc kot 450 pétpa (LEGOC OPOg
344 pétpa) katd v Evapén. Xtovg 175 acbeveig (63 %) mov cuumeptAn@dnkay elye dayvootel
TPOTOTOONC TVELUOVIKT VITEEPTaON, o€ 84 (30 %) ciye d10yVMOTEL TVEVUOVIKT OPTNPLOKT VTEPTUCT
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oyxeTi{OpeVN He VOGO TOL cLVOETIKOD 16T0V Kot o€ 18 (7 %) acbeveig glye dayvwotel mvevpovikn
OPTNPLOKT VTEPTOCT) OYETILOUEVT] LLE XEIPOVPYIKT EMOIOPOMOT GLYYEVAV KOPIK®OV PAAPdV.
Souemva pe v tagvounon tov [aykocuov Opyavicuod Yyeiog, ol tepiocdtepot acheveic
Bpiokovtav otn Aettovpyikn katnyopia 11 (107/277, 39 %) 1 11 (160/277, 58 %), pe puéomn Tiun Katd
v évapén ot dokipacio fadicpatog 6 Aemtdv 378 kot 326 pétpa, avtiotoryd, Ve Aydtepol
acbBeveic Bpiokovtav oty katnyopia I (1/277, 0,4 %) q IV (9/277, 3 %) xatd v évapén. Ztnv
uehétn dev cvppeteiyov acbeveic pe Khdoua EdOnong aprotepng kotkiag < 45 % N Khacuo
Bpdyyvvong apiotepnc kothiag < 0,2.

To sildenafil (1] T0 ewovikd EAppHAKO) TPOGTEONKE TNV KAOOPIGUEVT OO TO TPOTOKOAAO
GLYYOPTYOVUEVT QUPLOKEVTIKN ayyr] Tov o eAdufovay ot acbeveic, n omoia pmopovce va,
TEPLOUPAVEL GUVIVAGUO OVTITNKTIKOD, O1Y0EIVIG, OVOCTOAE®Y TV SVA®Y AGPECTION, S10VPNTIKE 1)
o&vydvo. H ypnon apocstakukAivig, avorloywmy TposTUKVKAIVIG KoL AVIOY®OVICT®Y TOV DTOS0XEMY TNG
evooOnAivng dev emttpenodTay ¢ cLUTANPp®UTIKY Oepameio, 00TE Kot 1| AYN CLUTANPOUATOV
apywivng. AcBeveic oTovg omoiovg TponyovuEvag amétuye 1 Oepaneia pe fooevtdvn amoxieicOnkay
oo TN UEAETN.

To xbp1o TeEMKd onpeio anotedespoTKOTTAG NTAY N LETAPOAT o8 oYéon pe v Evapén katd tnv 121
efdopdoa otn dokpacio fadicpatog 6 Aertdv (6MWD). Mia otatiotikd onpavtiky avénon oty
6MWD mapotnpnonke kai otig 3 docoroyikéc opadec tov sildenafil, cuykprtikd pe Tv oudda Tov
EIKOVIKOD Quppakov. Ot d1opbmuEVES Mg TPOG TO EIKOVIKO Pdpuako avéncelc otny 6MWD ftav

45 pétpa (p < 0,0001), 46 pétpa (p < 0,0001) ko 50 pérpa (p < 0,0001) yia o sildenafil 20 mg,

40 mg kot 80 mg TID, avtiotoiyme. Agv mopatnpndnke onUOvVTIKY S10pOpAE 6TO ATOTEAEGLO LETAED
TOV dpopwv docemv tov sildenafil. ' acbeveic pe 6EMWD < 325 m katd v Evapén g HEAETNG,
napatnpnOnke PeATiopéVn amoTeE ecUATIKOTNTA PE VYNAOTEPEG 0O0ELS (PBelTidoelg dopBopéves g
TPOG TO EKOVIKO (ApLOKO Katd 58 pétpa, 65 pétpa kot 87 pérpa, yia doceig 20 mg, 40 mg kot 80 mg
TID, avtiotoiymg).

Hopatnpnnke pio oToTIOTIKA oMUavTIK) avénon otny 6MWD oty docoroyikn opdda tov 20 mg,
otav avolvdnke kotd ™ Asttovpyikn katnyopia tov [oaykdouiov Opyavicpod Yyeioc. o v
katnyopia II ko v karnyopio I, TapatnpiOnkay ot dtopfwuéveg mg TPOG TO EIKOVIKO PAPUAKO
avénoetg tov 49 pétpov (p = 0,0007) ko 45 pétpav (p = 0,0031), avtictorya.

H Bektioon otnv 6MWD 1oy gpeovig petd ond 4 efdoudoeg Oepameiog Kot T0 amoTéEAEGLO AVTO
dronpnOnke katd tnv 8" kat 12" gfdopdda. Ta aroteléopata nTav yevikd otabepd oTig
VIOKATIYOpieg aoBevVdY cOUP®VA Pe TNV orTiodoyia (TpoTomabng kot oyeTlOIEVT LE VOGO
ovvoeTIKoD 16700 TTAY), TV Aettovpyikn katnyopia katd [TIOY, to @OAo, T @UAN, TV TTEPLOYT, TN
puéon PAP ko PVRIL

Ot acbeveic OAV TV docoloyik®mv ouddwv sildenafil TETvyov GTOTIGTIKG ONUOVTIKY UEI®OT TNG
HEONG TVEVLLOVIKNG apTNploknig wieong (mPAP) kot mvevpoviknig ayyslokng avtiotaong (PVR) oe
oVLYKPLON LE EKEIVOVG, OV EAAUPavay E1KOVIKO Pappako. Ot dStoplmpéves MG TPOG TO EIKOVIKO
Qapuako emdpdoel; g Oepaneiag otnv péon mvevpovikn aptnplokn tieon (mPAP) ftav - 2,7 mmHg
(p=0,04), -3,0 mmHg (p = 0,01) ka1 -5,1 mmHg (p < 0,0001) ywo 7o sildenafil 20 mg, 40 mg kot

80 mg TID avtiotoiywg. Ot dtophmpéveg ¢ TPog To EIKOVIKO GAPLOKO EMOPAcEIS TG Oepaneiag otnv
nvevpoviky ayyeslokr avtiotaon (PVR) frav -178 dyne.sec/cm’ (p=0,0051), -195 dyne.sec/cm’
(p=0,0017) ka1 -320 dyne.sec/cm’® (p<0,0001) yia to sildenafil 20 mg, 40 mg ko1 80 mg TID,
avtiotoiywc. H mocootiaio peimon otig 12 fdouddes yia tig 66ce1g 20 mg, 40 mg kot 80 mg
sildenafil TID otnv PVR (11,2 %, 12,9 %, 23,3 %) tav avaioyikd peyaAhTep 0md TNV Pei®On ot
ovotnpatiky ayyswky avtiotoon (SVR) (7,2 %, 5,9 %, 14,4 %). Aev givar yvoot 1 €nidpacn Tov
sildenafil otn Ovnowoma.

‘Eva peyaddtepo 10c00t6 000evav, og kKabe pio amd Tic docoroyikég opddeg sildenafil (oniaon 28 %,
36 % kot 42 % Tov atopmv Tov EhaPav docelg sildenafil tov 20 mg, 40 mg kot 80 mg TID,
avtiotoiywc) £deiéav Peltimon katd TovAdyiotov pio Aettovpyikn katnyopia katd [TOY oty
efdopdda 12 cuykprrikd pe 1o gikovikd eappako (7 %). Ot avtiototyeg avaroyieg mbavotitwv fTav
2,92 (p=0,0087), 4,32 (p=0,0004) ko 5,75 (p<0,0001).

15



Moaxpoypovio dedouéva emifiicwonc oe un npobepamevusvo (naive) minBvouo

Acbeveig mov elonyOnoav ot Pacikn peAétn NTov KOTAAANAOL Y10 va evtayBolv o pia poakpoypdvio
LLEAETN EMEKTAONG AVOIKTNG ONHovens. Zta 3 £t 1o 87 % twv acbevav edapfovav d6on tov 80 mg
TID. XvvoAwkd 207 acBeveic vroPAnoniav oe Bepaneio pe Revatio otny kdpto perétn, Ko
pokpoypovia katdotoon emPimong toug atoloynonke yia tovddyiotov 3 €. Xe avtd Tov TANBVGUO,
ot ektiunoelg emPinong Kaplan-Meier tov 1, 2 kot 3 etov ntav 96 %, 91 % kot 82 %, avtictoyo. Ta
10600710 emiPinong tav aclevav pe Aettovpykn katnyopia II katd tov [aykoouo Opyavioud
Yyelag katd v évapén g Oepameiog ta € 1, 2 kot 3 rav 99 %, 91 %, kot 84 %, avtictoyya, Kot
v acBeveic pe Aettovpykn karnyopio I katd tov [Maykdouio Opyavioud Yyeiog katd tv évoapén
g Oepamneiog frav 94 %, 90 %, kar 81 %, avtictouya.

Amoteleouatikotnta oc evilikec aobeveic ue HHAY (Otov ypnouoroigital o€ ovvovaouo ue
epoprostenol

Mia Toyotomompévn, SUTAA-TVEAT, ELEYXOUEVN LE EIKOVIKO PapHoKo pLeAETn deEnyon oe

267 acbeveig pue [TAY, ot onoiot ntav otabepomompévol og Bepameio pe evooeAiéPia epoprostenol.
Ytovg aoBeveig pe ITAY ovumeprapupdvovav exeivol pe tpotonadn Tvevpovikn viéptaon [TAY
(212/267, 79 %) kot [TAY oyetilduevn pe voco cuvdetikon 10100 (55/267, 21 %). Zopewva, pue v
tagwounon tov [aykocuov Opyaviopov Yyeiog, ol mtepiocodtepot acbeveig Bpiokoviay otnv
Aertovpykn karnyopio 11 (68/267, 26 %) 1 111 (175/267, 66 %). Aryotepot acbeveig fpickoviav otnv
katnyopia I (3/267, 1 %) IV (16/267, 6 %) katd v Evapén. ['a karnotovg acbeveig (5/267, 2 %), M
Agrrovpywn Katnyopio copemva pe tov Haykocuo Opyavicud Yyeiog nrav dyvootr. Ot acOeveig
TUYAOTOMONKAV 6TO gKoVIKO eappako 1 To sildenafil (og kabBopiopévn tithonoinom mov Eekivovoe
amo 1o, 20 mg ¢ ta 40 mg kot ot cvvéyela ota 80 mg, TPEIC POPES TV NUEPA. AVALOYD UE TV
avoyn Tov acBevoic), KaTd TN (PO TOVG 6€ GUVOLACUO LE EVOOPAEPLa epoprostenol.

To kbp1o TeEMK onpeio amoteAespoTIKOTNTAG NTOV N LETAPOAN o8 oYéon pe v Evapén katd tny 16"
efdoudda o dokiuacio Padicpotog 6 Aentmv. YmpEe £va GTATIOTIKA CTILOVTIKO OQELOG TOVL
sildenafil cuykpitikd pe To gKoVIKO PapuoKo og dokiacia fadicpatog 6 Aertdv. Mio péon,
dropbmpévn avénon, g TPog T EIKOVIKO PAPHOKO o8 amdoTacot Padiocpatog 26 HETpov
moponpnOnke vép tov sildenafil (95 % CI: 10,8, 41,2) (p = 0,0009). I'o acOeveic pe andotacn
Badiopatog kKatd v Evapén > 325 pétpa, to amotélecpa g Oepaneiog tav 38,4 pétpa vaép Tov
sildenafil, evd yia acBeveig pe amdotaor Padicpatog katd tny évapén < 325 pétpa, To OToTELEGA
¢ Bepoameiog NTov 2,3 p€tpa VIEP ToL EIKOVIKOD Qoppakov. ['a acleveic pe Tpotoradn ITAY, 10
amotéleoua g Oepameiog frav 31,1 pétpa og ovykpion e 7,7 uétpo yio acbeveic pe ITAY
oyxeTilopevn pe voco ouvoeTikoy 16To0. H dtopopd ota amoteAécata oVAIESO OTIC TUYAOTOUUEVES
VTTOOUAAEC UTTOPEL VO £YOVV TPOKVYEL GUUTTOUATIKA AOY® TOV TEPLOPIGUEVOD HEYEDOVS TOV
delyparoc.

AocBeveic mov AMapPavav sildenafil métvyav pio otatiotikd onpavtiky peioon ot péor [vevpoviky
Apmprakn [Tieon (MPAP) cuykpitikd pe exeivoug mov Aappovay gucovikd eapuoko. Mia péon
dropbmpévn, mg TPog To EIKOVIKO PApLaK0, ENidpact TG Oepaneiog Twv -3,9mmHg moapatnpnonie
vrép tov sildenafil (95 % CI: -5,7, -2,1) (p = 0,00003). 'Eva devtepedov KATAANKTIKO GNUEL0 TaV O
YPOVOG MG TNV KAMVIKT EMOEIV®GN, 0 0moio¢ kabopiotnke ¢ 0 ¥pOVOG Amd TV TVYULOTOINGT EMG TO
TPMDTO TEPIOTUTIKO KAVIKTG emdeivmong (Odvatog, petapocyguon Tvevpova, Evapén Oepameiog pe
Booevtdvn N Khvikn emdeivoon 1 oroia anattovoe Tpomonoinon g Bepaneiog pe epoprostenol). H
Oepaneia pe sildenafil emPpddvve onuavucd tov xpovo £mg tnv KAk emdeivoon g [TAY
CLYKPLTIKA pE TO gikovikd eappako (p = 0,0074). 23 acBeveig Biwoav meploTaTIKd KAIVIKNG
emdeivoong oy opdado vrd Bepameio pe eicovikd edpuaxo (17,6 %), cvykpitikd pe 8 acbeveic oty
opado vid Oepaneia pe sildenafil (6,0 %).

Moaxpoypévia Aedopéva EmBioong omn pehétn pe mpodndpyovca epoprostenol

Acbeveig mov elonyOnoav oty peAét coumAnpouotikng Oepomreiog pe epoprostenol fTov
KATAAANAOL Y1 Vo, evTay 000V GE Hio LoKPOYPOVIL, LEAETN EMEKTAONC OVOIKTNG CIUAVONG. XTa. 3 €1
10 68 % TV acBevav ehdpuPavav doon tov 80 mg TID. Zvvohkd 134 acBeveic vmopfAnbnkav ce
Oepaneio pe Revatio oty KOplo peAéTr, Kot 1 Lokpoypovia Katdotaon enPinong Tovg a&loAoyndnke
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Y TovAAyteTov 3 €T1). Xe avtd Tov mAnbvoud, ot extipunoelg Kaplan-Meier ya v emiBioon ota 1, 2
Kol 3 £t NTav 92 %, 81 % wot 74 %, avtictorya.

AmotelecpotikdtnTa kot ac@dAeio og eviakeg acbBeveic pe MAY (6tav ypnoylomoleitol 6
ovvdvaoud Le Booeviavn)

Mo ToyoomomuévT, SUTAG TOPAY, EAEYXOUEVT] LE EIKOVIKO QApLOKO LeAETN O1eényOn og 103 Khvikd
otabepovg acbeveig pe ITAY (WHO FC 11 kou III) mov Bpickovtav o Oepaneia pe fooevtdvn yia Eva
EMGYLOTO YPOVIKO SAGTNUA TPLOV UNVAOV. ZTovg acbeveig pe ITAY mephappdvovoav avtoi pe
npotoradn ITAY kat avtoi pe ITAY cvoyetildpuevn pe voco cuvdetikod 10tob. Ot acbeveig
TuyotoomOnKkay 6To gikovikd papuako 1 oto sildenafil (20 mg tpeig popéc v NuéPQ) ot
ouvdvacuod pe Pooevtavn (62,5-125 mg dvo eopég v nuépa). To kvplo tehkd onpeio
OTOTELECULATIKOTNTOG TV 1) LeTaPOAN| 6€ oyéom pe v évopén ot MWD katd v ERdopdda 12.
Ta anoteAéopoto VTodEKVHOLVY OTL OEV VITAPYEL CNUAVTIKY dl0POPA OT1 S1AEST) HETOPOAN GE GYéo
ue v évapén ot 6MWD mov mapatnpeital peta&d tov sildenafil (20 mg Tpeig opég v Nuépa) Kot
Tov gkovikov @apudiov (13,62 pérpa (95% CI: -3,89 pe 31,12) ko 14,08 pérpa (95% CI: -1,78 pe
29,95), avtictouya).

Awopéc ot 6MWD mapatnprnray petaéd tov acbevov pe tpotoradn ITAY kout avtov pe [TAY
oLOYETILONEVT] LE VOGO GUVOETIKOD 10T0V. [l Tovg acBeveic pe mpotomadn ITAY (67 acbeveic), ol
dudpeoec petafolréc o oyéomn pe v Evapén Nrav 26,39 pétpa (95% CI: 10,70 pe 42,08) ko 11,84
pétpa (95% CI: -8,83 pe 32,52) yio tig opadeg tov sildenafil kot Tov €1kovikoD Qoppakov, aviicToty.
Qo1660, Y10, Tovg acbeveic pe ITAY cvoyetilduevn e voco cuvdetikod 16100 (36 acbeveic) ot
dwdpeoes petaforég oe oyéon pe v Evapén Nrav -18,32 pétpa (95% CI: -65,66 pe 29,02) kon

17,50 pétpa (95% CI: -9,41 pe 44,41) v Tig opddeg Tov sildenafil kot Tov gucovikod eoppdakov,
ovTicTOLY L.

YVVOAIKA, Ol avemBOUNTES EVEPYELEC NTAV YEVIKG, TOPOUOLEG UETAED TMV dV0 opadmv Depameiog
(sildenafil pe Booevtdvn évavti foceviavng LOVO) Kal GUVETEIS LE TO YVOGTO TPOQik 0CQUAEING TOV

sildenafil 6tav yopnysiton wg povobepamneio (PA. mapaypdpovg 4.4 ko 4.5).

Hodratpikdc TAnfuvoude

Tlvevuoviky aptnpiokn vréptoon

Yvvolka 234 acBeveic nhikiag 1 éoc 17 etdv EAafov HEPOC GE L TUYOLOTOINIEVT], SUTAG TUQAT,
TOAVKEVTPIKT), EAEYYOUEVT UE EIKOVIKO PAPUOKO UEAETN TAPAAANA®Y OUAO®V KALLOUKOVUEVNC
docoroyiag. O acBeveic (38 % appeveg kot 62 % OnAea) eiyav Papog chpatog > 8 kg kot Enacyov
a6 mpTomadn mvevpovikn véptaon [33 %], 1| TveLpHOVIKY apTNPlaKT VIEPTACT EaTiog GVYYEVODS
Kkapdomadelag [S1apuyn TG CLGTNHOTIKAG-TPOC-TNV TVELLOVIKT KuKAopopia 37 %, xelpovpytkn
emdopbwon 30 %]. Ze avthy tn perétn, 63 amod tovg 234 acbeveig (27 %) Nrav < 7 1@V (YounAn
doon sildenafil =2, pecaia 66om = 17, vymAn d6on =28, sikovikd eappako =16) kot 171 amd Toug
234 (73 %) frav 7 etv N peyorvtepot (younAn 66on sildenafil = 40, pecaio 66om = 38, vynin dd6on
=49, swovikd eappaxo =44). Or nepiocdteporl acheveic aviray otnv Asttovpyikn Katnyopia I
ocoppova pe tov [Hoaykoouo Opyoavioud Yyeiog (75/234, 32 %) 1 11 (120/234, 51 %) katd v €vapén
g neAég. Aryotepor aobeveig avikav otnv Katnyopia 11 (35/234, 15 %) f IV (1/234, 0, 4 %). T'a
Myovg acbeveig (3/234, 1,3 %) n Asrtovpykn Katnyopia copewva pe tov [aykdouio Opyaviouod
Yyeiog tav ayvoot.

Ot acBeveig dev glyav AdPetl Eovd €181k Bepameia Yo TVELHOVIKTY 0PTNPLOKT VIEPTACT) KOL 1] YP1ION
TPOCTUKVKAIVIG 1 AVOAOY®V TPOSTOKVKAIVIG KOl OVTAY®VIGTMV LITodoyEwmv evoodniivng dev
EMTPATNKE GTN UEAETY], OVTE KO 1] YPT|OT CUUTANPOUATOV apYLVivNg, VITP®ON, AP OTOKAEICTEG Kot
woyvpoi avactoreig CYP450 3A4.

O mpTeL®V 6TOYOG TG MEAETNG NTav 1 a§OAdYNION TNG omoTEAEGUATIKOTNTAG XPpOVIag Oepameiag 16
efdopddwv pe amd Tov oTopTOC Yopnyovuevo sildenafil oe madiaTpucovc acbeveig otn Pertimon
KOvOTNTOG Yo AoKN o™ OT®G vt vohoyiletar amd v Kapdioavamvevotiki Aokipacio Koénwong
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(CPET) o¢ acBeveig mov ftav avortuélokd kavol va ekteAécovy 1o teot (n = 115). Ta devtepedovia
KOTOANKTIKO onueio, cuumepteAaupovay aiptoduvokn tapakorobnen, a&loAdynon courtoudtoy,
Agrrovpyikn Katnyopio copemva pe tov Iaykodcuo Opyavioud Yyeiog, uetaforés otny vIoKeipeyn
oy@yn Kot HETPNGELS TNG TTotoTNTOg (OGS,

Ot acbeveic TomobemOnKav o€ o amod Tig Tpelg oudoeg Oepameiag Tov sildenafil, pe oynuoto
Oepaneiog younAng (10 mg), pecaiog (10-40 mg) 1 vynAng (20-80 mg) d6omg Revatio, yopnyoduevn
TPELG POPEG NUEPNOIMG 1] GTNV OLLASO ELKOVIKOD POpAKOV. Ol GUYKEKPIUEVES OOGELG TTOL
xopnyovvtayv cg Kabe opddo e&optdvtav amod to Pdpog couatog (PA. mapdypapo 4.8). H avaloyia
ac0evav oV EAGUPAVEY VTTOGTNPIKTIKAE POPUAKEVTIKG TPOTOVTA. KOTA TNV Evapén TG LEAETNG
(avtimnkrTikd, dryo&ivn, anokielotég dtadAov acPeotiov, dtovpnTikd Kavn o&uydvo) oy Toparinoio
o1n cvvovacpévn opdda Bepamneiag pe sildenafil (47,7 %) kot otnv opdda Oepaneiog pe eucoviko
oappoxo (41,7 %).

To npwted®V KataAnKTKd onpeio frav 1 dSopdmuEV OG TPOG TO EKOVIKO PAPLOKO, TOGOCTIOHN
petoforn otn péyrot T Tov 6ykov Oz and v Evapén g pehéng Emg v efdopdda 16, n onoia
a&lohoynnke pe v Kapdroavanvevotikn Aokpacio Kortwong (CPET) otig cuvdvacuéveg opdoeg
docoroyiag (ITivakag 2). 106 and Tovg 234 (45 %) ftav cuvolikd ot acBeveig ol omoiot HTav
a&loloynopot og Tpog tnv Kapdioavarvevotikn Aokipacio Konwong (CPET), ot omoiot
AIOTEAOVVTAV OO TO TOLOLA TTOL TAV > 7 ETOV KOl TOL NTAV AVOTTLELOKA IKAVA VO EKTEAEGOVV TO
1e0T. [Moda< 7 etdv (cvvdvacpéveg opdoeg dosoroyiag sildenafil = 47, eikovikod papudiov = 16)
uropovoav va a&lohoynfodv povo yio to Sevtepebovto TEMKE onpeia TG perétng. Ot Tipég g Héong
UEYIGTNG TIUNG TOV 0ELYOVOD TTOV AVOADVOVTAY, KUTE TNV £vapEn TG LEAETNG NTOV GUYKPIGIUEG
peta&d tov opadwv Bepaneiog pe sildenafil (17,37 éwg 18,03 ml/kg/min), Kot EAAPPOS VYNAOTEPEC
v TNV opdda Bepameing Tov ewcovikov eappdakov (20,02 ml/kg/min). To amoteAéopata amd TNV
KOp1a ovAvon (GLVIVAGUEVEG OUAOES OOGOAOYIOG EVAVTL EIKOVIKOD QUPUAKOV) OEV TOV CTUTIGTIKY
onuavtikd (p = 0,056) (BA. IMivaxa 2). H extipudpevn dwagopd petaéy g pecaiag o6ong sildenafil
KOl TOV €1KOVIKOL gapudiov frav 11,33 % (95 % CI: 1,72 pe 20,94) (PA. ITivaka 2).

Hivaxkoeg 2: AvopOopévy og npog 10 Etkoviké @dppoxo % Metafoin) otn Méyietny Tip Oykov
02 (peak VO,) anté v Evapén g Mehétng ava Opdoa Evepyoig Ogpanciog

Opaoa Oepaneiog Extipuopevn owgopd 95 % dvdotTnpa
EUMOTOOVVIG

Xopunin o6on 3,81 -6,11, 13,73

(n=24)

Mecaia 000 11,33 1,72, 20,94

(n=26)

Yyni 66on 7,98 -1,64, 17,60

(n=27)

2 UVOVUGUEVES OADES 7,71 -0,19, 15,60

docolroyiag (n=77) (p=0,056)

n=29 10, THv OUGOA EIKOVIKOD QOPUGKOD
O1 extypnjoeis faototixoy oe ANCOVA avdivon ue mpooopuoyés yio. Tic oopuustofAnTtéS uéytotn tun
Oykov O: katd, TV Evapln e ueAéThS, outioloyio kai ouada fopovg

Beltiwoeig oyetilopeveg pe ™ docoroyia mapoatnpidnkay e tov 6gikTn TVELUOVIKIG AYYEIOKNC
avtiotaong (PVRI) kot v péon mvevpovikn aptnploxn tieon (mPAP). Kot o1 600 opddeg pecaiog
Kot VYNNG d0org sildenafil £deiEav pewdoeig otn PVRI katd 18 % (95 % CI: 2 % pe 32 %) ko 27 %
(95 % CI: 14 % pe 39 %), avticTtorya, GUYKPITIKO LE TO EIKOVIKO PAPLOKO, EVD 1 OLLASA YOUNANG
dooMG eV £0e1E€ ONUOVTIKEG OLAUPOPES ATd TNV OULAdN EIKOVIKOD Qapakov (dtapopd 2 %). Ot opddeg
pecaiog kot vynAng doong sildenafil £de1&av petaforég otnv mPAP amd v évapén g perétng oe
oyxéon Le 1o €IKoVIKO dppoko g Taéewg -3,5 mmHg (95 % CI: -8,9, 1,9) ka1 -7,3 mmHg (95 % CI: -
12,4, -2,1), avtictouyo evd 1 opdda YaUNANG 60omg E6€1EE kPN SaPOpd, amd TO EIKOVIKO QAPILOKO
(dwpopd 1,6 mmHg). [Tapatnpndnkav BeAtidcelg oTov Kapdlakd dElKTN Kol OTIG TPEIS OULAOES
sildenafil cuykpitikd pe To g1KovVIKO Pdppako, TG TaEews 10 %, 4 % ko 15 % yo T opdadeg
YOUNANG, Lecaiag Kol VYNANG 006NC, AvVTIGTOUYC.
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ExdnAdOnkav onuovtikéc PeATIDOELG 0T AEITOVPYIKT KaTnyopio LOVO 6TOVG 0oBEVEIS TNG LYNANG
d0oong sildenafil cuykpitikd pe 1o ewovikd eappaxo. H avaroyio Tilhoavotitev yio Tig opddeg
YOUNANG, neoaiag kot vynAng d6ong sildenafil cuykprrikd pe To ekovikd eappako nrav 0,6 (95 % CI:
0,18, 2,01), 2,25 (95 % CI: 0,75, 6,69) xa1 4,52 (95 % CI: 1,56, 13,10), avtictoiyo.

Maxkpoypdvia dedopéva emékTaong

Am6 tovg 234 mtoudratpikovg acBeveic mov Elafav Bepaneio otn Ppayvypovia, ELEYXOUEV LE EIKOVIKO
eapuako perétn, ot 220 acbeveic elonydnoav otn pokpoypdvia perétn enékraong. Ot acBeveic mov
Katd ™ Bpoayuypdvia ueAETN BpickovTay 6TV OUASH TOL EIKOVIKOD QUPIAKOV, ETOVAKOTAVEUN O KOV
Toyotomomuéva o€ Oepameio pe sildenafil. Ot acOeveic pe Bapog codparog < 20 kg eilonAbav otig
ounadeg pecaiog 1 vyning doong (1:1), evéd ol acBeveig pe fapog copotog > 20 kg stoniBav oTic
OULAdES YaUNANS, peoaiag 1 vynAng doong (1:1:1). Amd 10 chvoro TV 229 acBevmv mov EAafav
sildenafil, vpyav 55, 74 kar 100 acBeveig otic opddeg younAng, Lecaiog Kot VYNANG d6oNg,
avtiotorya. Katd ™ Bpayvypovia kot tn pakpoypovio, LEAETT, 1| GUVOAIKY OldpKeLa TnG Oepomeiog
amo TV Evapén Tov STAG TVEAOD UEPOVG TN UEAETNG Yo LELOVOUEVOVG acBeveic KopavdTay amo

3 éw¢ 3129 nuépec. Kotd opada Bepameiog Tov sildenafil, n didpeon didpketo e Ogpaneiog pe
sildenafil jitav 1696 nuépeg (un meprhappdvovtag toug S acbeveic mov ELafav EIKOVIKO PAPHOKO GTO
OmAG TVPAO PEPOG TNG PEAETNG Kot dev ElaPav Bepameia KaTd Tn poKpoypdvio LEAETN ETEKTACNG).

H extipnon emPioong Kaplan-Meier ata 3 ypovia o acbeveig pe Bapog > 20kg katd tnv Evapén
nrav 94 %, 93 % kot 85 % yuo Tovg acbeveic 6TIC OPAdES YOUNANG, Lecaiag Kot VYNNG SO0,
avtiototya. ['a acBeveic pe Bapog < 20 kg katd tnv Evapén, n extiunomn emPioong nrov 94 % kot

93 % vy Tovg aobeveig oTic opaAdes pecaiag Kot VYNANG 86ong, avtiotolya (PA. Tapaypdpovs 4.4 Kot
4.8).

Kotd m dibpketa dreEaymyng g HEAETNC, avapépOnkav cuvolikd 42 Bdvarot, gite kaTd TN d1dpKeLn
g Oepamneiog gite Katd tn ddpkela Tapakorovnong g emPiwong. O1 37 Bavatol cuvéfnoay Tpwv
amo TV andeacn Tov EANeEON amd v Enitponn [apoakorovdnong Asdopévov (Data Monitoring
Committee) ywo peimon g docoroyiag acbevmv, pe Bdon v Tapatnpndeica avicoppomia ot
Bvnowdtta pe Tic avgavopeveg 06oel; Tov sildenafil. Meta&y avtdv tov 37 Bavatov, o apduds (%)
Tov Bovatov ntov 5/55 (9,1%), 10/74 (13,5%), kot 22/100 (22%) oTig opddeg YounAng, Lecaiog Ko
vynAng 06ong sildenafil, avtictoyya. EmmAéov 5 Odavatotl avaeépbnkay petayevéotepa. O artieg Tov
Bavdartov oyetiCovtav pe v [TAY. Adcelg vynAotepeg amd TIG CUVIGTMUEVEG OEV TPEMEL VAL
YPNOWOTO0VVTOL 6€ ToudLoTpitkovg acbeveic e ITAY (BA. mapaypdopovg 4.2 kot 4.4).

Metd and €va £T0G amd TV Evapsn TG EAEYYOUEVNC LE EIKOVIKO QAPHOKO LEAETNG a&loloynOnke N
péytotn TN Tov 6ykov O (peak VO,). Ao tovg acBeveic mov elduPavay sildenafil kot rov
avartulakd wkovoi vo, ektelécovy tnv Kapdioavamvevotiky Aokipacio Konwong (CPET), 59/114
acOeveic (52 %) dev édei&av kapia emdeivoon oty péytot Tun tov dykov O, and v Evapén g
yopnynong tov sildenafil. Ilapopoing, 191 and Tovg 229 acbeveig (83 %) mov lyav AdPet sildenafil
elyav eite dutnpnoet eite Pertimcel v Asttovpykn Katnyopia copewva pe tov Iaykdouto
Opyovioud Yyeiog, oty a&lordoynon petd omd 1 £rog.

Euuévovoa wvevpovikn vméptacy tov veoyvon

Mia Toyotomompévr, SUAd TVPAY, 600 GKEADY, TOPAAANA®Y OLAd®V Kot ELEYYOUEVN LE EIKOVIKO
Qapurako perétn 01e&nydn oe 59 veoyva pe EUUEVOLGO TVEVLOVIKT VTEPTOGT] TOV VEOYVOD (persistent
pulmonary hypertension of the newborn, PPHN), 1 ne vno&ik1 avamvevoTiKy aveTApKELL TOV VEOYVOD
(hypoxic respiratory failure, HRF) ko1 o€ xivéuvo yio PPHN pe dgiktn o&uyovoong (oxygenation
index, OI) >15 ka1 <60. O TprTEd®V 6TOHYOG AV 1 AELOAOYNON TNG OMOTEAECUATIKOTNTOG KO TNG
acalelag Tov evooeAefing yopnyovuevov sildenafil dtav npoctiBetor otn Oepamneia pe elonvedevo
povo&eidio tov al®tov (inhaled nictic oxide, iNO) og clhykpion pe 1o iNO ®g povobepamneio.

Ta Tpotedovia TeEMKAE onueio fTav To TOG0GTO 0mOTVYiNG TG Oepaneiog, Tov opiletal Mg avayKn Yo
emmpocern Oepaneia otoyevovrag v PPHN, avaykn yia eEncopatiki o&uydvmon pepppavng, M
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Bdvartog Kotd T dtdpkela TG LEAETNG, Kot 0 xpovog Oepameiag pe iINO petd v Evapén tov
EVOOPAEPImG YopNYOoVUEVOL QapuUAKoL TG LEAETNG Xwpig amoTuyio Oeparmeiag. H dwapopd ota
TOGOGTO, ATOTVYI0G TNG Oepameing dev NTOV OTOTIGTIKG CTUOVTIKN LETAED TV 000 oudowy Bepomeiog
(27,6% o 20% oty oudda pe iNO + tov evdoprefing yopnyovuevov sildenafil kot oty opudda pe
iNO + gwoviko0 pappdkov, avtictorya). ['a tovg acbeveic yopic arotuyia Bepaneiog, o pécog
xpoOvog Bepameiag pe iNO petd v Evapén tov evooPAEPimg YOpPTYOULEVOD PAPUAKOL TNG LEAETNG
Ntav o 1d10¢, mepimov 4,1 pépeg, Kot yio t1g 2 opddeg Bepaneiog.

Ot avemBOunTeg evépyeleg TOL TPoEKLY AV KOTA TN Oepomeia kot o1 coPapéc avemBounTeg EVEPYELEC
eupaviotnioy og 22 (75,9%) kot 7 (24,1%) dropa oty opdda pe iNO cuv Tov evoopAefing
yopnyovpevov sildenafil, avtictorya, kot og 19 (63,3%) kot 2 (6,7%) dropa oty opdda pe iNO +
EIKOVIKOD QOpHAKOV, avTioTotya. Ol o GuYVE avapEPOLEVEG AVETIOVUNTES EVEPYELES TTOV TPOEKVYOLV
katd tn Oegpaneio NTav n vrotaon (8 [27,6%] dropa), n vrokaiwopia (7 [24,1%] dtopa), n avoipio
Kot T0 oOVOpOo and amdcvpor apudikov (4 [13,8%] dtoua 1 kabepia) kot n fpadvkapdio (3
[10,3%] dtopa) otnv opdda pe iNO + tov evéopAePimg yopnyovpevov sildenafil, kot o
nvevpodpakag (4 [13,3%] droua), n avaipia, To oidnua, n veepyorepvdpvaruio, n C-avtidpmoa
TpOTEIVN awénpévn, ko 1 votaon (3 [10,0%] dropa n kabepia) otny opdda pe iNO + gikovikod
eapprakov (BA. mapdypapo 4.2).

52 ®appokokiviTikES 1O10TNTES

Amoppoonon

To sildenafil amoppopdtat tayéws. Ot LEYIGTEC GUYKEVIPMOOELS GTO TAGAGLO EMLTLYXAVOVTOL LEGH OE
30 pe 120 Aemtd (drdpecog xpovog 60 Aemtd) pe xop1ynomn and ToL GTOUATOG, OE KOTAGTOCT VI|OTELNG.
H péon amdivt Prodiabeottdtnto, HETE 0md XOpNYNoT 0o TOV GTONATOG, eivar 41 % (evpog 25-

63 %). Metd and yopnynon sildenafil and Tov otépaTOg TPEic Popéc TV Nuépa, N AUC kot 1 Crax
avEdvouy avaioya pe T d6om 610 pdopa tov 20-40 mg. Metd v yop1ynomn and Tov GTOUATOG
docemv 80 mg Tpelg popég TV Nuépa, mapatnpninke peyardtepn avénon tov enmédmv tov sildenafil
070 mAAcpo o' 0Tt O avadoyoboe ot 0061, TOVC 0GOEVEIS [IE TVELLOVIKT OPTNPLOKT VITEPTACT], 1)
a6 Tov otopatog Prodabesiuotnta Tov sildenafil otn 660m 80 mg Tpelg Ppopég NuepNGimg NTaV Kotd
péco 6po 43 % (90 % CI: 27 % - 60 %) vynAdTEPT GUYKPITIKA LE TIG YOUNAOTEPES OOCELS.

Orav 7o sildenafil Aapfavetar pe Tpon, o puOUOS TG aTOPPOPNONG LUEIDMVETOL Pe PEoT KabBvoTtépnon
070 Tmax iom pe 60 Aemtd ko péon peimon g Cmax kK0T 29 %, ®6T660 0 Pabuog aroppdenong dev
emnpedotnke onuavtikd (n AUC peiwdnke xatd 11 %).

Kotavoun
O pécog dykoc katavoung (Vss) tov sildenafil oe orabepomomuévn katdotoon sivar 105 1, yeyovog

OV POVEPDVEL TNV KATUVOWT TOV 6TOVE 16TOVG. MeTd amd 600e1g 20 mg Tpelg popég TNV NUEPU Ao
TOV GTOHOTOG, 1] HEOT] LEYIOTN GUVOMKT GVYKEVTpwoT Tov sildenafil 6to mAdoua og cTabeponompévn
katdotaon gival wepinov 113 ng/ml. To sildenafil ka1 o kOprog N-amopuegbviiwpévog petaforitng tov
otV KuKAo@opia, dEcUEHOVTAL OO TIG TPMTEIVEG TOV TAAGLOTOG € T0600To 96 %. H déopevon and
TIG TPAOTEIVEG TOV TAAGLOTOC Elval aveEAPTNTN OO TIG CUVOAIKES GUYKEVTIPMOGELS TOV QUPUAKOV.

Buopetaoymuotiopdg

To sildenafil vropdAdeton og kdBapon KLPIS LEG® TV 160EVIDUOV TOV NTATIKOV WKPOCSOUATOV
CYP3A4 (xopro 066¢) kot CYP2C9 (devtepevovca 066g). O kvpilog petafoiitng tov sildenafil ot
KukAopopia Tpoépyetal and v N-amopebvrimon tov. O petaforitng avtdc £xel EKAEKTIKOTNTA MG
TPOC TIG POGPOSIECTEPATES avAAoyn awtg ToL sildenafil kot Tapovoialel mepimov 50 %
dpaoTIKOTNTA, in Vitro, ®g mpog tv PDES, e oyéon pe 1o untpikd edppoko. O N-amopedviiopévog
petafoiitng petaforiletarl mepartépm, e TeEMKS ypovo nuilong 4 dpeg mepinov. Xe acbeveic pe
TVELUOVIKT OPTNPLOKT] VITEPTACT, Ol CLYKEVTPMGELC TOL N-amopefviouévou petafoiritn oto TAdoua
etvan Tepimov 10 72 % exeivav Tov sildenafil petd v yopnynon 20 mg tpeig popég v nuépa (Tov
arotelel ovpPfoln kot 36 % otTig papprakoAoyikés emdpdoelg Tov sildenafil). H emaxdAiovdn
EMIOPAON OTNV ATOTELEGUATIKOTNTO JEV EIVAL YVMOTT).
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Amofoin

H ocvvolikn| k6Bapon tov sildenafil and Tov opyovioud eivar 41 l/dpa pe emaxkdiovbo telikd ypovo
nuilong 3-5 opec. Metd gite v amd T0V GTOLATOG 1) EVOOPAEPLN YopryNoM, To sildenafil
amoPaiietal pe T wopen petafoiltdv kuping ota KoTpava (tepimov 1o 80 % g 660mg ToL
xopnyNONKe amd TOL GTOUATOG) Kot G LKPATEPO Pabud ota obpa (tepimov to 13 % g 660ng ToL
xopnyNonKe amd 10 GTOUATOG).

DapuoKOKIVNTIKG GTOLYELD OE EWIKEC OLAdEC 0cDEVHV

Hhrxiwuévor
Yylelg niikiopévor e0elovtég (65 eTdv Kot dvm) epeavicay petpévn kédbapon tov sildenafil, pe

amoTéEAES L TNV EROAVION KaTd 90 % mepimov vYNAGTEP®V cLYKEVTpMSE®V ToL sildenafil kot Tov
evepyov N-amopefuAiiopévou petafoAritn tov oto TAdoUA 68 GOYKPLoT e ekElveg mov gppavifovtan
o€ vedTepovg vyteic eBerovtég (18-45 etav). Adym dapopadv oto Pabud déopgvong and T TPOTEIVES
TOV TAAGUOTOG TTOL OPEiAovVTaL 6TV NAIKia, 1 avTicToyn AVENCN GTN CLYKEVTPMGT TOL EAEVBEPOL
sildenafil oto Tiaoua NTav nepinov 40 %.

Negppixn overopreio,

Ye e0ehovtég e Nmov £o¢ uétplov Pabuov veppikn averndpkelo (kdbapon kpeotvivig = 30-

80 ml/min), n pappakokivntikn Tov sildenafil dev petafAndnke petd and yoprynon epdana amd Tov
oTopaTog 060nG TV 50 mg. Xe eBehovtéc pe cofapn veppikn avemdpkela (kdbapon Kpeativivng

< 30 ml/min), n k&Bapon tov sildenafil Rrav peiwuévn Kot eixe wg amotéleoua v uéon avénon twv
AUC o Cpax kotd 100 % wou 88 %, avtictolya, og cuykpion pe ebeloviég idog nikiog ympig
veppikn averdpkela. EmmAéov, ot typég AUC kot Crax Yio ToV N-omopgbuliopévo petafoiitn
avénonkav onuovtikd kotd 200 % kot 79 %, avictoya, o€ dtopa e coPfapr) VEPPIKN AVETAPKELD
GULYKPITIKG LE GITOUO LE PUGIOAOYIKT] VEQPIKT AELTOVLPYIOL.

Hrouxn averdpreia

Y efehovtég pe N Eog pétpro Kippmon tov Nratog (Aeikteg Child-Pugh A kot B), ) kéBapon tov
sildenafil fjitav peiwpévn ko glye wg anotédeopa tn péorn avénon twv AUC (85 %) kot Cmax (47 %),
o€ ovykplon pe ebehovtéc idtog nhkiag yopic nratikn avendpkeo. Emimiéov, ot tipnéc AUC kot Crax
v Tov N-amopuebviiopévo petaPolritn avénonkay onuovtikd katd 154 % kot 87 % aviictoiywg o€
KIpPpOTIKOVG acBeveic, CUYKPLTIKA [Le ATOpA e PLGIOAOYIKT NTTATIKY Agttovpyio. H papuakokivnTiki
tov sildenafil oe acBeveig pe cofapr| dwotapayn T NTATKNG Aettovpyiag oev Exel peetnOet.

Dapuaxoxvytiki 1ov wAnOvouod

Y& aofeveic [Le TVELHOVIKT OPTIPLOKT] VITEPTOCT), Ol LEGEC CLYKEVIPMOELS GE OTAHEPOTOMUEVT|
katdotaon nTav 20 — 50 % vynAotepeg Evavtt Tov gpguvnBévtoc bpovg do6cewv TV 20 — 80 mg Tpelg
QOpEC TNV NUEPQ o€ aOYKplon Ue vyieic ebelovtéc. TTapatnpnOnke SmAaclacnog TG Cmin 08 GUYKPLION
ue vyteic eBedovtég. AT Ta dVO EVPNUATO TPOKVTTEL YUUNAOTEPT KABOPON KON VYNAOTEPT GO TOV
otopatog Prodabeciuotnta Tov sildenafil oe acleveic pe mvevpovikn aptnploky VIEPTAON OE
oLYKpLoN pe vyleic eBedovTéc.

Toudiozpixoc tinBvouoc

Ao ™MV avaAvcn Tov eoppokokivntikod Tpodik Tov sildenafil oe acBeveic o1 omoiol cuppeteiyov
OTIC TOLOATPIKEG KAVIKEG UEAETEG, TO PAPOG TOV GMUATOG £d€1EE OTL Eivoil EVOC KAAOG TPOTOC
TpoPAeyMc TG £kBeonc Tov papudiov ota modd. Ot cuykevipmaoelg Tov sildenafil oto mAdopa
vroroyileton 6tL £xovv xpdvo Nuilmng mov Kupaivetol avapeca o€ 4,2 o€ 4,4 dpec, o PApog cOUATOG
amo 10 éoc 70 kg kou dev €de1&av kamoteg dropopéc mov Oa mapovoidloviay o¢ KAVIKG onuovtikés. H
Crnax PTG amd i epanal d0on sildenafil 20 mg mov yopnynbnke omd Tov GTOUATOG VTTOAOYICTNKE
ota 49, 104 ko 165 ng/ml yuo acBeveig pe Bapog 70, 20 ko 10 kg, avtictorye. H Cmax petd and pio
epamoé o060 sildenafil 10 mg wov yopnynHonke and Tov 6TOUATOS VTOAOYioTNKE O0TOL 24, 53 KOt

85 ng/ml yia acOeveig pe Bapoc 70, 20 kot 10 kg, avriotoryo H Tmax VoAoyictnke mepimov 1 dpa
LETA 0o TNV YopNynon Kot nTav oxedov ave&aptntn and 10 fAPoc COUOTOG.
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5.3 Ipoxivikd dedopéva Yo TNV a6QaAreL0.

Ta, un KAWiKG dedopéva deV amoKaADTTOVY 1010iTEPO KivouVvo Y10 ToV dvOpwmo ue fdon Tig
oLUPOTIKEG LEAETEC POPUOKOAOYIKNG OICPAAELNG, TOEIKOTNTOG ETOVAAUUPOVOUEVOY dOGEDV,
YOVOTOEIKOTNTAG, KOl EVOEXOUEVTG KOPKIVOYOVOL SpAomg, TOSIKOTNTAG GTNV OVOTOPAYMYT] Kol
avanTuéng.

10, veoyva apovpaimv, Ta omoia Elafav Tpv kot petd ) yévvnon 60 mg/kg sildenafil (d6om kotd
nepimov 50 popég peyarvtepn amod v vroloy opevn avlpomivn £ékbeon otn docoloyia 20 mg Tpelg
QOpPEC NUEPNGILMG), TapaTnPNONKE HEIOUEVOC OPLOUOC VEOYVDV aVE EYKDIOGUVY, HELOUEVO BApog
VEOYVOD TNV TPMTN NUEP KO LELMUEVT ETPIMON TECCAPOV NUEPDV. € U KMVIKEG UEAETEC
napoTnPeNOnkay emdpdoelg og ekBEcELS TOV KpivovTol ETOPKMS HEYAADTEPEG amd TN HEYLoTr £kbeon
oToV Avlpwmo, dElYVOVTUG LKPT OTLOGT0 G TTPOG TNV KAVIKT Yp1on.

Agv vip&av avemBounteg evépyeleg, [e mbavi onpocio o€ KAMVIKN xpnon, o {da HeTd amd £kbeon
o€ emimeda KAviKd oyeti{opeva, o1 omoieg dev mapatnpnOnkav eniong oe KAMVIKEG HEAETEG.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koataloyog ekdoymv

Mvprvog dickiov:

MiKpoKpLGTOAAIKT KOTTOPTV

O&wvo pwopopikd acPéatio (avudpo)
KoppueAhdln voatplovyog dtootovpodevn
Moyviiolo oTeaTikod

Ernucédoyn diokiov:
YrpoueAroln

Awo&gidio tov titaviov (E171)
Aoxtoln povoidpikn
[Muokepoin tpro&iky

6.2 AovppotoTnTeg

Agv gpapuoleton

6.3 Awdpkero Long

5 xpovia.

6.4 Iowitepec mpo@urdcers katd v @OLAEN TOV TPOIOVTOG

Mn guAdooete og Beppokpacio peyadvtepn Tov 30°C. DLVAACCETE GTNV 0PYIKT] GVCKELAGIN Y10l VO
TPOGTATEVETOAL OO TNV VYPACTIaL.

6.5 @von Kol 6VOTATIKE TOV TEPLEKTN
Kvoyéhec PVC/Alovuviov tov 90 dickimv.
Méyeboc cvokevaciog 90 diokimv og ¥GpTIVO KOLTI.

90 x 1 dwokia o€ ddTpnteg KuyéLeg povadag doomng PVC/Alovuviov.

Kvoyéhec PVC/Alovuviov tov 300 diokiwmv.
Méyeboc cvokevaciag 300 diokimv 6€ YAPTIVO KOVTL.

Mmropei va. v KuKAOQOPOLY OAEG Ol GUGKEVAGIEC.
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6.6 Idwitepeg TpoPuLAAEELS amOppIYNS KO GAAOS YEPIGIOG

Koapia €181k vroypéwon yio amdppym.

7. KATOXOZXZ THX AAEIAYX KYKAO®OPIAX
Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel

Kato Xopeg

8. APIOMOZX(0OI) AAEIAY. KYKAO®OPIAX
EU/1/05/318/001

EU/1/05/318/004

EU/1/05/318/005

9. HMEPOMHNIA IMNPQTHYE E'KPIZHX/ANANEQYXHY. THX AAEIAX
Hpepopnvia mpdtng £ykpiong: 28 OxtmPpiov 2005
Huepounvia televtaiog avavémong: 23 XZenteuPpiov 2010

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANpopopieg Yo 10 TOPOV QUPUOKEVTIKO TPoioV gival S100E01EG OTOV SIKTLAKO TOTO
tov Evponaikod Opyoviopov Gapudkwmv http://www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Revatio 0,8 mg/ml evéoyuo didAvpa

2. IHOIOTIKH KAI ITOXOTIKH XYNOEXH

Kda0e ml droivpartog mepiéyet 0,8 mg sildenafil (wg kitpikd dhag). Kabe praridro tov 20 ml tepiéyet
12,5 ml droddpoatog (10 mg sildenafil, og kitpikd dhog).

Mo tov TApn Katdloyo Tev ekddywv, PA. Tapdypapo 6.1

3. OAPMAKOTEXNIKH MOP®H

Evéowo didAivpa.
AwQovég, axpopo dtdlvua.

4. KAINIKEX ITAHPO®OPIEX
4.1 OgpamevTiKég evoeiEelg

To Revatio gvéoipo didhvpa evosikvotar yio v Bepaneio evniikov acbevav (> 18 etav) pe
TVELLOVIKY] OPTNPLIKT VIEPTUCT] GTOVS 0TO10VG EYEL ON cuvtayoypaenbei Revatio yopnyoduevo amod
TOV GTOUOTOG KOl 01 070101 TPOc®PIVE advvatovv va AdPovv Bepameia yopnyovpevn amd Tov
OTOUATOG, OAAG glval KaTd To AAAN KAVIKE Kot opoduvauikd otadepoi.

To Revatio (a6 Tov otoOpH0TOC) evigikvuTon Yio TV Bepameia evnAikov achevdv e TveLHOVIKN
aptnplokn vréptaot, katnyopiog I kot I copepwva pe tov Haykdopo Opyaviopd Yyeiag, pe otdyo
™ Bertimon kavotntog yio doknon. ‘Exet amodeiydei amotelecpoticdtnto 6Ty TpmTonatn
TVEVLOVIKT] VEPTOACT KOl GTNV TVELLOVIKT] DTEPTOGCT) TOL CYETICETOL L€ VOSTILOTO TOV GLUVOETIKOD
101ToV (connective tissue disease - CTD).

4.2  Aocoloyio kor TpOTOG YOPNYNONS

H évap&n kar  mopakorovdnon g Oepaneiog Oa mpémet va yiveral povo omd yiotpo pe epmelpio. ot
Oepomeio TG TVEVIOVIKNG OPTNPLOKNG VITEPTACTG. L€ TEPIMTTOOT EMOEIVMOONGC TNG KUTAGTUGTG TOL
acBevoug mopd T Bepaneio pe Revatio, Ba mpénet va e&etootobv evallarTicég BepamenTiKég
EMAOYEC.

To Revatio evéoyo didivpa Ba mpémet va yopnyeital og acbeveig oTovg omoiovg £yt 16
ocuvvtayoypaendei Revatio xopnyoOpevo amd Tov GTOUOTOC MO AVTIKATAGTOGCT) TG OO TOV GTOHOTOG
Oepomeiog, o KATAGTACELS KATA TIC 0Toieg OV Umopovv vo, Adfovv Tpocmpvé Revatio yopnyoduevo
omd TOV GTOUATOG.

H acpdAeio kot omotelecpatikdma d0cemv vynAdtepov tov 12,5 ml (10 mg) tpeig popég v
nuépa (TID) dev éxouvv Tekunplodei.

Aocoloyia
Evilikec
H ocvvietodpevn d6on eivar 10 mg (avtiotoryel og 12,5 ml) tpeig popég nuepnoimg, xop1yodUeEVT ®G

evooAEPLa epdmal Eveon (BA. mapdypapo 6.6).

Mo 660m Revatio gvéoipo didlvpa tov 10 mg npofiénetar 6T Ba mapéyetl £ékBeon oto sildenafil ko
otov N-omouebvAiopuévo HETOPOAITN TOV KOl QUPUOKOAOYIKG OTOTEAEGLOTO CUYKPIGIUO [LE OQVTH LG
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d0omg 20 mg yopnyovuEVNG ad TOV GTOUOTOG.

Aaobeveic mov ypnoiuomoiovy GG QopUAKEDTIKG TPOIOVTO.

I'evikd, omoladnmote TPOGAPUOYN TG dOoNC Do TPEmEL val YiveTal LOVO UETE od TPOGEKTIKT
a&loldynon g oxéong opEérovg-kivovvov. Tlpénet va eEetdleton 1 peiwon tng dosoroyiag oe 10 mg
V0 Qopég nuepnoimg, 0tav To sildenafil cuyyopnyeitat og acbeveic mov oM AapPdavovy avacToleic
tov CYP3A4, 6nwg epuBpopvkivn | caxovvafipn. H peioon g docoroyiag oe 10 mg o popd
NUEPNCIMS GUVICTATOL GE TEPIMTMOT GLYYOPNYNONG TLO IGYLPGBV avacTorémv Tov CYP3A4, 6mwg
KAapBpopvkivn, teMBpopukivn kot vepalodovn. [a ) ypnon tov sildenafil pe Tovg o 1oyvpovg
avaotoAeic tov CYP3A4, BA. mapdypago 4.3. [Ipocappoyn g 66ong Tov sildenafil mbavov va
YPEWGTEL KOTA TN cvyyopnyNnon enaymyémv tov CYP3A4 (PA. mapdypoeo 4.5).

Ewwoi tAnbvcuoi

Hlrxiouévor (= 65 stav)

Agv amotteiton Tpocsappoy] g 6ocoroyiog 6Tovg nAMKi®pévoug acbeveic. H khvikn
OTTOTELECULATIKOTITA GOULPMOVA, [LE TN doKLuacio Badiong 6 Aentmv, Thavdv va gival KpOTEPT GTOVE
nAMKopévoug acheveic.

Negpixn dvoiertovpyio,

Agv amotteitol mpocappoyn g docoroyiog Evapéng atovg acbeveic e veppikn duciettovpyia,
ocvpumeptropfavoprévng g coPapng vepptkng ducsiettovpyiag (kdBapon kpeatvivig < 30 ml/min). Oa
nwpénet vo, eetaleTon To evogyduevo peimong ¢ docoroyiag oe 10 mg 300 popég nuepnoing, Uetd
a0 TPOGEKTIKN a&loAOYNGN TG OXEONC 0PEAOVC-KIVODVOD, [LOVO GV 1| Bepameio, dev elval KOA®DC
OVEKTN.

Hrozikn dvoleirovpyio,

Agv amotteitol Tpocsap oy g docoroyiog Evapéng otovg acheveig (e NroTIK SucAEITOVPYIN
(Katnyopia Child-Pugh A kou B). ®a pénet va e€etdletan to evoeyouevo peimong g docoroyiog oe
10 mg 600 Popég NUEPNGIMS, LETA ad TPOGEKTIKT 0EIOAGYNOT TNG GYECTG OPEAOVG-KIVOUVOL, LOVO
eav 1 Oepameia dev elval KOADS ovekT.

To Revatio avtevdeixvotor og acbeveic pe coPapn nratikny svsiertovpyia (Katnyopia Child-Pugh C)
(BA. mapdypago 4.3).

Toudiazpixoc tinBvouoc

To Revatio gvéoyo 61dAvpa, O GLVIGTATAL Y10 XPNOT| G TALOIE KAT® TV 18 €TV, AOY® aveETApPKOY
OESOUEV@OV Y10 TNV OCQAAELD, KOl ATOTEAEGLOTIKOTNTO. EKTOG TV eykekpiuévov evoeiewv, To
sildenafil dev Ba Tpémel va ypnoyLoTolEiTal GE VEOYVA LE EUUEVOVTH TVEVLOVIKT VITEPTAGT] TOV
veoyvov, Kabm¢ ot kivduvot gival peyaivtepot omd to opéAN (BA. mapdypago 5.1).

Awxomr) g Beponeiog

[epropropéva otoryeia delyvouv 0TL 1 Eapvikn dlakonr Tov and Tov 6ToUATog Revatio dev oyetileton
LE OVOKAOGTIKY ETIOEIVMOT] TNG TVEVUOVIKNG OPTNPLOKNAG VTEPTOOTG. L20TOGO, VIO TNV ATOPUYN
mBavng apvidlag KMviKnG emdeivoong Kotd T dtakom g Oepaneiag, O mpémel va e€etaletal to
EVOEYOUEVO OTAOIOKNG EAATTMOONG TNG dOONG. LVVICTATOL EVTATIKN TOPAUKOA0VONOT KATH TO S1AGTNHO
dtakomng tng Oepameiag.

Tpoémog yoprynong
To Revatio gvéoyo didivpa Tpoopiletar Yo evOOPAEPLA ¥pNioN ¢ EPATOE EveoT).
BA. mapaypoo 6.6 yio. 0dnyieg ypnong.

4.3 Avrtevositeg

Yrepevaichncio 6Ny dpacTiK 0VGIA 1| G€ 0TOL0INTOTE Amd TO £KO0YE. TOV AVUPEPOVTOL GTNV
Topdypapo 6.1.
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Svyyopnynon pe d0teg povolediov Tov al®Tov (OTMG TO VITPMOEG OLDALO) 1} VITPOIOT GE OTOLUONTOTE
LOpPOPN, AOY® TOV VTOTUGIKAOV OTOTEAEGUATOV TOV VITPOI®V (BA. Tapdypapo 5.1).

H ovyyopnynon tov avactoréwv PDES, cuurepihappavopévov tov sildenafil, pe dieyépteg
YOVOVUALKNG KUKAGOTG, OTTMG 1] PLOGLYOVATT), OVTEVOEIKVUTOL L1OTL EVOEXETAL VO OONYTOEL GE VTTOTOCT
pe KAwvikn copntopotoroyia (PA. apdypoeo 4.5).

ZVVOVOAGHOG LE TOVG TLO 1oYVPOVLS 0md Tovg avaoTtorelg Tov CYP3A4 (m.y. ketokovaloin,
ttpakovaloan, prrovafipn) (BA. mopdypago 4.5).

AocBeveig pe amdlela TG 0paong 6ToV Evo 0PBAAUO AOY® UN-apTNPITIOKNG TPOGO10G IOYOUIKNG
ontikng vevporadeiog (NAION), ave&aptnto amd o av T0 GVUPAY awTo £xel cuoyeTicbel 1) Oyt e
TPONYOVUEVT YopNynom evog avactoréa g PDES (BA. mapdypago 4.4).

H acpdieia tov sildenafil dev €yet pelet el otic Tapakdtom ouddeg acOeVMY Kot ETOUEVOS 1 ¥PNON
TOL avtevogikvotat:

YoBapn nratikny duciettovpyia,

[Ipdo@ato 16T0pIKd EYKEPAAKOD EXEIGOOI0V 1} ELPEPAYUATOG TOV HVOKAPSIOL,

YoBapn vrotaon (aptnprokn mieon < 90/50 mmHg) katd v Evapén.

4.4 E0kég TPOEIdOTOUGELS KOl TPOPVAGEELS KATA TN Y p1on

Agv vrdpyovv Khvikd dedopéva yia yopnynon sildenafil evéoipov o acbeveic mov givar KAvika 1)
alpodvvapkd aotadeic. AvaAdyme, 1 ¥poN TOL G& AVTOVG TOVE 0I60EVEIG deV GLUVIGTATAL.

H amoteleopatikotnta tov Revatio dev £xel texunpuwbei oe acbeveig pe cofapn mvevpoviky
aptnplaxn vréptaon (Aettovpyikn kotnyopio IV). Edv n kAwvikn katdotaon emdevawbel, Oa npénet va
e€etaoTovy AAAeg Depameieg, ol omoieg cuVIGTMVTOL 6TO GOPRuPd GTAdIo TNG acbévelag (.y.
epoprostenol) (BA. mapdypaeo 4.2).

H oyéon opérovug / ktvduvou tov sildenafil dev éxel texunpumbei oe acOeveig o1 omoiot €xel extiunOel
OTL €YOVV TVELLOVIKT OPTNPLOKT VITEPTACT] AELTOVPYIKNG Katnyopioag I couemva pe tov IMoykodcuo
Opyavioud Yyeioc.

"Eyxovv o1e&oy0¢ei pelétec pe sildenafil o€ pop@ég mvevovikng aptnplokig vagptacng oxeTlOUEVES UE
npwtonmadn (16107abn) TVELHOVIKT OPTNPLOKT] VTEPTAGT], VOGO TOV GUVIETIKOD 1GTOV 1] GLYYEVN
kapdlondbeia (PA. mopdypago 5.1). H ypiion tov sildenafil og dhAeg popeég trng mvevpovikng
APTNPLKNG VITEPTACTC OEV GLVIGTOTOL.

Mehayypwotiky apeiinotpoeldonddeia

H acpdreia tov sildenafil dev €yerl pelemOei oe acbeveic: pe yYvmOTEG KANPOVOLKEG EKQUAGTIKEG
appipAncTpogdondieiec, Om®G N LEAAYYPOOTIKY AUEIPANGTPOEIdOTADE (U1 LELOVOTITO QVTAOV TOV
0ac0evadv mTapovcstalovy YEVETIKEG AVOUOAIEG OTIG AUPIPANCTPOEIIIKEG PMGPOIIEGTEPATES), KOl
EMOUEVMG M YPNOT TOL JEV GUVIGTATOL.

Ayyglodiactortiky dpdon

Me 1t suvtayoypdenon tov sildenafil, o yiatpog o mpénet va e&etdlet pe mpocoyn edv acbeveic pe
OPIOUEVEC VITOKETEVEG KOTAOTAGEIC O umopodoay va ennpeacBody SLGUEVAOC 0md TNV AL, (G
UETPLOL ayYE0010IGTAATIKN eidpacn Tov sildenafil, yio mapdderypo acbeveic pe vmdTaoT, LeEIOUEVO
OYKO VYPGBV, GOPapPNG LOPPNG ATOPPUKTIKEG TOONOELS TG APIOTEPAS KOAlag 1 ducAettovpyio TOv
avTdVorOL GuaTHUATOG (PA. Tapaypapo 4.4).

Kapduyyeiaxoi Topdyovieg Kivduvou

Mertd v xvkhoeopio tov sildenafil otnv ayopd yio Tnv avdpik| 6TuTIKH SuGAEITOLPYIQ,
avaeépOnkav coPapd Kopdtayyslakd coupavta, cveyetilopeva pe TotoOypovn xpnomn tov sildenafil,
CUUTEPTAAUPOVOUEV®V TOV: ELPPAYILOTOS TOV Huokapdiov, actafog otndayyng, aipvidiov
KapdloKoL BavaTov, Kotakng appubpiog, oyyelokng YKEQOAMKNG aloppayiog, Topoducon
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OYALUIKOD EMEIGOSI0V, LTEPTOOTG KOt VITOTAONS. O TEPIEGOTEPOL, OAAG OYL OXOL, OO TOVS 0oDEVEIQ
OVTOVG ElYOV TPODTAPYOVTEG KAPILAYYELKOVS TapdyovTeg Kivduvou. o ToAd amd ta cupfdvia Tov
avaeépOnke O0TL cLVEPN oAV KATO TN O1APKELD, GEEOVAAKNG ETAPNG 1] GUECMG UETA OO AT KoL Y10,
uepikd avapépinke 6tL cuvéfnoav petd t ypnon tov sildenafil, yopic ceEovaiikn dpastpioTnra.
Agv givorl duvatov va Tpocdlopiobel edv ta cupPfdvia avtd cuoyeTilovtal AUESH LLE TOVG TOPAYOVTEG
OVTOVG 1 e GALOVG TOPAYOVTES.

Hplamiopog
To sildenafil, mpénet va ypnotiponoleitol pe Tpocoyn oe aceveic e avaTopKeg SLCUOPPIEG TOV

Té0VG (OTTMG YOVImoT, ivdon T@V 6Npayymd®y coudtov 1 voco tov Peyronie) 1§ o acbeveic mov 1
KOTAOTOOT TOVG UTOPEl v TPOSIaOETEL Y1o TPLOTIGUO (OTTMG dPETAVOKVTTAPIKT OVOLLIO, TOALOTAD
puél@pa 1 Aevyonpia).

"Exovuv avaeepBel Tapatetapéves oTOOELS Kol TPLOTIGUOG Le T ypon sildenafil kotd v epmepia
LETA TNV KLKAOQOPIK TOV TPOTIOVTOG GTNV 0yopd. TNV mEPinT®aon mov pia oTtHon dlopKel TEPIGGOTEPO
amo 4 dpeg, 0 acbevng Ba mpénet va avalntnoet dpeon totpikn fondea. Edv o Tpramiopog oev
Oepomevtel aueoa, evoéyetol va TpokANn0el PAAPN TOV 16TOV TOL TEOVE Kot LOVIUT ATTMAELD TNG
oeovalkng tkovotntog (PA. mapdypago 4.8).

AYYEI00TOQPUKTIKEG KPIGELS € 000EVEIC e dPETAVOKVTTAPIKT) avoLpio

To sildenafil dev Oa wpémel va ypnoyonoteitan o€ acbeveig pe devtepomadn TVELOVIKT VITEPTACT
AOY® dPEMAVOKVTTAPIKNG OVOIUING. Xe 1o, KAVIKT LEAETT, CUUPAVTO OYYELOOTOPPUKTIKAOV KPIGEMV
OV PELGLoVTaY E10AYMYN GE VOCOKOUEID avapépOnkay Teplocdtepo cuyvd and acbeveic mov
Aappavav Revatio mapd and toug acbeveilg mov Adpufavay eikovikd eAapproko, Yeyovog Tov odnynos
oTNV TPOMPT SLOKOTT OVTNG TNG LEAETNG.

Awtapayéc 6paong

[epurtmoeic dtotapayng tng Opacng £xovv avapepdel avBOpUNTA GE GLGYETION LE TN YOPTYNON TOL
sildenafil kot GAA@v avactorémv tng PDES. [Tepumrtdoeic pun aptnpitidiknig Tpdciiog 1o ouKkng
OTTIKNG VEVPOTTADELOG, pog omdviag madnong, Exovv avaeepbel avddpunta, Kabmg Kot oe pio, perét
TOPOTNPNONG OE GLGYETION UE TN YopnyNnon Tov sildenafil kot AoV avactorémv g PDES (BA.
Tapdypoeo 4.8). Xe nepInTOOT OTOCONTOTE aLPVIOLNG daTAPOyNG TG OpaoTS, 1| Bepameia Tpénet va
SloKoOTTETAL AUESH Kot TPETEL va. eEeTALETOL TO EVOEXOUEVO EVOAAKTIKNG Oepameiog (PA. Tapdypapo
4.3).

AMPO-0VOGTOAEIG

SuvioTdton TPOocoyn Katd T xopnynon tov sildenafil og acbeveic mov Aaufdavouvv Eva diea-
OVO.OTOAEQ, OLPOV 1] GLYYOPNYNON UTOPEL VO 0O YNCEL GE CUUTTOHATIKY] VIOTOCT) GE OPIGUEVOL
evaiocOnto dropa (BA. mapdypago 4.5). [Ipokeyévov va peimbel to evieyopevo ueaviong
opBoctatikng vdTaonc, ol aobeveic mpémel va gival apodvuvoplkd otadepomotnuévol ot Oepaneio pe
dApa-avaotoreic Tpwv amd v évopén Bepaneiog pe sildenafil. Ot wtpol mpémel va cupfovievcovv
TOVg a60eVEiG TL VO KAVOVV GE TEPIMTMOT TOV EUPOVICTOVV CUUTTMOUATO 0pHOCTATIKNG VTOTACNC.

Awtapayéc oapoppoyiog

Meléteg pe avBpamiva oponetdiia vrodeuvoovy 0Tt 1o sildenafil evioydel Ty avTIGLYKOAANTIKY
EMIOPAON TOL VITPOTPWOGGIKOD VATPIOL in Vitro. Aev VIAPYOLY GTOXELD Y10 TNV UOQAAELN GT YPNON,
60V agopd ot yopnynon tov sildenafil oe acOeveic pe mpoPfAnuato aipoppayiog | LE EvEPYO
nentikd €lkoc. Emopévmg, to sildenafil mpémet va yopryeital o avtovg Toug acbeveig poévo petd amd
TPOCEKTIKT AEOAOYNOT TOV AVOUEVOUEVOV OQELEIDV GE GYEOT LE TOVG THAVODS KIVOUVOLG,.

Avtayoviotég Brapiving K

Ye aofeveic [LE TVELHLOVIKT] OPTNPLOKT] VTEPTACT, VITAPYEL TO EVOEYOUEVO AVENUEVOD KIVOVVOU
apoppayiag katd v évapén Bepanciog pe sildenafil 6tav avtol 16N AauPdavouvy aviaywviot) g
Brrapivne K, e1dikd 6tovg acheveic pe TvELUOVIKT 0pTNPLOKN VIEPTACT) 0EVTEPOTAON MG TPOC VOGO
TOV GUVOETIKOV 10TOV.
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[vevpovikr EAEBOATOQPAKTIKT) VOGOG

Agv vrdpyovv dedopéva yia tn yopnynon tov sildenafil oe acBeveic pe mvevpovikn vréptaocm mov va
oyetileTon pe TvevUOVIKT PAEROATOPPOKTIKN VOG0. 26TOG0, £xoVV avoeephel TEPITTOCELS
TVELUOVIKOD OONUATOS ATEIANTIKOV Yo, TN {®N Ue TN ¥pNoN ayYEIOOUGTAATIKOVY (KVPimg
TPOCTOKVKAIVY)) G€ 0LTOVG TOVG 0oBevels. ZVVEnmG, EpdcoV VIAPEOLV onpeio ELPAVIOTIC TVEVIOVIKOD
owdnpatog 6tav to sildenafil yoprmyesitan o acBeveig pe mvevpovikn vréptaon, Oo Tpémel va eEetdletan
N mBavoTTa Vo VITapyEL oxeTILOUEVT PAEPOOTOPPAKTIKT VOGOGC.

Xpnon tov sildenafil pe Bocoevidvn
H amoteleopatikotnta tov sildenafil oe acOeveic mov Bpickovrol M oe Bepaneia pe fooeviavn dev
éxel koradeyOel opiotikd (BA. mTapaypdpovg 4.5 kot 5.1).

Tavtdypovn ypnon pe dAiovg avactoreic PDES

H acpdieia kot 1 amotelecpotikotnto tov sildenafil, 6tov cuyyopnysiton pe GAAOVG AVOGTOAEIC
PDES, cvureptrapfavouévoo tov Viagra dev €xet peretn0el oe acbeveig pe [TAY kot kotd cuvéneio
N ToTOYPOVN YPNom dev cuviatdral (PA. mapdypao 4.5).

4.5 Alnlemopdosic pe AL QUPUOKEVTIKA TPOTOVTA Ko GAAEG PHOPPES alinieniopaong

Ot pehétec oANAETIOpAOTC LE AAAL POPUAKEVTIKG TTPOioVTO EYoVV dle€ayOel oe vYylElc evihikeg
avopec ypnowomolnvtog sildenafil yopnyobuevo amod to 6toUa, EKTOC AV ALTO EYEL TPOGOLOPIOTEL
SlpopeTikd. Avtd ta anotehéspato cvoyetiloviat pe dAAovg TANBLGHOVE Kot 080V XOP1YNOoTNS.

Emdpdoeig GAA®V QopUOKEVTIKAY TPoidvImv oty evooAERta yoprynon sildenafil

[IpoPréyelc Paciopéveg e £va PaPUOKOKIVITIKO LOVTELO DTTOSEIKVOOUV OTL OL PUPIOKEVTIKEG
aAniemdpaoelg pe avaotoreic tov CYP3A4 Oa mpénet va gival AlyoTtepeg 6€ GYECT LE AVTEC TOV
epoavifovral HeTd amod Tov otopatog yopnynon sildenafil. To péyeboc tv aAiniemdpdoemv
OVOLUEVETOL VO VOl LELOWEVO Y10 TO EVOOPAEPLa yopnyovuevo sildenafil, kabdg ol aAAnAemidpdoelg
Yo TO YopMyovuevo amd tov otopatog sildenafil opsilovtal, katd éva uéPOC, G ETOPAGELS TOV ATTO
TOV GTONOTOG LETAROMGHOD TPAOTNG 61000V.

Endpdoelc GAAOV QOPUOKEVTIKOV TPOIOVIWMV GTO 0O TOL 6TOLATOC Yopnyovuevo sildenafil

Melétec in vitro

To sildenafil petaforileton katd KHplo AOY0 uéow TV 1opopPdv 3A4 (kbpla 006¢) kot 2C9
(devtepevOLGa 000¢) ToL KuToYpduaTog P450 (CYP). Etopévmg, ot avaostoreic avtdv Tmv
wwoevlhpwv pumopel va petmcovy v kabapon tov sildenafil kot o1 enaywyeic TV 160evidU®Y QLTOV
umopei va avénoovy v kéBapon tov sildenafil. ['a cvotdoelc oyetikd pe v docoroyia, BA.
mopaypaeovg 4.2 ko 4.3.

Meléreg in vivo
H towtoéypovn cvyyopnynon amod tov otopatog sildenafil pe evooeAéPio epoprostenol €yet
a&lohoynOet (PA. mapaypdapovg 4.8 kot 5.1).

H amoteleopatikotnto kot 1 ac@aieie, tov sildenafil katd T cvyyoprynon pe dileg Oepomeieg yio
TNV TVELLOVIKY] 0pTNPLeKN LAEPTaoT (m.y. ambrisentan, thompootn) dev Exel peketn el og eleyyopeveg
KAMviKEG peléteg. Emopévac, cuviotdtal Tpocoyn o€ TePIntTOoT GuYXopyNomngs.

H acpdAeia kot 1 amotelecpatikotnto tov sildenafil katd ™ cvyyopnynon ue diilovg PDES
avaoToAElg Oev €xel peietn el oe acBeveig pe Tvevpovikn aptnplokn vréptaot (PA. wapdypoeo 4.4).

[Iinbvopiaxyn QoPUOKOKIVITIKY VAADGCT) TOV 0E00UEVOY KAMVIKAG SOKIUNG Y10 TVEVUOVIKT] 0PTNPLOKN
véptaon, £0eiée pia eddttwon g kabapong tov sildenafil ko avénon g amd Tov oTOHATOG
BrodafecipuotnTds Tov 4tV cuyyopnynonke pe vrootpopata tov CYP3A4 1 pe to cuvdvaoud
vrootpoudTev Tov CYP3A4 kai fto — amokAeloTtdv. AVTol fTaV 01 LOVOL TOPAYOVTES, LUE
OTOTIOTIKA OT|LLOVTIKY ETIOPOGCT] GTNV QUPUAKOKIVITIKY TOV 0td TOL GTOUATOS XOPTYOOUEVOD
sildenafil oe acBeveic pe mvevpovikn aptnplokn véptacn. H ékBeon oo sildenafil acBevav, mov
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Aappdvovv vrootpopate tov CYP3A4 kot 1o cuvdvacspd vrootpopdtev tov CYP3A4 kot frita-
OTOKAEIOTAOV, NTav Katd 43 % Kot 66 Y% vynAotepn avTioTol MG, CLYKPITIKE [IE ToVG aoBeveic Tov dev
Aaupavay autég Tig Katnyopieg popuakwv. H ékBeon oto sildenafil ftoav 5 opéc peyakdtepn oe
docoroyia 80 mg yop1yoOUEVT 0Td TOL GTOUATOG TPEIC POPEC TNV NUEPA GLYKPLTIKA Ue TNV £kbeon og
docoroyia 20 mg op1YOULEVT] 0O TOL GTOUATOG TPEIS POPES TNV NUEPA. AVTO TO EVPOG
CULYKEVTPMGE®V KOADTTEL TNV avénon g ékbeong oto sildenafil mov mapatnpeiton o€ e1d1kd
OYEOL0OUEVEG LEAETEC PUPUOKEVTIKNG dAANAETIOpaoG te Tovg avaotoreig tov CYP3A4 (ektog amd
TOVG 7O 1oYVPOVS 0md Tovg avaoTtorelg Tov CYP3 A4 6mwg ketokovaloAn, 1TpaKovaloin,

prtovaBipn).

Enayoyeic tov CYP3A4 @davnke va, £(00v OUGLOGTIKY EXIOPOGCT] GTI QUPUAKOKIVITIKY TOV 0td TOV
oTouaTOG YopnyoLuevou sildenafil oe acBeveig pe TVELHOVIKT APTNPLOKT VITEPTACT], YEYOVOS TOV
emPePaiddnke oy pehétn adinAeniopacng in vivo pe tov enaymyéa tov CYP3A4 Bocevtavn.

H ovyyopnynon mg Pocevtdvng (evog emaymyéa pétprog toydog tov CYP3A4, CYP2C9 kot mbBovag
tov CYP2C19) 125 mg 500 @opéc v nuépa e and Tov 6ToUaTog Yopnyovuevov sildenafil 80 mg
TPEIC POPEC TNV NUEPQ (o€ oTadEpOTOMUEVN KATAGTAGT) TOLTOYPOVE XOPNYOOUEVA Yia. S1AGTN O 6
NUEP®V o€ VYLElG eBelovTEg, glye oG amotélecpa Tocootiaia peimon g AUC tov sildenafil katd

63 %. Mo appoKoKivnTiky avaivon TAnbucpov tov dedopévav Tov sildenafil and eviiikeg
acOeveic pe ITAY og Khvikég perétec mov mepthapuPavouv pia perét 12 gfdopdadmv yuo tnv
a&10AdYNoN TG OMOTEAEGUATIKOTNTAG KOl TNG ACPAAELNG TOV amd Tov otopatog sildenafil 20 mg tpeig
QOpEC TNV NUEPQ, OTAY TPpooTifetan o€ po otabepn) d6omn Pocevtdvng (62,5 mg — 125 mg 500 Popéc
v nuépa) £de1&e wia peiowon g éxbeong oo sildenafil pe tn cuyyopniynom g pooeviavng,
TOPOUOLY LE QLTI TTOV TTapaTn P OnKe o€ vYlEilg ebelovtéc (PBA. mapaypdpove 4.4 kot 5.1).

H amoteleopatikotnta tov sildenafil Ba mpénet va mopakorovbeitoan Tpooektikd o€ acbeveic oTovg
0moi0Vg YopNYovVTUL TOWTOYPOVO 1oYLPOL emaywyeic Tov CYP3 A4, 6nmg kopPapalenivn, gatvutoivn,
eowvoPapPrain, to fotavo St. John’s wort (Hypericum perforatum) Kot prooumikivn.

H ovyyopnynon tov avactoAén e npwtedong tov HIV, g prrovafipng, mov anoteiei Evav ioyvpd
avaoTOAEN TOV KuTOXp®uaTog P450, o otabepomomuévn kotdotaon (500 mg 600 popég nuepncing),
pe amd Tov oTOUaTOG Yopnyovuevov sildenafil (epdmaf 66om 100 mg) eiye wg amotéAespo pa
nocootiaic avénon g Cmax TOL sildenafil ion pe 300 % (4 popéc peyarvtepn) kot g AUC tov
sildenafil oto Thdoua ion pe 1.000 % (11 popéc peyardtepn). Méoa oe 24 dpeC, T0 ETITESD TOV
sildenafil oto TAdopa mapépevay ica pe 200 ng/ml wepinov cuykpitikd e TV TR TV S ng/ml
nepimov Yo TV mepintwon mov to sildenafil yopnynnie poévo tov. Avtod givor copfatd pe Tig 1LPEG
emdpdoelc g prrovafipng o€ évo evpv PACUA VTOSTPMUATOV TOV KuToXpduatog P450. Mg Baon
QUTA TO POPUOKOKIVITIKA amoTeléouata 1 cvyyopnynon sildenafil pe pirovafipn avrevoeikvotal o
acOeveic pe mvevpovikn aptnplakn véptacn (PA. mapdypapo 4.3).

H ovyyopnynon tov HIV avactoréa tpmtedong caxovivafipng, evog avactorén tov CYP3A4, oe
otabepomomuévn katdotaon (1200 mg tpelg popég NUEPNCIMS) LLE GO TOV GTOLOTOC YOPTYOVLEVOL
sildenafil (epdmag d6om 100 mg) eiye w¢ amotéleoua o tocootiaio avEnon e Cmax TOL sildenafil
ion ue 140 % xor g AUC tov sildenafil ion pe 210 %. To sildenafil dev £yl kouia enidpaocn otnv
(OPLOKOKIYNTIKN TNG coKovivaPipne. I'ia cuotdoelg oyetikd pe Tnv docoloyia, PA. mapdypapo 4.2.

Otav pia gpama& 66on 100 mg amd Tov otopatog yopnyovuevov sildenafil yopnyndnke ue
gpvbpopvkivn, Evav dkd avactorén tov CYP3 A4, oe otabeporomuévn katdotaon (500 mg 6vo
QopEc NUeEPNCimG Yo S NuéEPES), vMpée pia PHETPLAG 1oYV0g avénon g cvuotnuatikig ékbeong (AUC)
oto sildenafil ion pe 182 %. I'a cvotdoelg oyeTkd pe v docoroyia, BA. Tapdypago 4.2. X vyieic
Gvopec eBelovtég dev v pye EvOElEn Yo omotadnTote enidpacn ¢ alifpouvkivng (o 66om 500 mg
nuepnoing yuo 3 nuépeg) oty AUC, 011 Crax, 6TOV Tiax, 6TN 0100€pd TOL pLOLOD 0TOPOANG KO GTOV
xPOVO NUL®NG TOL Ao ToVv GTOLATOC Yopnyovuevoy sildenafil 1§ Tov KOpLOL KVKAOPOPOVVTOG
petafoiitn tov. Ae yperdleTon Tpocapuroyn g oo6onc. H ciuetidivn (800 mg), £vag avacstoréag Tov
Kutoypouatog P450 kot un €d1kdc avactoréag tov CYP3A4, mpokdiese 56 % avénomn tov
ovykevipmoewv ToL sildenafil oto TAdopa, 6TV GLYYXOPYNONKE LE AO TOV GTOUATOG XOPTYOVLEVO
sildenafil (50 mg) oe vyieic eBehovtéc. Ag yperdletal Tpocapuoyn e d6omgG.
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O1 o wyvpol and Tovg avactoreig Tov CYP3 A4, dmwc 1 kKeToKoVA{OAN Kol 1 1TPAKOVALOAN
avapévetol 0Tt Oa Exovv Tapopoleg emdpacelg pe ) prrovafipn (BA. mtapdypago 4.3). Avactoleig Tov
CYP3A4 6mwg khapiBpopvkivn, telBpopvkivy kot vepaloddvn avauévetat vo, EYouy exidpacn
peta&v autng g prrovafipng kot tov avactoréwv Tov CYP3A4 6ntmg caxovvafipn 1
gpvBpopvkivn, vrobétovtag po entamidola ovénon otny £kbeon. Emopévac, Tpocappoyég g d6omng
GULVIGTAOVTOL K0T TN Yoprynon avactoréwv CYP3A4 (BA. mapdypago 4.2).

H poppokokivntikny avdivon minbucpov og acheveic |le TVELHOVIKT OPTNPLOKT] VIEPTOCT] TTOL
Aappdvovv omd Tov oTopaTog Yopnyovuevo sildenafil, £de1&e O6TL cuyyopYNON B-0VOGTOAE®V GE
ouvvovacpd ue vrootpopate tov CYP3A4, urnopei va mpokaArécetl entmAéov avénon oty ékbeom Tov
sildenafil cuykpitikd pe T xoprynom povo tv vrootpopdtov oo CYP3A4.

O youog grapefruit, évag acevic avactoréag tov CYP3A4 oto toiympe Tov eviépov, Umopet va
TPOKOAEGEL NTIES AVENCELG TV EMITESWDY TOL OO TOV GTOUATOC Yopnyovuevoy sildenafil oto TAdopa.
Ag yperaletal mpocappoyn g 60omg aAld 1 TavTdypovn ¥pron tov sildenafil kot yopov grapefruit
dev GuvieTATAL.

Xopnynon epdmna& d6cemv avTdEivav (VOpo&eidio Tov payvnciov/ voPo&eidio Tov apyiiiov) dev
emnpéacay T PlodadectudTnTo ToV 0Id TOV GTOHNTOS XopTyovevoy sildenafil.

H tovtoypovn xopnynon amd Tov 6TOUATOG AVTIGCLAANTTIK®V (a1ftvolotoTpadioin 30 ug Kot
AePovopyeotpéin 150 pg) dev ennpéace T QOPUOKOKIVITIKT] TOL G7t0 TOV GTOLOTOC YOPTYOVLEVOD
sildenafil.

To nicorandil ivar éva vPpidio evepyomont TV dtadA®V Koriov Kot vitpikmv. EEattiag Tov vitpucon
GLGTATIKOV TTOV TEPIEXEL, VITAPYEL TOavOTNTA GoPapnc aAAnAienidpacng pe to sildenafil (BA.

mopdypoeo 4.3).

Emdpdoeic tov owd tov otopatoc yopnyoovuevou sildenafil 6e GALO QUPLIOKEVLTIKG TPOTIOVTO,

Meléreg in vitro
To sildenafil amote)el évav acbevi) avactoréa twv iIcopopemv 1A2, 2C9, 2C19, 2D6, 2E1 kot 3A4
(ICs0 > 150 uM) tov kvToYp®uaTog P450.

Agv vrdpyovv dedouéva TOL VoL APopovV otV aAANAenidpacn petalpd sildenafil kot pun edikov
OVOOTOAE®V TG POGPOIIESTEPACTG, OTTMG 1) O0PLALIVY 1] 1] SITVPIOAUOAN.

Meléreg in vivo

Agv Bpébniav onpovTikég aAANAETIOPACELS OTOV TO 0d TOL GTOUATOG XOpNyoLevo sildenafil
(50 mg) cvyyopnynonke pe toAfovtopion (250 mg) 1 Bapeapivn (40 mg), ot onoieg Kot ot dVO
petapoArilovror amd to CYP2CI.

To and Tov oTOUATOG YOpNYOoUUEVO sildenafil dev eiye onuavTikn enidpacn oty £kBeon
atopPactativig (avénon 11 % g AUC), vmodeikvdovtog 0t To sildenafil dev eiye khvikd
onuavtiky enintworn oto CYP3A4.

Agv mopatnpndnioy aAniemdpdoeig peta&y tov sildenafil (epdmaf and Tov oTOUATOG YOPTYOOHEVN
d0om 100 mg) kot Tov acenocoumarol.

To and Tov oTOUATOG YopNYoUEVo sildenafil (50 mg) dev emavédvel Tov xpOVO PONG TOV CULOTOC TOV
TPOKOAAELTAL OO TO OKETLAOGAAIKLALKO 0&D (150 mg).

To and Tov oTéUATOG YopNYoUUEVo sildenafil (50 mg) dev emavEdvel TNV LIOTAGIKY SPACT) TOV

OLVOTIVEDLOTOC GE MEAETN UE VYIElC €0EAOVTEG e HEOT) HEYIOTN TIUN OWVOTVEDUATOS GTO Olipa. 10T UE
80 mg/dl.
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e po peAEn og vyteic eBelovtég, To amd Tov oTopaTOC Yopnyovpevo sildenafil oe otabepomompévn
katdotoon (80 mg Tpelg Popéc TV NUEPN) elxe o¢ amotédeoua Tocootiaio avénon g AUC g
Booevtdvng katd 50 % (125 mg dVo @opéc v NuéEP). Mio pupLOKOKIVITIKT avAALGT TANOVGHOD
TOV SEOOUEVOV amd [o LEAETN o€ eVAAIKeC aioeveig pe TTAY mov AduPovay aymyn pue Pocevtavn
(62,5 mg - 125 mg dvo popég v nuépa) £6eiée a avénon (20% (95% CI: 9,8 — 30,8)) g AUC g
Booevtdvng pe ™ ovyyoprynon sildenafil e otabepomompévn katdotaon (20 mg Tpeig PopEc TV
NUEP) HIKPOTEPOL UeYEDOLG amd av TV TTOL TapaTNPNONKE 6€ VY1Eig €0glovTEG KOTd T cLYYoPNYNoN
sildenafil 80 mg tpeig popéc v nuépa (PA. mapaypdeovg 4.4 ko 5.1).

Y& i €101KA GYEOIUGUEVT] LEAETN AAANAETIOPOONG, OTIV OOl TO OTO TOL GTOWNTOG YOPTYOVUEVO
sildenafil (100 mg) cuyyopnynonke pe v aprodutivn o vreptactkovs acbevels, mapatnpnnke
EMMALOV LEIMON TNG GUGTOAIKNG OPTNPLUKNG TTieons o€ vt Béon kotd 8 mmHg. H avtictoym
emmAL0V PEI®ON TG OLGTOAMKNG aPTNPLOKNG TTigong og vrTia Oéon tav 7 mmHg. Avtég ot
EMIPOCHETEG PUELDGELG TNG OPTNPLOKNG TTiEN TV Tapdpo1ov Pabuod pe owtég Tov TapatnpnoOnkay
otav yopnynonke 1o sildenafil mg povobBepaneia o vyeic eBehoviéc.

Y Tpelg eEe1dtkevpéveg Hehéteg OANAETIOpaoNC papudkmy, o dlea-avactoréag doxazosin (4 mg Kot
8 mg) ko To 0md ToL oTOUATOG Yopnyovuevo sildenafil (25 mg, 50 mg, 1 100 mg) yopnynOnkav
TaVTOYpova o€ acbevelg pe kahonOn vrepriacio tpootdrn (BPH) otabeporompévoug o Oepamneia pe
doxazosin. Xtovg TANOVGHODC OVTOV TV HEAET®V TapaTNPNONKAY EMITALOV UEIDCELS GTNV TTEGT TOL
GLGTOMKT KOl SIGTOAIKY aipotog o€ vmtia 0éon kot uésov dpo 7/7 mmHg, 9/5 mmHg kot

8/4 mmHg kot emmAéov HEUDOEIS 6TV TTieoT TOL aiploTog o€ 0pbia BEomn katd pécov 6po 6/6 mmHg,
11/4 mmHg kot 4/5 mmHg, avtiotoiyme. Otav ta sildenafil kot doxazosin yopnynhOnkay tavtdypova,
o€ aobeveig atabepomompuévoug oe Oepaneia pe doxazosin, VINPEAV GTAVIEG AVAPOPES acOEVDV
GTOVG OTOI0VG EULPAVIOTIKE GUUTTOUATIKT 0pBOCTATIKY VTOTOCT). Ol AvaPOPES SUUTEPIAGUPAVOY
LaAn kan kapnPapia, aArd 6yt cvykont|. H tavtdypovn yopnynon tov sildenafil oe acBeveig, o1 omoiot
voPaArrovtal o€ Oepameio pe GAQO — OVAGTOAEIS, UTOPEL VAL 03Ny OEL GE CLUTTMLOTIKY VITOTOCT
optopéva evmtadn dtopa (PA. mapdypapo 4.4).

To sildenafil (100 mg epdma yopnyodUeEVA A0 TOV GTOLOTOC) OEV EXNPENCE TI| POPUAKOKIVITIKY G
otofepomouévn KoTdoTaon Tov avactoAéa e Tpmtedonc tov HIV, tng cakovivafipng, n onoia
elvan avactoréac/vnootpopa tov CYP3 A4,

SOHUEmVa LE TN YVOOTH ENIOPOCT) TOV 6TV 000 povoéediov Tov almtov/cGMP (BA. mapdypoeo 5.1),
10 sildenafil £ye1 amoderytel OTL EVIoYDEL TO VTOTAGIKO OMOTEAEGLO TOV VITPIKMV Kol ETOUEVOG
OVTEVOEIKVLTAL 1] GLYYOPNYNON TOL UE 0OTEG LOVOEELSTIOV TOL AlMTOV N VITPIK®Y GE OTMOL0ONTOTE

popon (PA. mopdypapo 4.3).

Prootyovdrn: Ipoxhvikég peléteg é0ei&ov afpoloTikn enidpacn ot LEMOT TG APTNPLOKNG TTECNS
0T CLGTNHOTIKY KVKAOQOpia, otav avactoleic PDES cuvovaloviav pe ploctyovdrr. Xe kKAWVIKEC
UEAETEG, 1] proctyovdtn €xel amoderydel 6TL evVioybEL TIC VTOTACIKEG EMOPACEIS TV avacToréwv PDES.
Agv vifp&e kapio EvOeEN VVOIKNG KAVIKNG ETIOPUCTIG GUTOV TOV GLVIVAGUOVD, 6TOV TANOLGHO TOV
peietiOnke. H tavtdypovn xpiom pocstyovdtng kot avactorémv PDES, coprnepilopfavopévon tov
sildenafil, avtevésikvoton (BA. mapdypago 4.3).

To and Tov oTOUATOG YOpNYOoUEVO sildenafil dev eiye KAMvikG oNUOVTIKY ETITTOON GTA EMITESQ
TAUCUOATOG TV OO TOV GTOLOTOC OVTICVAANTTIKAOVY (0tBtvoiolotpadtoing 30 pg kot
AePovopyeotpéng 150 pg).

Hondratpicodg mAnBuopog
Meléteg aAlniemdpaoemy Exovv mpaypotononel Lovo oe EVAAIKEC.

4.6 Tovipétnra, kKONON KO Yyorovyia

Iuvaikeg og avamopoy®yikn nMKio Kot aVTIGOAAYT GE BVIPESG KO YOVOIKEG
AOY® Ehherymg dedopévmv tng enidpacng Tov Revatio og €ykveg yuvaikeg, To Revatio dev ouviotdrot
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Y10 YOVOIKEG GE OVOTOPOYMYIKT NAKIO EKTOG EAV YPTOGLLOTOIOVY TOVTOYPOVO KOTAAANAL LETPO.
AVTIGOAANYTG.

Kvnon

Agv vrdpyovv dedopéva oxeTikd pe ) ypnon tov sildenafil og gykbovg yovaikeg. And peréteg oe {oa
dgv mTPOKVUTTEL Apeon N EPpecn emPrafng dpdorn 6oV apopd TNV KNG KOl TNV avATTLEN TOL
euPpvov. Melétec oe (da €de1&av To&kdTNnTa MG TPOG TNV ovamTLEN petd v Yévvnon (BA.
Tapdypoeo 5.3).

AOY® EMAeync dedopévmv, To Revatio dev Oa Tpémel vo xpnOIUOTOIEITOL GE EYKVOVG YOVAIKEG, EKTOG
€V glval amoAvT®S amapaitnTo.

OnAacpog
Agv vrdpyovv emapkeic kot KaAd eheyyoueveg uerétec oe OnAdlovoeg yovaikee. Aedouéva omd pia

OnAalovca yovaika vrodekvoouvy 0Tt o sildenafil kot o Spaotikdg petafolritng Tov, N-
arouefvlmpévo sildenafil, anexkpivovtol 6to PnTpiKd Yoo o€ TOAD yapnAd enineda. Agv vapyoLV
Stabéotipo KAVIKG dedopéva OYETIKA e TIC avemBounteg evépyeleg ota Ppéen mov OnAalovv, oAAd ot
TOGOTNTEG TOV KATATIVOVTOL, 08V Bal )TOV AVOLEVOLEVO VO TPOKOAECOVY KATO1M OVETIBOUN TN
evépyewa. Ot aTpoi Tov Guvtayoypapovy Ba Tpémel va a&loA0YoVV TPOGEKTIKE TNV KAVIKT OVAYKN
g untépag yia sildenafil, kabmg Kot 0T01EGONTOTE OLVNTIKEG AVETIOOUNTEG EVEPYEIEG GTO TALOT TOV
Onralet.

Tovémra
Mn Khvikd dedopéva dev omoKaADTTOVV 1310iTEPO Kivouvo Yia Tov dvBpmmo e Baon Tig cuuPotikég

peiéteg yovipotmrag (BA. mapdypago 5.3).
4.7 Emodpacels 6tny IKAvOTNTA 001Y161)G KOL YELPIGHOV PN UVI|LETEOV
To Revatio &yet pétpia enidpaon TNV KAVOTNTO 00MYNOTG KOL XEPIGLOD UNYOVIHAT®V.

Koabng éxovv avapepbel {dAn kot dtatapoyég tng Opaong o€ KAMvikég dokiuég e sildenafil, ot
acBeveic O Tpémel va yvapifovv Ty avtidpacn Tov opyavicpol Tovg 6to Revatio, mptv odnyncouvv 1
YPNOLLOTO|COVY LMY OVT|LLOLTOL.

4.8 AvemOOunteg evépyereg

Ot avemBbunteg evépyeleg Tov TPoEkvyO amd T Yp1on evooeAéPiov Revatio sival mopouoleg pe
QVTEC OV GYETILOVTAL [LE TNV ¥PNON OO TOV GTOUATOG Yopnyovuevov Revatio. Kabwg vdpyovv
TEPLOPICUEVH dESOUEVA Y10 TN XPN oM EVOOoPAERLov Revatio Kot Kabdg T popHoKOKIvNTIKG LOVTELD
wpoPAEmovv OTL o1 Yopnyobueveg Loppéc 20 mg amd tov otopotog kot 10 mg evéoeAéPio Oa
ATOdMCOVY TOPATANGIES EKOECELS GTOV 0pO, 01 TANPOPOPie acPaleiag yio To evoopAéPio Revatio
vrootnpifovral and avTég Tov and TOL GTOUATOG Xop1yovEVOL Revatio.

EvdoAéfia yopnynon

M 86om Revatio gvéotipo dtdlvpa tov 10 mg npofiénetar 6T Ba mopEyel cuvolikn €kbeon oto
elevBepo sildenafil kot otov N-amopegbvliopévo petafoiitn Tov Kot CLVIVAGTIKA POPLAKOAOYIKA
ATOTELEC AT GVYKPIGIUO HE 0VTE pog d0omg 20 mg yopnYOLUEVNG GO TOV GTOUOTOC.

H peAiétn A1481262 ftav o peAétn o€ €va KEVTPO, oG SO0TG, 0voLyToD GYESLUGLOD, Y10, TNV
a&10A0YNoN TN OCPAAELNG, TNG AVEKTIKOTNTAG KOl TNG QOPUUKOKIVITIKNG Lo EQATOE evOOQAEPLaG
d0ong sildenafil (10 mg), yoprnyobuevn g epanal bolus éveong oe acbeveig pe ITvevpovikn
Apmploxn Yréptaon (ITAY), ot omoiol 1o ehdpupavayv amd Tov oTOHATOG Yopnyovrevo Revatio
20 mg tpeig popég nuepnoing (TID) kot tav otabepomompévor.

YvvoAika déxo acOeveic pe [TAY evtdyOnkav kot ohokAnpocav ) perét. Ot péoeg opHooTaTiKég

UETAPOAEG GTI GVOTOAIKT KOl SIGTOAIKT] AP TNPIOKN TTLECT LUE TNV TAPOSO TOV ¥POVOL NTOV HIKPES
(< 10 mmHg) ot emaviABay 6Tig apyikéc TIEG LeTh amd 2 MPeG. AVTEC o1 LETOPOAEC dev
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OYETIOTNKAV [ CUUTTOUATA VEOTOONG. Ot péceg HeTAPOAES GTOV KOpOlako puOud Moy KAVIKA pn
onuavtikéc. Abo acbeveic eppdvicay cuvolikd 3 avembounteg evépyeleg (E€ayn, LETEMPIOUO Kol
aicOnpa eEqyewmv). Kotaypdenke po cofapn avemBountn evépyela o€ évov acbevn Ue 1o aLUK)
pvokapdlonddeio cofapol Pabuod, o omoiog VTECTN KOIAKN LopuapLYN Kot arefinoe 6 nuépeg
LETA TN YOPNYNON TOL QAPUAKOL TNG UEAETNS. To mapamdve coppapa a&loAoyndnke oti b
oxeTILOTAV LE TO PUPHOKEVTIKO TPOIOV TNG LEAETNG.

Amb t0v 6TdUATOG YOpTYNoN

>t Paotkn, EAeyOUEV LUE EIKOVIKO QApUaKO UEAETN e TO Revatio yio TNV TVELLOVIKT apTNPLOKT
véptaot, cuvolkd 207 acbeveic ToyatomoOnkay kot vioPARONKav oe Oepaneia pe Revatio
Aappdavovtag 66celg Tov 20 mg, 40 mg, 1} 80 mg TID kot 70 acBeveic Tuoyaromomdnkay og £1KOVIKO
eappako. H didpketa tng Oepomeiog nrov 12 efoopnddes. H cuvorkn cuyvotnta Sakomng g
Oepomeiog og acbeveic vid Oepoancio e sildenafil oe docelg v 20 mg, 40 mg kail 80 mg TID Atov
2,9 %, 3,0 % ko 8,5 %, avtictoryo, cuykpitikd pe 2,9 % oe acbeveic Vo elkovikd Qappako. Ao Ta
277 dtopo mov EraPoav Bepameio otn Pacikn peAétn, Ta 259 eionydnoav oe pakpoypoOvia HEAETN
mopatacnc. Xopnyndnkav d0ceig émg 80 mg tpelg popég v NuUEPQ (4 POPES TNV GLVIGTMUEVT dOGN
Tov 20 mg TpeIC POPEC TV NUEPX), Kot Uetd omd 3 £tn, t0 87 % twv 183 vro Oepameio ot peré
acBevov ehapupavav Revatio 80 mg TID.

e pia eheyyouevn, Ue EIKOVIKO Papuoko, LeLETn pe To Revatio og¢ copuminpopa ot Oepomeio pe
evoopAEPLa epoprostenol, yio TVELHOVIKT apTnPLoK VIEPTACT), GLVOAIKA 134 acBeveic vtoPAnOnKay
o Oepamneia pe Revatio (og pio kobopiopévn tithomoinon mov Eekvovoe and Ta 20 mg £mg ta 40 mg
Kot 6T cuvexeln ota 80 mg, TPELG POPES TNV NUEPA OVAAOYQ LE TNV avoyn TOL acevog) Kat
epoprostenol, evd 131 acBeveig vrofAndnkoay oe Bepaneio e epoprostenol kot gikovikd eappako. H
dudpketla g Bepaneiog rav 16 efdopddes. H cuvolikn cuyxvotnta dtokomng tng Oepameiog, Adym
avemounTv evepyeldv, atoug acbeveic mov Adupavay sildenafil/epoprostenol, fitav 5,2 %,
ovykpitikd pe 10,7 % otovg acbeveic mov Adpfavav gwovikd edappako/epoprostenol. Ot wo
TpoOceaTo avapepBeices avemBounTeg eVEPYELES, TOV TAPATNPNONKAY TO GLYVA GTNV OHAdO TOV
acOevav mov AduPavav sildenafil/epoprostenol, ntov vaepaipio Tov 0PBUALOD, dpacn Baumn, pvikn
GLLEOPN O, VOKTEPIVOL IOPDTEC, 0GQLOLYin Kot EnpocTtopio. Ot yvooTéc avemBounteg evépyelec,
KeQaAadyia, EEaym, TOVOG GTO GKPa Kol 0idN Lo Tapatnpinkay 6g VYNAOTEPT GLYVOTITA GTOVG
acBeveic mov AdpPavay sildenafil/epoprostenol cuykprtikd pe Tovg acbeveig mov AdpPavay gikovikd
@appako/epoprostenol. Ao T ATOLO, TOV OAOKANPMGAV TNV apytkn LeAET, Ta 242 glonydncav ot
LOKPOYPOVIa LEAETN TTopatacnc. Xopnynonkay 66celg uéypt 80 mg TID ko petd omd 3 £, to 68 %
v 133 vrd Bepancio otn perétn acbevav erdpupavav Revatio 80 mg TID.

Ye 800 EAEYYOUEVEG UE EIKOVIKO PAPUOKO HEAETEC Ol AVETIOOUNTEG EVEPYELEG TTOVL OVaPEPONKAY NTOV
nmoag og pétprog Paputntog. Ot o cuyva avapepOIEVES aVETIOOUNTEG EVEPYEIEG, Ol OTTOLEG
euopaviotnioyv pe 1o Revatio (cuyvotnta peyardtepn 1 ion pe 10 %) cuykpitikd pe To EIKOVIKO
Qapuako, nTav kepaialyio, £Eayn, dvomeyia, d18ppotLa. KoL TOVOC 6T AKPaL.

Avogopd avemBOuntov gvepyeldv og mivaka

Ot avemBOunTeC evépyeleg, TOL epPavioTnKay g T0600T0 >1 % TtV acbevav o Oepameia e Revatio
Kot Ty To ovyvég (Sapopd > 1 %) ue 1o Revatio ot Bactkn peAétn 1§ 610 GLVOVAGUEVE, GTOLYEIN
tov Revatio and T1g 600 gheyyOpeVeS e EIKOVIKO PAPLOKO LEAETEG TVEVHOVIKNG OPTIPLOKIG
VIEPTOOTG GE ATTO TOV GTOOTOC Yopnyovueveg 06ael; 20, 40 1 80 mg (TID), mapoatifevrar otov
TOPOKATO TIVOKO OUUSOTOUNIEVEG Ava KATNYOPio Kot cLyvoTNTOo (TOAD cuyvég (= 1/10), cuyvéc

(= 1/100 €wg < 1/10), 6yt cuyvég (= 1/1000 émg < 1/100) kon pn yvmotng cvyvotntag (1 cuxvotnta
dev umopet va tpocdiopiobei amod ta Snbécipa otoryeia)). Xe Kabe opdado ocuyvoTnTOG, O
avemBounteg evépyeleg mapotifevtol Katd cEpd pelodUEVNS GoPapOTNTOG.
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Avopopég amd TNV eumelpios HETA TNV KUKAOQOPIN OTNV ayopd CuUTEPIAAUPAvOVTaL Le TAGYLO

YPALLOTA.

Kotnyopio opyavikod 6ueTHROTOS GORQOVA 1E
™ Paon oedopévov MedDRA (éxdoon 14.0)

AvemO@ountn evépysero,

AoDEELS KOL TAPACITACELS
Yuyveéc

AW0Tapay£S TOL UOTOUNTIKOD KOl TOV AEUOIKOD
GUGTI|LATOG

Yuyvéc

Awrapoyéc Tov petafoiropot ko tng Opéyne
2uyvE

Poypatpikéc Arotapayéc

Yuyvéc

AwTapay£s TOL VEVPIKOY GVGTILOTOS

[ToAd cuyvéc

Yoyvéc

O@0aipxég drwatapayés
Yuyveéc

Oy ovyvég

Mn yvootég

Awtapayéc Tov MTOG Kol Tov Aafupivlov
2uyvE

Mn yvootég

Ayyerokég droTapayés

[ToAd cuyvéc

Mn yvootég

AWTopayES TOV AVETVEVOTIKOD GUGTIIRATOS, TOV
0dpaxa ka1 Tov pecobwpaxiov

Yuyvéc

AWTopayES TOV YOOTPEVTEPIKOD GUCTIRATOS
[ToAvd cuyvéc

2uyvE

AwTapayés ToOV OEPRATOS KOL TOV VITOIOPLOV
16700

Yuyvéc

Mn yvootég

AWTopayES TOV HVOGKELETIKOD GUGTIOTOS KUL
TOV GUVOETIKOV 16TOV

[ToAvd cuyvéc

2uyvE

AWTOPAYES TOV VEQPAV KAl TOV 0VPOPOP@V
00V

Oy ovyvég

KutTOpiTdw, ypinn, Ppoyyitida, KoAmitda, pvitida,
YOOTPEVTEPITION

avorpio
KOTOKPATNO™ VYPAOV
abmvio, avnovyio

KeQaAaAyiol
nuikpavia, TpoduHog, topacncia, aicOnon kadcov,
vrocOnocio

alpoppayic Tov auEPANGTPOEIB0VE, OTTIKT
dvoiertovpyia, Baurn opacn, potopopia,
ypouaToyia, Kuavoyio, epediopudg Tov opHaApov,
vrepatption Tov oHaAuon

HelmUEVN omtikn o&vTNTa, SImAM I, U
(VO10AOYIKO aicOnuo otov oeOaANS

Mpn optnpruidikn mpocOia 1oyoiuikny oKy
vevporaleio, (NAION)*, Anoppaln twv
oupipinotpocioikav ayyeiwv¥, EAleyua ortikod
meoiov™®

thyyog
IQYVIOI0, ATWAELO. OKONG

egaym

voTaon

enfotadn, Prxag, pwvikh coppdpnon

dppota, dvomeyia

YOO TPITION, YOOTPOOIGOPAYIKT TOAVIPOUN O,
alpoppoideg, dudtacn Kolkiag, Enpoctopio
aAomekia, EpOONU, VOKTEPIVOL 10pMTEG
elavOnua

TOVOG Gt GKpoL
poodyio, ooceuaiyia

oaTovpio
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Kotnyopio opyavikod cvoTipratog cOp@ovo pe  Avem@opntn evépysio,
™ Baon oedopévov MedDRA (éxdoon 14.0)

AWTapay£S TOL UVATAPAYOYIKOD GUGTILATOG
K01l TOV Ho.6To0

Oyt ovyvég opoppayio TEOVS, ALATOCTEPLLIO, YOVOIKOLOGTIOL
Mn yvootég TPLATIOUOG, TTOGH OVEHUEVN

I'evikéc oroTapayés KoL KUTAGTAGELS TNG 000V

xopfymongs

Yuyvég [Mvpeia

*AvTég o1 avemBounteg evépyelec/avtidpacelg Exovv avapepbel oe acbeveic mov Adupavav sildenafil
v T Ogpomeio TNG AVOPIKNG GTUTIKNG SVGAEITOVPYIOG.

Avopopd mBavoroyodUEVOV OVETIBOUNTMOV EVEPYELDV

H avagpopd mbavoroyodpevov avemBountov evepyeumv PETA amd T yopnyNnon &delog kukAopopiog
TOV QUPUOKELTIKOD TPOIOVTOG elvan onpavtikn. Emtpénet tn cuveyn mapoakoiovdnon g oyéong
0PEALOVC-KIVOVVOD TOV PUPUUKEVTIKOD TPOTOVTOC. ZNTeital omd Toug EnayyeAUaTieES LYElNG Va
VOPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYEIEG LECH TOL EBVIKOD GLGTNLOTOG
avagopdg mov avaypdeetal oto [Hapdptua V.

4.9 Ynagpoocoroyia

Ye peréteg epanat 66cewv émg 800 mg yopnyoduevemv omd ToL 6TOUATOG GE e0EA0VTEG, O1
avemBounTeg evEPYELEC NTAV TAPOUOLES [LE QVTES TOV TapUTPHONKOV LE yoprynon xaunAdtepwv
d0GE®V, AALAL 01 GLYVOTNTES ELPAVIOTG KoL 1] BapdTnTa Tovg NTov avénuéves. H cuxvotnta tov
avemBountov evepyeldv (kepaiadyio, EEaym, COAN, Svomeyio, PLviKn COUEOPNOT) KOL SOTAPOYXES TNG
opaong) avénbnke petd and epamaé do6celc Tv 200 mg xopnyodUeEVOY ad TOL GTOUATOGC.

Y& TEPIMTAOOELS VITEPOOGOAOYING, TPETEL VO EPAPHOLOVTOL TO, TALTOVUEVE GLVT BT LTOGTNPIKTIKA
pétpa. O tervNTOC VEPPOG OEV UVOUEVETOL VO ETLTAYVVEL TNV KAOAPGT TOV QapUAKOL, V10T TO
sildenafil decpeveTan og VYNAS TOGOGTO OTO TIC TPOTEIVES TOL TAUCUATOG KOl OV OTOPAAAETAL LUE TA
ovpa.

5. OAPMAKOAOTI'IKEY IAIOTHTEZ
51 ®@oappokodvvopkés 1IO0TNTES

Ddappokobepanevtikn katnyopio: Ovporoykd, Pdppoka ToOL YPNOYOTOI0VVTAL Y10 T Bepameia Tng
duoiettovpyiog otoong, kwdikoég ATC: GO4BEO3

Mnyoviopog dpéiong

To sildenafil amoteiel Evav 10xVPO Kot EKAEKTIKO AVAGTOAEN TNG EWOIKNG Y1t TNV KUKAIKN
LOVOP®GPOPIKN Yovovoaivn (cGMP)- pwopodiectepdon tomov 5 (PDES), to évluuo mov givar
vevbhuvo yuo TV amowodounon g cGMP. Extog and v mapovoio tov evivuov ota
gvooonpayy®on Totydpata tov téovg, 1 PDES gival emiong mapodoa kot 6To TVELHOVIKO ayyYELOKO
ovotnuo. Eropévac, 1o sildenafil av&avel tn cGMP evtdg tov KuTtdpmv Tov Agiov o TV oyyeimv pe
amotéleoua T yoAaor. Xe acOeveic Le TVEVUOVIKT OPTNPLOKT VIEPTOCT)], AVTO UTOPEL VO 00N YNOEL GE
OYYEIOO10.0TOAN] TNG TVEVUOVIKNG AYYELOKTG KOITNG Kol € pKpATEPO Pabud, ayyelodt0oToA o1
GULGTILOTIKTY KUKAOQOPIa.

Dapuakoduvotkés emOPAcELS

Meléteg in vitro €govv dei&el 6ti to sildenafil dpa exhektikd wg mpog v PDES. H enidpacmn tov otnv
PDES givar meptocdtepo 1o vp1| GUYKPLTIKG e AAAES YVOOTEG @oodieatepdoss. [Tapovaialet 10
QOpEC LEYaADTEPT EKAEKTIKOTNTA MG Tpo¢ TNV PDE6, OV cuppetéyel 6ty 000 TS OTOUETOTPOTNG
otov appipAnotpoedn. Emniong mapovcialel 80 popég ueyoldtepn eKAEKTIKOTNTO GE GYECT] LIE TNV
PDEI kot wéve and 700 @opég pueyarvtepn ekiextikotnto oe oxéon e tig PDE 2, 3,4, 7, 8, 9, 10 kot
11. EWdwotepa, 1o sildenafil éyel mévo amd 4.000 popég peyorvtepn exhektikotnta yio v PDES cg
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oyxéon pe v PDE3, tv cAMP-g£e1dtkevpévn 16oHopen TG ¢OGPOSIEGTEPACTIC TOV GUUUETEYEL GTOV
ELeyY0 NG KOPOOKNG CUOTACNG.

To sildenafil Tpoxodel pkpéc Kot TaPoOIKEG UELDGELC TNG GCVGTNUATIKNG OPTNPLOKNG TTEGNC, 01 0TolES,
OTNV TAELOVOTITA TOV TEPUTTOCEDV, OEV TPOKAAOVV KAVIKEG EKONADCEL;. META amd ypdvia xopnynon
80 mg omd TOV GTOUATOG TPELS POPES TNV NUEPA O€ AGHEVEIC e GLOTNUATIKN VAEPTACT), 1 LEOM
petafoin amd v Evapén TNV GLGTOAIKY KOl SIGTOAIKY OPTNPLOKT TEGN NTAV Lo LEI®ON KoTd

9,4 mmHg ko1 9,1 mmHg avtictolywec. Metd and ypdvia yoprynon 80 mg amd Tov 6TOUATOG TPELG
(QOPEC TNV NUEPQ G€ 0oOEVELG [Le TVELLOVIKT APTNPLOKT VITEPTAOT], TOPATPNONKOV LIKPOTEPEG
emdpdoelc ot peimon g apTnPLokng mieons (Leimworn TOGO 6T GUGTOALKT OGO KOl GTNV O10GTOAKN
wieon katd 2 mmHg). X1t cuvietdpevn docoroyio T@v 20 mg amd TOV GTOUOTOC TPELS POPES TNV
Nuépa, dev TapaTNPNONKAV LELMOELS OTI) GUGTOALKN 1] T SLOGTOAIKY| TTiEo.

Epdana& doceig sildenafil amd tov otopatog péypt 100 mg og vyieic eBerovtég, dev Tpokdiecay
KAvika onpoavtikég emdpdoeig oto HKI. Metd and ypovia yopriynon 80 mg tpeig popég TNy nuépa
o€ 000gVElg [Le TVELLOVIKT APTNPLOKT VITEPTOOT], OEV OVAPEPOM KOV KAVIKG ONUOVTIKEG ETTTOCEL
oto HKT'.

g pio HEAETN TOV OLLOSVVAUIK®V EMOPACE®V Hiog EQATAE amd Tov oTtopoTog 6oong 100 mg
sildenafil og 14 acBeveig pe copapn otepoviaio voco (CAD) (> 70 % otévmon tovAdyiotov piog
oTEQOVIOING apTNPIag), 1 LECT] GUGTOALKN KOl SIUGTOALKT APTNPLOKY THECT] GE KOTAGTUGT MNPEUIOGC
pewmdnke katd 7 % kot 6 %, avtiotorya, cuykprtikd pe tig Tég Evapéng. H péon mvevpovikn
OGLGTOMKT apTNPLoKT wieon petmdnke kotd 9 %. To sildenafil dev mapovciace kopia enidpacn otV
KopSLoKN Topoyn, Kol OgV EMNPEACE SUGUEVMG TV PON TOL OUATOG SLUUECOD TOV CTEVOUEV®V
GTEPAVIAIOV OPTNPLOV.

"Hrtieg kot mopodikég S10popég GTNV aVTIANYN TV YPOUATOV (LTAE/TPACIVO) aViXVEDTIKAY GE
oplopévoug acbeveig ypnoiponotmvtag ) dokipacio Farnsworth-Munsell 100 hue test pio dpa petd
amo yopnynon piog d6ong 100 mg, evéd Kapd enidpact dev NToV aviyvedon 2 dPec PLETA T
xopnynon g do6omg. O TOAVOAOYOVUEVOG UNYOVIGUOS AVTNG TNE SLOTAPAYNG OTNV GVTIANYN T®V
ypoudtov oxetiCeton pe avaotodn g PDE6, 1 omoia eumAéketal oty akolovbia aviidpdcemv
QOTOUETATPONNG oTOV auPPAncTpoeldn. To sildenafil dev emnpedlel v ontikn o&vTnTa KO TNV
evatoOnoio avtiBeong. e pio eEAeyyOpevn e EIKOVIKO QAPUOKO PEAETN Ie kPO TANBuoud aclevav
ULE TEKUNPLOUEVT] TPOLUN EKPOALON TNE OYPES KNAidag Tov oyetiletar pue v nikia (9 droua), to
sildenafil (epdmag d6on 100 mg) dev epeavice onUAVTIKEG HETOPOAES 6T 0QBaApOOYIKES EEETAOELC
7ov dlevepyndnkav (omtikn o&vtnra, Amsler grid, S1Gkpion TV YPOUATOV GE TPOGOUOIMOT TOV
ONUATOd0TMY 0d1KNG KuKAogopiag, tepietpia Humphrey kot pmtootpéc).

KMviki) ooTeAeoLaTIKOTNTO KO 0CQAAEL,

Amnoteleouotinotnto e evoopréfiac yopiynong sildenafil oe evilixec ao0sveic ue vevuovikn
aptnploxh vréptaon (IIAY)

M 86om Revatio gvéotpo didlopa tov 10 mg npofiénetar 6T Ba mapéyel cuvolikn €kbeon oto
eleBepo sildenafil kai otov N-omopebviiopévo petaforitn Tov Kot GLVOVAGTIKA EOPUUKOAOYIKA
amoTeLéoaTa GUYKPIoIHa He ovtd pog doomg 20 mg yopnyovpuévng amod tov otopotoc. Ta Tapamdve
Bacifovtat og dedopéva PappakokvnTikng uovo (PA. moapdypagpo 5.2 Gappoakokivntikeg [d10TnTEQ).
O1 cvvémeieg g emaxorovine pelouévng ékbeonc otov evepyo N-amouedviiopuévo petofolritn wov
TOPOTNPEITOL LETG OTd EMOVEIAUUEVEG YOpTYNIOELS EvOopAEPiov Revatio dev Exovv tekunpiwbei. Agv
&yovv poypatomomOei LEAETES TOV VO OTOOEIKVIOUV OTL BUTEG Ol LOPPEG EYOVV GLYKPIGLUN
OTTOTELEGULATIKOTITO.

H peiétn A1481262 ftav o pekétn o€ €va KEVTPO, oG dOOTG, 0VOLYTOD GYESLUCLOD, Y10, TNV
a&1oAdYNoN TNG ACPAAELNG, TNG AVEKTIKOTNTOG KO TG POPLOKOKIVITIKNG oG EPATOE evOOQAEPLag
d0ong sildenafil (10 mg), yopnyoduevn g epanal bolus éveong oe acbeveig pe ITvevpovikn
Apmpuokn Yréptaon (ITAY), ot omoiot oM eraupavoy amd Tov 6TOHOTOS YopTyovuevoy Revatio
TPELG POPEG MULEPTCIMG KoL Tay oTafepomompévor.
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Yvvoika déxa acBeveic pe [vevpovikny Apmploxn Yréptaon (ITAY) evtdydnkav kot olokApwcay
™ perétn. Oytod acbeveig eAdpupavay fooevdvn kot évag acBevig eldufave treprostinil kot
emmpoceta focevtavn kot Revatio. Metd ) xopfynomn g 006ME, KataypaenKoy 1 opTnplokn mieon
o€ opOia kot kabioth BEon Kot 0 Kapdakog puduodg ota 30, 60, 120, 180 kot 360 Aemtd petd ™ ANy
g 060mG. Ot péoeg petaforég and Tig apycég TYEG TNG apTNPLOKNG Tieons o kabiot Béomn fTav
peyodotepeg oty 1 opa, -9,1 mmHg (SD £ 12,5) kot -3,0 (SD £ 4,9) mmHg ywo T cusToAKkm kot T
SOTOAKT apTNploKn Ttigon, avtiotorya. Ot uéceg opBootatikég HeTAPOAES GTI GUGTOAIKN KOt
SLOOTOAKT] OPTNPLOKT TEST) KATA TNV TAPOd0 TOV Ypdvov NTav pukpés (< 10 mmHg) kot emaviAbay
OTIG APYIKEG TIUES HETE amd 2 DPEGS.

AROTEAETUOTIKOTHTO. TOV OO TOV OTOUATOC YOPHYoLuevoD sildenafil oe evilike aobevelc ue mvevuovikn
aptnploxy vréptaon (IIAY)

Mo, ToYOOTOMUEVT], SITAG TVEAY, EAEYXOUEVT] LUE EIKOVIKO QApPLOKO HeAETN dieEnyOn oe

278 acbeveic pue mpwtonadn Tvevpovikn véptacn, ITAY cvoyetilouevn pe vOGo TOV GLVOETIKOD
1010V kot [TAY petd and yepovpyikn 0noKaTdoTaoT] GUYYEVAV Kopdlakdv Prafov. Ot acBeveig
TUYALOTTO BN KOV GE [0 EK TOV TECOAP®V BEPamEVTIKOV OPAd®V: EIKOVIKO PdploKo, sildenafil

20 mg, sildenafil 40 mg 7 sildenafil 80 mg, tpeig popéc nuepncing. Amod toug 278 acbeveic mov
Toyoonombnkav, 277 acBeveig EraPav tovidyiotov 1 6661 Tov PappdKov TG ueAénc. O TAnbvouog
™G HeAétng nTav 68 (25 %) avdpeg kot 209 (75 %) yovaikeg pe péon niio 49 etov (€bpog: 18—

81 etav) kot dokipocio fadicpatog 6 Aemtdv oe andotoon and 100 £wg kot 450 pétpa (LEGOC OPOg
344 pétpa) kotd v Evapén. Ztovg 175 acbeveic (63 %) mov cupneptanednkav iye dayvootel
npwTomadng TvevpoVvIKN vEpTact, o€ 84 (30 %) eiye S10yvwOTEL TVELLOVIKTY PTNPLOKT] VITEPTOCT)
oyetilopevn pe voco Tov cuvoeTIko 16Tov Kot o€ 18 (7 %) acbeveig giye dioyvmoTel TVELUOVIKN
APTNPLOKN VLEPTOOT) OYETILOUEVT] LLE XEIPOVPYIKT EMOOPOMOT GLYYEVAOV KOPIOKDY PAAPDV.
opemva pe v tagvounon tov [aykocpov Opyaviopod Yyeiog, ol tepiocdtepot acheveig
Bpiokovtav otn Aettovpykn| katnyopia I (107/277, 39 %) 1 I (160/277, 58 %), pe péomn tiun Katd
v évapén ot dokipacio Padicpatog 6 Aentmdv 378 kai 326 pétpa, ovTicToryo, EVM AyOTEPOL
acOeveic Bpickovtav oty katnyopio I (1/277, 0,4 %) q IV (9/277, 3 %) xotd v évapén. v
pehétn dev ovppeteiyov acOeveic pe Khdoua eEdOnong aprotepng kokiog < 45 % 1 kKhdopo
Bpdyvvong apiotepnc kothiag < 0,2.

To sildenafil (1] To ewovikd appako) Tpootédnke otV KaBopioUEVN ard TO TPOTOKOAAO
GULYYOPNYOVUEVT] QUPHOKEVTIKN oYy Tov oM eAdpfovay ot acBeveig, n omoia propovos va
TEPIAMAUPAVEL GUVOVAGHO AVTITNKTIKOV, d1Y0&ivie, avasTOAE®Y TV J100A®Y 0oBECTION, SIOVPNTIKA 1
o&uydvo. H yprion mpocstakukAivng, avordywv TposTaKLKAIVIG Kol OVIOYOVIGT®V TOV DTOS0XEMV TG
evooOnAivng dev emttpenodTav g cupTAnpopatikn Bepomeio, 00TE Kot 1) AYN COUTANPOUATOV
apywivng. AcBeveic oTovg omoiovg Tponyovuévag amétuye N Oepameia pe fooevtavn amokieicOnkay
amo TN HEAE.

To kbp1o TeEMK onpeio anoteAecpoTikOTTAG NTOV N METAPOAN o8 oYéon pe v Evapén katd tny 12"
EBdopdda otn dokipacio Badicpatog 6 Aentomv (6MWD). Mio ototioTikd onpovikn avénen otnv
6MWD mapotnpnfnie kat otig 3 docoroyikéc opades tov sildenafil, cuykpitikd pe v opdda Tov
EIKOVIKOV Qoppdkov. Ot dlopBopéveg G TPOG TO EIKOVIKO Pdppoko avénoel otny 6MWD ftav

45 pétpa (p < 0,0001), 46 pétpa (p < 0,0001) kot 50 pérpa (p < 0,0001) yia to sildenafil 20 mg,

40 mg ko 80 mg TID, avtiotoiymg. Agv mopatnpndnike onuovTiKn S10popd 610 amoTéEAEGHLO LETAED
TV d1aPopwv d0cemv Tov sildenafil. I'a acBeveig ue 6 MWD < 325 m katd v évapén g perémnge,
mopotnpHonKe PEATIOUEVT amOTEAEGLOTIKOTNTO, e DVYNAOTEPES dOGEIC (PEATIOOELS O10pO®UEVES MG
TPOC TO EIKOVIKO PAPUOKO KaTh 58 pétpa, 65 uétpa kot 87 pétpa, yio 06celg 20 mg, 40 mg kot 80 mg
TID, avtiotoiywc).

[Mopatnpndnke pio 6ToTIOTIKA onuavtiky avénon oty 6MWD oty docoroyikn opdda tov 20 mg,
otav avolvinke kotd T Aettovpykn katnyopia tov [aykdéopiov Opyavicpod Yyeioc. o v
katnyopia Il kot v katnyopia I, mapoatnpriOnkay ot dtopBwpéveg Mg TPOg TO EIKOVIKO PAPLAKO
avénoeig tov 49 pétpov (p = 0,0007) kot 45 pétpav (p = 0,0031), avtictorya.

H Bektioon otnv 6MWD 1tav gpeavig petd and 4 efdopddeg Bepameiog Kot T0 amoTEAEGHO AVTO
St Onke katd v 8" kat 12" gfdopada. Ta amoteléopata RTav yevikd otabepd oTig
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VIOKOTIYOpieg acBevadv cOUE®VA LE TNV orTlodoyia (TpoTomadng kot oyeTlOIEVT LE VOGO
ouvvoeTkoD 10100 TTAY), TNV Aettovpyikn katnyopia katd [TIOY, o @Oro, T @UAN, TV TTEPLOYT, TN
puéon PAP ko PVRIL

Ot acbeveig 6LV TV docoloyik®mv ouddwv sildenafil Tétvuyav oTaTIoTIKG ONUOVTIKY PEIOT TNG
LEGTC TVEVIOVIKNG apTnpLokng wieong (mPAP) kot mvevpovikng ayyelakng avtiotaong (PVR) og
oVYKPLON e EKEIVOVG, OV eAGUPBavaY EKOVIKO Papuako. Ot dtopbmpéves ®g TPOg TO EIKOVIKO
Qapuako emdpdoelc g Oepaneiog otnv puéomn mvevpovikn aptnplokn tieon (mPAP) ftav -2,7 mmHg
(p=0,04), -3,0 mmHg (p = 0,01) ko -5,1 mmHg (p <0,0001) yia 70 sildenafil 20 mg, 40 mg Ko

80 mg TID avtictoiyme. Ot S1opOmuéveg ¢ Tpog 1o EIKOVIKO QapuoKo emdpdoelc g Oepaneiog otnv
nvevpoviky oyyetakh avtiotaon (PVR) ftav -178 dyne.sec/cm’ (p=0,0051), -195 dyne.sec/cm’
(p=0,0017) ka1 -320 dyne.sec/cm’® (p<0,0001) yia to sildenafil 20 mg, 40 mg ko1 80 mg TID,
avtiotoiywc. H mocootiaio peimon otig 12 fdouddeg yia tig 66ce1g 20 mg, 40 mg kot 80 mg
sildenafil TID otv PVR (11,2 %, 12,9 %, 23,3 %) ftav avaAoyiKd LEYOADTEPT] OO TNV LEI®OT) 6TN
ocvotnuotiky ayyelokn avtiotaorn (SVR) (7,2 %, 5,9 %, 14,4 %). Aev gival yvootn 1 enidpacn Tov
sildenafil otn Bvnowomra.

‘Eva peyaidtepo 10c0oto 060evdv, og Kabe pia amd Tic docoroyikég opddeg sildenafil (oniaon 28 %,
36 % ko 42 % tov atopmv mov Ehapav docelg sildenafil twv 20 mg, 40 mg ko 80 mg TID,
avtiotoiywc) £deiéav Peltimon katd TovAdyiotov pHio Aettovpyikn katnyopia katd [TIOY oty
efdoudoa 12 cuykprtikd pe 1o ekovikd eappako (7 %). Ot avtiototyeg avaroyieg mibavotitav fTav
2,92 (p=0,0087), 4,32 (p=0,0004) ko 5,75 (p<0,0001).

Moxpoypovia dedouéva. emifiwaonc oe un rtpobepamevuévo (naive) tinbvouo

AocBeveig mov glonyOnoav ot focikn peAétn NTav KatdAAnlot yio va gvioyBolbv o pio pakpoypovia
UEAETY EMEKTAONG AVOIKTIG onjpavens. Xta 3 £t to 87 % tov acbevdv ehdufavav door tov 80 mg
TID. ZvvoAikd 207 acBeveic vroPAnoniay ce Bepomeio pe Revatio otny kopto perétn, Ko m
HoKpoyYpoOvia katdotaom emPioong toug agloloynnke yio tovddyiotov 3 1. Xg antd Tov TANOVGUO,
ot ektiunoeig emPioong Kaplan-Meier tov 1, 2 kot 3 etodv nTav 96 %, 91 % kot 82 %, avtictoyo. Ta
10600Td eMPimong tov aclevav pe Aettovpyikn| katnyopia Il katd tov [aykoécuo Opyavicud
Yyelag katd v évapén g Oepaneiog ta € 1, 2 kon 3 rav 99 %, 91 %, ko 84 %, avtictoyya, Kot
v acBeveic pe Aettovpykn Katnyopia I kotd tov [aykoouio Opyaviopd Yyelog katd v évopén
¢ Bepanciog frav 94 %, 90 %, kor 81 %, avticToryo.

Anotereouotinotnro. oe evijhikeg 0o0eveic ue IIAY (Otoy ypnoyomoleitol oe goVOLAoUO UE
epoprostenol

Mia, Tuyoomomuévn, SITAG-TOQAT|, EAEYYOUEV UE EIKOVIKO QapUaKO peAéETn delnyon oe

267 acbeveic ue I[TAY, ot onoiol tav otabepomompévol o Bepameio pe evooeAEPia epoprostenol.
Ytovg aoBeveig pe ITAY ovumepihappdvovav exeivol e tpmtonadn Tvevpovikn vréptaon [TAY
(212/267, 79 %) ko ITAY oyetildpevn pe voco cuvdetikod 10100 (55/267, 21 %). Zopewva pe Ty
ta&vounon tov Iaykocuiov Opyaviepot Yyeiog, ol mepiocdtepol acheveic Ppickoviav oty
Aertovpykn katnyopia I (68/267, 26 %) v 111 (175/267, 66 %). Aryotepot acbeveig fpickovtay otnv
katnyopia I (3/267, 1 %) 1 IV (16/267, 6 %) katd v &vapén. ['a kanotovg acbeveig (5/267, 2 %), M
Agrrovpyikn Katnyopio copemva pe tov Iaykocuo Opyavicud Yyeiog nroav dyvoortn. Ot acBeveic
TuyotoTomOnKay 6to elkovikd papuako 1M to sildenafil (oe kabopiouévn tithonoinom mov Eekivovoe
ano6 to, 20 mg ¢ ta 40 mg Kot otn cvvéyeld ota 80 mg, TPEIC POPES TNV NUEPE OVAAOYQ UE TNV
avoyn Tov acbevoic), KoTd T ¥PNoT TOVG 68 GUVOLOCUO U EVOOPAEPLO epoprostenol.

To kbp1o Telkd onpeio anotedespoTikOTTAG TAV N LETAPOAN o8 oYéon pe v Evapén katd tnv 16"
efdopdoda o dokiacio Padicpatog 6 Aentmv. YIMpEe £vo GTATIOTIKA CILOVTIKO OQELOG TOV
sildenafil cuykpiTikd pe T0 €1KOVIKO PapproKko oe dokiuacia fadicuatog 6 Aemtdv. Mio péon,
dopbmpévn avénon, wg TPog To EIKOVIKO PAPHOKO og amdoTaot Padicpatog 26 HETpav
napoTnpnOnke vép Tov sildenafil (95 % CI: 10,8, 41,2) (p = 0,0009). ' acbeveig pe amdcToon
Badicpatog katd v Evapén > 325 pétpa, to amotérecpa g Oepaneiog rav 38,4 uétpa vép Tov
sildenafil, evd yio acOeveig pe amdctaon Padicpatog katd tny évapén < 325 uétpa, T0 omoTELEGUA.
g Oepameiog frav 2,3 pétpa vIép ToL gKoVIKOD Papudkov. I'a acBeveig pe tpotonadn ITAY, 1o
arotéleopa g Oepaneiog ftav 31,1 pétpa og ovykpion pe 7,7 pétpa yio aobeveic pe ITAY
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oyxeTilopevn e voco ouvoeTikoy 16To0. H dtopopd oto amoTteAécHata OVAIESO GTIC TUYAOTOUUEVES
VTOOUASES UTTOPEL VAL £Y0VV TPOKVHYEL GUUTTOUATIKA AOY® TOL TEPLOPIGUEVOD peyEBovg Tov
delyparoc.

AocBeveic mov AMapPavav sildenafil métvyav pia otatiotikd onpovtiky peioon ot péorn [vevpoviky
Apmprakn [Tieon (MPAP) cuykpitikd pe exeivoug mov Aappoavay eucovikd eapuoko. Mia péon
dopbmpévn, mg TPog To EIKOVIKO PApuUaKo, Enidpacn ¢ Oepaneiog Towv -3,9 mmHg mapatnpriOnke
vrép tov sildenafil (95 % CI: -5,7, -2,1) (p = 0,00003). 'Eva devtepedov KATAANKTIKO GNUELD TAY O
YPOVOG MG TNV KAMVIKT EMOEIV®GN, 0 0moio¢ kabopiotnke ¢ 0 ¥pOVOG Amd TV TLYULOTOINGT EMG TO
TPMTO TEPIOTOTIKO KAWVIKNG emdeiviong (Bdvartog, petapdcygvon Tvevpova, Evapén Bepaneiog pe
Booevtdvn M Khvikn emdeivmon 1 onoia anaitovoe Tpomonoinon g Bepaneiog pe epoprostenol). H
Oepaneia pe sildenafil emPpddvve onuavticd tov xpovo £mg v KAvikn emdeivoon g [TAY
GLYKPLTIKG e TO ekovikd eappako (p = 0,0074). 23 acBeveic Biooav mepIoTATIK KAIVIKNG
emdeivawong oy opdado vd Bepameio pe eicovikd edpuaxo (17,6 %), cvykpitikd pe 8 acbeveic oty
opnado vid Oepaneia pe sildenafil (6,0 %).

Moxpoypovia Asdousva EmiBiwonc otn ueAétn ue mpovmapyovaa epoprostenol

AocBeveic mov glonyOnoav oty pelétn copmAnpopatiking Oepaneiog pie epoprostenol ntav
KOTAAANAOL Y10 VoL evToyBo0V G pia LaKpoYPOVIo. LEAET EMEKTOONG OVOIKTNG CTUAVONG. XTa 3 €11
10 68 % TV acBevav ehdpuPavav doom tov 80 mg Tpeilg popég nuepnoing (TID). Zvvorwkd

134 acBeveig vroPAndnkav oe Oepaneio pe Revatio otnv Kdplor LEAETT), Kot 1) LOKPOYPOVIO KATAGTOOT
emPinong tovg a&loAoyndnke yia tovAdyiotov 3 €. e ovtd Tov TANOLGUO, ot ekTiunoelg Kaplan-
Meier yo v enifioon oto 1, 2 kot 3 £ frav 92 %, 81 % kot 74 %, avtictorya.

AmotelecpotikodtnTo Ko ac@dielo oe eviakec ooBeveig pe ITAY (6tav ypnoluonoteital o€
ovvdvaoud Le Booeviavn)

Mia, TuyotoomuéVT, SITAG TVEAY, EAEYXOUEVT] LUE EIKOVIKO QappoKko peAéTn o1eényon og 103 Khvikd
otabepovg acbeveic ue ITAY (WHO FC 11 ko III) mov Bpickovtav o Oepameia e fooevtdvn yia Eva
EAMGYLOTO YPOVIKO SAGTNUA TPLOV UNVAOV. XTovg acbeveig pe ITAY meprappdvovoav avtoi pe
npwtonadn [TAY kot avtoi pe [TAY ocvoyetilopevn pe voco cuvdetcol 16tov. Ot acbeveig
TUYaoTOmONKaV 6T0 gKOVIKO PAppako 1 oto sildenafil (20 mg Tpeig popég v Nuépa) oe
ocuvdvacuod pe Pooevtdvn (62,5-125 mg dvo eopég v nuépa). To kvplo tehkd onpeio
OTTOTELECULATIKOTNTOGC TV 1) LETAPOAN G oyéom pe Vv évapén ot 6MWD «atd v ERdoudda 12.
Ta amoteAéopoto VTOSEIKVOOVY OTL HEV VITAPYEL GNUAVTIKT dLaPOpd T OldpEST) LETOPOAN o€ GYéom
ue v évapén ot 6MWD mov mapatnpeital peta&d tov sildenafil (20 mg Tpeig opég Ty nuépa) Kot
TOV €IKOVIKOL Qapudrov (13,62 pétpa (95% CI: -3,89 pe 31,12) kon 14,08 pétpa (95% CI: -1,78 pe
29,95), avtictoyya).

Awopéc oty 6MWD mapotnphOnkay petaéd tov acbevov pe tpotoradn ITAY kot avtdv ue [TAY
ovoyeTIlOpEVT LE VOGO GUVOETIKOD 10T00. ['1or Toug acBeveic pe mpotomadn ITAY (67 acbeveic), o
dudpeoec petaforéc o oyéon pe v Evapén Nrav 26,39 pétpa (95% CI: 10,70 pe 42,08) ko 11,84
pétpa (95% CI: -8,83 ue 32,52) v tig opddeg Tov sildenafil kot Tov eucovikod goppikov, avticTotya.
Qot600, Y10 Tovg acbeveic pe ITAY cvoyetilopevn pe voco cuvdetikod 16100 (36 acbeveig) ot
dwdpeoes petaforég o oyéon pe v Evapén frav -18,32 pérpa (95% CI: -65,66 pe 29,02) kon

17,50 pétpa. (95% CI: -9,41 pe 44,41) yio t1g opddeg Tov sildenafil ko Tov gucovikod goppakov,
avticTotya.

YUVOAIKA, Ol avemBounTeg EVEPYELES NTAV YEVIKE TapOUOIEG LETAED TV dV0 opddmv Bepameiog
(sildenafil pe Booevtdvn évavti focevtdvng HOVO) Kol GUVETEIG e TO YVOGTO TPOPik 0CPUAEING TOV

sildenafil 6tav yopnysitoan wg povobepamneio (PA. mapaypdpovg 4.4 ko 4.5).

Hodratpikdc TAnfuvoude

Euuévovoo mvevuovikn vaéptaon tov veoyvod
Mia Toyotomompévr, SUTAd TVPAY, 600 GKEADY, TOPAAANA®Y OLAd®V Kol ELEYYOUEV LE EIKOVIKO
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eappako perétn 01e&nydn oe 59 veoyva e PIEVOLGA TVELLOVIKT VTEPTUCT] TOL VEOYVOD (persistent
pulmonary hypertension of the newborn, PPHN), ] pe vo&ikr avamvevoTiKn avenapKeLD, TOV VEOYVOD
(hypoxic respiratory failure, HRF) ka1 o€ xivovvo yio PPHN pe deiktn o&uyovoong (oxygenation
index, OI) >15 kot <60. O TpmTed®V 6TOYX0C NTAV 1 AELOAOYNCT TNG ATOTEAEGLATIKOTITOC KO TNG
acarelag Tov evooeAePing yopnyovuevov sildenafil dtav mpootiBetor otn Oepamneia pe slonvedevo
povo&eidio tov al®tov (inhaled nictic oxide, iNO) og cbykpion pe 1o iNO ®g povobepamneio.

Ta Tpotedovra TeEMKAE onueio fTav To T0G0GTO 0mOTVYiNG TG Oepaneiog, Tov opiletal Mg avayKn Yo
emmpocetn Oepaneio otoyevovrag v PPHN, avaykn yia eEncopatiki o&uydvmon pepppavng, M
Odvartog Kot T dtdpreln TN LEAETNG, Ko 0 ¥povog Oepameiag pe INO petd v Evapén tov
evoopAePimg yopnyodpevov papudicov g peAétng xwpig anotuyia Oepaneiag. H dwaupopd ota
T0G00Td amotvyiog TG Oepaneiog dev NTOV OTATIGTIKA ONUOVTIKH HETAED TV 600 opddwv Bepameiog
(27,6% ko 20% otnv opdda pe iNO + tov evdopreBing yopnyovpuevov sildenafil kot otnv oudda pe
iNO + gwkovikov @apudrkov, avtiotoya). I'a tovg acbeveic ywpig amotvyio Oepameiag, o uécog
xpoOvog Bepameiag pe iINO petd v Evapén tov evOoPAEPIG YOPTYOOLEVOD QAPUAKOL TNG LEAETNG
Nrtav o id1og, Tepimov 4,1 pépec, Ko yia Tig 2 opddeg Bepomeiog.

Ot avemBOuNTES EVEPYELEG TOL TTPOEKLYOY KOTA TN Bepoameio Kot o1 coPapég avemBOUNTES EVEPYELES
epoaviotnioy og 22 (75,9%) kar 7 (24,1%) dropa oty opdda pe iNO ocvv Tov evooprefing
yopnyovuevov sildenafil, avtictoya, kot o€ 19 (63,3%) ko 2 (6,7%) dropa oty opada pe iNO +
EIKOVIKOV QUpPAKOV, avTioTotya. Ol o GUYVE ovVaQEPOUEVES AVETIOVUNTES EVEPYELEC TTOV TPOEKVYOLY
Katd ™ Oepaneio Tav 1 vwotaon (8 [27,6%] dropa), 1 vrokaitoupio (7 [24,1%] dtopa), n avoipio
Kot To cUVOPOLO amd amdcvpon apudikov (4 [13,8%] dtopa 1 kKabepio) kou 1 Ppadvkapdio

(3 110,3%] dtopa) otnv opdda pe iNO + Tov evooprefimg yopnyovuevoo sildenafil, kot o
nvevpobopakag (4 [13,3%] dropa), n avauio, To oidnpa, 1 vrepyorepudpvarpio, n C-avtidpooa
TpoTEiV owénuévn, kot n votoaon (3 [10,0%] dropa n kebepin) oty opdda pe iNO + gikoviko
eopuakov (PA. mapdypapo 4.2).

52 @oappokoKivnTIKES 1O10TNTES

Amoppoéenon

H péon amdivt amd tov otopatog frodobecipudtnta tov sildenafil eivor 41 % (Stokvpovon

25-63 %). Xt perém A1481262 mapatnpnOnkav Cmax, CL kot AUC (0-8) g tdéemg tmv 248 ng/ml,
30,3 I/h o1 330 ng h/ml, avtictorya. H Cnax kot 1 AUC (0-8) tov N-amopeBoiiopévou petafolrim
nrav 30,8 ng/ml ko 147 ng h/ml, avtictoyo.

Kotavoun
O péoog 6ykog katavopng (Vss) tov sildenafil oe otabepomomuévn katdotaon givar 105 1, yeyovog

OV POVEPDVEL TNV KATUVOWT TOV 6TOVE 16TOVG. MeTd amd 600e1g 20 mg Tpelg popég TNV NUEPU Ao
TOV GTOHOTOG, 1] PEOT] LEYLIOTH GUVOMKT GVYKEVTpwo Tov sildenafil 6to mAdoua og oTabepomompévn
katdotaon givar tepinov 113 ng/ml. To sildenafil kot o kOprog N-amopebviiopévos petaforitng tov
otV KukAopopia, decpebhovtal amd TIg TPMTEIVEG TOV TAAGLOTOG € T0600To 96 %. H déopevon and
TIG TPOTEIVEG TOL TAGGUATOC Eival aveEAPTNTN OO TIC GUVOAKEG GUYKEVIPDOGELS TOV QUPLOKOV.

Buopetaoymuatiopdg

To sildenafil vropdideton o kaOapon KPS LEG® TOV 160EVIDUOV TOV NTATIKOV WKPOCHUATOV
CYP3A4 (xopro 066¢) kot CYP2C9 (devtepevovca 066g). O kvplog petafoiitng tov sildenafil ot
KukAopopia Tpoépyetarl and v N-anopefviimon Tov. O petaforitng avtdc £xel EKAEKTIKOTNTA MG
TPOC TIG POCPOSIECTEPAGES AVAAOYN awTg ToL sildenafil ko Tapovoialetl nepimov 50 %
dpaoTIKOTNTA, in Vitro, ®g Ttpog v PDES, e oyéon pe 10 untpkd edppoko. O N-amopedoiiopévog
petafoiitng petafoiriletar mepartépm, pe TeEMKO xpovo nuilong 4 dpeg mepinov. Xe acbeveic pe
TVELUOVIKT OPTNPLOKT] VTEPTACT, Ol CLYKEVTPMGELS TOL N-amopefviouévon petafoiritn oto TAdoua
etvan epimov 10 72 % exeivav Tov sildenafil petd v amd Tov otopatog yopnynon 20 mg TpeIC PopEg
v Nuépa (mov anotehei cupPoin katd 36 % otig papuaKoroykég emdpacelg Tov sildenafil). H
EMOKOAOLOT EMIOPACT] GTNV ATOTELECUATIKOTNTA JEV Eival YV®OTH. X€ vylelg eBehovTéc, Ta emineda
Tov N-amougbvAopévon UeTafoAitn 610 TAAGUO LETA a0 EVOOPAEPLO YOPNYNON NTOV CNUUVTIKA
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LEW®UEVO OE OYECT LLE TO EMMESQ TOL TAPATNPNONKAY PETA TN XOPNYNOT OO TOL GTOUATOG. X
otafepn Katdotaon, ol GuyKeVTp®aels Tov N-amopedviiopévon petafoiitn oto tAdoua givar katd
npocéyyion 16 % évavtl 61 % ekeivov tov sildenafil petd and evooeAEPio Kot amd TOV GTOHOTOC
YOPNYNON, AVTIGTOLYOL.

Amofoin

H ocvvolikn kaBapon tov sildenafil omd tov opyoavioud givar 41 l/dpa pe emakolovbo telikd ypovo
nugong 3-5 odpec. Metd gite v and Tov GTOHOTOG 1) EVOOPAEPLA Yop1 YN oM, TO sildenafil
amoPaiietal pe T popen petafoiltdv kKuping ota KOTpava (tepimov 1o 80 % g 660mg ToL
xopnyNHoNKe amd ToLV GTOUATOG) Kol G HKPITEPO Pabid ota obpa (tepimov 10 13 % g 660Mg TOL
xopnynHonke and 10 GTOUATOC).

DapuoxokivnTikd ctoryeio e e1dkéc onddec acbevav

Hhrxiwuévor
Yytelg niikiopévot 0elovtég (65 eTdv Kot dvo) epeavicay puetwpévn kébapon tov sildenafil, pe

amoTéEAES LA TNV EROAVION KaTd 90 % mepinmov vyNAdTEP®V cUYKEVIpOGE®V Tov sildenafil kot Tov
evepyov N-amopefvAiiopévou petafoAritn tov oto TAACUA 68 GOYKPLoT e ekElveg Tov gppavifovtan
o€ vedTepovg vyteic eBerovtég (18-45 etav). Adym dapopidv oto Pabud déopgvong omd Tig TPMTEIVES
TOV TAAGUOTOG TTOL OPEiAovVTaL 6TV NAIKia, 1) avTioToLN AVENGN GTN CLYKEVTPMGT TOL EAEVBEPOL
sildenafil oto TAdoua Tav nepinov 40 %.

Negppixn overopxeio,

Ye e0ehovtég e Nmov £o¢ uétplov Pabuod veepikn averndpketo (kdBapon kpeotvivig = 30-

80 ml/min), n pappakokivntikn Tov sildenafil dev petafAndnke petd and yoprynon epdna amd Tov
oTopaTog 060MC TV 50 mg. Xe eBehovtéc pe cofapn veppikn avemdpkela (kdbapon Kpeativivng

< 30 ml/min), n k&Bapon tov sildenafil Rrav peiwpuévn Ko eixe oc amotéleoua v uéon avénomn tov
AUC o1 Cpax kotd 100 % wou 88 %, avtiotolya, og cuykpion pe ebeloviég idog niikiog yopig
veppikn avemdpkela. Emmiéov, ot typég AUC kot Crax Yio ToV N-omopgbuliopévo petafoiitn
avénonkav onuovtikd kotd 200 % kot 79 %, avtictoya, o€ dtopa e coPfapr) VEPPIKN AVETAPKELD
GULYKPITIKG LE GTOWO UE PLGIOAOYIKT] VEQPIKT AELITOVLPYIOL.

Hrouxn averdpreia

Y efehovtég pe N Eog pétpro Kippmon tov Nratog (Aeikteg Child-Pugh A kot B), n kéBapon tov
sildenafil fjitav peiwpévn ko glye wg anotédeopa tn péorn avénon twv AUC (85 %) kot Cmax (47 %),
o€ ovykpilon pe ebehovtéc idrog nhikiag yopic nratikn avendpkewo. Emimiéov, ot tipéc AUC kot Crax
v Tov N-amopebviiopévo petaPolritn avénonkay onuovtikd katd 154 % kot 87 % aviictoiywg o€
KIpPOTIKOVG 000eVEIC, CLUYKPITIKA e ATOUN LE PLGIOAOYIKT NTaTIKY Agttovpyio. H pappoakokivntiky
tov sildenafil oe acBeveig pe cofapn draTapayn g NTATIKNG Aettovpyiag dev Exel peetnOet.

Dapuaxoxvytiki 1ov wAnGvouod

Y& aofeveic [Le TVELHOVIKT OPTPLOKT] VTEPTOCT], Ol LEGEC GLYKEVIPMGELS G€ oTAHEPOTOMUEVT|
katdotaon oy 2050 % vynidtepeg Evavtt Tov £peLvNBEVTOG EDPOVE TOV OO TOV GTOUNTOG
xopnyovpevev d6cemv tv 20— 80 mg Tpelc PopEc TV NUEPA € GUYKPLOT| LE VYLELS e0ghovTEC.
Hopatnpnnie dimhactoopog g Cmin 08 cOYKPLON LE VYIElG E0eAOVTES. ATTO TOL dVO gVPUATO
TPOKVTTEL Yo puNAOTEPT KAOapoT Ko/ vYNAGTEPT 0td TOL 6TOUATOG ProdtabecyuotnTa Tov sildenafil
o€ 000EVELG LLE TVELLOVIKT OPTNPLOKT VTTEPTOCT| GE GUYKPLOT| LE VY1EL e0ghovTEC.

5.3 Ipoxivikd dedopéva Yo TNV a6QAaALEL0

Ta, un KAWIKG dedopéva deV amoKaADTTOVY 1010iTEPO Kivouvo Y10 ToV dvOpwmo ue fdomn Tig
oLUPATIKEG LEAETEG POUPLOKOAOYIKNG CPAAELNG, TOEIKOTNTOG ETOVAAALUPOVOUEVOYV dOCEMV,
YOVOTOEIKOTNTAG, KOl EVOEXOUEVTG KOPKIVOYOVOL SpAomg, TOSIKOTNTAG GTNV OVOTOPAY®YT| KoL
avamToln.

Y10, veoyva apovpaimv, Ta omoio Elafav Tpv kot petd ™ yévvnon 60 mg/kg sildenafil (d6om kotd
nepinov 50 opéc peyarvtepn omd v vroAroylopuevn avlpamivn evooeAéPia £ékbeon ot docoloyia
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20 mg Tpelg Popég NUEPNTIMC), TopatnpnnKe He@UEVOS aplUdS VEOYV®Y 0VE EYKVLOGUVT,
LEW®UEVO BApog VEOYVOD TNV TPMTN NUEPA KOl UEIMUEVT eMPIOON TECOAP®V NUEPDV. e [T KAMVIKEG
ueAéteg mapotnpnOnKay endPAcELS oe EKOEGELS TTOL KPIVOVTOL ETOPKMG UEYOAVTEPES OO TN LEYIOTN
ékbeom otov AvOpwmo, deiyvovtag UIKPT GNUACIO O TPOG TNV KAWVIKT XPNoT).

Agv vip&av avemBounteg evépyeleg, [e mbavi onpocio o€ KAMVIKN xpnon, o€ {ha HeTd amd £kbeon
o€ emimeda KAk oyeti{oueva, ol omoieg dev TapatnpnOnKav eniong oe KAMVIKEG HENETEC.

6. OAPMAKEYTIKEXZ IIAHPO®OPIEX

6.1 Koataroyog exdéymv

IMokoln
"Yomp yio evéoipa

6.2 Aovpparétnreg

AVTO TO POPUAKEVTIKO TPOTOV OEV TPEMEL VO, AVAUELYVOETAL UE GALD PAPUOKEVTIKA TPOIOVTA 1)
EVOOPAEPIOVE SOAVTEG EKTOC BLTAOV TOL AVAPEPOVTAL TNV TAPAYpapo 6.6.

6.3 Awdpkero Long

3 xpoVia.

6.4 Iowitepeg mpourdiers katd Ty OLAEN TOV TPOIOVTOG
Agv vrapyovv €1d1kég 0dNyieg d10TPNOTG YO TO TPOIOV OVTO.
6.5 @von Kol 6VOTATIKE TOV TEPLEKTTN

Kd&0e cvokevacio mepiéyet Eva yodAvo, dtapavég, Tomov I prokidio tov 20 ml pe éva ELaoTikd ThOUL
YAOPOPOVTLAIOL KOt [0, ETIGPPAYICT] AAOVLIVIOV.

6.6 Idwitepeg TPoPLAAEELS aOPPIYNGS KO GALOS YEPIGUOG
AvT06 TO POPUOKEVTIKO TPOTOV dE Yperdletal S1dAvon N AvacHoTOCT TPV TV YPNOT.

"Eva graAido tov 20 ml wepiéyel 10 mg sildenafil (og xrtpikd dAag). ['a ™ cvuvietduevn d6on TV
10 mg amatteiton va yopnynbei 6ykog tv 12,5 ml, wg evoopréPia epdmas Eveon).

H ymukn kot ueikn copfototnto £xet kKotaderydel pe Toug akdiovbdovg dtaAdtes:

Avdiopa 5 % yhokolng

Adiopo yhoprovyov vatpiov 9 mg/ml (0,9 %)
Awddopa lactated Ringer

Awdopa 5 % yAvkoing/0,45 % ylwplovyov votpiov
Awdhopa 5 % ylokolng/lactated Ringer

Awdopa 5 % yhwkoing/20 mEq ylopovyov kaiiov

Kd&0e aypnoyonointo poapuokevtikd Tpoidv 1 VIOAEUO TPETEL VO UTOPPITTETAL GOUPDVO. [LE TIG
KOTO TOTOVE 16 DOVGEG OYETIKEC SLUTAEELG.

42



7. KATOXOZX THX AAEIAX KYKAO®OPIAX
Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel

Kdato Xopeg

8. APIOGMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/05/318/002

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

Hpepopnvia tpdtng £ykpiong: 28 Oxtmppiov 2005
Huepounvia televtaiog avavémong: 23 XenteuPpiov 2010

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TANpoPopieg Yo TO TOPOV PUPHOKEVTIKO TPOioV gival S1a0éaieg oTov SiKTLAKO TOTO
tov Evponaikod Opyaviouot @apudkmv http:/ www.ema.europa.cu
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Revatio 10 mg/ml k6vig yio TOGIUO EVOLDP UL

2. IHOIOTIKH KAI ITOXOTIKH XYNOEXH

Mertd v avacvotaon, kabe ml tdécipov evoiwpruotog tepiéyel 10 mg sildenafil (og kitpkd diog).
Mia @idAn avacvotaféviog néoyov evarwpnpatog (112 ml) mepiéyet 1,12 g sildenafil (og kitpikd
GAog).

"Exdoyo(a) pe yvoort dpdon
Kda0e ml avacvotadéviog mooiuov evaimpnuotoc tepiéyet 250 mg copPrioinc.
Kda0e ml avacvotabiviog mooiuov evalmpniuatog tepiéxel 1 mg Pevioikov vatpiov.

IMa tov TAnpn katdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Koévic yio mdéopo evoudpnpa.
AgvKn €mg VTOAEVKT KOVIC.

4. KAINIKEX TAHPO®OPIEX

4.1 OgpomevTiKég £vositelg

Evilkeg
Oepameio evnAikov acOevdv e TVELUOVIKT apTNpLok viéptacn, kKotnyopiog I kot I couemva pe

tov [aykoopo Opyavioud Yyeiog, pe otdyo ™ Peitioon wavotntog yio doknon. Eyetl oamoderyel
OTOTELECUOTIKOTITO OTNV TPOTOTOO TVEVIOVIKT VIEPTOCT] KOl GTNV TVEVHOVIKT DTEPTOCT TOV
oyetileTon pe voonuota Tov cuvaeTIKOD 10100 (connective tissue disease - CTD).

Hodrorpiicdg mAnBuoog

Oepamneio modaTpikdv actevav niwiog 1 €og 17 etdv pe mvevpovikn aptnplokn veéptaot. Eyet
amodelyDel amoteEleouaTIKOTNTA 0TN PEATIOOTN IKAVOTNTAGS VIO AOKN O 1] OTIC TVEVUOVIKES
OLLOSVVOLIKES TTOPAUETPOVG GE TPOTOTAON TVEVUOVIKT VTEPTAGCT] KOl TVEVIOVIKT] VITEPTACON
oyxetilopevn pe ovyyevn kapdiondadeia (BA. mopdypapo 5.1).

4.2  Aocolroyio Kor TpOTOG YOpNYNONS

H évapé&n kou  Tapakorovdnon g Bepaneiog Oa mpémet va yiveron povo and yatpd pe epmelpio ot
Oepomeio TG TVEVUOVIKNG OPTNPLOKNG VITEPTUCT|G. L€ TEPIMTOOT EMOEIVMONG TNG KOTAGTAUGTC TOV
acBevoug mopd t Bepaneio pe Revatio, Ba mpénet va e£eT00To0V EVOALAKTIKEG OEPUTEVTIKES
EMAOYEG.

Aocoloyia

Evplixec

H ocvvietdpevn do6on eivan 20 mg tpeic eopéc v nuépa (TID). Ot ywatpoi o tpénet va
ocuppoviéyouy toug acheveic mov E€yacav va Adfovv To Revatio va mdpovv tn 6001 TO GUVTOHOTEPO
duvaTd Kot KaTOTLY VoL GLUVEXICOVV LE TN PLGLOA0YIKT docoroyia. Ot acbeveig dev Ba mpémet va
TEPOLVV SITAR 0OGT Y10l VA, OVOTTATPOGOLY T 606N TOL TaPaAEiPONKE.

Toudiazpixoc tinBvouoc (1 érovc éwc 17 etcdv)
Y& moudlatpikovg acbeveic nikiog petald 1 kot 17 etmv, 1 cuvictduevn 60c0A0Yio og acbeveic
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<20 kg eivon 10 mg (1 ml avacvotafévtog evaimpHaTog) TPEIS POPES UEPTOIMG Kot Yio 0oOeVeElg
> 20 kg eivan 20 mg (2 ml avacvotafévtog evaimprLaTog) TPELS POpES NUEPNCImS. AOGELS
VYNAOTEPES A0 TIG CUVIGTMOUEVEG OEV TPETEL VO, YPTCLLOTOIOVVTOL OE TOLOLOTPIKOVG AGOEVEIC LE
MMAY (BA. emiong mapaypdpovg 4.4 ko 5.1).

Xpnon oe ac0sveic Tov ypnollomolody alAe OopUaKEDTIKG. TPOIOVTIQ.

I'evikd, omoladnmote Tpocapuoyn g 06ong Oa Tpémel va yivetal Lovo LETH amd TPOGEKTIKT
a&loldynon g oxéong oeélovg-kivouvov. Tlpénet va eEetdleton 1 peiwon tng docoroyiog o€ 20 mg
Vo Qopég nuepnoimg, 0tav To sildenafil cuyyopnyeitar og acbeveic mov oM AapPdavovy avacToleic
tov CYP3A4, 6nwg epuBpopvkivn | caxovvafipn. H peioon g docoroyiag o 20 mg o popd
NUEPNOIMC GUVIOTATOL GE TEPITTMGT GLYYOPNYNONG 7O 1IoYLPOV AvacTOAE®Y Tov CYP3 A4, dmwmg
KAapBpopvkivn, teMBpopokivn kot vepalodovn. I'a tn yprion tov sildenafil pe Tovg o 1oyvpovg
avaotoAeic tov CYP3A4, BA. mapdypago 4.3. [Ipocappoyn g 66ong Tov sildenafil mbavov va
YPEWOTEL KOTA TN cvyyopnynon enaymyémv tov CYP3A4 (PA. mapdypoeo 4.5).

Ewwotl tAnbvopuol

Hlrxiouévor (= 65 stapv)

Agv amotteitol Tpocsappoy] g 6ocoroyiog 6Toug nMKi®pévoug acbeveic. H khvikn
OTTOTELECULATIKOTITO COLLPOVA [LE TN doKLpacio Badiong 6 Aentmv, Thavov va gival kpOTEPT) GTOVE
NMKIopEVoug acheveic.

Negpixn dvoiertovpyio,

Agv amotteitol mpocappoyn g docoroyiog Evapéng atovg acbeveic e veppikn duciettovpyia,
ocvpumeptropfavopévng g coPapng veppikng dvcsiettovpyiag (kdBapon kpeatvivig < 30 ml/min). Oa
npénel va eEeTdleTon To gvdEXOUEVO Lelmang Tng docoloyiag o€ 20 mg S0 opéc NuePNGimg, HETA
a0 TPOGEKTIKN a&loAOYNGN TG OXEGNC 0PEAOVC-KIVODVOD, OVO €4V 1| Bepameio dev glval KOAMDC
OVEKTN.

Hrozikn dvoleirovpyio

Agv amotteitol Tpocap oy g 6ocoroyiog Evapéng otovg aceveig (e NIOTIKY SVGAEITOVPYIN
(Katnyopia Child-Pugh A kou B). ®a tpénet va e€etdletan to evoegyouevo peimong g 6ocoroyiog oe
20 mg dVo PopéG NUEPNCIMG, HETA AO TPOCEKTIKT AEIOAOYNOT TG OXECTS OPEAOVG-KIVODVOV, LOVO
eav 1 Oepameia dev elval KOADS avekT.

To Revatio avtevdeikvotor og acbeveic pe coPapr nratiky svciertovpyia (Katnyopia Child-Pugh C),
(BA. mapdypago 4.3).

Toudiozpioc tAnBvouoc (rardia niixioc uikpotepnc tov 1 étovc kai veoyva)

Extég tov eykekpipuévov evoeifewv, 1o sildenafil dgv Oa mpémet va ypnoiponoteital 6€ veoyva e
EULEVOVOQ, TVEVUOVIKT VITEPTACT] TOV VEOYVOD, KOOMG 01 Kivouvol eivar ueyahdTePOL Ao To 0QEAY
(BA. mapdypapo 5.1). H acpddeia kot anotehespatikdtnta tov Revatio og dAleg mabnoeilg o moudd
Kdt® Tov 1_€t0Vg dev Exel amoderybel. Agv vrdpyovv dabécia dedopéva. Agv vtapyovv drabéoia
dedopéva.

Awxomr) g Beponeiog

[Tepropropéva ototyeia deiyvovy 011 1 Eopvikn dlakonr Tov Revatio dev oyetileton pe ovakAaoTIKN
EMOEIVOOT TNG TVELLOVIKNG OPTNPLOKNE VTTEPTACNC. 26TOGO, Y10, TV 0ToPLYN TOUVHG c1evidlag
KAMVIKNG emdeivmong katd Tt olakomi g Oepaneiog, Oo mpémet va eetdletan To evieyoOueVo
OTOOLOKNG EAATTOGNC TNG 000TG. ZVVIGTATOL EVINTIKT TAPUKOA0HONGT KOTA TO J1AGTIO SIOKOTNG
¢ Oepameiog.

Tpomog yoprynong
To Revatio kOVI¢ y1o OGO EvOudpMLa Elvar Yo xpfon amd Tov 6TOUaToC Hovo. To avacvotadéy
OGO evOI®PT L0 (AEVKD, e YEVOT GTAPLALOD TOGIUO evaumpnua) Oo Tpémet vo Aaufavetal mtepimov

Kd0e 6 pe 8 dpeg, pe N xwpig TPOEN.
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[pwv ) AMym g amottovpevng d6oMG, avakvilote oBevapd T QLAAN Y10 TOVAGYIGTOV
10 devtepdirento.

IMo 001yiec OYETIKA UE TNV AVAGVGTOGCT) TOV QAPUAKEVTIKOD TPOIOVTOC TPV atd T yopnynon, PA.
Topaypapo 6.6.

4.3 Avtevoeiteg

Yrepevaicnoio 6Ny dpacTiKi] ovcia 1] 6 0TO0INTOTE Amd T £KOOYM TOV AVUPEPOVTOL GTNV
mopdypoeo 6.1.

Zuyyopnynon pe 80teg LovoEediov Tov al®@ToL (OTMG TO VITPMOEG QUVALD) 1 VITPMOT GE OTOLONTOTE
LOPPN, AOY® TOV VTOTUGIKAOV OTOTEAEGLATOV TOV VITPOI®V (BA. Tapdypapo 5.1).

H ovyyopnynon tev avactoréwv PDES, coumepihapupavouévov tov sildenafil, pe dieyéptec
YOLOVVALKNG KUKAGOTG, OTIMG 1) PLOGLYOVATT), OVTEVOEIKVTOL OLOTL EVOEYETAL VO 00N YNOEL GE VTTOTOOT
pe KAwvikn copntopotoroyia (PA. wapdypoeo 4.5).

ZVVOVOGHOG LE TOVG TLO 1oYVPOVS 0md Tovg avaotorelg Tov CYP3A4 (m.y. ketokovaloin,
rtpakovaloan, prrovafipn) (BA. mopdypago 4.5).

AocBeveig pe amdlelo TG 0paong 6TOV Evo 0PBAAUO AOY® UN-apTNPITIOIKNG TPOGOL0G IoYOUIKNG
ontikng vevporabeiog (NAION), aveEaptnto amd to av To GVUPAY avTd £yl cuoyeTicbel 1 Oyt ne
npornyovuevn £kbBeon oe avactoréa Tng PDES (BA. mapdypago 4.4).

H acpdlela tov sildenafil dev €yetl peleBel otig mapakdTm VITo-opddes 0oOEVOY Kot ETOUEVMS M
YPNON TOL AVTEVOEIKVLTAL:

YoBapn nratikny duciettovpyia,

[Ipdopato 10Top1Kd YKEPAAIKOV ETEIGOOI0V 1| ELPPAYUATOG TOV pvokapdiov,

YoBapn vrotaon (aptnprokn wieon < 90/50 mmHg) katd v Evapén.

4.4 E10kéc mPoEtdomonoELS KOl TPOPVAAEELS KATA T1) (p1on

H amoteleopartikotnta tov Revatio dev éxetl tekunplmbei oe acbeveig pue cofapn mvevpoviky
aptnplaxn veéptoon (Aettovpyikn kotnyopio IV). Edv n kAwvikg katdotaon emdsvmbei, Oa mpénel va
e€etaotouv dhAeg Bepameieg, o1 omoieg cuvicT®VTAL 6TO GOPaPd GTAdI0 TNG acbévelag (TT.y.
epoprostenol) (BA. mapdypaeo 4.2). H oyéon opélovg / kivddvov tov sildenafil dev €xet tekunpiobel
o€ ao0eveig o1 omoiot £yel ekTiun0el OTL EYOVV TVELLOVIKN APTNPLOKT VITEPTOUOCT] AELTOVPYIKNG
katnyopiog I coppwva pe tov Haykoouo Opyoviopo Yyeiag.

"Eyxovv o1e&oy0ei pelétec pe sildenafil o€ pop@ég mvevovikng aptplokig vagpTacnc oxeTI OUEVES UE
wpmTorodn (10107ad1]) TVELLOVIKT APTNPLOKT VITEPTACT], VOGO TOL GUVOETIKOD 1GTOV 1| GLYYEVT
kapdlondbeia (PA. mopaypago 5.1). H ypiion tov sildenafil og dhieg poppég trng mvevpovikng
OPTNPLOKNG VIEPTACTC OEV CLVIGTATOL.

211 HoKpAG SLAPKELNG TOOTPIKT LEAETN EMEKTAONG, TapaTnpOnke adénon tev Bovitov oe
acBeveic oTovg omoiovg yopnyNHONnKay SOGEIG VYNAOTEPES OO TH GUVICTMOUEVT. LG €K TOVTOV, OEV
TPETEL VO, YPTCLLOTOIOVVTOL SOGEIC VYNAOTEPES OO TIC GUVICTMOUEVEG GE TOUSLOTPIKOVG acOeveis e
ITAY (BA. emiong mapaypdpovg. 4.2 kar 5.1).

Mehayypmotiky] apeifAnotpoeldondheia

H acpdleia tov sildenafil dev €xetl pelemOei oe acbeveic: pe yvmoTég KANPOVOLKEG EKQUAGTIKEG
apeipAnotpogdondfeiec, OT®G N LEAAYYPOCTIKY AUEPANGTPOEIdOTADEN (L0 LEOVOTITO AVTOV TOV
0c0evadv Topovctalovy YEVETIKEG AVOUUAIEG OTIG AUPIPANCTPOEIIKEG PMGPOIEGTEPATES), KOl
EMOUEVMG M YPNOT TOV JEV GUVIGTATOL.
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Ayyglodiactortiky dpdon

Me 1t suvtayoypdenon tov sildenafil, o yiatpog o mpénet va e&etdlet pe mpocoyn edv aobeveic pe
OPIOUEVEC VITOKETIIEVEG KOTAOTAGEIC O umopodooy va ennpeacdohy SVGUEVDC 0md TNV AL, (G
HETPLO, ayyE0d10I0TAATIKN emidpacn Tov sildenafil, yio mapdderyuo acbeveic pe vwdtact, uelmpUéEVo
OYKO VYPGBV, GOPaPNG LOPPNG ATOPPUKTIKEG TOONOELS TG APIOTEPAS KOAlag 1 ducAettovpyio Tov
avTOVopOoL cuaTHpatog (PA. mapdypapo 4.4).

Kapduayyetaxoi Topdyovieg Ktvdvuvou

Metd v xvkhoeopio tov sildenafil otnv ayopd yio Tnv avdpik| 6TLTIKH SvGAEITOLPYIQ,
avaeépOnkav coPapd Kopdtayyslakd coupavta, cvayetilopeva pe TotoOYpovn xpnomn tov sildenafil,
GUUTEPTAOUPAVOUEV®Y TOV: EULPPAYIATOS TOV Luokapdiov, actabodg otnddayyng, alpvidiov
KapdloKoL BavaTov, Kotiakng appubpiog, oyyelokng YKEQOAMKNG aoppayiag, Topoducon
LOYOLUIKOD €MEIGOOI0V, LITEPTOOTG KOt LITOTAONS. O TEPIEGOTEPOL, OAAG OYL OAOL, OO TOVC 0obeveig
QVTOVG ElYOV TPODTAPYOVTESG KAPIAYYEIKOVE TapAyovTeg Kivovuvou I'o ToAAG amd Ta cuuPavta Tov
avaeépOnke 6T cLVEPN oAV KATA TN S1APKELD GEEOVOAIKTG ETAPNG 1] GCUVTOUN LETE ad QLTY], KO YioL
pepikd avapépdnke 611 cuvéfnoav cuvtopa petd tn xprion Tov sildenafil, yowpic ceEovaiikn
dpaotnprotnto. Agv givar duvatdv va Tpocdtoptodel edv To cuuPavta avtd cvoyetilovral aueca Le
TOVG TTOPAYOVTEG AVTOVG N LE AAAOVC TAPAYOVTEG.

Hplamiopde
To sildenafil, mpénet va ypnoiponoleital pe Tpocoyn o€ acHeVeEic e AVATOUKES SOVCUOPPIES TOV

E0VG (0TS YOVIMOT], (veoT TV onpayynddv copdtev 1 voco tov Peyronie) | g acbeveic mov i
KOTAOTOOT TOVG UTOPEl Vo TPOSIaOETEL V1o TPLOTIGUO (OTTMG dPETAVOKVTTAPIKT OV, TOALOTAD
Hoéh@pa q Aevyoipia).

"Exovv avaeepOel mapatetopuévec 6tOGELS Kot Tplamiopdg e t xpnon sildenafil kotd v epmeipio
UETE TNV KUKAOQOPiL TOV TPOTOVTOG GTNV 0yopd. TNV mepinTmaon mov pia 6THoN dlupKel TEPIGGOTEPO
amo 4 dpeg, 0 acbevig Oo mpénet va avalntnoet dueon otpikn pondeia. Edv o mpamioudg oev
Oepamnevtel apeoa, evoéyetal va TpokAnel PAAPN TOV 16TOV TOL TEOVG Kot LOVIUT OTMAELD TNG
oeovalkng kavotntog (PA. mapdypapo 4.8).

Ayyeroano@pakxtikéc Kpioeig oe acheveic e dpemavorkvtroptkn avorpio

To sildenafil dev Oa wpémel va ypnoyLonoteitar o€ acbeveic e devtepomadn TVELUOVIKN VITEPTACT
AOY® SPEMAVOKVTTAPIKNG AVOIUiNG. e o KAMVIKT LEAETT, CUUPAVTO OYYELOOTOPPUKTIKOV KPiGE®V
7OV YPEALOVTOV EIGOYMYN O VOGOKOUELD avapépOnkay teplocodtepo cuyvd and acheveic mov
Aapupavay Revatio mapd and toug acbeveig mov Aaufavoy eikovikd @ApurKo, Yeyovog mov 0dnynoe
oV TPOMPTN S1OKOTH AVTNG TNG LEAETNC.

AwtapayEc 6poong

[epmtmoeic doTapayng g Opacnc £xovv avapepdei avbopuUNTa 6€ GLGYETION UE TN YOPTYNON TOL
sildenafil xon A @V avactorémv tng PDES. [leputtdoeig pn aptnpitidiknig Tpdchiog 1oy oukng
OTTIKNG VEVPOTAOELNG, Hag omdviag mabnong, £xovv avaeepbel avBopunTa, Kabmg Kot og pio peAétn
TOPOTNPNONG GE GLOYETION UE TN xopnynon tov sildenafil ko dAA®V avactoréwv tg PDES (BA.
Topaypopo 4.8). L mePInT®CT 0TOLGONTOTE A1PVIOIAG SLTOPUYNG TS OpaoNS, N Deparneio Tpémel va
OLOKOTTTETOL AUECH Kol TPETEL VoL EETALETOL TO EVOEXONEVO EVaAAAKTIKNG Bepaneiag (PA. Tapdypapo
4.3).

AAPO-0VOCTOAEIG

YuvioTdTon TPOGoyn KaTd T xopnynon tov sildenafil oe acbeveig mov Aapfdavouvv Eva diea-
OVOOTOAEQ, QLPOV 1] GLYYOPNYNON UTOPEL VoL 00T YNGEL GE CLUUTTOUATIKT] VTTOTOOT) GE OPIGUEVOL
evaiocOnta dropa (BA. mapdypago 4.5). [Ipokeyévov va peimbel to evieyopevo peaviong
opBoctatikng vdtaonc, ol acbeveic mpémet va ivar apodvvapikd otadepomoinpuévol ot Bepaneia pe
GAea-avacTtoleic Tpwv amo v évapén Bepomeiog pe sildenafil. Ot wzpoi mpémel va cupfovievcovy
ToVG a6OEVEIC TL VO KAVOLV GE TEPITTMOT TOV EUPOVIGTODY CUUTTMOUNTO 0pOOCTOTIKAG LTOTACNC.

Awoppayikéc datapoyég
Meléteg ue avOpamiva oponetdiio vrodeikvoovy 0Tt To sildenafil evioybel Tnv avTicLGCOPEVTIKN
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EMIOPAOT TOL VITPOTPWOOCIKOD VATPIOL in Vitro. Aev VIAPYOLV GTOXELD Y10 TNV OCPAAELN OTY| YP1IOMN,
6060V apopd ot yopnynon tov sildenafil oe acBeveic pe apoppayicég datapayés n Le evepyod
mentiko €hkog. Emouévamg, to sildenafil mpémetl va yoprnyeiton o ovtovg Toug aiobeveig uoévo petd amd
TPOGEKTIKY AELOAOYNGCT TOV OVUUEVOUEVOV WQEAEIDV G GYEC0T LE TOVG THAVODG KIVOUVOUG.

Avtayoviotég Brapiving K

Y& ac0eveic |LE TVELUOVIKT OPTNPLOKT VITEPTACT, VITAPYEL TO EVOEYOUEVO AVENUEVOD KIVOVVOU
apoppayiag kotd v évapén Bepanciog pe sildenafil 6tav avtol 1M Aoppdavouvy avtaywvioti g
Brrapivng K, e1dwd otovg acheveic e TVELHOVIKT 0PTNPLOKT VIEPTOOT dEVTEPOTAOT MG TPOG VOGO
TOV GUVOETIKOV 1GTOV.

[vevpovikn eAeBOUTOQPUKTIKT) VOGO

Agv vrapyovv dedopéva yia tn yopnynon tov sildenafil oe acheveic pe mvevpovikn vIEPTOOT) TOL VAL
oyetileTon pe TveLUOVIKT PAEROATOPPOKTIKN VOG0. 26TOG0, £xouv avoeephel TEPITTOCELS
TVELUOVIKOD OO LLOTOG OTTEIANTIKOV Y10 T1 {1 KE TN XPNOT oY YELOIOCTOATIK®Y (Kupimg
TPOCTOKVKAIVY]) O 0LTOVG TOVG 0oBeVeElS. ZVVENMG, EPOcOV VIAPEOLV oNpein ELPAVIOTIC TVEVUOVIKOD
ownuoatoc 6tav to sildenafil yopryeiton o acBeveig pe mvevpovikn veéptoon, o Tpémnel va e€etaletan
1N mBavoTNTa Vo VITAPYEL OXETILOUEVT PAEPOATOPPAKTIKT] VOGOG.

[Anpogopiec exdoOy®V

To Revatio 10 mg/ml k6vig yio TOo1UO0 evaumpn o TePLEYEL GopPrtorn, n omoia givar o, Tnyn
epovktolng. Acbeveig e ondvia kKAnpovopikn dvcavetio ot epovktdln (HFI) dev mpémet va
AopPavouy ovTd TO POPUOKEVTIKO TPOIOV.

To Revatio 10 mg/ml x6vig yio méoipo evaumpnua wepiéyet 1 mg Bevoikov vatpiov avd ml
avacLoTafEvTog TOoov evalwpnpatog. Ot Bevioikég evooelg pmopel va avEdvouv ta enimedo g Un
ovlevyuévng yorepuOpivng extomiCovrag T yoAiepvbpivn amd v aABovpivn, KATL TOV PUTopEl va
avénoet tov iktepo ota veoyvd. H veoyvikn vrepyoiepubpvaipio umopei va 0dnynoel oe Tupnvikod
iktepo (un ovlevyuévn andBeon yorepvOpivng oToV 16TO TOL EYKEPAAOV) Kol EYKEQAAOTADELD.

To Revatio 10 mg/ml k6vig yio moo1o evoumpnua meptéyet Arydtepo amd 1 mmol votpiov (23 mg) avd
ml avacvotafévtog mocIpov evaimpnpatog. Ot acbeveic mov akoiovBovv dlatteg pe Younin
TPOGANYT] VOTPion UopovV va eviuep®Boiv OTL TO POPUAKEVTIKO TPOTIOV eival «eEAevBepo vaTpiovy.

Xpnon tov sildenafil pe focevidvn
H amoteleopatikotnta tov sildenafil oe acBeveic mov Ppickovror 0N oe Bepaneia pe fooeviavn dev
éxel koraderyOel opiotikd (PA. Tapaypdpovg 4.5 kot 5.1).

Tavtdypovn ypnon pe drAiovg avactoreic PDES

H acpdleia kor 1 amotelecpatikotnto tov sildenafil, 6tov cuyyopnysiton pe GAAOVG AVOGTOAEIC
PDES, cvureptrapfavouévou tov Viagra dev €xetl peretn0el og acbeveic pe [TAY kot Kotd cuveneio
1 TVTOYPOVN Ypron dev cuvietdrtar (BA. mapdypapo 4.5).

4.5 AlMnmiemopdosig ne GAL0 QOPRIKEVTIKG TPOTOVTA KOl GALES pOPPES alinAeniopaong

Enmdpdoeic GAAOV QopUOKEVTIKOV TPoidviwv oto sildenafil

Melétec in vitro

To sildenafil petaforiletor katd kHplo Adyo péow TV wopopdv 3A4 (khpla 006¢) kot 2C9
(devtepevOLGA 006¢) TOL KLTOYP®UATOG P450 (CYP). ETouévmg, ot avacsToreic ovtdv Tmv
eoevlhuwv pumopel vo petmcovy v kabapon tov sildenafil kot o1 eraywyeic Tov 16oevidumv ovtdv
umopel va avénoovy v kdBapon tov sildenafil. [a cvuotdoeig oyetikd pe tnv docoroyia, BA.
mopaypdeovg 4.2 ko 4.3.

Melétec in vivo
H tovtoypovn cvyyopnynon amod tov otopatog sildenafil pe evoopAéPio epoprostenol €yet

a&lohoyn0el (PA. mapaypdapovg 4.8 kot 5.1).
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H amoteleopatikotnta kot 1 aceaieto tov sildenafil katd ) cvyyoprynon ne dileg Bepamneieg yio
TIV TVELUOVIKT] 0pTNPLOKN VEépTac (w.y. ambrisentan, tAompootn) dev Exel peretn el oe eleyyOUEVEC
KAMvikég peréteg. Emopévac, cuvietdtal Tpocoyn oe Tepintmon Guyyopynongs.

H acpdiein ko 1 aroterespatikotnta tov sildenafil kotd ) cuyyoprynon pe dilovg PDES
avaoToAElS Oev £xel pehetn el o aobeveig pe Tvevpovikn apmpilokn vaéptaot (PA. mapdypago 4.4).

[IinBvopiaxy OPHOKOKIVITIKY 0VAADOT) TOV 0ES0UEVOV KAMVIKAG SOKIUNG Y10 TVEVLOVIKY| 0PTIPLKN
véptao, £0eiée pia eAdttoon ¢ kabapong tov sildenafil ko avénon g omd Tov GTOUATOG
Brodabecipuotntdg Tov, 6TaV cuyyopnynnke pe vrootpmdpota tov CYP3A4 1 ue 10 cuvdvacuo
vrootpopdtev Tov CYP3A4 kot frto — amokAelotdv. AvTol NTav ot HOVOL TaPAYOVTEG, e
OTOTIOTIKA OTLLOVTIKY ETIOpOCT 6TV @apuakokvnTikn tov sildenafil o€ acbeveic pe mvevpoviknm
aptnplaxn veéptoon. H ékbeomn oto sildenafil acevav, mov Aappdvovy vrootpouata tov CYP3A4
Kot To0 ouvoVAGHO VTooTpOAT®Y Tov CYP3A4 kot frita-amokieiotmv, nTov Kot 43 % ko 66 %
VYNAOTEPT] AVTIOTOLY MG, GLYKPITIKA LE TOVg acbeveic Tov dev AduPovay avtég Tig Katnyopieg
eopuakwov. H éxBeon oto sildenafil ftav 5 opéc peyaldtepn o 660m 80 mg Tpelg popég TNy nuépa
oLYKPLTIKA pe TNV €kBeom o€ d6om 20 mg Tpelg PopEc TV NUEPE. AVTO TO E0POG GLYKEVTIPMDGEDV
KaAvTTEL TNV avénon g éxbeong oo sildenafil mov mapatnpeiton oe €101KE GYESIOCUEVEG LEAETES
(QOPUOKEVTIKNG aAANAETIOpaoTg Le Tovg ovaotoreis Tov CYP3A4 (ektdg ammd Tovg 1o 16YVvPove omd
toug avactoAeic tov CYP3A4 dnwg ketokovaloAn, itpakovaloin, ptrovaPipn).

Enayoyeic tov CYP3A4 @davnke va, €400V OUGLOGTIKY ETXIOPOCT) GTN QapUoKoKivinTikn Tov sildenafil
o€ 000EVELG LLE TVELLOVIKT] PTNPLOKT VITEPTOCT], YEYOVOS OV emiPeParmOnie otnv Helét
aAAnienidopaong in vivo pe tov enaymyéa tov CYP3A4 Booevtdavn.

H ovyyopnynon mc Poceviavng (evog emaymyéo uétprog 1oyvog tmv CYP3A4, CYP2C9 kot mbavmg
tov CYP2C19) 125 mg 600 popég tnv nuépa. e sildenafil 80 mg tpeig popég v nuépa (oe
oT00EPOTOMEVT] KOTAGTOOT) TALTOYPOVE XOPTYOOUEVA Yo SLAcTNHe 6 NUEPDOV o€ vYlElg eBeAoVTECG,
elxe o¢ amotéleoua mocootiaia peimon g AUC tov sildenafil kotd 63 %. Mo apuoKoKIvnTIK)
avdAivon tAnbvouov tov dedopuévav Tov sildenafil amd evitikeg acOeveig pe ITAY o Khvikég
peAéteg mov mepthapuPdvouy po peiétn 12 gfdopddwv yio v a&loAdynon g amoTELECUATIKOTITOG
KO TNG 0oPAAELNG TOL 0mtd Tov oTopatog sildenafil 20 mg Tpeig popég tnv Nuépa, dtav Tpootifetal o
wo otabepn| doom Pooeviavig (62,5 mg — 125 mg 600 @opég v nuépa) £de1&e i peimon g
éKBeomng oto sildenafil pe tn ouyyopnynom g focevidvng, Tapduola e QLTHY OV TopaTnPHOnKE o
vyteig eBehoviég (BA. mapaypdpovg 4.4 ko 5.1).

H amoteleoparikotnta tov sildenafil Oo mpénet va mapakorovbeitar Tpocektikd o€ acbeveic oTovg
0moiovg YopNyoLVTUL TV TOYPOVE 1oYLPOoi emaywyeis Tov CYP3A4, dnmg kapPapalenivn, gatvutoivn,
eowvoPapPrain, to fotavo St. John’s wort (Hypericum perforatum) Kot prooumikivn.

H ovyyopnynon tov avactoréa e npwtedong tov HIV, g prrovafipng, mov anoteiet Evav ioyvpd
OVOOTOAEN TOV KuTOXp®patog P450, o otabeponompévn katdotaon (500 mg dvo popég nuepncing),
ue sildenafil (epdmaé 06omn 100 mg) giye mg amotérecpo pio tocootiaio avénon ™G Cmax TOL
sildenafil ion pe 300 % (4 popég peyarvtepn) kot g AUC tov sildenafil oto midopa ion pe 1.000 %
(11 popég peyarvtepn). Méoa og 24 dpeg, Ta enineda Tov sildenafil oto TAdopa mapéuevay ica pe
200 ng/ml wtepimov cuykprtikd pe v T Tov 5 ng/ml tepimov yia v nepintwon wov 1o sildenafil
yopnynonke woévo tov. Avto gival couPotd pe TIC 1oYLPES EMOPACELS TG prtovaPipng oe Eva gupo
(QACLO VTOCTPOUATOV TOV KuToypdpaTog P450. Me Bdon avtd to @opLoKOKIVITIKGE OTOTEAECLLATA 1)
ovyyopnynon sildenafil ue prrovafipn avievdeixvotal o€ acheveic pe TVELUOVIKT 0pTNPLOKN
véptaot (PA. mapdypoao 4.3).

H ovyyopnynon tov avactoréa e ntpmtedong tov HIV, g cakovivafipng, evog avactoréa Tov
CYP3A4 o¢ otabepomompuévn katdotaon (1200 mg tpeic popéc nuepnoing), pe sildenafil (spdmal
doom 100 mg) eiye w¢ amotéleoua pa mtocootioio avénon e Cmax TOL sildenafil ion pe 140 % kot
¢ AUC tov sildenafil ion pe 210 %. To sildenafil dev éyer kapia enidpacn otV QAPULAKOKIVITIKN
g cakovivafipng. ['a cvotdoelg oyetikd pe v docoroyia, BA. Tapdypago 4.2.
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Orav o epdmaé 06omn 100 mg sildenafil yopnynOnke pe epvBpopokiv, Evay €101k6 avacTorEd TOV
CYP3A4, oe octabeponomuévn katdotacn (500 mg 600 popég nuepncing yuo 5 nuépes), vanpée o
pétprog 1oyvog avénon g cvotnuatikng ékbeong (AUC) oto sildenafil ion pe 182 %. I'o cuotdoelg
OYETIKA [E TNV docoroyia, PA. mapdypao 4.2. X vyieig dvopeg eBehovtég dev v pye EvoeiEn yio
omotadnmote enidpacn g alifpopvkivig (og d6on 500 mg nuepnoing yia 3 nuépeg) oty AUC, ot
Crnax, 010V Tmax, 0T1 ot00epd TOL pLOUOV amoPorrg kat atov ¥pdvo nuilmng tov sildenafil 1§ Tov
KOPLOV KuKAOPOPOVVTOC petafolritn Tov. Ag ypeldletar Tpocapuoyn g doons. H opetidivn

(800 mg), évag avaoTtoréag Tov KuToxpmuatog P450 kot un e1dwog avactoréag tov CYP3A4,
TPOoKAAEGE 56 % avénon tev cuykevipmoewv Tov sildenafil oto TAdoua, 6tav cuyyopnyndnke ue
sildenafil (50 mg) oe vyieic eBehovtéc. Ag yperdletal Tpocapuoyn e doomg.

O1 1o woyvpoi amd Tovg avaotoreic Tov CYP3 A4, dmwe 1 ketokovaloAn Kot 1 1tpakovaloAn
avapévetatl 0Tt Oa Exovv mapopoleg endpacelg pe t prrovafipn (BA. mapdypago 4.3). Avactoleig Tov
CYP3A4 6mwg khapiBpopvkivn, TeMBpopvkivn Kot veealoddvn avapiEVETAL VO £XOVV ETIdpAoN
peta&d avtng g prrovafipng kot tov avactorémv Tov CYP3A4 6nmg caxovvafipn 1
epvbpopvkivn, vrobétovtag o extanidotia ovénon oty ékbeon. Eropévac, Tpocapuoyés g doomng
CULVICTAOVTOL KOTA TN Yoprynon avactoréwv CYP3A4 (BA. mapdypapo 4.2).

H poppokokivntikny avdivon minbucuov og acbeveic pe TvevovIK opTnplokn vagptact, £dg1&e 0Tt
ovyyopnynon P-avactoAémv 6€ GLUVOVAGHO pEe vTooTpdpote Tov CYP3A4, unopsi va mpokoiéoet
emmAéov avénon oty ékbeomn oto sildenafil cuykprtikd pe T xopynom HOVO T®V VTOCTPOUATOV TOL
CYP3A4.

O yvuog grapefruit, évag acBevng avactoréag tov CYP3A4 oto toiympo Tov eviépov, Umopet va
TPOKOAECEL PHETPLES aENOELG TV emmédwVy Tov sildenafil oto mAdoua. Ag ypeldletor Tpocapuoyn g
doomNg aAAd 1 TawtoOYpovn yprion tov sildenafil kot yopov grapefruit dev cuvietdtat.

Xopnynon epdmnaé d6cemv avToEvav (VOpo&eidio Tov payvneiov/ vVOPo&eidio Tov apyiiiov) dev
emnpéacay T Prodbeoiudtnta tov sildenafil.

H tovtoypovn xopnynon amd Tov oTOHOTOG AvTIGLAANTTIK®V (aftvoiototpadioin 30 ug Kot
AePovopyeotpédn 150 pg) dev emnpéace T Qoprokokivntikn Tov sildenafil.

To nicorandil givon éva vPpidio evepyomointh TV dtadA®V Kadiov Kot vitpikov. EEattiag Tov vitpukon
GULOTATIKOV OV TEPIEXEL, LILAPYEL THavOTNTA GoPapng alAnienidpaong pe To sildenafil (BA.

mopdypaeo 4.3).

Emdpdoeic tov sildenafil o€ dAA0 QOPUOKEVTIKA TPOTOVTQ

Meléreg in vitro
To sildenafil amote)el évav acBevi avactoréa twv icopopeav 1A2, 2C9, 2C19, 2D6, 2E1 ko1 3A4
(ICso > 150 uM) tov kvtoypdpatog P450.

Agv vrdpyovv dedopéva TOL Vo apopovV otV aAANAenidpaon petalp sildenafil kot pun gdikdv
OVOOTOAE®V TNG POCPOJIECTEPATTG, OTTMG 1) BE0PLAAIVY 1] 1] SITVPIOAUOAN.

Meléreg in vivo
Agv Bpébniav onpovtikég adiniemdpdoeic 6tav to sildenafil (50 mg) cvyyopnynOnie e
ToABovtapion (250 mg) 1 Bapeapivn (40 mg), ol omoieg kar ot 600 petaPorilovrar and o CYP2CI.

To sildenafil dev giye onuavtikn enidpacn oty ékbeom tng atopPactativng (avénon 11 % g AUC),
vrodetkvoovtag 0Tt To sildenafil dev eiye Khvikcd onpovtikn enintoon oto CYP3A4.

Agv mopatnpnOnkav aAniemdpdoeig peta&y tov sildenafil (epdmaf 66om 100 mg) kot Tov
acenocoumarol.
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To sildenafil (50 mg) dev emav&dvel TNV TOPATAGT TOL ¥POVOL POTG TOV OULOTOG TOV TPOKOAEITAL OO
TO AKETVAOGAMKVALKO 0&L (150 mg).

To sildenafil (50 mg) dev emav&dvel TV VTOTAGIKY HPACT TOL OVOTVEDUATOG GE UEAETT| LLE VYIELG
efehovtég pe péom PEYLoTN T OWVOTTVELOTOG 6To aipa ion pe 80 mg/dl.

e ua perétn oe vyieic eBelovtég, to sildenafil oe otabepomomuévn kotdotaon (80 mg tpelg popég
™V NUEPQ) elxe ®¢ amotédecspa mocootwaio avénon e AUC g fooevtavng katd 50 % (125 mg dvo
QOPEC TNV NUEP). M1 POPUAKOKIVITIKN aVAALGT TANOLGUOD TV SESOUEVMV GO Lol LEAETY| GE
evnAkeg aceveic pe ITAY mov Adupavay aywyn pe focevtavn (62,5 mg - 125 mg dVvo gopég v
nuépa) £dei&e wia avénon (20% (95% CI: 9,8 — 30,8)) ng AUC g fooevidvng e Tn Guyxopnynon
sildenafil oe oTabeporomuévn katdotaon (20 mg Tpelg popég TNV NUEPA) KPOTEPOL HeYEBOLS 0md
VTV OV TapoTn PN ONKe o€ VYELG e0glovTig Katd T cuyyopnynon sildenafil 80 mg tpeig popéc v
nuépa (BA. Tapaypdpovg 4.4 kot 5.1).

e po 101K GYEOGUEVT LEAETN aAAnAenidpacng, otny onoia to sildenafil (100 mg) cuyyopnynonke
UE TNV apAoduiv og veptactkovg acbeveic, mopatnpninke eximAéov pei®ON TG GLGTOMKNG
apTNploKng Tieong oe vrtia 0o katd 8 mmHg. H avtictoyn emmAéov peimon g S10oTOMKG
apTNploKng tieong og vmtia 0éon Nrav 7 mmHg. Avtég o1 emmpOohETEG LEUDGELS TNG OPTNPLOKNG
wieong Nrav mapopotov Pabuov pe avtég mov TapatnpnOnkav 6tav yopnyndnke to sildenafil wg
povolepameio o vyieic ebedovtéc.

Y Tpelg eEE10IKEVIEVEG HEAETEG OAANAETIOPAONC PUPUAK®Y, O GAQa-avacToléag doxazosin (4 mg Kot
8 mg) ko 7o sildenafil (25 mg, 50 mg, 1 100 mg) yopnynonkav tavtdypovae ce acbeveic pe kaAonon
vrepmhacio tpootdrtn (BPH) otabeporompévoug oe Bepamneia pe doxazosin, Ztovg mAnbuouovg
QUTAOV TOV LEAETMV TOPATNPNONKOV ETTAEOV LELOGELS GTI GUGTOALKT KOl SICTOAIKN TLECT] TOV
aipartog o vrtio O€om, kotd pécov épo 7/7 mmHg, 9/5 mmHg ko 8/4 mmHg, avticTorya, Kot
EMMALOV UELDGELC GTNV TiEST TOV aiportog o€ 0pbia 0éon katd pésov 6po 6/6 mmHg, 11/4 mmHg kot
4/5 mmHg, avtiotoiywe. Otav Ta sildenafil kot doxazosin yopnynnkav tavtdypova oe acbeveig
otobepomompévoug o Oepameio pe doxazosin, vanpéav GrAvieg avaEopic achevdY GTOVE 0T010Vg
EUQavioTnKe cLUTTOUOTIKY opbocTotiky VEdTact. Ot avagopég cuumeptAdupavay (dAn Kot
kapnPapia, aArE 6yt cvykont|. H tavtdypovn yopnynon tov sildenafil oe acBeveig, o1 omoiot
vrofaAlovtal o Bepameio pe GAQO — AVOGTOAELS, UTOPEL VAL 03N Y OEL GE CUUTTOUOTIKY VITOTOGCT) G
optopéva evmtadn dtopa (PA. mapdypoo 4.4).

To sildenafil (100 mg epdmal 660m) dev ennpéace TN POPLOKOKIVITIKY GE oTAOEPOTOMUEVT
KOTAOTAOT TOV avaoToAén TG mpwTedong tov HIV, ¢ caxovwvafipng, n omoia givar
vrooTpope/avactorénc Tov CYP3A4.

SOHUemVa e TN YVOOTN EXidpacT) TOV oTnY 000 povoéediov tov aldtov/cGMP (BA. mapdypoeo 5.1),
to sildenafil &yel amodetytel 6TL EVIGYDEL TO VTOTOGIKO QTOTEAEGLLO TV VITPIKAOV KOl ETOUEVOC
OVTEVOEIKVLTAL 1] GLYYOPNYNON TOL UE OOTEG LOVOEELDTIOV TOL AlMTOV N VITPIK®Y GE OMOL0ONTOTE

popen (BA. mopdypapo 4.3).

Prootyovdrn: Ipoxhvikég peléteg £0ei&ov afpoloTikn enidpacn ot Lel®ON TG APTNPLOKNG TTECNS
OTN CLOTNHOTIKY KukAoQopia, 0Tav avactoieic PDES cuvovalovtav pe plostyovdtn. Ze kKAMVIKEG
UEAETEG, 1| PrOGLYoLATN £XEL AmodeLyDel OTL EVIGYVEL TIC VTTOTAUCIKEG EMOPACEIS TV avoacTorléwv PDES.
Agv vifp&e kapio EvOeEn VVOIKNG KAVIKNG ETIOPUCTIG GUTOV TOV GLVOLAGUOV, 6TOV TANOLVGHO TOV
ueietiOnke. H tavtdypovn ypnomn proctyovdtng kot avactorémv PDES, coprnepilapfavouévon tov
sildenafil, avtevosikvoton (BA. mapdypago 4.3).

To sildenafil dev giye KAvVIKG oNUOVTIKY ETITTOGN 0TO EXITESD TAAGUOTOS TOV OTO TOL GTOUATOG
avTIGLAMNTTTIKOV (aBtvorototpadtoing 30 pg kot Aefovopyeotpéing 150 pg).

Hodrotpicodg mAnBuepog
Meléteg arlnienidpaong Exovv deaybei povo og eviAkeg.

51



4.6 Tovipétnra, kKONON KO Yyorovyia

Tuvoikeg o€ avomapoy®yikn NMKio, Kot aVTIGOAANYN GE AVTPEC KOl YOVOIKEG

AOYO EMAeync dedopévav g enidopaong Tov Revatio og £ykveg yuvaikeg, To Revatio dev cuvictdton
Y0l YOVOIKEG GE OVOTOPOYMYIKT NAKIO EKTOG EAV YPTOLLOTOIOVY TOVTOYPOVO KOTAAANAN LETPO.
AVTIGOAANYT|G.

Kvnon

Agv vrdpyovv dedopéva oxeTikd pe t ypnon tov sildenafil og eyxboug yuvaikeg. And peréteg oe {oa
dev TPOKVTTEL AueoN N Eppecn emPAafng dpdomn 6Gov agopd TV KONoM Kot TNV aviamtuén Tov
euPpvov. Meléteg oe {da €de1&av To&kdTnTa MG TPOg TNV avamTuén petd v yévvnon (BA.
Tapdypoeo 5.3).

AOY® EMAeync dedopévmy, To Revatio dev Oa Tpémel vo xpnoIUOTOLEITOL GE EYKVOVG YUVAIKEG, EKTOG
€V glval amoAVT®G amapaiTnTO.

OnAacpog
Agv vrdpyovv emapkeic kot KaAd eheyyopeveg ueétec og Onidlovoeg yovaikes. Aedopéva amd pia

OnAalovca yovaika vrodekvoouvy 0Tt o sildenafil kot o dpaotikdg petafolritng Tov, N-
amouefvlmpévo sildenafil, amekkpivovtol 6to UNTPIKO YOI 6€ TOAD YoUNAG eimeda. Agv VITAPYOLY
Srabéotpo KAVIKG dedoUEVa. GYETIKG [E TIC avemBounteg evépyeleg ota Ppéen mov OnAdalovv, oAAd ot
TOGOTNTEG TOV KATATIVOVTOL 0V Ba )TOV OVOUEVOUEVO VO TPOKOAEGOVY KATO0, aVEMIBOUNTN
evépyeta. Ot Tpoi Tov cuvtayoypapovy Ba Tpémel va a&loA0YoDV TPOGEKTIKG TNV KAVIKT 0VAYKY
g untépoag yia sildenafil, kabmg Kot 0T01EGONTOTE OLVNTIKEG AVETIOOUNTEG EVEPYEIEG GTO TALOT TOV
Onralet.

Tovoémra
Mn Khvikd dedopéva dev omoKaADTTOVV 1310iTEPO Kivouvo Yia Tov dvBpmmo pe Baon Tig cvuPotikég

peiéteg yovipotmrag (BA. mopdypago 5.3).
4.7 Emodpaceis 6Tny IKAvOTNTA 001Y161)G KO YEIPIGUOV PN UVIILETOV
To Revatio &gt pétpia enidpaon TNV KAVOTNTO 00MYNOTG KOL XEPIGLOD UNYOVIHAT®V.

Koabng &govv avapepBel {dAn kot Statapayég tng dpaong o kKhvikég dokiuég pe sildenafil, ot
acbBeveic O Tpémel va yvapifovv Ty avtidpacn Tov opyavicpol Tovg 6to Revatio, mptv odnyncouvv 1
YPNOLLOTOU|COVY LN OVT|LLOLTOL.

4.8 AvemOOunteg evépyeleg

Hepiinyn Tov TPoEik aceaieiog

21 Pooikn, eEheyyOUEVT LE EIKOVIKO ApHaKOo LEAETN e TO Revatio yio TNV TVELHOVIKT 0pTNPLOKY|
véptaot, cuvolikd 207 acbeveig TuyatomomOniay kot viofAROnKav oe Bepaneia pe Revatio
rappdavovrag 66celg Twv 20 mg, 40 mg, | 80 mg TID kot 70 acBeveic Tuyatomodnkay ce £1KoviKO
eappako. H didpketa g Oepanciog nrov 12 efdopddes. H cuvolikn cuyvotnta dokonng tng
Oepaneiog oe acbeveig vid Bepancia pe sildenafil og docelg tv 20 mg, 40 mg kot 80 mg TID Ntov
2,9 %, 3,0 % ko 8,5 %, avtictoryo, cuykpitika pe 2,9 % oe acleveic Vo EKOVIKO QAPHOKO. ATO Ta.
277 dtopo mov Edafoav Bepomeio otn Pacikn pekét, to 259 elonynoav e paKpoypoOvia, LEAETN
napdroong. Xopnyndnkav d0ceis £émg 80 mg Tpelg popég TV NuéEpPa (4 PopEG TNV GUVICTMUEVT 600
Tov 20 mg TpeIC POPEC TNV NUEPQ), Kot Uetd omd 3 £tn, t0 87 % twv 183 vro Oepaneio ot peré
acOevav ehapupavayv Revatio 80 mg TID.

e pio eAeyyOpeEVT], LE EIKOVIKO PApPHOKO, LEAETN Le To Revatio og copminpopa ot Beponeio pe
evOoPAEPLa epoprostenol, Yo TVELUOVIKT apTNPLOKN VIEEPTAGT], GUVOAIKA 134 acOeveic vtoPAnOnKay
o€ Oepamneia pe Revatio (og pia kabopiouévn tithomoinon mov exvovoe and ta 20 mg £mg ta 40 mg
Kot 6T cuvexeln ota 80 mg, TPELG POPES TNV NUEPO OVAAOYQ LE TNV 0vOYT TOL acBevong) Kot
epoprostenol, evd 131 acBeveig vopAnOnkav ce Oepomeio pue epoprostenol kot eikovikd eapupoko. H
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dudpketla g Bepaneiog rav 16 fdouddes. H cuvolikn cuyvotnta dtokomng tng Oepameiog, Adym
avemBountov evepyeldv, otoug acbeveic mov Adpupavay sildenafil/epoprostenol, fitav 5,2 %,
ovykpitikd pe 10,7 % otovg acbeveic mov Adpfavav ewovikd gappako/epoprostenol. Ot wo
wpoceoTa avapepbeioeg avemBOUNTEG EVEPYEIEG, TTOV TOPATNPNONKAV 10 GLYVE TNV OUAd TV
acBevov mov AdapPavay sildenafil/epoprostenol, nrov vrepapio Tov 0PBALOD, dpacn Baumn, pvikn
GLHPOPNOT, VOKTEPIVOL 1OPADTES, 0cPLaLyia Kot Enpootopio. Ot yvooTéc avemBounteg evépyelec,
Ke@aAaAyia, EEaym, TOVOC GTO GKPa Kol 00N TapaTnPnONKay 68 VYNAOTEPT GLYVOTNTA GTOVG
acBeveic mov AdpPavay sildenafil/epoprostenol cuykprtikd pe Tovg acbeveig mov AdpPavay eikovikd
@appako/epoprostenol. Ao o ATo TOV OAOKANP®GAV TNV apyikn LEAETT, Ta 242 gionyOncav o
LoKpOYPOVIe LEAETN TTopdtacnc. Xopnynonkay d6celg uéypt 80 mg TID ko petd omd 3 £, to 68 %
tov 133 vro Oepancio ot perétn acbevov erdupovav Revatio 80 mg TID.

Ye 800 EAEYYOUEVEC UE EIKOVIKO PAPUOKO UEAETEC OL AVETIOVUNTEG EVEPYELEG TTOVL OVAPEPON KAV NTOV
nmiag og uétprog Papvntag. Ot o cuyve avapepOUEVES AVETIOOUNTEG EVEPYEIEG, Ol OTTOIEG
enopaviotnioyv pe 1o Revatio (cuyvotnta peyardtepn 1 ion pe 10 %) cuykpitikd pe To EIKOVIKO
Qappako, NTav kepaiolyio, £Eayn, dvomeyia, d1dppole Kol TOVOS GTO (KPAL.

Avagopd avemBOuntov gvepyeldv og mivaka

Ot avemBOUNTEC EVEPYELEG, TTOVL EUPAVIOTNKOY GE T0G00TO > 1 % TV acbevav oe Bepaneia pe
Revatio ka1 tav mo cuyvég (dapopd > 1 %) ue 1o Revatio ot factkn peAétn 1 ota GLVOVAGUEVA
ototyeio Tov Revatio amod Tig 500 EAEYYOUEVEG LUE EIKOVIKO QAPUAKO UEAETEC TVEVIOVIKNG OPTNPLOKNG
véptaong o dooel; 20, 40 1 80 mg (TID), mopatifevral 6ToV TOpaKAT® TIVOKO OUASOTOMUEVES OV
Katnyopia Kot cuyvotnTa (oAb cuyvés (= 1/10), ouyvég (= 1/100 émg < 1/10), oyt cuyvés (= 1/1000
¢m¢ < 1/100) kot pn yvootng cuyvotntag (1 ovyvotnta dev umopei va tpocdiopichel omd to
drbéoipa otoryein)). Xe kKabe opdda cuyvoTnTaG, Ol avemllBOUNTES EVEPYELEC TapaTiOEVTOL KOTA GEPQ
ueovuevng cofapdtnrag.

AvoQopég amd TV gumelpia LETA TNV KLKAOQOPIQ GTNV ayopd CLUTEPIAAUPAVOVTOL UE TALY LA
YPOALLOTAL.

Katnyopia opyavikod cveTti|patog cOp@ove ug  Avem@ountn evépysro
1 Paon oedopévov MedDRA (ékooon 14.0)

AOUDOEELS KO TAPUCITOCELS

Yuyvég KutTapitida, ypinn, Bpoyyitida, KoATiTdw, pvitida,
YooTpEVTEPITION

AWTopayES TOV GLUOTOUTIKOD KOl TOV AERPLKOV

GUGTI|LATOG

2uyvE avopio

Awtoapayéc Tov petaforopov Kot g Opéyng

Yuyvéc KOTOKPATNO™N VYPDV

Yoyotpikég Avotapayés

Yuyvéc abmvia, avnovyio

AWTopayES TOV VELPIKOD GLCTINATOG

[ToAb cvyvéc KeQoAadyio

2uyvE nukpavia, TpoRog, Topoactnecia, aicOnon kadcov,

vrtoucOnecio
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Kotnyopic opyavikod 6veTHROTOS GORPOVA 1E
™ Baon oedopévov MedDRA (éxdoon 14.0)

Avem@ountn evépyero,

O@0aipxég drwatapayés
Yuyvéc

Oy ovyvég

Mn yvootég

Awtapayés Tov MTOG Kol Tov Aafuvpiviov
Yuyvéc

Mn yvootég

Ayyerokég droTapayés

[ToAd cuyvéc

Mn yvootég

AWTopayES TOV AVETVEVOTIKOD GUGTIIATOS, TOV
0dpaxa ka1 Tov pecobwpaxiov

Yuyvéc

AWTopayES TOV YOOTPEVTEPIKOD GUCTIRATOG
[ToAd cuyvéc

2uyvE

AwTapayés ToOV OEPRATOS KOL TOV VITOIOPLOV
16700

Yuyvéc

Mn yvootég

Al0TapayES TOV HUOGKELETIKOD GUGTI|LATOG KOl
TOV GUVOETIKOV 16TOV

[ToAd cuyvéc

2uyvE

AW0TapayES TOV VEQPAOV KL TOV 0VPOPOp®V
00V

Oy ovyvég

AWTapay£S TOL OVOTUPAYOYIKOD CUGTI|LATOG
K01l TOV Po.6To0

alpoppayic Tov auEPANGTPOEIB0VE, OTTIKT
dvciettovpyia, Baumn Opacn, potopopia,
ypouaToyia, Kuavoyio, epediopudg Tov oeHaALOoD,
vrepatption Tov oHaALoD

HE®UEVT oTikn 0&DTNTA, SIMAMTIN, U
(VO10AOYIKO aicOnua otov oeOaANS

My oaptnpraidixn mpocOia 1cyoiuiky oKy
vevporaleio, (NAION)*, Anoppaln twv
oupifinotpocioikwy ayyeiowv¥, EAleyua orticod
neoiov™®

thMyyog
IQYVIOL0, ATWAELO. OKONG

egaym

vToTOoN
eniotadn, Prixag, pwvuch coppdpnon
dppota, dvomeyia

YOO TPITION, YOOTPOOIGOPAYIKT TOAVIPOUN O,
alpoppoideg, dudtacn Kolkiag, Enpoctopio

aAomekio, EpOONUa, VOKTEPIVOL 10pMTEG
elavinua

TOVOG OTO AKPOL
pooyio, ocQuaiyia

opaTovpio

Oy ovyvég opoppayio TEOVE, AUATOCTEPLIO, YOVOIKOUOGTIOL
Mn yvootég TPLATIOUOS, TTOGH OVEHUEVN

I'evikéc droTapayés KoL KUTAGTAGELS TG 000V

xopfymongs

Yuyvég nupetia

* Avtég o1 avemBounteg evépyetec/avtidpdoelg xovv avapepbel og acbeveic mov AapPavav sildenafil
v T Ogpomeio TNG AVOPIKNG GTUTIKNG SVGAEITOVPYIOGC.

Hodratpikdc TAnfuvoude

Y& ua pedétn tov Revatio eleyyouevn pe ewcovikd eapuako o aceveic 1 £og 17 etdv pe
TVEVLOVIKY] 0pTNPLKN VIEPTAOT, 174 acBeveic cuvolikd vrofANnOnkay ce BepamevTiKd oyUOT LE
Revatio, eite youning (10 mg oe acbeveig > 20 kg, kavévag acBevic < 20 kg dev édafe v younin
d0aom), eite pecaiog (10 mg o acbeveig > 8-20 kg, 20 mg ot acbeveic > 20-45 kg, 40 mg o¢
acOeveic > 45 kg) eite vyning doong (20 mg oe acbeveic > 8-20 kg, 40 mg oe acbeveig > 20-45 kg,
80 mg ot acbeveic > 45 kg) ko 60 vrofAnOnkav oe Oepameia Le EIKOVIKO QAPLOKO.

To mpoik TV avemBOUNTOV EvEPYELDY TOV TAPATNPNONKE GE VTN TNV TASLUTPIKT LEAETT TV
YEVIKA cUUPATO [E avTo TV evnAk@V (BA. Tivaka wapomdve). Ot o cuyveg avemBouuNTeg EVEPYELES
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OV TaPoLSIAoTNKAV (Le cuyvotnTa > 1%) og acBeveic mov éhaPav Revatio (cuvdvacuéveg d6GEIC)
Kot pe ouyvotrta, > 1 % og ohykpion pe tovg aobeveig mov EAafav eikovikd eappako nrov topetia,
Aoluwén Tov avdTEPOL avamveLoTikov cuotiuatog (11,5% ékacto), éuetog (10,9%), otoon avénuévn
(ovpmeprlapfavorévav TOV OVTOLOTMOV GTUGEMVY TEOVS o€ Gppeveg aobeveic) (9,0%), vavtia,
Bpoyyitda (4,6% £kaoto), papuyyitda (4,0%), pwvoppoia (3,4%), kot Tvevpovia, pwitda (2,9%
£K0OTO).

A76 Tov¢ 234 oudroTpikove acbeveig mov Edafav Oepameio oto TAaiclo ¢ Ppoyvypdviag,
EAEYYOUEVNC LLE EIKOVIKO QAPLOKO LEAETNG, 01 220 acbeveic elofynoav otn pakpoypovia HeAETn
eméktaonc. Ot acBeveic mov AMapuPavav evepyd Bepameia pe sildenafil cuvéyicav va Aappdvovv to ido
oynua Oepameiog, Evod eKeivol GTIV OUASN EIKOVIKOD (OPLAKOD TNG BPayvypoviag LEAETNG
emovakoTaveunOnkay Toyotomomuéva o Oepamneia pe sildenafil.

O1 1110 oVYVEG aVETOVUNTEG EVEPYELEG TTOVL AVAPEPON KV KATA TN SLapKELR TNG Ppayvypoviag Kal Tng
LOKPOYPOVIOG LEAETNG TV YEVIKG TOPOUOLEG UE EKEIVEG TTOVL TTapaTNPNONKAY Katd TN Bpoyvypdvia
perén. Ot avemBOunTEG EvEPYELEG TOL avaPEPONKAY 6€ T0G00To >10% TV 229 acbevdv mov Elafav
Oepaneio pe sildenafil (cuvdvacpévn docoroyikn opdda, cvumeptiapfavovtag 9 acbeveic mov dev
OCULVEXIOOAV GTN LOKPOYPOVID LEAETN) Tav AOTU®EN TOL avAdTEPOL avamveLaTikoD (31%), keparlaAyia
(26%), éuetoc (22%), Bpoyyitda (20%), papvuyyitda (18%), moupetia (17%), dudppora (15%) kar
ypinn, eniotoén (12% éxaotn). Ot TEPIOGOTEPEG OO AVTEG TIG AVETBOUNTEG EVEPYELEG BempnOnkay
NG G LETPLAG GOPAPOTNTOC.

YoBapég avemBounteg evépyeteg avapépOnkav og 94 (41%) and tovg 229 acbeveic mov Aapupavay
sildenafil. Ao tovg 94 acbeveig mov avépepav pio coPapn avemOountn evépyeia, 14/55 (25,5%)
acOeveic NTav oy opdda YaunAng doong, 35/74 (47,3%) oty oudda peoaiog 66ong, kot 45/100
(45%) otV opdda vymAng 66omg. Ot o cuyvég coPapiés avemBuUNTES EVEPYELES TOV EUQAVICTNKOY
pe ocuyvotnta > 1 % oe acBeveig mov AdpPavay sildenafil (cuvdvacpéveg d6GEIC) NTay TVELOVIA
(7,4%), KopO10KT OVETAPKELD, TVEVLOVIKT VEpTacT (5,2% Ekaotn), AolU®EN TOV avMTEPOV
aVamVELGTIKOD cLoTNHAToS (3,1%), avendpkela de&lig Kothiag, yaotpeviepitida (2,6% éxaotn),
ovykonn, Bpoyyitida, fpoyyomvevpovia, TVELHOVIKT apTnplokn vaéptaon (2,2% ékaotn), TOvog 610
otBog, tepndova (1,7% ékaotn), Kot KopOloYEVES GOK, YUGTPEVTEPITION 10YEVIS, ovporoinwén (1,3%
ékaot).

O axdAov0eg coPapéc avemBduntec evépyeieg Bewpnoniay o1t eivar oyeti{dueveg pe ) Oepameia:
EVTEPOKOAITION, OTTOGUOL, VITEpELALoONGia, cLPlYUOC, VToia, KOPOOT VELPOUICONTNPLN KOl KOIAMOKT|
appubpuia.

Avapopd TovoroyoLUEVEOV oVETBOUNTOV EVEPYELDV

H avagopd mibavoroyoduevmv avembOuntov evepyelmyv LETH amd TN yopnynon adelog kukiopopiag
TOV POPUAKELTIKOD TPOIOVTOG etvan onpavtiky. Emitpénet tn cuveyn mapoakoiovOnon g oyéong
0PEAOVG-KIVOVVOL TOV PAPUOKEVLTIKOD TPOIOVTOC. ZNTEital 0 TOVG EXyYEALATIEG VYELOG VO
aVOPEPOVY OTTOIEGONTOTE THOVOAOYOVEVES OVETIOVUNTEG EVEPYEIEG LECH TOL EBVIKOD GLGTHLOTOG
avapopds tov avaypdeetor oto [Hopdpmua V.

4.9 Ynaegpoocoroyia

e peréteg epanal 66cewmv Emg 800 mg oe e0eAoVTEG, 01 AVETIOVUNTEG EVEPYEIEG MTAV TAPOUOIEG LLE
OVTEG IOV TOPATNPHONKOY LE YopNyNoN YOUNAOTEPOV dOGEMY, OALG Ol GUYVOTNTEG ELPAVIONC KOL 1)
Bapvmra toug frav avénuévec. H cuyvotnta tov averBountov evepyeidv (kepoiolyio, £Eayn,
LaAn, duomeyia, pviky GUPEOPTON, Kot STOpoyEg TG OpaoTg) ovénonke Petd and epamas dOGEIS
tov 200 mg.

Y& TEPITTAOOELS VITEPOOGOAOYING, TPETEL VAL EQapolovTal To, GUVIH O VTOCTNPIKTIKE PETPO OTTMG
amorteitat. O texvnToc VEPPOS deV AVAUEVETAL VO ETLTOYVVEL TNV KAOOPGT TOL POPUAKOV, Y1OT TO
sildenafil decpeveTon og VYNAS TOGOGTO OTO TIC TPOTEIVEC TOL TAUCUATOG KOl OV OTOPAAAETAL LUE TA
ovpa.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

5. OAPMAKOAOTI'IKEY IAIOTHTEZ
51 ®appokodvvopkés 1IO0TNTES

Ddappaxobepamevtiky kotnyopio: Ovporoyikd, Oappoka TOL XPNOLUOTOOVVTUL Vi T Oepameio TG
duciettovpyiog otoong, kwdikoég ATC: GO4BEO3

Mnyovicpog dpbong

To sildenafil amotelel Evay 1o3VPO KoL EKAEKTIKO OVOGTOAEN TNG EIOIKNG Y10 TNV KUKATKN
Lovopwo@opikn yovovocsivi( cGMP)- pwopodiectepdong tomov 5 (PDES), To évlupo mov givat
vevbuvo yuo TV amowoddunon g cGMP. Extog and v mapovsia tov vidov ota onpoyymdon
copota Tov Téovg, 11 PDES gilvat eniong mapodca kol 6To TveLHOVIKO ayyelakd cvatnpa. Emopévmg,
to sildenafil av&dver ™ cGMP gvidc TV KLTTAP®V TOV AEIOL UL TOV TVELLOVIKDV OyYEI®V UE
amotéleoua TN yAoon. Xe acOeveic L TVELUOVIKT OPTNPLOKT] VIEPTACT], GVTO UTOPEL VOL 00N YTOEL GE
OYYELOO10.0TOAN] TNG TVEVUOVIKNG QLYYELOKTG KOITNG Kall, GE MKPOTEPO PoOLO, 0YYELOSIGTOATN OTY|
GLGTILOTIKY KUKAOQOPIQ.

Dapuokoduvapkés EMOPACELS

Meléteg in vitro €govv dei&el 6ti to sildenafil dpa exhektikd wg wpog v PDES. H enidpaocn tov otnv
PDES givar meptocdtepo 1o vp1| GUYKPLTIKG e AAAES YVOOTEG @opodieatepdoss. [Tapovaialet 10
QOpEC PEYaADTEPT EKAEKTIKOTNTA G oyéom pe v PDE6, mov cuppetéyet atnv 006 g
(QMOTOUETATPOTNG oTOV auPPANoTpoEldn. Enione mapovoidlel 80 popéc peyarbteprn eKAEKTIKOTNTO, O
oyxéon ue v PDE1 kot ndve and 700 opéc peyardtepn ekiektikdtnta o€ oyxéon e tig PDE 2, 3, 4,
7, 8,9, 10 ko 11. Ewdwdtepa, o sildenafil £yl mévo and 4.000 popég peyoldtepn eKAEKTIKOTNTA Y10l
v PDES o¢ oyéomn pe v PDE3, v cAMP-e&e1dikevpévn 1copopef g ¢oopodiestepdong mov
GUUUETEYEL GTOV EAEYYO TNG KOPOLUKTG GVOTOGTC.

To sildenafil mpoxodel pikpéc Kot TopodIKég LEUDGELS TNG CUGTNUATIKNG OPTNPLOKNG TEGNS, 01 OTO1ES,
TNV TAELOVOTITA TOV TEPUTTOGEDV, OEV TPOKAAOVY KAVIKES EKONADGELS. MeTd amd ¥pdvia, xopnynon
80 mg tpelg popic TNV NUEPQ G€ AGOEVEIS Ue GLOTNUOTIKY VITEPTOOT), 1| LECT] LETAPOAN 0d TNV
évapn oTNV GLOTOAIKT KOl SILGTOALKT APTNPLOKT TTieon Tav o peioon katd 9,4 mmHg ko

9,1 mmHg avtiotoiywg. Metd amd ypoévia yoprynon 80 mg tpelg popég TNV Nuépa o 0obeveig pe
TVELUOVIKT OPTNPLOKT VITEPTACT, TOPATNPHONKOY LIKPOTEPES EMOPACELS GT LEIWGCT TNG APTNPLOKNG
nieonc (ueimon 1000 6T GLGTOMKT OGO Kol TNV SGTOAKY] TTieon Kotd 2 mmHg). Xt cuvictdpevn
docoloyia tv 20 mg TPEIG POPES TNV NUEPD, OEV TAPUTNPNONKAY LEIDCELG 0TI GLGTOAIKN 1] TN
Sl0oTOMKY Tieo.

Epdnag dooeig sildenafil amd tov otopatog péypt 100 mg o vyieic eBelovtég, dev mpokdiecay
KAk onpoavtikéc emdpdoeig oto HKI. Metd amod ypovia yopriynon 80 mg tpelg popég TNy nuépa
o€ 000EVELG LIE TVELLOVIKT PTNPLOKT VTTEPTACT], OEV aVOQEPOT KOV KAVIKG ONUOVTIKEG EXUTTOOELS
oto HKT'. Z¢e pio perétn v arploduvapikoy eTdpaceny piog epanas amd Tov otopatog 60ong 100
mg sildenafil og 14 acOeveic pe coPapn otepaviaia voso (CAD) (> 70 % otévmon TovAdyiotov piog
oTEQOVIOING apTNPIag), 1 LECT] GUGTOALKT KOl SIUGTOAIKT APTNPLOKT TLECT] GE KUTAGTUGT NPEUIOGC
pewmdnke katd 7 % kot 6 %, avtictoya, cuykprtikd pe tig Tég Evapéng. H péon mvevpovikn
GLOTOMKT apTNPLoKY Tieon petmdnie katd 9 %. To sildenafil dev mapovciace kopia enidpacrn otV
KopSLoKN ToPoyn, Kol OV EMNPEACE SVGUEVMG TV PON TOL OUATOG SLUUECOD TOV CTEVOUEVMV
OTEPAVIAIOV OPTNPLDV.

"Hrtieg kot mopodikég S10popég GTNV avTIANYN TV YPOUATOV (LTAE/TPACIVO) aViXVEDTIKAY GE
oplopévoug acbeveig ypnoiponoimvtag ) dokipacio Farnsworth-Munsell 100 hue test pio dpa petd
amo yopnynon piog d6omng 100 mg, evéd Kapd exidpact dev TV aViVELSIUN 2 OPES PETE T
xopnynon g d6omg. O TOAVOAOYOVUEVOG UNYOVIGUOG VTG TNG OLOTOPAYNG OTNV OVTIANYN T®V
ypoudtov oxetiCeton pe avaotodn g PDE6, ) omoila eumAéketal oty akoiovdio aviidpdcemv
QMTOUETATPOTNG 6TOV apeIPAnotpoedn. To sildenafil dev emnpedlel v ontikn o&HTNTO KO TNV
evatoOnoio avtiBeong. Ze pio eEleyyopevn e EIKOVIKO @APUOKO PEAETN HE kPO TANBuoud aclevov
ULE TEKUNPLOUEVT] TPOLUN EKPOALON TNE OYPAES KNAidag mov oyetiletal pe v nikia (9 droua), To
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sildenafil (epdmag d6on 100 mg) dev epeavice oNUAVTIKEG HETOPOAES 0TI 0QBaApOOYIKES EEETAOELC
nov dtevepynOnkav (omtikn o&vtnra, Amsler grid, S1Gkpion TV YPOUATOV GE TPOGOUOIMOT TOV
ONUATOdS0TMY 0d1IKNG KuKAopopiag, tepiuetpia Humphrey kot pmtootpéc).

KMviki) ooTeAeoLaTIKOTNTO KO 0CQAAEL,

Anoteleouotinotito. oe evijlikes aoeveic we mvevuovikn aptnpioxn vrsptacy (IIAY)

Mo Toy oo UEVT], SUTAG TOEAT, EAEYXOUEVT] LE EIKOVIKO QAPLOKO LEAETT dteEnyOn oe

278 acbeveig pe mpowtonadn Tvevpovikn véptaon, IIAY cvoyetilopevn pe vOGo Tov GLVOETIKOD
1610V kot [TAY petd amd yeypovpyikn endiopbwon cuyyevav Kapdtakmv rafav. Ot acbeveic
TUYOOTOMONKOAY GE LN EK TV TEGGAPMV DEPATEVTIKOV OUASMV: EIKOVIKO Qapoko, sildenafil

20 mg, sildenafil 40 mg 7 sildenafil 80 mg, tpeig popéc nuepnoing. Amo toug 278 acbeveic mov
TuyotomomOnkav, 277 acbeveig Ehafav tovidyiotov 1 6661 ToV PappraKoL TG HEAETC. O TAnBvoudg
g perétng Nrav 68 (25 %) avdpec kot 209 (75 %) yovaikeg pe péon nicio 49 etdv (evpog: 18—

81 etdv) ko dokpacio Padicpatog 6 Aentdv og andotaotn and 100 £wg kot 450 pétpa (LEGOG OpOg
344 pétpa) katd v Evapén. Xtovg 175 acbeveig (63 %) mov cvumeptAn@dnkay elye dayvootel
TPOTOTOONC TVELUOVIKT VTTEPTaON, o€ 84 (30 %) ciye d10yVMGTEL TVEVUOVIKT] OPTNPLOKT VIEPTACT
oyxeTilOUEVN LE VOGO TOL cLVOETIKOD 16ToV Ko o€ 18 (7 %) acbeveig glye doyvwotel Tvevpovikn
OPTNPLOKT VTEPTOCT] LETA OO XEIPOLPYIKN EMIOPOMON GLYYEVAOV KOPIOK®V PAABmV. Zoupova pe
v tagvounon tov Iaykocuiov Opyaviepot Yyeiog, ol mepiccdtepol acheveic Ppickoviav ot
Aertovpyun koarnyopio 11 (107/277, 39 %) 1y 11 (160/277, 58 %), ue puéon tiun Kotd v Evapén ot
doxacia fadiopatog 6 Aertdv 378 kot 326 pétpa, avtiotoya, evad Aryotepot acbeveic Ppiockovtay
otV kartnyopia I (1/277, 0,4 %) 7 IV (9/277, 3 %) kotd v Evapén. Znv HeEAETN deV GUUETEL OV
acOeveic pe kKhaopo eEmbnong apiotepng kotkiag < 45 % N KAdopa Ppdyvveng aplotepng KOATNG
<0,2.

To sildenafil (1] T0 ewovikd EAppHAKO) TPOGTEONKE TNV KAOOPIGUEVT OO TO TPOTOKOAAO
GLYYOPTNYOVUEVT QUPLOKEVTIKN aryyr] Tov o eAdufavay ot acbeveic, n omoia uropovoe va
TEPLOUPAVEL GUVIVAGHO AVTITNKTIKOD, d1Y0&ivg, avasTOAL®V TV S10VA®V 0oPECTIOn, dloVPNTIKA 1
o&uydvo. H ypnon apoostakukAivig, avorloymy TposTaKVKAIVIG KOl OVIOYOVIGTMOV TOV DITOS0XEMV TNG
evooOnAivng dev emttpenodTay ¢ CLUTANPOUATIKY Oepameio, 00TE Kot 1) AfYN CUUTANPOUATOV
apywivng. AcBeveic 6ToVg 0TOioVE TPONYOLUEVMG aETVYE 1) Oepameia e fooevtdvn amoxAeicOnkay
oo TN UEAETN.

To xbp1o TeMkd onpeio anotedespoTikOTTAG TAV N HETAPOAN o8 oYéon pe v Evapén katd tnv 121
EBdopdda otn dokipacio Badicpatog 6 Aentov (6MWD). Mio ototioTikd onpovTikn avénon otnv
6MWD mapotpnonke kat otig 3 docoroyikéc opadec tov sildenafil, cuykprtikd pe Tnv oudda Tov
EIKOVIKOV Qappdakov. Ot d1opBopéveg MG TPOG TO EIKOVIKO Pdpuako avénoelg otny 6MWD ftav

45 pétpa (p < 0,0001), 46 pétpa (p < 0,0001) o 50 pérpa (p < 0,0001) yia to sildenafil 20 mg,

40 mg kot 80 mg TID, avtiotoiyme. Agv mopatnpndnke onUOVTIKY S10pOpE 6TO ATOTEAEGLO LETAED
TOV dpopwv docemv tov sildenafil. I'o acBeveic pe 6EMWD < 325 m katd v Evapén g LeAETNG,
napaTnpnOnke PeATIOUEVT OTOTEAECUATIKOTNTO LE VYNAOTEPESG 0O0ELS (BelTidoelg SopBopéves g
TPOG TO EKOVIKO (ApLOKO Katd 58 pétpa, 65 pétpa kot 87 pérpa, yia doceig 20 mg, 40 mg kot 80 mg
TID, avtiotoiymg).

Hopatnpndnke pio oToTIoTIKA oNpovTiKh avénon otny 6MWD oty docoroyikn opdda tov 20 mg,
otav avolvdnke kotd ™ Asttovpyikn katnyopia tov [oykdouiov Opyavicpod Yyeioc. o v
katnyopia II ko v karnyopio I, TapatnpriOnkay ot dtopfopéveg Mg TPOG TO EIKOVIKO PAPUAKO
avénoetg tov 49 pétpov (p = 0,0007) ko 45 pétpav (p = 0,0031), avtictorya.

H Bektioon otnv 6MWD 1oy epeovig petd arnd 4 efdouddeg Bepameiog Kot T0 AmoTEAEGLO AVTO
drnpnnke katd v 8" kat 12" gfdopdda. Ta aroteléopata rav yevikd otabdepd oTig
VIOKATIYOpieg aoBeVAdY cOLP®VA PE TNV oiTlodoyia (TpoTomabng kot oyeTlOIEVT LE VOGO
ovvoeTIKOD 16700 TTAY), TV Acttovpyikn katnyopia katd I[TOY, to @OA0, T QUAN, TNV TTEPLOYT, TN
puéon PAP kot PVRIL
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Ot acbeveig 6LV TV docoroyik®mv ouddwv sildenafil Tétvyov oTaTIoTIKG ONUOVTIKY PEIOT TNG
LEOTC TVEVUOVIKNG apTnpLokng wieong (mMPAP) kot mvevpovikig ayyelakng avtiotaong (PVR) og
oVYKPLON e EKEIVOVG, OV eAGUPavay EKOVIKO Papuako. Ot dtopbmpéves ®g TPOG TO EIKOVIKO
Qapuako emdpdoelc g Oepaneiog otnv puéon mvevpuovikn aptnplokn tieon (mPAP) ftav -2,7 mmHg
(p=0,04), -3,0 mmHg (p = 0,01) ko -5,1 mmHg (p <0,0001) yia 7o sildenafil 20 mg, 40 mg Ko

80 mg TID avtiotoiywg. Ot dtophmpéveg ¢ TPog To EIKOVIKO GpAPLOKO eMOPAcElS TG Oepaneiag otnv
nvevpoviky ayyewakf avtiotaon (PVR) ftav -178 dyne.sec/cm’ (p=0,0051), -195 dyne.sec/cm’
(p=0,0017) ka1 -320 dyne.sec/cm’® (p<0,0001) yia to sildenafil 20 mg, 40 mg ko1 80 mg TID,
avtiotoiywc. H mocootiaia peimon otig 12 fdopddeg yia tig 66ce1g 20 mg, 40 mg ot 80 mg
sildenafil TID otv PVR (11,2 %, 12,9 %, 23,3 %) ftav ovahoyikd HEYOADTEPT) OO TNV LEI®OT 6TN
ovotnpatiky ayyswky aviiotaon (SVR) (7,2 %, 5,9 %, 14,4 %). Aev eivar yvoot 1 €nidpacn Tov
sildenafil otn Bvnowoma.

"Eva. peyaivtepo mocootd acbevav, oe kKabe pio omd tic docoroyikég oudodeg sildenafil (oniaon 28 %,
36 % o 42 % tov atopmv mov Ehapav 60celg sildenafil towv 20 mg, 40 mg ko 80 mg TID,
avTioToiymc) £0et&av Peltinon katd Tovddyiotov pio Aettovpyikn katnyopia katd [IOY oy
efdoudda 12 cuykprtikd pe 1o eikovikd eappako (7 %). Ot avtiototyeg avoroyieg mibavotitov fTav
2,92 (p=0,0087), 4,32 (p=0,0004) xou 5,75 (p<0,0001).

Moxpoypovia dedouévo. emiPiwonc oe un rtpobspamevuévo (naive) tinbvouo

Acbeveig mov elonyOnoav ot Pacikn peAétn NTov KOT@AANA0L Y10 va evtayBovv og pia pokpoypdvia
LEAETN EMEKTAONG AVOIKTNG oNjHovons. Zta 3 £t 1o 87 % twv acbevav ehapfovay d6on tov 80 mg
TID. XvvoAikd 207 acBeveic vroPAnonkay ce Bepomeio pe Revatio otny kopto perétn, Ko m
Hokpoypovia katdotoon emPioong toug altoloynnke yio tovAdyiotov 3 £tr. Xe avtd Tov TANOLGUO,
ot ektiunoelg emPinong Kaplan-Meier tov 1, 2 ko 3 etov ntav 96 %, 91 % kot 82 %, avtictoyo. Ta
10600Td eMPimong tov aclevav pe Aettovpyikn| katnyopia Il katd tov [aykoécuo Opyaviepud
Yyelag kata v évapén g Oepaneiog ta € 1, 2 kot 3 rav 99 %, 91 %, kot 84 %, avtictoyya, Kot
v acBeveic pe Aettovpykn karnyopio I katd tov [Maykdouio Opyavioud Yyelog katd tv évapén
¢ Bepanciog rav 94 %, 90 %, kot 81 %, avticToryo.

Anoteleouatiotnyto oe evijhies 000eveic ue TIAY (Otoy ypnoyomoleitol oe oLVOVaoUO UE
epoprostenol

Mia Toyotomompévn, SUTAA-TVPAT, EAEYXOUEVT] LE EIKOVIKO QAPLOKO LEAETN O1eEnyon o 267
acOeveic pe ITAY, ot omoiol frav otabepomomuévol og Depaneia pe evdopAéPia epoprostenol. tovg
acOeveic pe ITAY ocvourneptroufavovrav ekeivol pe mpotonadn mvevpovikny vaéptaon ITAY (212/267,
79 %) a1 [TAY oyetilopevn pe voco cuVIETIKOD 16ToV (55/267, 21 %). Zopemva pe tnv tagvounon
tov [Taykdouov Opyavicpov Yyeiag, ot meptocdTEPOL 0oOeveig fpickovTay GTIV AELTOVPYIKN
katnyopia I1 (68/267, 26 %) M L1 (175/267, 66 %). Arydtepot acbeveig Bpickoviav oty Katnyopia I
(37267, 1 %) IV (16/267, 6 %) xatd v évapén. [ kdmolovg acBeveic (5/267, 2 %), n Agitovpyiki
Komyopia coppova pe tov Haykoopo Opyaviopd Yyeiag fitav dyvoot. Ot acOeveig
TuyotomomOnKay 6to gikovikd apuako N o sildenafil (oe kabopicuévn tithonoinomn mov Eekivovoe
ano6 to, 20 mg émg Ta 40 mg Kot otn cvvéyela ota 80 mg, TPEIC POPES TNV NUEPA OVAAOYQ UE TNV
avoyn Tov acevoic), KoTd TN (PN o TOVG GE GUVOLACUO LE EVOOPAEPLa epoprostenol.

To kbp1o TeEMKO oNUEID ATOTEAEGLOTIKOTNTOG NTOV 1 LETAPOAN og oyéon pe v Evapén katd tny 16"
efdoudoa o dokiacio Padicpotog 6 Aentmv. YIMpEe £vo GTATIOTIKA CILOVTIKO OQELOG TOV
sildenafil cuykpiTikd pe T0 €1KOVIKO PappoKko oe dokipacio fadicuatog 6 Aentdv. Mio uéon,
Sopbmpévn avénon, wg TPog To EIKOVIKO QAPOKO o€ amdotaot Padiocuatog 26 HéETpov
napoatnpnOnke vép Tov sildenafil (95 % CI: 10,8, 41,2) (p = 0,0009). ' acbeveig pe amdcToom
Badiopatog kKatd v Evapén > 325 pétpa, to amotérecpa g Oepaneiog tav 38,4 pétpa vép Tov
sildenafil, evd yio acOeveig pe amdctaom Padicpatog katd tny évapén < 325 uétpa, T0 omoTELEGUA.
g Oepameiog frav 2,3 pétpa vIép ToL EKoVIKOD Pappdkov. I'a acBeveig pe tpotornadn ITAY, 1o
arotéleopa g Oepaneiog ftav 31,1 pétpa oe ovykpion pe 7,7 pétpa yio acbeveic pe ITAY
oyetilopevn pe voco cuvoeTiko 16to0. H dopopd oto amoTte oot ovAapeso GTIC TUYUOTOINUEVES
VTTOOUAAEC UTTOPEL VO £YOVV TPOKVYEL GUUTTOUATIKA AOY® TOV TEPLOPIGUEVOD HEYEDOVS TOV
delypatoc.
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AocBeveic mov AMapPavav sildenafil métvyav pio otatiotikd onpovtiky peioon ot péor [vevpovikn
Apmpuokn [ieon (mPAP) cuykprtikd pe exeivovg mov AduPovay eikovikd eappoko. Mio péon
dopbmpévn, mg TPOg TO EIKOVIKO PApuaKo, enidpact g Oepaneiog Tov -3,9 mmHg mapatnpriOnke
vrép tov sildenafil (95 % CI: -5,7, -2,1) (p = 0,00003). 'Eva devtepedov KATaANKTIKO GNUEL0 fTaY O
YPOVOG EmG TNV KAMVIKT ETOEIVMON, 0 0moiog kafopiotnke ¢ 0 ¥pOVOG Ad TV TLUYOLOTOINGT £MG TO
TPMTO TEPIOTOTIKO KAWVIKNG emdeivmong (Bdvartog, petapdcygvon tvevpova, Evapén Bepaneiog pe
Booevtdvn M Khvikn emdeivmon 1 onoia anattovoe Tpomonoinon g Oepaneiag pe epoprostenol). H
Oepoameio pe sildenafil emPpddvve onpavticd tov xpdvo £mc Ty KAk emdeivoon g ITAY
GLYKPLTIKG pE TO ekovikd eappako (p = 0,0074). 23 acBeveic Biwoav mepIoTATIKG KAVIKNG
emdeivawong oy opddo vd Bepameio pe eikoviko edpuaxo (17,6 %), cvykpitikd pe 8 acbeveic oty
opnada vrd Bepaneia pe sildenafil (6,0 %).

Moxpoypovia Asdouéva EmiBiwonc otny uslén ue mpovmapyovaea. epoprostenol

AocBeveic mov glonynoav oty pedétn copmAnpopatikng Oepaneiog pie epoprostenol ftav
KOTAAANAOL Y1 VoL evToy 000V G pio LaKpOYPOVID. LEAET EMEKTAONG OVOIKTNG CTHAVONG. XTa 3 €11
70 68 % TV 0c0evav eAdupavay 66om tv 80 mg Tpelg popég nuepnoing (TID). Zvvorwd 134
acOeveic vroPAnOnkav oe Bepoameio e Revatio otnv kOplor LEAETN, KoL 1] LOKPOYPOVIOL KOTAGTAON
emPinong tovg a&loAoynOnke yia tovAdyiotov 3 €. e ovtd Tov TANOLGUO, ot ekTiunoelg Kaplan-
Meier ywo v emifioon ota 1, 2 kou 3 £ frav 92 %, 81 % xot 74 %, avtictotyo.

AmotelecpotikdtnTa kot ac@dAeio og eviakeg acBeveic pe MAY (6tav ypnoylomoleitan og
ovvdvaoud Le Booeviavn)

Mo ToyotomomUEVT], SITAG TOVPAT, EAEYXOUEVT] LE EIKOVIKO QAPHOKO LeAETN dieEnyon og 103 KAvikd
otabepovg acbeveig pe ITAY (WHO FC 11 kou IIT) mov Bpiokovtav o Oepaneia pe fooevtdvn yia Eva
EAMAYLOTO YPOVIKO JACTNUN TPLDV UNVAV. XTovg aobeveig pe TTAY meprhoupdavoviov avtoi pe
mpotoradn ITAY kat avtoi pe ITAY ocvoyetildpuevn pe voco cuvdetikod 10tob. Ot acbeveig
TuyotomomOnkay 6to glkovikd papuako 1 oto sildenafil (20 mg tpelg popéc v NuéPQ) ot
ouvdvacuod pe Booevtdvn (62,5-125 mg dvo eopég v nuépa). To kvplo tehkd onueio
OTOTELECUATIKOTNTOG TV 1) LeTaPOAN| 6€ oyéom pe v évopén ot MWD «atd v ERdopdda 12.
Ta anoteAéopoto VTOSEKVOOVY OTL HEV VITAPYEL CNUAVTIKT dlPOpd OT1 S1dpEST) HETOPOAN o oYéo
ue v évapén ot 6MWD mov mopatnpeital peta&d tov sildenafil (20 mg Tpeig opég Ty nuépa) Kot
oV gkovikov gapudiov (13,62 pérpa (95% CI: -3,89 pe 31,12) ko 14,08 pérpa (95% CI: -1,78 pe
29,95), avtictouya).

Awopéc ot 6MWD mapatnprnray petaéd tov acbevov pe tpotoradn ITAY kot avtev pe [TAY
oLOYETILONEVT] LE VOGO GUVOETIKOD 10T0V. [0 Tovg acBeveic pe mpotomadn ITAY (67 acbeveic), ol
dudpeoec petafolréc o oyéomn pe v Evapén Nrav 26,39 pétpa (95% CI: 10,70 pe 42,08) ko 11,84
pétpa (95% CI: -8,83 ue 32,52) yio tig opadeg tov sildenafil kot Tov €1kovikoD QoppraKov, avticToty.
Qo1660, Y10, Tovg acleveic pe ITAY cvoyetilduevn e voco cuvdetikod 16100 (36 acbeveic) ot
dudpeoes petaforég oe oyéon pe v Evapén Nrav -18,32 pérpa (95% CI: -65,66 pe 29,02) kon

17,50 pétpa (95% CI: -9,41 pe 44,41) yio 11g opddeg Tov sildenafil kot Tov eucovikol poppdakov,
ovTicTOLY L.

YVVOAIKA, Ol avemlBOUNTES EVEPYELEC NTAV YEVIKG TOPOUOIEG UETAED TMV dVO opddmv Oepameiog
(sildenafil pe Booevtdvn évavti foceviavng LOVO) Kal GUVETEIS IE TO YVMOGTO TPOPIk 0CQUAEING TOV

sildenafil 6tav yopnysiton wg povobepamneio (PA. mapaypdpovg 4.4 ko 4.5).

Hodrazpucdc TAnOvopdc

Tlvevuovikn optnpioxy vréptoon

Yvvolka 234 acBeveig nhikiag 1 éoc 17 etdv Eafov HEPOC GE LN TUYOLOTOINUEVT], OITAG TUQAT,
TOAVKEVTPIKT), EAEYYOUEVN UE EIKOVIKO QAPUUKO UEAETT TAPAAANA®Y OUAO®V KALLOUKOVUEVC
docoroyiag. Ot acbeveic (38 % dppeveg kar 62 % Bniea) eiyav Papoc cdpatoc > 8 kg kot Emacyav
a6 TpoTomadn Tvevpovikn vaéptaon [33 %], | TveLHOVIKT apTNPLOKT VITEPTACT] EENNTING GLYYEVOLG
Kkapdomadeiag [S1apuyn TG CLGTNHOTIKAG-TPOC-TNV TVELLOVIKT KuKAopopia 37 %, xelpovpytkn
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emdopbwon 30 %]. Xe avtryv tn perérn, 63 amd tovg 234 acbeveig (27 %) Nrav < 7 1@V (yopnAn
doon sildenafil =2, uecaio d6om = 17, vynin d6om =28, eucovikd eapuako =16) kot 171 amd tovg
234 (73 %) frav 7 etv N peyorvtepot (younAn 66on sildenafil = 40, pecaio 66om = 38, vynin dd6on
=49, sixovikd eappaxo =44). Ot nepiocdtepol acheveic avirav otnv Asttovpyikn Karnyopia I
ocvoppova pe tov [oykoouio Opyoavioud Yyeiog (75/234, 32 %) 1 11 (120/234, 51 %) katd v €vapén
g neAéng. Aryotepor aobeveic avikav otnv Katnyopia 11 (35/234, 15 %) f IV (1/234, 0, 4 %). T'a
Myovg acbeveig n Agttovpykn Katnyopia cdopemva pe tov IHaykoopo Opyaviopd Yyeiog nrov
yvootn.

Ot acBeveic dev giyav AGPet Eovd e1d1kr Oepameia Yo TVELUOVIKT 0PTNPLOKN VITEPTAGT KOL 1] YP1ION
TPOCTUKVKAIVIG 1] AVOAOY®V TPOCTOKVKAIVIG KOl OVTAY®VIGTAV LITodoyEwmv evoodniivng dev
EMTPATNKE GTN UEAETY], OVTE KO 1] YP1|OT] CUUTANPOUATOV APYIVIVIG, VITPDON, AP ATOKAEICTEG Kot
woyvpoi avactoreig CYP450 3A4.

O mptev®V 6TOYO0G TG HEAETNG NTav 1 AELOAGYNON TNG OMOTEAEGUATIKOTNTAG XPOVIaG Depameiog

16 gfdopdadwv pe amod Tov oTtopeTog Yopnyovuevo sildenafil oe mandiatpikovg acbeveic ot Pektioon
KovOTNTOG Yo Aoknor OT®g vt vroioyiletar amd v Kapdioavamvevotiki Aokipacio Konwong
(CPET) o¢ acbeveig mov ftav avortuélokd kavol va ekteAésovy 1o teot (n = 115). Ta devtepedovia
KOTOANKTIKG onpeio cuumepteAdpupovay aiploduvapikn Tapokolovinon, a&loAdynon cuUTTOUdT®Y,
Agrrovpyikn Karnyopio copeova pe tov IHaykoouo Opyoavioud Yyeiog, uetaforés otny vrokeipeyn
oywyn Kot HETPNGELS TNG TTotoTNTOG (OGS,

Ot acBeveic TomobemOnKay o€ o amod TG Tpelg opudoeg Oepameiag Tov sildenafil, pe oynuota
Oepaneiog younAing (10 mg), pecaiog (10-40 mg) ) vynAng (20-80 mg) d6omg Revatio, yopnyoduevn
TPELG POPEG NUEPNCIMG 1] GTNV OLLASH EIKOVIKOD PappiaKov. Ot cUYKEKPIUEVES HOCELG TTOV
xopnyovvray og Kabe opdda eaptdviav amod to Pdpog copatog (PA. mapdypapo 4.8). H avaloyia
ac0evav mov eAAuUBavaY VITOCTNPIKTIKY oy®Yn KoTd TV évopén ¢ perémg (avtimnkrikd, dtyo&ivn,
OTTOKAEIOTEG OLVA®V ACPECTION, d10VPNTIKG KA/ 0ELYOVO) NTOV TOPATAN GO GTI GUVIVAGUEVT|
opnado Bepomeiog pe sildenafil (47,7 %) ko1 otV opdda Bepomeiog pe gikovikod eappoko (41,7 %).

To npwted®V KaTAANKTIKO onueio NTav 1 dStopO®UEVT G TPOG TO EIKOVIKO PAPLOKO, TOGOCTIOHN
petafoin otn péytotn T Tov 6yKkov Oz and v Evapén g pedéng mg v efdopndda 16, n omoia
a&lohoynonke pe v Kapdroavorvevotikn Aokipacio Kortwong (CPET) otig cuvdvacuéveg opddeg
docoroyiag (ITivakag 2). 106 and Tovg 234 (45 %) ftav cuvolikd ot acBeveig ol omoiot Tav
a&loloynowot oty Kapdioavanvevotikny Aokipacio Kénwong (CPET), ot omoiot amotedovvtay amd
Ta, TOOLA OV TV > 7 €TV KAl TOV HTAV OVATTLELNKA TKOVE Vo EKTEAEGOVV TO TeoT. [Taudid < 7 eTmdv
(ovvdvaopéveg oudoeg docoroyiag sildenafil = 47, gikovikod eapudikov = 16) uropovcoay va,
a&loloynBovv povo yio ta devtepedovta TeEMkd onpeia g perétng. Ot Tiég TG Péong LEYLOTNG
TING T0v 0&VYOVoL Tov avormdvovtay (VO,), katd tnv Evapén g LeAETng NTav cuykpioeg HeTa&n
TV opadwv Oepaneiag pe sildenafil (17,37 éwg 18,03 ml/kg/min), kot EAAQPOS VYNAITEPES Y10, THV
ounada Bepomeiog Tov gucovikod eoppdakov (20,02 ml/kg/min). To amoteAéopaTa Ao TNV KOPLO
avdAvon (cuVOLAGHEVES OPAdES HOCOAOYING EVOVTL EIKOVIKOD POPUAKOD) OEV NTAV OTATICTIKG
onuavtikd (p = 0,056) (BA. IMivaxa 2). H extipudpevn dwagopd petaéy g pecaiog o6ong sildenafil
KOt TOV €Kovikov gappdkov nrav 11,33 % (95 % CI: 1,72 pe 20,94) (BA. [ivaka 2).
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Mivakag 2: AvopOopévy og tpog 10 Eikoviké @appaxo % Merafoin oty Méyiotn Tipf Oykov
02 (peak VO,) anté v 'Evapén g Merétng ava Opdda Evepyovg Oepanciog

Opaoa Oepaneiog Extipuopevn owgopd 95 % ovdotTnpa
EUMGTOGVVIG

Xopunii do6on 3,81 -6,11, 13,73

(n=24)

Meooaia d6om 11,33 1,72, 20,94

(n=26)

Yyni 60on 7,98 -1,64, 17,60

(n=27)

YovovaonEveg OpaoEg 7,71 -0,19, 15,60

docoroyiag (n=77) (p =0,056)

n=29 10, THV OUAIA EKOVIKOD QOPUGKOD
O1 extiunoeis Pooiotikay e ANCOVA aviivon e Tpooopuoyes yio Tig COUUETOPANTES UEYLTTH TIUN
Oykov O: katd, TV Evapln e eAETHS, outioloyio Kai ouada fopovg

Bektiwoeig oyxetilopeveg pe t docoroyia mapoatnpniay e Tov SeikTn TVELHOVIKNG OYYEIOKNG
avtiotaong (PVRI) kot v péon mvevpovikn| aptnprokn migon (mPAP). Kot ot 600 opddeg pecaiog
Kot vynAng door|g sildenafil £deiéav peiwoeig otn PVRI katd 18 % (95 %Cl: 2 % pe 32 %) ko 27 %
(95 %CI: 14 % pe 39 %), avticToyo, GUYKPITIKA UE TO EIKOVIKO QAPUAKO, EVO 1) OUAS YOUNANG
000G eV £0e15€ ONUOVTIKEG OLOLPOPEG OO TV OULASH EIKOVIKOD Qappakov (dtapopd 2 %). Ot opddeg
pecaiag kot vynAng doorg sildenafil £de1&av petaforéc otnv mPAP amd v évapén e perétng oe
oYE0M UE TO EIKOVIKO apuako g tééemg -3,5 mmHg (95 %CI: -8,9, 1,9) ka1 -7,3 mmHg (95 %CI: -
12,4, -2,1), avtictoyo eved 1 opdda YoUnAnG d0omg £0e1Ee Hikpn S1popd amd TO EIKOVIKO QAPLLOKO
(owpopd 1,6 mmHg). [Tapatnpndnkav BeAtidoelg oTov kopdlokd SEIKTN Kol GTIG TPES OULAOES
sildenafil cuykpiTikd pe T0 g1KOVIKO Qappoko, TG Taéewc 10 %, 4 % kot 15 % yo T opadeg
YOUNANG, Lecaiog Kal DYNANG 006NC, AvTIoTOlY .

ExdnAdOnkav onuavtikéc PEATIDCELS 0TI AEITOVPYIKT KATYOpia LOVO 6TOVE 0oOEVEIS TG LYNANG
d0oong sildenafil cuykpitikd pe 1o siovikd eappoaxo. H avaroyio Tilhoavotitev yio Tig opddeg
YOUNANG, Heoaiag kot vynAng 06ong sildenafil cuykprrucd pe To gkovikd eappako nrav 0,6 (95 % CI:
0,18, 2,01), 2,25 (95 % CI: 0,75, 6,69) xa1 4,52 (95 % CI: 1,56, 13,10), avtictoiyo.

Moaxpoypdvia dedopéva emEkToomng

Am6 tovg 234 mtoudratpikovg acBeveic mov ElaPav Bepaneio otn Ppayvypovia, ELEYXOUEV LE EIKOVIKO
eappako perétn, ot 220 aceveig etonydnoav otn pokpoypovia perétn enéktaong. Ot acBeveic mov
Katd T Ppoayuypovia HeAETN PpickovTay TNV OUAdH TOL EIKOVIKOD (OPLAKOD, EXOVOKATOVEUN OOV
Toyotomomuéva o Oepameio pe sildenafil. O acOeveic pe Bapog codpatog < 20 kg eilonAbav otig
opnadec pecaiog N vyning doong (1:1), evéd ot acbeveic pe fapoc copotog > 20 kg elonibov oTic
OUAdEC YaUNANG, Heoaiag 1 vyMANg doomng (1:1:1). Amd T0 chvoro Tmv 229 acbevadv mov Ehapay
sildenafil, vpyav 55, 74 ka1 100 acBeveig otig opddesg yoUnAng, Lecaiog Kot VYNANG d6oNG,
avtiotorya. Katd ™ Bpayvypovia kot T pakpoypdvio LEAETT, 1| cuvolkT didpKeta Tng Bepameiog
oo Vv Evapén Tov SIMAG TVPAOD PEPOVG TNG LEAETNG Yo LEPOVOUEVOVG acBeveic KopavoTay amd 3
€m¢ 3129 nuépec. Katd oudda Oepameiag tov sildenafil, | didpeon didpketa g Oepomneiog pe
sildenafil fjitav 1696 nuépeg (un meprhapupdvovtag toug 5 acbeveic mov Ehafav EIKOVIKO QAPLOKO GTO
SIAG, TVPAO PEPOG NG HEAETNG Ko dev EhaPay Oepameia KaTd T HoKpoypOVIo LEAETN ETEKTACNG).

H extiunon emPioong Kaplan-Meier ota 3 ypovia o€ acbeveic pe Papog > 20 kg katd v Evapén
nrav 94 %, 93 % kot 85 % yuo Toug acbeveic 6TIC OPLAdES YOUNANG, HeSAING Kol VYNARG dOCTS,
avtiotoya. ['a acBeveic pe Bapog < 20 kg katd tnv Evapén, n extipnon emPioong nrov 94 % wo

93 % v1o Tovg aebeveic oTIC OpaAdEC pecaing Kot VYNANG 0dong, avtiotoya (BA. Tapaypdpovg 4.4 Kot
4.8).

Kotd m dibpketa dreCaymyn g perétng, avapépOniay cuvoiikd 42 Bdvatol, gite Katd t didprela
¢ Oepameiog eite katd ) didpkelo mapakorovOnong g eniPimong. Or 37 Bdvatol cuvéPncay mptv
amo v andeacn mov eEANeOn ard v Emitpont| [Hoapakorovdnong Aedopévov (Data Monitoring
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Committee) ywo peimon g docoroyiag acbevmv, pe fdon v Tapatnpndeica avicoppomio ot
Bvnodtta pe Tic avgavopeveg d6cel Tov sildenafil. Meta&y avtdv Tov 37 Bavatmv, o apBudc (%)
Tov Bavdtov ntoav 5/55 (9,1%), 10/74 (13,5%), kor 22/100 (22%) oTig Opadeg Yo unAnG, Lecaiog Kot
VYNNG 06ong sildenafil, avtictoya. EmmAéov 5 Odavatol avaeépbniay petayevéotepa. Ot attieg Towv
Bavdarov oyetiCovtav pe v [TAY. Adoelg vyniotepeg amd TIG CUVIGTMUEVEG OEV TPEMEL VA,
YPNOYLOTO100VTOL 68 TodloTpikovg acbeveig pe [TAY (BA. mapaypdoovg 4.2 kot 4.4).

Metd and €va £T0G amd TV Evapén TG EAEYYOLEVIC LE EIKOVIKO QAPHOKO LEAETNG a&loloynOnke N
peyotn T tov oykov Oz (peak VO,). Ao tovg aobeveic mov ehapfovay sildenafil ko roav
avartuélakd wavoi vo, ektedécovy v Kapdioavamvevotiky Aokipacio Kénwong (CPET), 59/114
acOeveic (52 %) dev £deiéav kapia emdeivoon oty péytot Tun tov oykov O; and v Evapén g
yopnynong tov sildenafil. Ilapopoiwg, 191 and Tovg 229 acbeveig (83 %) mov eiyav AdPet sildenafil
elyav eite dSrutnpnoet eite Pertiwoel v Asttovpykn Katnyopia copeaova pe tov Ioykdouio
Opyovioud Yyeiog, oty a&lordoynon petd omd 1 £rog.

Euuévovoa wvevpovikn vaéptacy tov veoyvoo

Mo Toyotomompévr, SUTAd TVPAY, 600 GKEADY, TOPAAANA®Y OLAd®V Kot ELEYYOUEVN LE EIKOVIKO
Qapurako perétn o1eENydn oe 59 veoyva pe UUEVOLGO TVEVILOVIKT] DTEPTOGCT] TOV VEOYVOL (persistent
pulmonary hypertension of the newborn, PPHN), 1 e vno&ik avamvevusTiKy aveTAPKELD TOV VEOYVOD
(hypoxic respiratory failure, HRF) ka1 o€ xivduvo yio PPHN e dgiktn o&vyovoong (oxygenation
index, OI) >15 ka1 <60. O mpTed®V 6TOYOG NTAV 1 AELOAGYNON TNG OMOTEAECUATIKOTNTOG KO TNG
acilelag Tov evooeAeBing yopnyovuevov sildenafil dtav mpootiBeton otn Oepamneia pe lomvedevo
povo&eidio tov al®tov (inhaled nictic oxide, iNO) og clhykpion pe 1o iNO wg povobepamneio.

Ta Tpotedovia TEAKAE onueio fTav To T0G0GTO 0moTVYinG TG Oepomeiog, Tov opiletal Mg avayKkn Yo
emmpocetn Oepaneia otoyevovrag v PPHN, avaykn yia eEncopatikn o&uydvoon pepppavng, 1
Bdvartog Kotd T drdprela TG HEAETNG, KAt 0 xpodvog Bepameiag pe iINO petd v Evapén tov
evoopAefimg yopnyodpevov papudicov g HeAétng xwpig amotuyia Oepaneiag. H dtaupopd ota
T0G00Td amotvyiog TG Bepaneiog dev NTav OTATIGTIKG SNUAVTIKY HETAED TV 600 opddwv Oepameiog
(27,6% ko 20% oty oudda. pe iNO + tov evdoprefing yopnyovuevov sildenafil kat oty opdda pe
iNO + gwcovikov apudkov, avtiototya). I'a tovg acbeveic yopic amotvyio Oepomeiog, o uécog
xpovog Bepameiag pe iINO petd v Evapén tov evOoPAEPIDG YOPTYOOLEVOD PAPUAKOL TNG LEAETNG
Ntav o id1og, mepimov 4,1 pépeg, Ko yia T1g 2 opddeg Bepomeiog.

Ot avemBOUNTESG EVEPYELEG TOL TTPOEKLYOY KOTA TN Bepameio Kot o1 coPapég avemBountes evépyeteg
eupaviotnioy og 22 (75,9%) kot 7 (24,1%) dropa oty opdda pe iNO cuv Tov evoopAefing
yopnyovuevov sildenafil, avtictorya, kot o€ 19 (63,3%) kot 2 (6,7%) dropa oty opada pe iNO +
EIKOVIKOD QUpAaKOoV, avTioTtotya. Ol To cuyVa avapepOUEVES OVETIOVUNTES EVEPYELEC TTOV TPOEKVYOLV
katd tn Ogpaneio NTav n vrotaon (8 [27,6%] dropa), n vrokaiwpio (7 [24,1%] dtopa),  avoiuio
KoL T0 cUVOPOUO amd amdcvpor apudiov (4 [13,8%] dtopa n kabepio) kot 1 Ppadvkapdia (3
[10,3%] droua) otnv opdda pe iNO + tov evdoprefing yopnyovuevov sildenafil, kot o
nvevpobdpakag (4 [13,3%] droua), n avaipia, To oidnua, 1 veepyorepvdpvario, n C-avtidpooa
TpoTEiv owénuévn, kot n votoaon (3 [10,0%] dropa n kabepin) otnv oudda pe iNO + €1KoviKoy
eopurakov (PA. mapdypapo 4.2).

5.2 ®oppokokivnTIKEG 1O0TNTES

Amoppoéenon

To sildenafil amoppodrtar tayéwe. O UEYIGTEC TAPATNPOVUEVES GLYKEVIPDGELS GTO TAACUA
emttvyydvoviot péca og 30 pe 120 Aemtd (Sapecog ypovog 60 Aemtd) 1e yopnyNnon amd Tov GTOUOTOC,
o€ katdotoon vnoteiog. H péon andivtn Prodebecipuotnta, Hetd amd xoprynomn and Tov GTOUATOG,
etvar 41 % (gvpog 25-63 %). Metd and yopnynon sildenafil awd tov otdpaTOg TPEIS POPEG TNV NUEPO,
1N AUC kot 1 Cax a0&GvoLV avddoyo pe ) 66om oto eacpe tov 20-40 mg. Metd tv yopnynon aro
TOV oTOHOTOG dOce®V 80 Mg TPEIS POPES TNV NUEPA, TapaTnPONKE PHEYOADTEPT] OOENCT TOV EMMES OV
tov sildenafil oto mAdopa an' 611 Ba avaroyohoe ot 600T. XToVg ACHEVEIC [LE TVEVLOVIKT] OPTTPLOKT|
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VIEPTOOT, 1) Ad TOL 6TOUATOG ProdiabdeciudtnTa Tov sildenafil otn 66om 80 mg Tpelg Popég
nuepnoing ntav Katd péco 6po 43 % (90 % CI: 27 %-60 %) vynAotepn CLYKPITIKA [E TIC
YOUNAOTEPES OOGELC.

Orav 7o sildenafil Aapfavetar pe tpoemn, o puOUOS TG aTOPPOPNOTG LEDMVETOL Pe PEoT KabBvoTtépnon
070 Tmax iom pe 60 Aemtd kou péon peimon g Cmax kK0T 29 %, ®6T660 0 Pabuog aroppdenong dev
emnpedotnke onuavtikd (n AUC peimdnke xatd 11 %).

Kotavoun
O pécog dykoc katavoung (Vss) tov sildenafil g otabepomomuévn kataotoon sivar 105 1, yeyovog

OV POVEPDVEL TNV KATOVOWT TOV 6TOVE 16TOVG. MeTd amd 600elg 20 mg Tpelg popég TNV NUEPU Ao
TOV GTOHOTOG, 1] HEOT] LEYIOTN GUVOMKT GVYKEVTpwo Tov sildenafil 6to TAdoua og oTabepomompévn
katdotaon givar wepimov 113 ng/ml. To sildenafil kot o kOprog N-amopebvimpévoc petaforitng tov
oTNV KUKAOPOPiQ, SEGUEVOVTOL A0 TIC TPWTEIVEG TOL TAACHATOG G€ TOc0GTO TTEpimov 96 %. H
OECUEVOT] OO TIC TPMTEIVES TOV TAACUATOG EIVOL AVEEAPTNTN OO TIG GUVOAIKEG GLUYKEVTPMGELS TOV
QOPLAKOV.

Buopetaoynuotiopog

To sildenafil vrofdiieton o kGBapon Kuping LEGH TV 160EVEDUOV TOV NTATIKOV MKPOSOULATOV
CYP3A4 (xopro 060¢) kot CYP2C9 (devtepevovca 006¢). O kvplog petafoiritng tov sildenafil ot
KukAopopia Tpoépyetatl and v N-amopebvrimon tov. O petaforitng avtdc £xel EKAEKTIKOTNTA MG
TPOG TS POCPOJESTEPAOES aviLoyT avTg ToV sildenafil kot mapovsialet mepimov 50 %
dpaoTikOTNTA, in Vitro, ®g mtpog v PDES, e oyéon ue 1o untpikd edppoko. O N-amopedviiouévog
petafoiitne petaforiletar mepattépm, pe TeEMkd ypovo nuIlong 4 dpeg mepinov. Xe acheveic pe
TVELUOVIKT] 0PTNPLOKT VITEPTACT), Ol GLYKEVIPMOGELG ToL N-omopefviimpévou petafoiritn 6to TAGGHO
etvan Tepimov 10 72 % exeivav Tov sildenafil petd v yopnynon 20 mg tpeig popég v nuépa (Tov
amotelel ovuPoln kot 36 % oTic PopraKoAOYIKEC emdpdoelg Tov sildenafil). H emakdiovdn
EMIOPAON OTNV ATOTELEGUATIKOTNTO JEV EIVAL YVOOTT).

Amofoin

H ocvvolikn kéBapomn tov sildenafil omd tov opyoavioud givar 41 l/dpa pe emakolovbo telikd ypovo
nugong 3-5 opec. Metd gite v and 1oV GTONATOG Eite TNV EVOOPAERLa Yoprynon, to sildenafil
amoPaiietal pe T popen petafoiltdv kuping ota KoOTpava (tepimov 1o 80 % g 660mg ToL
xopnyNHoNKe amd ToLV GTOUATOG) Kal 6€ HkpATEPO Pabid ota obpa (tepimov 10 13 % g 660Mg TOL
xopnyNoniKe and 10 GTOUATOG).

DapuokokvnTikG 6Toryeln. o€ EW0KEC OLAdEC acDEViV

Hhrxiwuévor
Yytelg niikiopévot 0elovtég (65 eTmv Kot dvo) epeavicay puetwpévn kédbapon tov sildenafil, pe

amoTéEAES L TNV EROAVION KaTd 90 % mepinmov vyNAdTEp®V cLYKEVIp®GE®V Tov sildenafil kot Tov
evepyov N-amopefuAiiopévou petafoAritn Tov oto TAAoUA 6€ GOYKPLoT e ekElveg mov gppavifovtan
o€ vedTepovg vyteic eberovtég (18-45 etav). Adym dapoprv oto Pabud déougvong omd T TPMTEIVES
TOV TAAGUOTOG TTOL OPEiAovTaL 6TV NAIKia, 1) avTicTolyn AVENGN GTN CLYKEVTPMGT TOL EAEVBEPOL
sildenafil oto TAdopa Nrav nepinov 40 %.

Negppixn overopxeio,

Ye e0ehovtég e Nov £¢ uETplov Pabuod veppikn dveiettovpyia (kdOapomn kpeatvivig = 30-

80 ml/min), n pappaxokvntikn tov sildenafil dev petafindnke petd amd yopnynon dmros amd Tov
oTOUaTOG 000N ¢ TV 50 mg. Xe ebehovtéc pe cofapn veppikn duciettovpyia (kdbapon Kpeatviving
< 30 ml/min), n k&Bapon tov sildenafil Rrav peiwuévn kot eixe og amotéleoua v uéon avénon tov
AUC 0t Cpax xatd 100 % ko 88 %, avrtictoya, o cbykpion pe e0elovtég 1d1ag natkiog yopig
veppkn dvorertovpyia. Emmiéov, ot ipég AUC kot Crax Yo Tov N-amopefvliwpévo petaforitn
avénonkav onuovtikd kotd 200 % kot 79 %, aviictoya, o€ dtopa e coPfapr) VEPPIKN AVETAPKELD
CULYKPITIKA LE GTOWO LE PLGTIOAOYIKT] VEQPIKT AELTOVLPYIAL.
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Hronikn overdpxsio

e efehovtég pe Nma g pétpla Kippwon tov nratog (Tééeg Child-Pugh A kan B), ) kéBapon tov
sildenafil ftav petmpévn kot giye wg amotédeopa ™ péon avénon twv AUC (85 %) kot Crax (47 %),
o€ oVyKkplon ue ebehovtéc idlog nhikiag yopic nratikn dvcAertovpyio. Emumiéov, ou tipnéc AUC kon
Crax 7100 Tov N-amopebviiopévo petafolritn avéndnkav onuoavtikd kot 154 % kot 87 % avtiotoiymg
o€ KIppOTIKOVG 0c0eVEic, CLUYKPLTIKA [le ATOUO e PLGIOAOYIKT NTATIKY Agttovpyio. H
eoppaxokwvntikn tov sildenafil o€ acbeveic e coPapn dratapayn TG NTATIKNG Aettovpyiog dev £xel
peketnOet.

Dapuaxoxvytiki 1ov wAnGvouod

Y& ao0eveic |LE TVELUOVIKT OPTNPLOKT] VITEPTOCT, Ol LEGEC CLYKEVTIPMGELC G€ oTAOEPOTOMUEYT
katdotaon nrav 20-50 % vymidtepeg Evavtt Tov epevvnBévtog evpoug 60cemv Twv 20-80 mg Tpelg
QOpEC TV NUEPa o€ aOyKplon Ue vyieig ebeloviéc. [TapatnpnOnke SmAaclacpnog TG Cmin 08 GUYKPLION
ue vyteic eberovtéc. Amd To dVO EVPNUATO TPOKOTTEL YUUNAOTEPT KAOOPON KON VYNAOTEPN A0 TOV
otouarog frodabeciuotnta Tov sildenafil oe acBeveic pe mvevpovikn aptnploKY VIEPTAON OE
oVLYKpLon pe vylelg eBeAovTEg.

Toudiozpixoc tinBvouoc

Ao TV avdAvon Tov oprakokivynTikod Tpoeid Tov sildenafil oe acBeveig o1 omoiol cuppeteiyov
OTIC TOLOATPIKEG KAWVIKEG UEAETEG, TO BAPOC TOV GMUATOG £d€1EE OTL EIvOL EVOC KAAOG TPOTOC
TpOPAeyNc TG EkBeomng Tov apudkov ota Toudid. Ot cuykevipmaoelg tov sildenafil 6to TAGoua
vroroyileton 6Tt £xovv ¥pdvo NuILeNg mov kupaivetotl avapeca o€ 4,2 oe 4,4 dpeg, o PApog COUATOG
amo 10 éoc 70 kg ko dev £de1&av kdmoteg drapopég mov Oa mwapovstdloviay o¢ KAVIKA onuovtikés. H
Crnax METE amd pia, epamal 66om sildenafil 20 mg mov yopnynnke omd 10V GTOUATOC VITOAOYIGTNKE
ota 49, 104 ko 165 ng/ml yuo acBeveig pe Bapog 70, 20 ko 10 kg, avtiotorya. H Cmax petd and pio
epamag o060 sildenafil 10 mg mov yopnynonke and Tov 6TOUATOG LIOAOYioTNKE O0TO 24, 53 Ko

85 ng/ml yia ac0eveig pe Papog 70, 20 kot 10 kg, avtiotorya H Tmax VTOAOYiIGTNKE GE TTEPimov 1 dpa
KoL NTov oxeddv aveEaptntn omnd 10 fAPoc COUOTOC.

5.3 IIpoxiivikd dgdopéva. Yo TNV 0.6QAAELN

Ta un KAvid dedopéva dev amokaADTTOVY 110itePO Kivouvo yia Ttov dvBpwmo pe Paon tig
CLUPATIKEG HEAETEG PUPLLAKOAOYIKNG AGPAAELNG, TOEIKOTNTOG EXOVOAAUPBOVOUEV®DY dOCEMV,
YovoToEIKOTNTAG, Kol EVOEXOUEVNS KAPKIVOYOVOD OpAiomg, TOEIKOTNTAG GTNV OVOTOPAYmYT| Kol
avanTuéng.

Y10, veoyva apovpainv, ta oroia Elafav Tpv kot petd ™ yévvnon 60 mg/kg sildenafil (ékBeomn katd
nepinov 50 opéc peyarvtepn omd v vroroylopuevn avlpamivn ékbeomn ot docoroyia 20 mg Tpelg
QOpEC NUEPNCIMG), TapaTnpONKE PHEIWUEVOS OPIBLOG VEOYVDV aVE EYKVIOGUVY, LEL®UEVO Bpog
VEOYVOD TNV TPMTN NUEPO KO LELMUEVT ETPIMON TECCAPOV NUEPDV. € U KMVIKEG UEAETEC
mopotnpHOnKay endpacelg oe eKOECEL TTOL KPIVOVTOL ETOPKMG UEYOAVTEPES amd TN LEYIOTN £kOeom
oTov AvBpwmo, delYVOVTUG LKPT] OTLOGI0 G TPOG TNV KAVIKT Yp1|oN.

Agv vip&av avembounteg evépyeleg, e mbovi onuocio 6 KMVIKR xpnon, oe {da LeTd amd Ekbeon
o€ emimeda KAMvViKd oyeti{opeva, o1 omoieg dgv mapatnpnOnKav eniong oe KAVIKEG HEAETEG.

6. DPAPMAKEYTIKEX IAHPO®OPIEXZ
6.1 Koaoataloyog ekdoymv

Kovic yo mdéoo evardpnpa:
YopPiroin (E420)

Kutpikd o&d avoopo
Yovkpardln

Natpro kirpuco (E331)
EovBdvng kopu
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Traviov do&eidro (E171)
Natpro Bevioixo (E211)
[Mvpitio, KOALOEWDEG AVLOPO

gvon ota@LMOL:

MotodeETpivn

2TaQUALOD YVUOS, CUUTVKVOUEVOC
Kopp axaxiog

Avavé yopog, CLUTLKVOUEVOG
Kutpikd o&d avoopo

Dok PeATIOTIKO YEVGNC

6.2 Aovpparétnreg

Agv gpapuolertat.

6.3 Awdpkero {omig

2 ypovio.

Metd v avacbotaon, T0 TOGIOo evaldpnuo sival otadepo yuo 30 nuépec.
6.4 Iowitepeg Tpo@uAAEELS KaTA TNV PVAAEN TOV TPOiIGVTOG

Kovig

Mn guAdocete og Beppokpacio peyarivtepn tov 30°C.

DdvAdoceTe GTNV OPYIKN CLOKEVAGIN Y10 VO TPOGTATEVETAL OITO TNV VYPAGIAL.

oo evarmpnua
dvAdooete oe Oeppokpaocio pkpotepn twv 30°C 1 610 Yoyeio (2°C éwg 8°C). Mnv KatayOyeTe.

[Mo 115 cVVONKEG SLoTPMNONG HETA TNV OVAGVOTACT TOL POPUOKEVTIKOD TPOIOVTOG, PA. TAPAYpPAPO
6.3.

6.5 ®@Vo1 KO GVOTUTIKA TOV TEPLEKTY

Mio patokitpivn yodivn erodn tov 125 ml (ue Bdmto ndpe and TolvTporvAiévio) tepiéyet 32,27 g
KOVEMG Y10, TOGLO EVOIDPTLLOL.

Metd v avacvotacn 1 edAn tepiéyet 112 ml wosipov evarmpnipatog, ek Tov onoiwv To 90 ml
npoopilovrol yio docoAoYia Kot yoprynon.

Méyebog cvokevaociag: 1 graan
Kd0e cvokevacio mepiéyet eniong Eva S0GIUETPIKO KOTEAAO Ao TOALTPOTLAEVIO (pe Stafadon yia
ta 30 ml), pa dootpetpikn cvpLyya Yo yopnynon omd otopatog (3 ml) amd ToAVTPOTLAEVIO e

éuporo amd HDPE ko évav mpoocappoyéa eding epappolouevo pe mieon and LDPE.

6.6 Ei0wéc mpo@uraiers amdppryng ko drior yeipiopoi

Kd&0e aypnoyonointo popuokeutikd Tpoidv 1 VTOAEUUN TPETEL VO OTOPPITTETAL GOUPDVO. [LE TIG
KOTé TOTOVE 16 DOVGEG OYETIKES OLUTAEELS.

SVVIGTATOL ] AVOGVOTAGCT TOL Revatio TdG1on evolmpiuatog vo Yivel amd eopuakorold Tpv Ty
YopNyNon Tov 6Tov achevi).
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Odnyieg yio v avacvotaon
Inpeioon: Qo npénel va ypnoyomondei cuvolikdc 6yikog 90 ml (3 x 30 ml) voéatog yuo TV
avaoVOTOOT TOV TEPLEYOUEVOV TNE PLAANG, aveaptnTo amd T 6601 mov Oo AngOsi.

1. Xtonnote ehaepd T OdAn Yo vo amedevfepwbei 1 koViC.
A@opéoTe TO TOUA.
3. Metpriote 30 ml Voatog yepuilovtog To SOCIUETPIKO KOTEALO (TEPIEXETAL GTO KOVTL) UEYPL TN

drofaduon kot petd Tpochécte To VOWP GTN PELIAN. XPNOUOTOUDVTAG TO KUTEALO LETPNOTE
axopa 30 ml vVdatog Kot TpocBéste T oTN PLOAN (E1KOVA 1).

X1 @j)ﬂ
-

30 ml 30 mi .

3

swova 1

I

(@@

4, Emavotonofemote 10 mdpo Kot avaKivioTe T eLaAn Eviova Yo TovAdyiotov 30 devtepdienta
(ewova 2).

gkova, 2

5. AQapéoTe TO IO,
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6.

7.

o

Xpnowponoimvtag to kKomeAlo petpnote akopa 30 ml KdaTog Kot TpochHEéate Ta 6TN PLOAN.
[pénet va mpocBitete mavta cuvoiikd 6yko 90 ml (3 x 30 ml) vdartog, aveEdptnta amod T ddomn
oL AauPavete (gkova, 3).

swova 3

Emtavotonofemote 10 mdo Kol avakivioTe T eLaAn Eviova Yo TovAdyiotov 30 devtepdienta
(ewova 4).

@)

AQoipéoTe TO TOA.

[Tiéote Tov Tpooapuoyéa 6Tov AoUd TG PLAANG (0TTmG paivetal oty Kova, 5 Topakdt®). O
TPOCUPLOYENS TAPEYETAL £TCL MOTE VO UTOPEITE VO YEUIGETE TNV SOGIUETPIKT SLPLYYA Yid.
XOPNYNON Ao GTOROTOC PE PApUaKo and T LIAN. Eravatomofetiote To TOUA 6T QLAAN.

gwkoéva 5
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10.  Metd Vv avacvotaon, 1 KOVIG TapEXEL Eva AEVKO TOGULO EVALDPMIO LLE YEVOT] GTAPLALOV.
[péyte v nuepopnvia ANENG Tov avacvoTafEvTog TOCIUOL EVOLMPTIATOG GTNV ETIKETO TNG
PLaANG (M Muepounvia AMMéEng Tov avacvoTadiviog TocUov evatwprotog ivat 30 nuépeg omd
™V nuepounvio avacvatacng). Tuyov aypnoomoinTo VIOAEYUUE TOGILOV EVOLMPTUATOG
TPEMEL VO ATOPPINTETOL 1] VO EMGTPEPETOL GTOV PAPLOKOTOLO LETA OO QVTH TNV NUEPOUNVICL.

Odnyieg ypnong
L. AVOKIVAOTE TNV KAELGTH QOLAAT] TOV 0VOCLOTAOEVTOC TOGULOL EVOLMPTLLOTOG EVIOVA Y10

TovAdytotov 10 devtepdrenta TPV TNV XPNOT. AQUPESTE TO TOUO (EIKOVA 6).

gikova 6

2. Evd n ¢1dAn givar o kotakdpoen Béon, Tave o€ eninedn empdveld, EIGAYETE TO pOYYOS TNG
SOGIUETPIKNG GVPLYYAG Y10 YOPNYNON A0 TOV GTOLOTOC GTOV TPOGOpUoyEn (stkdva 7).

swova 7

3. Avamodoyvpiote Tn LAAT, EVO KPATATE TNV SOCUETPIKN GUPLYYQ Y10l YOPTYNON OO GTOUOTOC
ot Béom . Tpapnére apyd, Tpog ta Ticw, To EUPOAO TNG OOGUETPIKNG GLPLYYOS Yol
xopNyNoN amd oToHaTOg 0T defaden mov aviioTotyel oy doOon Yo €0dg (apaipeon 1 ml
mopéyel doom tov 10 mg, apaipson 2 ml Tapéyel 66on Tov 20 mg). ['o va peTpfoete v 066M
ue axpifeta, N Tovo dkpn tov uPforov, Tpémnel va evbuypoppileTol pe v KOTGAANAN
dtofaduon e SOCIUETPIKNG GUPLY YOG Y10 YOPTYNON Ao 6TOROTOC (sikova 8).
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M Q
sikéva 8

4, Edv BAénete peydhec puoalideg, méote To £UPolo apyd Tpog To Héca ot ovpLyya. Avto Oa
00N YNOEL TO PAPLOKO TAAL HEca ot LAAT. Eravoldfate To fripa 3 Eavda.

5. Iupiote ) e1dAn o€ 6pbia BEom, Evid 1 SOGIUETPIKT GUPLYYA YO XOPTYNOT OO GTOUATOG
mopopével otny 0€on e, AQUPESTE Ao TN ELAAT TNV SOCIUETPIKT GUPLYYA Y10, XOPNYNOoT 0d
GTONOTOG,

6. TomoBetnoTE TO POYYOG TNG SOGUYETPIKNG SVPLYYOS 6TOo oTOp. KatevBivere to pOyyog g
SOGIUETPIKNG GUPLYYAG VIO YOPNYNON atd 6TONOTOS UE KATEVOVVOT TPOG TO ECWTEPIKO TOV
uayoviov. IMéote APT'A wpog ta péca 10 EUPOAO TNE SOGIUETPIKNG GUPLYYOG Y10 YOPNYNON OO
otopatog. Mnv ekto&evoete 10 pappoko ypinyopa. Edv to pdpuako tpoxeital va yopnynbei og
mool, Beforwbeite TpdTa 611 TO MO PpiokeTor oe kabiotn OEon 1 6TL Kpateital oe OpOa OEon
TPV YOPMNYNOETE TO PpaKo (ikdva 9).

gwovo 9

7. Emavotonofemote 10 mhpo 0T OdAn, 0prvovtag Tov Tpocapuoyéa oty 0éon tov. [TAbvete
TNV O0GIUETPIKT GVPLYYO. Y0 XOPTYNOT 0O GTOUATOS COUPMVA UE TIG TOPAKAT® 00T YiEC.

KoBopiopog kot amodniikevon g cvpiyyogs:

1. H ocbpryya mpémel va mAéveton petd and kabe ypnomn. Bydite to éuPforo €€ amd v cupryya
KoL TAOVETE Kot To dV0 UéPT Ue vepo.
2. Yreyvoote ta 000 pépn. [liéote 10 EpPoro pésa otnv ovpryya. GvAdéte v og Kabapd Kot

aoPUAEG LEPOG, Holl LLE TO PAPUOKO.
Metd TV avoovoeTAC, TO TOGIHO evaldpn e 0o Tpénel va, xopnyeital Lovo e TNV SOCUETPIKT

oLPLYYO Y10 XOPNYNOT OO GTOUNTOC TOV TOPEXETAL e KAOE cuokevacio. Avatpéste 6To0 PUALO
00N YLDV YPNHONC Y10 TEPLGCOTEPO OVOAVTIKEC 0OMYIEC Y10, TNV PN ON.
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7. KATOXOZX THX AAEIAX KYKAO®OPIAX
Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel

Kdato Xopeg

8. APIOGMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/05/318/003

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

Hpepopnvia mpdtng £ykpiong: 28 OxtmPpiov 2005
Huepounvia televtaiog avavémong: 23 XenteuPpiov 2010

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANpopopieg yio 10 TaPOV QUPUOKEVTIKO TPoidV gival d100Ec1EG OTOV SIKTLAKO TOTO
tov Evponaikod Opyavicuod ®apudkmv http:/ www.ema.europa.cu
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ITAPAPTHMA 11

HAPAXKEYAXTHX YIIEYGYNOZX I'TA THN AIIOAEXMEYXH
TQN ITAPTIAQN

OPOI'H NIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI AITAITHXZEIX THX AAEIAYX KYKAO®OPIAX
OPOI'H IEPIOPIXEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AITOAEXMEYXH TQN ITAPTIAQN

Ovoua ko 81e00vven tov(tav) TapackevLasT(dV) Tov givor VTELOLVVOC(01) Y10 TNV OTOOEGLEVGT) TOV
TAPTId@V

Fareva Amboise

Zone Industrielle

29 route des Industries
37530 Pocé-sur-Cisse
ToAMa

B. OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH

DopprokevTIKO TPOIOVY Y10 TO 0Tol0 omatteital meplopiopévn atpikn cvvrayn (PA. [Tapdptnua I:
[epiinym Xapaxtnpiotikadv tov [poidvtog, mapdypapog 4.2).

'  AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX
. Ex0éoe15 Teprodknig mapakorovdnong g acedirerag (PSURs)

Ot amaitioelg yio v vroPoAr; PSURSs yia 10 ev Ay @oppokentikd mpoidv opilovial otov KatdAoyo
1e TG nuepounvies avagopdg s Evoong (katdroyog EURD) mov mapatibetol otnyv mapdypapo 7,
oV apBpov 107y, g odnyiag 2001/83/EK kot k@b emadlovbng entkaipomoinong 6mmg
ONUOGIEDETOL OTNV EVPOTAIKT SIKTLOKT TOAN Y10 TO POAPLLOKAL.

A.  OPOI'H HEPIOPIZMOI XXETIKA ME THN AX®AAH KAI AIHOTEAEXMATIKH
XPHZH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyéo10 owayeipiong Kivovvou (ZAK)

O Karoyog Adetag Kvkiopopiag (KAK) Oa die€aydyet Tig amaitodueveg SpacTtnploTnTES Kot
TOPEUPAGELS PUPLOKOETAYPVTVIOTG OTT(C TTapovotdlovtal 6to cuppnvntéy XAK mov tapoveialetat
oty evotnta 1.8.2 g ddelog KukAoPopiog Kot 0TolEGONTOTE EMUKOAOVOES EYKEKPILEVES
avafempnoeig tov TAK.

"Eva emikoiporomuévo TAK Ba mpénet va kototebdei.

. Metd and aitnpa tov Evponaikov Opyovicpod Ooapudkoy,

. OnoTEdNTOTE TPOTOTOLEITOL TO GVOTN UM OL0YEIPIONG KIVOHVOV, EIOIKE MG OTOTEAEGLOL ANYG
VE®V TANPOQOPLDOY TOV UTOPOVV VO ETLPEPOVY CNUAVTIKT] OAACYT] OTT GYECT] 0OQPEAOVG-KIVOVLVOL
N ®OG OTOTELEGO, TNG EMITEVLENG EVOG GNUAVTIKOD OPOCTLOV (PAPHOKOETOYPVTVIOT 1)
EAAYLOTOTOINGT] KIVOVVOU).

. EmnpdécOeto pétpa ehayiotomoinong Kivovvou

O kdroy0g g adetog kukAopopiag (KAK) mpénetl va coppmvnoet pe tic Appodieg EOvikéc Apyéc otig
AETTOUEPELEG EVOG ELEYYOUEVOV GLGTHLATOG S10VOUNG Yia TO Pladidto Tev 20 ml Tov Revatio

0,8 mg/ml evécov SIEADLOTOC KOl VO, DAOTOMGEL ALUTO TO TPOYPALL o€ 0VIKO emimedo Yo va
eEUGPAAGTEL OTL TPV TN YOPNYNOT| GUVTAYNG, OAOL Ol ELAYYEAUOTIEG VYEING TTOV CKOTEVOLY VO,
GLVTAYOYPOPNCOLY KON va yopnyncovy to Revatio 0,8 mg/ml evécipo didAvpa va £xovy
nwpounOevtei To axdAovOaL:

- [Minpopopieg yuo Tovg emayyeipatieg vyeiog

- Avtiypago g ITepiAnyneg Xopaktmpiotik®v tov [Ipoidvrog (ITXIT)
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- Ddoppa Kataypagng Aedopévov (DKA) mov Ba tpoopiletar yio tnv d1evkdIuven TG ovopopis
SLUPAVTOV VIOTACTG KOl CUVAPDV TPOPANUATOV

Ot [TAnpogopieg yia Tovg emayyelpatieg vyeiag Oa mpénet va mepi€yovv ta akdAovba KOpla cTot el

- [Mimpogopieg yuo to [pdypappo EAéyyov @appokoemoypdmvnong oYETIKA Le TOV THOVO
KIVOUVO EUOAVIONG KAVIKG GLOYETILOUEVNC VTTOTOOTNG KO GYETIKMY TPOPANUATOVY, T OTOl0
umopovv va yvootomombovv ue tn ypnion me KA.

O KAK mpénet va cuupovnoet pe tic Appodieg EOvicéc Apyéc oe kdOe Evdrapepouevo Kpdtog
Méhog yia Tig ITAnpogopieg yio Tovg emayyeAUATIES VYELOG KOl TOVG ETOYYELLOTIEC VYEIOG OTOVG
omoiovg Oa 6TaAovY, TPV amd TV KukAogopio Tov eraidiov Twv 20 ml tov Revatio 0,8 mg/ml
EVEGLOV SHADOTOS TNV AYOPA QUTG TG XDPUGC.
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ITAPAPTHMA I1I

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX ITIOY ITIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKH XYXKEYAXIA/KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Revatio 20 mg emkaivppéva pe Aento vpévio diokio
sildenafil

[2. TYNGOEZIH ZE APAXTIKH(EZ) OYZIA(EY)

Kabe diokio mepiéyet 20 mg sildenafil (w¢ kitpikd arog).

| 3. KATAAOT'OX EKAOXQN

[epéyer povoddpikn Aaktoln.
BA\éme pOALO 0O YOV XPNONG Y10 TEPIGGOTEPES TANPOPOPIES.

| 4. PAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

90 emcolvppévo pe Aentd vUEVIO d1oKiO
90 x 1 emkoAvppéva, pe Aemtd VUEVIO dloKia
300 emualoppéva pe Aemtd vuévio diokio

[5.  TPONOX KAI OAOZ(OI) XOPHTHEIHZ

Awpdote 10 PUALO 0ONYIDOV TPV amd TN YPNOoN.
Amo6 otopaTog ypron.

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IIPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetar o€ Béon, v omoia dev PAETOLY Ko dev Tpooeyyilovy Ta Tondid.

| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEX XYNOHKEYX @PYAAEHX

Mn guAdocete og Oegppokpacio peyoaldtepn tov 30°C. ®LAAGGETE GTNV OPYIKT CVCKELOGIO Y10l VL,
TPOGTATEVETAL OO TNV LYPACIa.

76



10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AITIOPPI¥YH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YHOAEIMMATON IHOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXZH TOY KATOXOQY THX AAEIAY KYKAO®QPIAX

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel
Kato Xopeg

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/05/318/001
EU/1/05/318/004
EU/1/05/318/005

13. APIOMOX ITAPTIAAX

[oprida

| 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHTIEX XPHIHX

| 16. IMAHPO®OPIEX XE BRAILLE

Revatio 20 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPUUU®TOS KMo (2D) mov gépel Tov TepIAN@OEVTO LOVOSIKO OVayVOPIGTIKO KOOIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX I1OY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER)

XTOIXEIQAHY YYXKEYAXIA/BLISTER

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Revatio 20 mg dioxia
sildenafil

| 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Upjohn

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Revatio 0,8 mg/ml evéoyo SidAvpa
sildenafil

[2. TYNOEZIH XE APAXTIKH(EZ) OYZIA(EY)

Ka0e ml drodvpartog mepiéyet 0,8 mg sildenafil (wg krtpikd diag). Kabe praridto tov 20 ml tepiéyet
12,5 ml (10 mg sildenafil, og xitpucod drog).

3. KATAAOI'OX EKAOXQN

[epéyer yAvkoln kot Véwp Yo evéoipa.

| 4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Evéoipo didivpa
1 erokidro 10 mg/12,5 ml

[5.  TPONOX KAI OAOX(OI) XOPHTHEHZ

Awpdote 10 PUALO 0ONYIDOV TPV amd TN YPNOoN.
EvdopAéPra yprion.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Noa puidooetar o€ 0éom, TV omoia dev PAETOLY Kot dev Tpooeyyilovy Ta Taldid.

[7. AAAH(EZ) EIAIKH(EX) TPOEIAOMOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEYX YYNOHKEYX @OYAAEHX
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10. TAIAITEPEX TPO®YAAZEEIX I'TA THN AITIOPPI¥YH TQN MH
XPHEIIMOIIOIHOENTQN ®APMAKEYTIKOQN ITIPOIONTQN 'H TQN
YHOAEIMMATQN ITIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel
Kato Xopeg

| 12.  APIOMOX(OI) AAETAY KYKAO®OPIAX

EU/1/05/318/002

| 13. APIOMOX ITAPTIAAX

[Moprtioa

| 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

| 16. TIMAHPO®OPIEX XE BRAILLE

Revatio 0,8 mg/ml

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOZX — AIZAIAZTATOX TPAMMQTOX
KQAIKAY (2D)

A160106T0TOG YPOUR®TOS KMdKaAG (2D) mov pépet Tov TEPIANPOEVTO LOVASIKO OVayVOPIGTIKO KOOKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA ®IAAIAIOY

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Revatio 0,8 mg/ml evéoyo SidAvpa
sildenafil

[2. TYNOEZIH XE APAXTIKH(EZ) OYZIA(EY)

Ka0e ml drodvparog mepiéyet 0,8 mg sildenafil (og xrtpikd drog). Kabe roridio tov 20 ml tepiéyet
12,5 ml (10 mg sildenafil, og xitpucod drog).

3. KATAAOI'OX EKAOXQN

[epéyet yAvkoln Kot vVéwp Yo evéoipa.

| 4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Evéoipo didivpa
1 prokidro 10 mg/12,5 ml

[5.  TPONOX KAI OAOX(OI) XOPHTHEHZ

Awpdote T0 GUALO 0INYIDV TPV amd TN YPNOoM.
EvdopAéPa yprion.

6. EIAIKH ITPOEIAOITIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEIIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Noa puidooetar o€ 0éom, v omoia dev PAETOLY Ko dev Tpooeyyilovy Ta Taldid.

[7. AAAH(EZX) EIAIKH(EX) TPOEIAOMIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEYX YYNOHKEYX @OYAAEHX
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10.

IATAITEPEX ITPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YHOAEIMMATQN ITIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

[ 11.

ONOMA KAT AIEY®OYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel
Kato Xopeg

| 12.

APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/05/318/002

[ 13.

APIOMOX ITAPTIAAX

[Moprtioa

| 14.

I'ENIKH KATATAZH I'lA TH ATAGEXH

| 15.

OAHT'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

17.

MONAAIKOZ ANATNQPIZTIKOE KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AITIO
TON ANOPQIIO
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ENAEIZEIX ITIOY ITIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Revatio 10 mg/ml x6vig yio TOG1HO0 EVormpM oL
sildenafil

[2. TYNOEZIH ZE APAXTIKH(EZ) OYZIA(EY)

Otav avacvotadei, pio erain mtepiéyet 1,12 g sildenafil (g kitpikd drog) pe tehkd 6yko 112 ml.
Kabe ml tov avacvotabiviog evarmpnuartog mepiéyet 10 mg sildenafil (¢ kitpud Grog).

3.  KATAAOI'OX EKAOXQN

AA\o ovotatikd mephappdvouv copPitorn (E420) ko vatpro Bevloiko (E211).
BAéme @OALO 00NY1OV ¥PNONG Y10 TEPLGGOTEPES TANPOPOPIES.

| 4. PAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Koévig yio moéoipo evardpnpo

1 guon

1 mpocappoyéag EraAng epappolopevog pe wieon, 1 dooiueTpikd kumedlo Kot 1 dociueTpikn cvplyya
YL YOPNYNON A0 GTOUATOG

[5.  TPONOX KAI OAOX(OI) XOPHTHEHZ

AvokivioTe T 1A KOAQ TPy oo T xpnon.
Awpaote T0 pUALO 0INYIDOV TPV amd TN PN oM.
Ao oTtONATOG YPIoN.

Odnyieg avacvotaong:

Xtomnote EAapa T ELAAN Yo Vo atelevdepbel N KOVIC KOt GQOIPESTE TO TOLLO.

[Ipocbéote suvorkd 90 ml vepov (3 x 30 ml) akoAoVOMOVTAS GVETNPA TO PVALO 0N LAV YP1ONS
kot Befoiwbeite 6T1 avoKvnoaTe T OLAAN £viova PETA TNV TpocsOnkn tv 60 ml Kot T®V vToAoinwv
30 ml. Agapéote Eava T0 TOLO, TIEGTE TOV TPOGAPUOYEN PLAANG GTOV AXUO TNG PLIANG. Znueimon:
Anyet 30 nuépeg LETA TNV OVOGVGTOCT).

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEITEI NA ®YAAXXETAI XE OEXZH THN OITIOIA AEN BAEIIOYN KAI
AEN TPOXEITIZOYN TA ITAIAIA

Noa puidooetar o€ 0éom, TV ool dev PAETOLY Kot dev TPpooeyyilovy Ta Taldid.

[7. AAAH(EZX) EIAIKH(EX) IPOEIAONOIHEH(ELY), EAN EINAI AAPAITHTH(EZ)
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| 8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEX XYNOHKEYX @PYAAEHX

Kovig: Mn pvldooete o€ Ogpuokpocio. peyardtepn tov 30°C. Dvidccete otV apylkn CLOKEVAGIN
Y0 VO TPOGTATEVETOL OO TNV VYPAGiaL.

Metd v avacvotacn: Pvidocete og Ogppokpacio pikpotepn tov 30°C 1 610 Yoyeio otovg 2°C €mg
8°C. Mnv kotoyvyete. AToppiyte TUYOV VITOAEUUN TOGIUOV EVOLOPNLOTOC 30 NUEPEC LETH TV
avacLOTAoT).

10. TAIAITEPEX TPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOIHOENTQN ®APMAKEYTIKOQN ITIPOIONTQN 'H TQN
YHOAEIMMATOQN ITIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel
Kato Xopeg

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/05/318/003

[13. APIOMOX IIAPTIAAX

[oprtida

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH |

| 15. OAHTIEX XPHIZHZ |

| 16. TIAHPO®OPIEX LE BRAILLE |

Revatio 10 mg/ml

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOC YPOUL®TOS KMok (2D) mov pépel Tov TEPIANQOEVTO LOVOSIKO OVayVMPIGTIKO KOOIKO.

| 18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO |
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TON ANOPQIIO

PC
SN
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

PIAAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Revatio 10 mg/ml x6vig yio TOG1HO0 EVolmpn oL
sildenafil

[2. TYNOEZIH ZE APAXTIKH(EZ) OYZIA(EY)

Ortav avacvotadel, pio eiaAn mepiéyet 1,12 g sildenafil (og xrtpikd dAog) pe telkd 6yko 112 ml.
Kda0e ml tov avacvotadiviog evarmpnuartog mepiéyet 10 mg sildenafil (o¢ kitpucd drog).

3.  KATAAOI'OX EKAOXQN

AAlo ovotatikd mepthappdvovv copPirorn (E420) ko vatpio Bevloiko E(211).
BAéme @OALO 00NY1OV ¥PNONG Y10 TEPLGGOTEPES TANPOPOPIES.

| 4. PAPMAKOTEXNIKH MOP®H KAI TEPIEXOMENO

Koévic yio mbéoipo evardpnpo

[5.  TPONOX KAI OAOX(OI) XOPHTHEHZ

AvokivioTe T 1A KOAG TPy oo Tn xpnon.
Awpaote 10 PUALO 0ONYIDOV TPV amd TN YPNOoN.
Ao otONATOG YpIoN.

Odnyieg avacvotaonc:
Xtomnote EAapa T ELAAN Yo Vo atelevdepbel N KOVIC KOt 0QOIPESTE TO TOLLO.

[Ipocbéote suvorkd 90 ml vepov (3 x 30 ml) axorovO®OVTAS GVETNPA TO GVALO 00N YLAOV YP1ONG
kot Befoiwbeite 6T1 avoKvnoate T OAAN £viova PETA TNV TpocsOnkn tv 60 ml Kot TV vToloinwv
30 ml. Agaipéote Eava T0 TOLO, TIEGTE TOV TPOGAPUOYEN PLAANG GTOV AUUO TNG PLIANG. Inueimon:

Anyet 30 nuépeg LeTA TNV OVOGVGTOCT).

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO

AEN IPOXEITIZOYN TA ITAIAIA

IPOION IPEIIEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI

Noa puidooetar o€ 0éom, TV ool dev PAETOLY Kt dev Tpooeyyilovy Ta waidid.

[7. AAAH(EZX) EIAIKH(EX) IPOEIAONOIHEH(EIY), EAN EINAI AAPAITHTH(EZ)
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| 8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEX XYNOHKEYX @PYAAEHX

Kovig: Mn pvldooete o€ Oepuokpocio peyardtepn tov 30°C. Dvidccete oty apylkn CLCKEVAGIN
Y0 VO TPOGTATEVETOL OO TNV VYPAGiaL.

Metd v avacvotacn: Dvidocete oe Oeppokpacio pikpotepn v 30°C 1 610 Yoyeio otovg 2°C Emg
8°C. Mnv xotoyvyete. Amoppiyte TUYOV VITOAEUUN TOGIUOV EVOLOPNLOTOC 30 NUEPEC LETH TV
avacLOTAoT).

10. TAIAITEPEX ITPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOIHOENTQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YHOAEIMMATON TIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

11. ONOMA TOY KATOXOY THX AAEIAYX KYKAO®OPIAX H'AOT'OTYIIO TOY
KATOXOY THX AAEIAY. KYKAO®OPIAX

Upjohn

| 12.  APIOMOX(OI) AAETAY KYKAO®OPIAX

EU/1/05/318/003

[ 13. APIOMOZX IIAPTIAAX

[oprida

| 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHTIEX XPHIHX

| 16. TIAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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B. ®YAAO OAHI'TQN XPHXHX
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®vrho ooNYIOV ypiong: [IAnpogopics yio Tov acOeviy

Revatio 20 mg emkolvppéva ne Aertod vpuévio ookia
sildenafil

A doTe TPOGEKTIKA 0AOKANPO TO PVALO 0ONYIAV (PTG TPOTOV UPYIGETE VO TAIPVETE AVTO TO

QOAaPLOKO, OLOTL TEPLAUUPAVEL CNUAVTIKES TANPOPOPIES Y10 UG,

- DdvrdEre avTd TO PUALO 0dNYIBY Ypiong. Towg ypelaotel va to dafdcete Eavda.

- Edv éxete mepartépo amopieg, poTNOTE TOV Y1OTPO 1] TOV QAPLAKOTOLO GOG.

- H cuvvtayn yia avtd 10 gapproko xopnyndnke amokAloTIKG Y10 60G. AgV TPEMEL VO SDGETE TO
QAapHOKO 6€ AAAOVG. Mmopel Vo Tovg TPoKaAEGEL BAAPT), OKOUA KoLl OTOV TO GNUEIN TNG
acBéveldg Tovg giva 1010 [Le Ta SIKA GOG.

- Edv mapotmpfoete kamowo avemBOUnNT eVEPYELD, EVIILEPDOTE TOV YIOTPO 1) TOV PAPLUOKOTOLO
00G. AVt 1oyvel Kat Yo, kKaBe mhovi) avemBOUNTN EVEPYELD TTOV OEV OVAPEPETAL GTO TAPOV
@OALO oMYV Ypriong. BAéme mapdypago 4.

T epréyer To Tapoév eOAL0 00N YLOV

T eivon To Revatio kot oo etvat 1) gpron Tov

T mpéner va yvopilete mpv mapete 1o Revatio

[og va mapete to Revatio

[MBavég avemBounteg evépyeteg

[og va puidooete To Revatio

[epreydpeva TG CLOKEVAGING Kol AOUTEC TANPOPOPIES

AU e

1. T givan To Revatio ko wove givan 1 (pfion tov

To Revatio nepiéyetl ) dpactikn ovsia sildenafil mov avikel oe po KaTyopio apuiKmy, Tov
ovoudlovtol avaoToAelc TG poopodiectepdong tomov 5 (PDES).

To Revatio peidver Ty optnplokn TieoT 6Tovg TVELOVES KOHMS S1EVPVVEL TO ALLOPOPO AYYEID TOV
TVELLOV@V.

To Revatio ypnoylomoteitat yio TV OVILETOMTION TG VYNANG OPTNPLOKNG TIECTC GTA ALLOPOPAL
aYYEio TOV TVELUOVAOV (TTIVELUOVIKT OPTNPLOKT] VITEPTACT) G EVIIAIKEG Kot Toudid Ko eprfoug omd 1
¢wc 17 etv.

2. Tvpémer va yvopilete apwv wapete To Revatio
Mnv wapete 10 Revatio

- og mepintowon aAlepyiog oto sildenafil 1§ oe 0mo106MTTOTE GALO OO TOL GLGTATIKA AVTOV TOV
QopraKov (OVaPEPOVTUL GTNV TAPAYPUPO 6).

- oV TOipVETE QAPLLOKO TTOV TEPIEXOVV VITPIKA 1| 00TEC 0£E1610V TOV alDTOV OTWS TO VITPIKO
apdio. Ta pdppoka ovtd 6ivovioal cuyvd Yo avakovEion Tov dAyovg oto otfog (1)
omBayyng). To Revatio pmopet va avénoet onpovikd tn Spaor Tov QupUiK®OY GuToV.
Evnuepaote tov ylatpd 6og av maipvete KAmolo omd avtd to gapuoka. Av dgv eiote Béfatot
POTNOTE TOV YIUTPO 1) TOV POPLOKOTOLO GAG.

- ov maipvete plootyovdtrn. Avtd 1o QapuraKo givol yio T Ogpomeio TG TVELUOVIKNG OPTNPLOKNG
vépTaong (ONA., VYNAN applokn Tiecn 6Tovg TVEDUOVES) Kot xpoviag OpoufoepufoAiknig
TVELUOVIKNG VITEPTACTG (ONA., VYNAN apTNPLOKT THEST] GTOVG TVEDHOVES, AOY® Bpoufdcemv).
Ot avactolieic PDES, 6mwg to Revatio, &yt amodetytei 6t1 av&dvouv TV LIoTAGIKY ETIOPOoT
aVTOV TOV PapudKkov. Edv Aaupdavete ploctyovdtn 1| 0ev €i6TE GiyoLPOC EVILEPDOTE TOV YIOTPO
oG,
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- oV €YeTe TPOGOUTO VITOCTEL EYKEPOAKS ENEICOO10 1| KapdloKN TPoSPorn, 1| av £xete coPfapod
TPOPANLA LLE TO CUKDTL GOG 1) AV EXETE TOAD YOUNAN aptnplakn wieon (< 90/50 mmHg).

- ov moipvete Kamolo edpuaxo yio T epomeio poknTidosmv 6mwe ketokovaloin M
rtpakovaloAn 1 eapuaka wov mepiEyovy prrovafipn (yo Aoipwén HIV).

- ov giyote moTé andAelo TG Opaong e€antiag evOg TPOPALOTOS POTG TOV GIILOTOC TPOS TO
OTTIKO VELPO GTO UATL TOL OVOUALETOL UN APTNPITIOIKT TPOGHIL IGY UK OTTTIKT VEVPOTAOELL
(NAION).

IIpogidomou|oElS KoL TPOPVAGEELS
AmevfBuvbeite 6ToV YI0TpO GOC TPOTOV TAPETE TO Revatio edv:

- M acBéveln cog opeiletal og amdPPan 1 6TEVOOT PAEPOG GTOVG TVEVLOVES KOl YL OE
amoepaén N oTévmon aptnpiog.

- éyete coPopod mpOPANUa e TV KOPOLA COC.

- €&yete TPOPANUO OTIC KOIMEC TNG KAPSLAC GOGC, OL OTTOIEC EIvaL 01 KOIAOTNTEG TOL AVTAOLY OliplaL

- €yete vyYNAN TS AIOTOG OTO ALLOPOPA AYYEIN GTOVG TTVEDLOVEG,.

- £YETE YOUNAN OPTNPLOKN TLEST GTNV AVATOVOT).

- yGvete ueyaAn TOGOTNTO COUATIKAOV DYP®V (APLIATOGT) TOV UTOPEL VO TOPOVCLUGTEL OTAV
WPAOVETE TOAD 1] OeV TiveTe opKeTd VYPA. AvTo pmopel va cupPet edv €loTe APPOOTOG e
TLPETO, EUETO, 1 dLdppoLa.

- €yete uo omavia, KANPOVOULKN Tanon tov pwotiov (uelayypwotiki ouplpinotpocidonddela).

- €yete o dlaTapoyn TV epLOPOV docEAIPi®Y TOV ailaTog (SPETAVOKVTTAPIKT OVOLLiaL),
KOPKIVO T®V KUTTAP®V TOV aipatog (Aevyoupia), Kapkivo Tov puelolh TV 00T®V (TOAAATAO
LLEAmUa) N by €xeTE OTOLONTOTE alGOEVELN 1) SVGLOPPIN GTO TEOG GOGC.

- OV TPEYOLGO TTEPI0SO E£YETE EAKOG TOV GTOWAYOV 1| Kol dtotapayn TS THENC TOL aipaTog
(6mwg M apoppoiia) 1 TPOPALOTA PIVIKNAG CLOPPAYING.

- TOAPVETE PAPUAKO VIO TN OTVTIKT SVCAEITOVPYIQL.

Kotd ™ Bepomeio g avopikng oTuTikng Sucoietovpyiag, avapépnkay ot akdiovdeg avemBOuNTEG
EVEPYELEG OTNV OPAOT, LE TN YPTOT AVOCTOAEDV TNG POCPOSIEGTEPAONG TOTTOL 5,
ocvuneptropfavouévou kat Tov sildenafil, pe un yvoot cuyvotnta: ueptkn, ELQVIKN, TPOCOPIVA 1
poviun peimon 1 aTOAELD TNG OPACTG GTO £VOL 1] Kot 6To VO PATIO.

Av oag cvuPei Eapvikn peimon 1 andAelo, TG Opaonc, OTORATIOTE Vo Taipvete Revatio kat
ETKOLVOVI|GTE OUECMG NE TOV YIOTPO 60g (PA. emiong mapdypago 4).

"Exetr avapepbel mopatetapévn kot opliopéveg opég oduvnpn otHon og Gvopeg PETE amd ANy Tov
sildenafil. Edv éyete otdon, n omoia dtopkel cuveyodueva yio TeplocdTEPO A0 4 DPEC, CTUUATOTE VU
naipvete Revatio kol emkowvoviiote apéocmg pe Tov yuotpo cag (PA. eniong mapdypago 4).

Eidicéc mpoeidomonjoeis yio 000eveic ue veppixa 1 nwatikd pofinuaro,
O, TPETEL VO, EVIUEPDGETE TOV YIOTPO OOG EAV EYETE VEPPIKA 1| NITOTIKA TPOoPANLaTa, KobdG Thavoy
va ypelcBel Tpocappoyn g d6omng.

Howowd
To Revatio dev mpémet va yopnyeitol og Toudid Katw tov 1 £tovc.

Ao @dppoxa kot Revatio
Evnuepoote Tov y10tpd 1 10V @opULoKoTold cog 4y maipvete, £xete TApEL TpdSPaATA 1) Uropel vo
népete GAAL PApLOKa.

o  DdppoKo TOV TEPEXOLV VITPIKA 1] 00TEG 0E1610V TOV aldTOL OTI®G TO VITPIKO apvAto. Ta
QAPUIOKA 0T dTvovTaL GLYVA Y10 avaKoVELeT TS oTNOAyYNG N «Ttdvov ato ooy (PA.
mapdypoeo 2. Tinpénel va yvopilete mpiv va mapete To Revatio)

o Evnuepaote tov yratpd 1 Tov popuokorold oag edv 101 Aappdvete plootyovdrt.

® Ogpomeieg Yo TNV TVELUOVIKT| VIEPTAOT (T.). fOCEVTAVT, TAOTTPOGTN))
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o  Ddpuoka wov mepEyovy St. John’s Wort (QuTIKO QApUOKEVLTIKO TPOIOV), PUPOUTIKIVY
(xpnowonoteiton otnv Oepameio faxtnploxmv Aoudéewy), KapPapalenivn, eatvutoivn kot
oawvoPapprtain (ypnoomorodvtal, Letald dAl®v, Yio TV Bepaneio TG emAnyiog).

o  DdpupoKa TOV OPALOVOLY TO aipa (Yio Tapddstypo Bapeapivn) ov Kot 0ev lyov MG AmOTEAEGLO
Kdwola avemBountn gvépyela.

o  Ddpuoka oV TEPIEXOVY EpuBpopLKivY, KAaplBpopvkivn, TeMBpopvkivn (avTiflotikd Tov
PN OLOTOL0VVTAL Vi TN Bgpomeio opiopévev Pakmmplokdv Aotuaemv), cakovvafipn (Yo
Aotpwén HIV) 1 vepalodovn (yia katdOiwym), kabaog mbavov va ypelacdel mpocappoyn g
doong cag,.

o  Alopa-avacTtoreig (m.y. do&aloaivn), yia tn Bepameio TG VYNANG APTNPLOKNG TiEOG 1|
TPOPANUATOV TOVL TPOGTATT, KAODC 0 GVVILAGUOS TV dVO PUPUAK®OY UTOPEL VO TPOKAAEGEL
GUUTTMOUOTO TOV VO KATAANEOLY TNV HEl®oN TNG apTnpLoKng oog mieong (.. (on,
KkapnPapia).

To Revatio pe Tpo@1 Kol 10to
Agv mpénel vo mivete youod grapefruit eved Ppiokeote vid Bepaneio pe Revatio.

Kdnon kot Onraocpog

Av glote €ykvog, | Inhalete, vopilete 6T pmopel va giote €ykvog 1 oxedtileTe va anoKTNoeTe Todi,
{ntote T GLUPOVAN TOL YIATPOL 1] TOL POPUAKOTOLOV oag TPV AdPete avTo TO PAppako. To
Revatio dev mpémet vo Aapufavetotl KoTd T SIGPKELN TN EYKVIOGVVNG, EKTOC OV EIVOIL ATOADTOC
omopaitnTo.

To Revatio dev mpémet va yopmyeital og yovaikeg mov PfpioKovial 68 avamapoy®ytkn nAkia, eKTog av
YPNOUYLOTOLOVV OTOTEAEGUOTIKG LETPA OVTIGOAANYTC.

To Revatio amekkpivetal 610 untpikd yoAo cog o€ moAd younAd enimeda kot dgv Oa Ty
OVOLEVOUEVO VO BAGYEL TO HOPO GOG.

001ynon Ko YEPGPUOS POV RATOV
To Revatio pnopet va mpokaAésel (AN Kot vo exnpedostl Ty Opaot). Oa mpénet va yvopilete ToOg
avTIOpd 0 0PYUVIGUOG GOG OTO PAPLLOKO, TPOTOV OONYNOETE 1 YEPLIOTEITE PINYOVILATA.

To Revatio mepréyel Aaxktoln
Av 0 yuTpog cag, oag evnuépmat 0Tl £xete dvoavebio o oploUEVA GAKYAPO, ETIKOIVOVIOTE LIE TOV
Y10Tpd GOC TPV TAPETE OVTO TO PUPLLOKEVTIKO TPOTOV.

To Revatio wepiéyel vatpio
To Revatio 20 mg diokia mepiéyel Ayotepo and 1 mmol vatpiov (23 mg) ava diokio, givar avtd mov
ovoudlovpe «erevBepo vaTpiov.

3. o vo wapete To Revatio

[Tdvtote va TaipveTe To PAPLOKO ALTO ALGTNPE COUPOVO, LE TIG 00NYiES TOV YiaTpob cag. Edav éxete
apPBoMMeC, pMTACTE TOV Y1TPO 1) TOV PUPLOKOTOLO GOG.

H ocvvietduevn d6on yia evihikeg givar 20 mg tpeig opég tnv nuépa (Aapupavetar ovd Sidotnua
6 ¢0¢ 8 mpmV), pe N yopic eaynTo.

Xpnion o€ Tood ko epnfoug

Mo moudrd ko epnPovg nhwiag 1 g 17 etdv, n cuviotdpevn doon givar gite 10 mg tpeig popég v
nuépa yo toudid kot gpnPovg < 20 kg M 20 mg tpelg popég v Nuépa yro mardid Ko epnfouvs > 20 kg,
Kot Aappdvetar pe M xopig tnv cvvodeio payntov. Yyniotepeg d0GEIC dev TpémeL Vo
YPNOUYOTOL0VVTOL GE TodL. AVTO TO PAPUOKO Oa TPETEL VO YPNOYLOTOLELTAL LOVO OE TEPIMTOO
xopnynong 20 mg tpelg opég NUEPNGImS. AAAEG PAPUAKOTEYVIKEG LOPPEG EVOEYETOL VO ElvaL TTLO
KatdAANAeS Yo xopriynon o€ acbeveic < 20 kg kot dAhovg vedtepoLE 0:60gVELS, 01 0TToioL dgV UmopovV
va KoTomohv o Siokia.
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Edv napete peyardtepn 66on Revatio amwd tnv kavoviki

Agv pénel va TAPETE TEPIGGOTEPO PAPUAKO O’ OGO GOG GLVIGTA O Y10TPOS GG,

Av Tapete TEPIOGHTEPO PAPLOKO AT’ OGO GOC £XEL GLVTAYOYPOENOEL, EVUEPDGTE TOV YLOTPO GOG
apéoms. Aoupavovtog peyahvtepn 6o6om Revatio amd v kavovikn pmopel vo avénbei o kivouvog
EUPAVIONG YVOOTAOV AVETIHOUNTOV EVEPYELDV.

Edv Eeydoete va mapete To Revatio

Edv Eeydoete va mapete o Revatio, ndpte pio d6om apéomg poig to Buoundeite kot katodmy
oLVEYIOTE VO TOIPVETE TO PAPLOKO GaG TIG GV e Mpeg. Mnv Tapete dutAn d6on Yio va
aVATANPOOETE TN d00T TOV EEYGoaTE.

Av otopatiioete vo waipvere Revatio

H Eagpvikn drakomn e Oepaneiog e To Revatio pmopet va YE1poTEPEVGEL TOL CLUTTOUOTA OAG. MnV
otopotnoete vo toipvete Revatio av dev oag 10 mel 0 yiotpog cag. O yTpdc 60¢ UTOPEL VoL GOG TTEL VA,
LEWDOETE TN 000N Y10 AMyec LEPEG TPV GTAWOTNOETE EVIEAMDG T Oepameia.

Edv éxete mepiocdtepeg pMTNGELG GYETIKA LLE T YPNOT) AVTOV TOL PUPLAKOV, POTAGTE TOV Y10TPO 1)
TOV POPLOKOTOO GOG.

4. IMBavig avemBouNTES EVEPYELES

Onmg 6Aa Ta papuoka, £T61 Kot To Revatio pmopel vo mpokarécet avembountec evépyelee, av Kal dgv
Tapovoldovtol oe OAOVG TOVG AvVOPOTOVG.

Av Piooete omolesdnmote amd TIC oKOAoLOES avemBounTeg evEpyeleg O TPEMEL VAL GTAUOTCETE VOl

moipvete Revatio kot va emtkoveovioete apéowg pe Evay yorrpd (PA. emiong mapdypogo 2):

- oV TOPOVCLACETE EOPVIKT PEIOT 1 ATTMAELN TNG OPACTG (U1 YVOGTH CUYVOTNTO).

- OV TOPOVGIACETE GTVCT GLVEYOVS O1apKELNG LeYoAvTEPNC TV 4 wpdv. [Topatetauéveg Kot
OPIOUEVEC POPEC 0OVVNPEC GTVOELS EYOoVV avapeplel oe avopeg puetd t Ay sildenafil (un
YVOOTH GUYVOTNTA).

Evileg
Ot avemBOunTec evépyeleg Tov avapépOnkay ToAd cuyva (UTOPEL Vo, EXNPEAGOVY TEPIGGOTEPOVS OO

1 otovg 10 avBpdmovg) Nrav kepaiadyia, EEayn oto TPOo®TO, duomeyia, d1dppola Kol TOVOS GTA
xéplo 1 ota TOHOLAL.

Ot avemBOuNTEG EVEPYELEG, TTOL avaPEPONKAV cuyva (Lmopel va exnpedoovy péyxpt 1 otouvg 10
avBpoOToLg) TEPIAGAUPOVAY: VTOSEPUIKT AOTU®EN, YPITMOT] CUUTTOUOATA, PAEYHOVH] GTOVG KOATOLG TNG
oG, petopévo aptiudg epubpav arpoceatpiov (avaiuio), KatakpdTnon vypav, SLGKOMA GTOV
VTIVO, AyY0g, NUKpavia, TPEUOLAO, aicOnua viyrod, aictnua Kovcov, peimpévn aictnon aeng,
apoppayio 6to omicHo péEPog Tov 0B, ETOPAGELS GTNV OpacT), Bdupog opdoews Kot
evacinoio 610 S, EMOPACELS GTNV OTTIKT AVTIANYT TOV XPOUATOV, EpEOIGUEVOLS 0QOUALOVG,
gotieg apoppayiag otov oBaiud/eEEpubpouvg opOaiuovg, ikyyo, Bpoyyitida, pvikn alwoppayia,
KaTappor, Pya, POvA@UEVT POTT, EAEYHOVY] TOV GTOUMYXOV, YOGTPEVIEPITION, aicOnua Kaboov KATM
07tO TO GTEPVO, OLLOPPOTOES, dtdTaoT TNG KOAiag, Enpoctopic, aTdAEL TPLY®V, EpLOPOTNTH TOV
SEPOTOC, VOKTEPIVOUC 1OPADTEC, LVTKOVE TOVOVS, 0GPLOAYia Kol avénuévrn Beprokpacio ToOV GMUATOC.

AvemBOunteg evépyeieg mov £xovv avapepBel Arydtepo ouyva (umopel va ennpedoovy péxpt 1 otovg
100 avOpdmovg) cuumepteddufovay: petopuévn o&btnra g Opacnc, SIMA®TIA, U PLGLOA0YIKO
aicOnpa otov 0@OaAUS, a1poppayio TEOVE, TAPOVGIN HILATOS GTO GTLEPUA KO GTO 0VPOL KOl
SOYK®GT TOL LAGTOV GTOVG AVOPEC.

"Eyel emiong avagepbei depuotikd eEavOnuo Kot aieviota Heimon 1 OTOAELR TG 0KONG Kol LELOUEVN

OPTNPLOKT TLEST) E UM YVAOGTH GLYVOTNTA (1 cLYVOTNTA deV Umopel va ekTun el amd Ta drbéoipa
dedouévar).
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Houdrd ko EgnPor

Ot mopakdte avemBounteg evépyeteg £xovv avapepbel cuyva (umopel va exnpedoovy uéypt 1 oto 10
dropa): Tvevpovia, Kapdlokn avemdpkela, 0e&id kapdlokn averdpkela, Kotaminéio wov oyetiletot pe
™V Kapdid, VYNAN mieon ailatog 6Toug TVEDOVES, TOVOC 610 6TNB0G, Almobupia, Aoipnmén Tov
OVOTVELGTIKOV, BpoyyiTida, 10YeEVIC AOTU®EN 6TO GTOUAYL Kol GTO EVTEPO, AOTUMDEELS TOV
OVPOTOUTIKOV GUGTHUATOG KOl KOTAOTNTEG GTO SOVTIL.

Ot mopakdte cofapéc avemBounteg evépyeieg Dempndnkav ott ivor oyetildueveg pe v Bepomeio
Kot ovaeépOnkay un cvyvd (umopei va ernpedcovy £og 1 ota 100 dtoua), aAlepyikn avtidpaon
(6mwg deppotikd eEGvOnua, TpHELYLo TOV TPOCOTOV, TOV XEIMMY KOl TNG YADCGGOGS, OVOTVEVCTIKO
oLPLYHO, SVGKOAMO GTNV AVATVON 1 TNV KATATOOT]), GIOCLOL, 0KAVOVIGTOS KOPIKOG TOUALOG,
e€aoBévnon g akong, Aoydviacio, AEYLLOVH TOV TENTIKOD GLUGTILOTOC, AVOTVEVGTIKOG GUPTYUOG
AOY® doTopayng TNG PONG TOL 0P,

Ot avemBduntec evépyeteg Tov £xovv avapepdel ToAD cuyvd (UTOpPEl va ETNPEACOVY TEPLGCOTEPT, OO
1 ota 10 dropa) ftay TOVOKEQUAOC, EUETOC, AoTUmEN TOL AaipoD, TVPETOG, d1GPpPOLa, YPImN Kot
pwvoppayia.

Ot avemBOuNTEG EVEPYELEG TOL £X0VV avapEPBEl cuyVA (LTopovV va ennpedoovy puéxpt 1 ota 10
dropa) frav voutia, ovénuéveg 6THOELS, TVELLOVIN KOl KOTAPPOT.

Ava@opd avemOOunTOV EVEPYELDV

Edv mapotmpfoete Kamowo avemBOUnNT eVEPYELD, EVIILEPDOTE TOV YIUTPO 1) TOV POPUOKOTOLO COG.
Av10 1oy0et Kot Yo kGBe mhovr avemBOUNTN EVEPYELX TOV OEV AVAPEPETUL GTO TAPOV PVAAO 001 YLDV
yponc. Mmopeite eniong va avagépete avemBounteg evépyeleg anevbeing, Hécw Tov BviKon
GLGTHIOTOG OVOPOPAS TOV avaypapetan 6To [apdpnua V. Mécw g avaeopdg avemdountov
evepyelmv umopeite va, fondnoete ot GLAAOYN TEPIGCOTEPDV TANPOPOPIDV GYETIKA UE TNV UOPULEL
TOV TOPOVTOG PAPUAKOL.

5. o va puidaooete To Revatio
To @apuaKo owtd TPETEL VoL PLAACGETOL GE UEPT) TOV OEV TO PAETOVY KoL OV TO POAVOLV TOl TOUdLA.

No un ¥pNOIULOTOIEITE AVTO TO PAPUOKO UETA TNV NUEPOUN VIO ANENG TTOL AVAPEPETAL GTO KOVTI UETA
v AHZEH. H nuepounvia ANéEng eivor ) tehevtaio nuéP TOL VO TOL OVAPEPETOL EKEL.

Mn guAdocete og Ogppokpacio peyardtepn tov 30°C. DVAAGGETE GTNV UPYIKT GVCKELUGI Y10l VL,
TPOGTATEVETOAL OO TNV VYPACTIaL.

Mnyv mtetéite QAPLAKO GTO VEPD TNG OMOYETELONG 1| OTA OKLAK( amoppinpoto. Potmote tov
(POPLOKOTOL0 GOG Y10 TO TG VO TETAEETE TAL PAPUAKO TTOV OEV YPNCILOTOLELTE Tl AvTd T péTpa Ba
BonOncovv oty Tpoctacia Tov TEPPAAAOVTOG.

6. [epreyépeva TG GVOKEVAGIAG KO AOUTEG TANPOPOPIES

T epréyer o Revatio
- H dpaotikn ovoia givar 1o sildenafil. Kabe diokio mepiéyet 20 mg sildenafil (wg kitpicd drog).
- Ta dAlo cvotatikd ivar:
[MvupNvag dtokiov: WKPOKPLGTUAAIKT KuTTAPiv, 0EIVO POGPOPIKO acPEéTio (Avudpo),
KapueAAOln vaTplovyog dactavpodpevn (PA. Ttapdypago 2 «To Revatio mepiéyet vaTplon),
LYV G0 GTEATLKO.
Emwcéloyn diokiov: vepopueAroln, titaviov d10égioto (E171), Aaktoln povoidpikn (PA.
mopaypoaeo 2 «To Revatio mepiéyet Aaktoln»), YAvKepOAT TPLo&ik.
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Epgévion tov Revatio ko epreydpeva g 6V6KELAGIOG

Ta emucoloppéva pe Aemto vuévio dtokio Revatio eivor Agvkd kot £xovv otpoyyvAd oynua. Ta diokio
eépovv yapayuévo to onua “PFIZER” ot pia mievpd kot tov Kodkd “RVT 207 oty dAln. Ta
dtokia Tapéyovial oe cuokeLACieg KLYWEANG TV 90 diokiwy, og d1ATpNTEG KLWELES HOVAdAG OOCNG
tov 90 x 1 diokiov Kol o cuokevacicg kKuyéANc Tmv 300 diokimv. Mropel va unv KukAo@opohv OAE

01 GUGKEVOGIES.

Karoyog Adcrog Kvkhoopiog ko Iapackevaotiig

Kdéroyog Adeiog Kukhopopiag:

Upjohn EESV, Rivium Westlaan 142, 2909 LD Capelle aan den IJssel, Kdtw Xdpec.

[Mapaockevaoctic:

Fareva Amboise, Zone Industrielle, 29 route des Industries, 37530 Pocé-sur-Cisse, I'oA)ia.

[No omoladnmote TANpoopic oYeTUE Pe TO TaPOV POPLOKEVTIKO TPOidV, TapoKaAeicOs va

amevuvleite otov Tomiko avtitpdommo tov Koatdyov tng Adstog Kvukhopopiog:

Belgié /Belgique / Belgien
Pfizer S.A./N.V.
Tél/Tel: +32 (0)2 554 62 11

Boarapus

[atizep JlrokcemOypr CAPJI, Kion beirapus

Ten.: +359 2 970 4333

Ceska republika
Pfizer s r.o.
Tel: +420-283-004-111

Danmark
Pfizer ApS
TIf: +45 44 20 11 00

Deutschland
Pfizer OFG Germany GmbH
Tel: +49 (0)800 5500634

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

E))LGoa
UPJOHN HELLAS EIIE
TnA: +30 2100 100 002

Espaiia
Pfizer GEP, S.L.
Tel: +34 91 490 99 00

France
Pfizer PFE France
Tél: +33 (0)1 58 07 34 40

Lietuva

Pfizer Luxembourg SARL filialas Lietuvoje

Tel. +3705 2514000

Luxembourg/Luxemburg
Pfizer S.A.
Tél/Tel: +32 (0)2 554 62 11

Magyarorszag
Pfizer Kft.
Tel.: +36 1 488 37 00

Malta
Vivian Corporation Ltd.
Tel: +356 21344610

Nederland
Pfizer bv
Tel: +31 (0)10 406 43 01

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.,
Tel.: +48 22 335 61 00

Portugal

Laboratérios Pfizer, Lda.
Tel: +351 21 423 5500
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Hrvatska Romania

Pfizer Croatia d.o.o. Pfizer Romania S.R.L.
Tel: +385 1 3908 777 Tel: +40 21 207 28 00
Ireland Slovenija
Pfizer Healthcare Ireland Pfizer Luxembourg SARL
Tel: 1800 633 363 (toll free) Pfizer, podruznica za svetovanje s podro¢ja
+44 (0)1304 616161 farmacevtske dejavnosti, Ljubljana
Tel: + 386 (0) 1 52 11 400
island Slovenska republika
Icepharma hf. Pfizer Luxembourg SARL, organizacné zlozka
Simi: + 354 540 8000 Tel: +421-2-3355 5500
Italia Suomi/Finland
Pfizer Established Medicine Italy S.r.1. Pfizer Oy
Tel: +39 06 33 18 21 Puh/Tel: +358 (0)9 43 00 40
Kvnpog Sverige
GPA Pharmaceuticals Ltd Pfizer AB
TnA: +357 22863100 Tel: + 46 (0)8 550 520 00
Latvija United Kingdom
Pfizer Luxembourg SARL filiale Latvija Pfizer Limited
Tel: +371 670 35 775 Tel: +44 (0)1304 616161

To mwapov OALO 00N YLOV Yp1oNS avaBcpOnke Yo TELEVTOIO POPd GTIG

Adreg TNYES TANPOPOPLOV

Aemtopepeic TANPOPOPIES Yo TO PAPLOKO aVTO givol S1fEcIES 6TO dIKTLOKO TOTO Tov Evpmmaikod
Opyoaviopod Gapudkov http://www.ema.europa.eu. Ywapyovv exiong cOVOEoUOL P AAAES
10T0CEAIDEG TOL APOPOVV oE oTavieg aoBéveleg Kot Bepameied.

95


http://www.ema.europa.eu/

®YrAo ooV ypions: [IAnpogopicg yia Tov yprioTn

Revatio 0,8 mg/ml gvécipo didivpa
sildenafil

AwfdoTe TPOGEKTIKA OAOKANPO TO PVALO 0ONYIAV (PGS TPOTOV OPYIGETE VO TALPVETE AVTO TO

QOAaPLOKO, OLOTL TEPLAUUPAVEL CNUAVTIKES TANPOPOPIES Y10 UG,

- DdvrdEre avTd TO PUALO 0N YDV Ypions. Towg ypelaotel va to daPdcete Eavd.

- Edv éxete mepantépm amopieg, pOTNOTE TOV Y1OTPO 1) TOV PAPLAKOTOLO GOG.

- H cuvvtayn yia avtd 10 gapproko xopnyndnke amokAloTIKd Y10 60G. AgV TPEMEL VO SDGETE TO
QAapHOKO 6€ AAAOVG. Mmopel Vo Tovg TPoKaAEGEL BAAPT), OKOUA KoLl OTOV TO GNUEIN TNG
acBéveldg Toug givat 1010 pLe Ta S1KA GOG.

- Edv mapotnpfoete Kamoto avemBOunT evEpyeLd, EVIUEPDOTE TOV YIOTPO TOV PAPUOKOTOLO 1
TOV VOGOKOUO 6aG. AVTO 16Y0eL Kot Yo KAOE mhovr avemBOunTn evépyeia IOV OV AVAPEPETOL
OTO TOPOV PUALO 0dNYIOV YpnoNs. BAéme mapdypapo 4.

T tepréyer To mapov VAL 00N YLOV

T etvon To Revatio kot oo givat 1) ygpron Tov

T mpéner va yvopilete mpv mdpete to Revatio

[og va mapete to Revatio

[MBavég avemBounteg evépyeteg

[og va puidooete To Revatio

[epreydpeva g cuokeLAGING Kot AOUTEC TANPOPOPIES

AU e

1. T eivan 10 Revatio kon move givar 1 ypfion tov

To Revatio nepiéyet ) dpaoctikn ovcia sildenafil mov avikel oe po KaTyopio apuiK®y, Tov
ovoudlovtol avaoToAelc TG poopodiectepdong tomov 5 (PDES).

To Revatio peidvel Ty aptnplokn TieoT 6Tovg TVELIOVES KOOMS d1EVPVVEL TO LLLOPOPO. AYYEID TOV
TVELLOV@V.

To Revatio ypnoylomoteitot yio TV avIILETOMTION EVIAMK®OV acOevdVy [Le DYNAT apTNpLoKT Tieon ot
OLLOPOPO. AYYELR TV TVELUOVAV (TTVEVLLOVIKT] OPTNPLOKT] VITEPTAUCT)).

To Revatio gvéoypo didAvpa givor pia evaiiaxtiky popen tov Revatio yio acbeveic mov tpocwpiva
dev pumopovv va mdpovv to Revatio diokio Tove.

2. Tvnpéner va yvopilete mpiv mapete 1o Revatio
Mnyv napete To Revatio

- og mepintowon aAlepyiog oto sildenafil 1§ og omo10oMTOTE GALO OTO TOL GLGTATIKA AVTOV TOV
QOPUAKOV (OVOPEPOVTOL TNV TTAPAYPAPO 6).

- oV ToipveTe APLOKO TOV TEPIEXOVV VITPIKA 1) 00TEG 0E1610V TOV AlDTOV OTWS TO VITPLIKO
apdio. Ta eappoka ovtd 6ivovTor cuyva Yo avakoDELet Tov dAyovg oto othbog ()
omBayyng). To Revatio pmopel va avénoet onpovikd tn Spaorn Tov QapuiK®y duToV.
Evnuepdote Tov yotpd cog v maipveTE KATOW0 0 avTd To Qdppoka. Av dgv giote Béforot
POTNOTE TOV YIUTPO 1 TOV PUPLOKOTOLO GG,

- ov maipvete plootyovdtn. Avtd 1o PappaKo givol yio T Bepomeio TG TVELUOVIKNG OPTNPLOKNG
vépTaong (ONA., VYNAN aptpLoky Tieon 6Tovg TVEDUOVES) Kot Xpoviag OpoufoepufoAixng
TVEVUOVIKNG VITEPTOOTNG (ONA., VYNAN apTNPLoKy TiEoT 6TOVG TVEDUOVEC, AOY® Opoufdcemv).
Ot avaotoleic PDES, 6mwg to Revatio, éxet amodeyytel 6Tt av&dvouv TV LIOTAGCIKY EXIOPOOT
avtov Tov Pappdkov. Edv Aappdvete plootyovdtn 1} v €iote Giyovpog EVIEPDOTE TOV YLITPO
oG,
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- OV EYETE MPOCPUTO VITOCTEL EYKEQPOAKO ENEICOO10 1| KapdloKN TPoSPorn, 1| av £xete coPfapd
TPOPANLO LE TO CLKDTL GOC ) oV EXETE TOAD YOUNAN apTnplakn wicon (< 90/50 mmHg).

- ov maipvete Kamowo edpuako yio tn Bepomeio poknTidoswv 6nwg ketokovaloin
rtpakovaloin 1 eapuaka mov tepiEyovy prrovafipn (yo Aoipwén HIV).

- ov glyote mOTE andAsia TG Opaong e&antiog EVOg TPOPALOTOS POTIG TOV GILOTOS TPOG TO
OTTIKO VELPO GTO UATL TOL OVOUALETOL kN APTNPITIOIKT TPOGHIO IGY UK OTTIKT VEVPOTAOELL
(NAION).

[pocdomomoeis Ko TPOPVAAEELS
AmevBuvieite otov Y10Tpd GOg TPOTOL YpnoiLomomoete To Revatio gdv:

- M acBéveln cog opeiretal og amOPPun 1 6TEVOOT PAEPOG GTOVG TVEVLOVES KOl YL OE
amoepaén N otévoon aptnpiog.

- €yete coPapod mpOPANUA LE TV KOPOLA OAC.

- €éyete TPOPANUO OTIC KOWMES TNG KapOLAG GOG TOV €ival Ol KOTAOTNTEG TOL OVTAOVV OLiLLAL.

- €yete VYNAN o AUOTOG OTO ALLLOPOPO. ALYYEIN GTOVG TVEDLLOVEC,.

- €yeTe YauUNAN Tieon alpaTog GTV AVATOLGOT).

- ybGvete peydAn TOcOTNTO COUATIK®OV VYP®OV (APLOATOGT)) TOV HUTOPEL VO TOPOLCLUGTEL OTOV
WPAOVETE TOAD 1] OeV TIVETE OPKETE VYPA. AVTO pmopel va cupPet edv €loTe APP®OTOG e
TLPETO, EUETO, 1 dLappOLaL.

- gyete i omdvia, KANPovoutkn Tadnon tov patidv (ueloyypwatikn oupifinotposidonddela).

- €yete o dlatapoyr TV epLpdV docEapi®Y Tov ailaTog (SPETOVOKVLTTOPIKY OVOLLiaL),
KOPKIVO T@V KUTTAP®Y TOL 0ipatog (Aevyoiuia), Kapkivo Tov puelod Tmv 06T®V (TOAAATAO
Luélmpa) N v Exete omoladNToTE achévela 1 SuGHoPPia 6TO TEOG GOG.

- oV TPEYOLGA TTEPI0d0 £XETE AKOG TOV GTOUAYOV 1| KAmola dtoTapayn TS TENS TOv aipaTog
(6mwg M arpoppo@iiia) 1 TPOPANLOTU PIVIKAG CLLOPPAYINGC.

- TOAPVETE PAPUAKO VIO TN OTVTIKT SVCAELITOLPYIQL.

Kotd ™ Bepameio TG avopikng oTuTikng Sucoieitovpyiog avapépnkay ot akdAovdeg avemBOpunTeS
EVEPYELEG OTNV OPAOT, LE TN XPTOT] AVUCTOAEWDV TNG POGPOOIEGTEPACTC TOTTOL 5,
couneptropfavopévou kat Tov sildenafil, pe un yvoot cuyxvotnta: peptkn, E0QviKn, TPOc®PIVI 1
poviun pelmon 1 aTOAELD TNG OPOCTG OTO VO, 1] Kol 6Ta dVO UATIOL.

Av oag cvuPei Eapvikn ueimon N andAgla TG Opaonc, OTORATIOTE Vo Taipvete Revatio kat
ETKOLVOVI|GTE GUECMG 1E TOV YIOTPO 6ag (PA. emiong mapdypago 4).

"Exetr avapepbel mopatetapévn Kot oplopéveg opég oduvnpn otho Gg Gvopeg PETE amd ANy Tov
sildenafil. Edv éyete otbon, n omoia dtopkel cuveyodueva yio TeplocdTEPO A0 4 DPEC, CTUUATOTE VU
naipvetre Revatio kol emkowvoviiote apéocmg pe Tov yuotpo cag (PA. eniong mapdypago 4).

Eidiéc mpoeidomonjoeis yio a00eveic ue veppixa 1 nratikd xpofinuaro,
O TPETEL VO, EVIUEPDGETE TOV YITPO OOG EAV EYETE VEPPIKA 1| NTOTIKA TpOoPANLaTa, Kadd Thavov
va ypelocdel Tpocappoyn g d6omng.

Moo ko Epnpor
To Revatio dev mpémet va yopnyeitol o Toudid Kot pnouvg nikiog Katm twv 18 etdv.

Ao @dppoxa kot Revatio
Evnuepoote Tov y10tpd 1 10V @OpUOKOTOW0 6oG 4V Toipvete, £xETE TAPEL TPOGPATA 1) Uitopel vo
népete GAAL PApLOKa.

o  DdppoKka OV TEPEXOVLV VITPIKA 1| 00TEG 0EE1010V TOV aldTOL OTI®G TO VITPIKS apvAto. Ta
QAPUOKE 0T dTvoVToL GLYVA Y10 avaKoDELoN TS ot OayYNS N «TtOvoL oto ooy (PA.
mapdypoeo 2. T npénel va yvopilete mpv va mapete 1o Revatio).

o Evnuepaote tov yratpd 1 Tov goprokomold cag edv 101 Aappdvete ploostyovdrr).

o  Ogpomeieg yio TNV TVELUOVIKT VITEPTAOT (T.). fOoCEVTAVT, TAOTPOGTN)).
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o Ddpuoka wov wepiEyovv St. John’s Wort (QuTiKo QapUaKELTIKO TPOIOV), PLOAUTIKIVN
(xpnoonoteiton oty Bepamneio Paxtnplokmdv Aoudéeny), KapPapalenivn, eatvutoivn kot
oawvoPapprrain (ypnoomotodvtal, petald dAlmv, yio v Bepaneio g eminyiog).

o  DdpupoKa TOV OPALOVOLY TO aipa (Yio Tapddetypo Bapeapivn) av Kot dev lyov MG OmOTEAEGLO
Kdwola avemBounTn gvépyela.

o  Ddpuoka oV TEPEXOVY EpuBpopvKivn, KhaplBpopvkivn, teMBpopukivn (avTiflotikd Tov
YPNOLOTOLOVVTOL Vi TN Ogpameio opiopévev Paknplokdv Aotuaéemv), cakovvafipn (Yo
Aotpwén HIV) 1 vepalodovn (yia katdOiwym), kabaog mbavov va ypelacdel mpocappoyn g
doong cag,.

o  Aloa-avaocTtoAeig (m.y. do&aloaoivn), Yo tn Bepameio TG VYNANG APTNPLOKNG TTiEONG 1|
TPOPANUATOV TOVL TPOGTATT, KAODS 0 GUVOIVLACUOS TOV dVO PUPUAKOV LUTOPEL VO TPOKUAESEL
CUUTTOUOTO YOUNANG APTNPLOKNG TLESTG TOV aipatog 6og (.. CoAn, kapnPapic).

To Revatio pne Tpo@1n Kol 10To
Agv mpénel vo tivete youd grapefruit eved Ppiokeote vid Oeponeio ue Revatio.

Kdnon kot Onraocpog

Av glote éyxvog, | Inldlete, vopilete 6T1 pmopel va giote £ykvog 1 oyedAlETE VL OMOKTNOETE T,
{ntote T GLUPOVAN TOL YIATPOL 1] TOV PUPUAKOTOLOV oag TPV AdPeTe avTO TO PAppako. To
Revatio dev mpémetl va Aopavetorl KoTd T SIEpKELN TNG EYKVUOGVVNG, EKTOG OV EIVOL ATTOADTOGC
amopaitnro.

To Revatio dev mpémel va yopmnyeital og yovaikeg mov fpioKovTal 68 avamapoy®ytkn nAkia, eKTog 6V
YPNOUYLOTOLOVV OMOTEAEGUOTIKA HETPA OVTIGOAANYTG.

To Revatio amekkpivetal 610 untpikd yoAo cog o€ moAd younAd enimeda kot dgv Oa Ty
QVOUEVOUEVO VO, BAGYEL TO LOPO GOG.

001 ynon Ko YEPGUOS POV RATOV
To Revatio propei vo, mpokaAécset (OAnN Kol va ETNPeaceL Ty 0paot). Oa mpénel va, yvopilete TG
avTIOpd 0 0PYUVIGUOG GOG OTO PAPLLOKO, TPOTOV OONYNOETE 1 YEPLIOTEITE UINYOVILATO.

3. o yopnyeitan To Revatio

To Revatio yopnyeitar wg evdopAéPia Eveon kot Tavta Oo cag yopnyeital amd yoTpd 1 and
voookopo. O ylutpdg cog Oa Tpocdiopicel T didpkela e Oepaneiog cog kot téoeg Revatio
evoopAEPLeg evéaelg Ba AdPete kb nuépa Kot Ba eEAEYYEL TNV OVTOTOKPIGT] GOG Kol TNV KATAGTOO
oag. H ouviong 06on eivar 10 mg (mov avtictoyel og 12,5 ml) tpeig popég tnv nuépa.

Ba cog yopnyndet o evéopréPia Eveon Tov Revatio avti tov diokiov Revatio.

Av AaPete peyarvtepn 06on Revatio amd v kavovik

Av avnovyeite 6T umopel va oag £xel xyopnynOel mpa modd Revatio, evnuepdote auécc TOV Y10TpO
o0G 1 TOV/TNV VOcoKouo cog. Aappdvovtag mepiocodtepo Revatio and 6t1 mpénet pmopei va avénbei o
KIVOLUVOG ELPAVIONG YVOOTOV AVETIOOUNTOV EVEPYELDV.

Av mapain@0si kdrowa d66m Tov Revatio

Kobnhg avtd to pappaxo Bo oag yopnyeital vd 6TV 10TPIKT| TopaKorlovOnon, elvar amifavo va
mopoAneOel kamola doom. 61000, AV TOTEVLETE OTL KATOl0 dO0T £xEl TaPOANEOE, va evnuepmoeTe
TOV Y1TPO 1] TOV QUPLOKOTOLO GOGC.

Ag Ba mpénet va cag yopnyndetl Surdn 06om yia vo avarAnpmbei 1 6601 Tov TapPUANPONKE.

Av otapotioste vo Aapfavete Revatio
H Eaopvikn drokomn g Bepaneiog pe to Revatio pmopei va xeipotepevoet ta cupntodpota oog. O

10TPOC GOC UTOPEL VO, GOG LELDCEL TN dOOT] Y10 ATYEG LEPEC TPV CTOUATNOETE EVIELMG TN Oepameia.

Av €yete TEPIGGOTEPES EPMTNOELS GYETIKA LLE TN PTON CLTOV TOL PAPUEKOV POTIOTE TOV YUTPO 1)
TOV POPLOKOTOLO GOG.
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4. IMBavig avemBouNTES EVEPYELES

Onwg 6ha o pdppaka, £Tol Kot To Revatio propet vo mpokarécet avemBOUnNTe EVEPYELES, av Kal Ogv
Tapovotdovtol oe OAOVG TOVG AvVOPOTOVG.

Av Budcete 0mo1ecdNTOTE Ao TIG akOA0VOEC avemiBuunteg evépyelec O TPEMEL VO GTOUATNCETE VO

moipvete Revatio kot va emikovovioete apéowmc pe Evay yorpod (PA. emiong mapdypogo 2):

- oV TOPOVCLACETE EOPVIKT LEIMON 1 AT®AELR TNG OpAoTG (UM YVOGTH CUYVOTNTO)

- OV TOPOVGLACETE GTVOT) GVVEYODS OLAPKELNG LeEYOADTEPNC TV 4 wpdv. [TapateTapuéveg Kot
OPIOUEVEC POPEC 0OVVNPEC GTVOELS EYOVV avapepbel oe avopeg puetd t Ay sildenafil (un
YVOGTH cuyvOTNTa).

Evilkeg
O avemBOuntec evépyeleg Tov ovapépOnkay o€ Lo KAk pehétn pe to Revatio evésiuo didhoua

NTav TaPOUOLES e EKELVEC TOV avaeEpONnKay og KAVIKEG peAéteg e dtokio Revatio. Ze khvikég
UEAETEG O1 TOPEVEPYELES IOV avapEPOnKaY cuyvd (Umopel va exnpedoovy péypt 1 otovg 10
avOpdOTOLVG) NTOV EEOYT) TPOCHTOV, TOVOKEPOAOG, YOUUNAT PTNPLOKT TEST Kot vaTia.

g KMVIKEG PLEAETEG O1 TAPEVEPYELEG TTOL avaPEPONKaV cuyvd (Lmopel va ennpedoovv péxpt 1 otoug
10 avBpmmovc) amd Tovug acheveic e TVEVHOVIKT OPTNPLOKT] VIEPTACT NTAV EEQYT] TPOCHTOV Kol
vauTia.

O mopevépyeleg o KMviKEG pehéteg e dlokio Revatio, mov avaeépnikoy mold cuyva (umopel va
emnpedoovy meptocdTEPOVS amtd 1 otovg 10 avBpmdmovg) Nrav kKepororyia, E£ayn 610 TPOG®TO,
dvuomeyia, didppota Kot TOVOS 6Ta YEPLOL 1| 6T TOSLA.

[Mopevépyeleg mov avaeépdniay cuyvd (uropel va ernpedoovy péypt 1 atovg 10 avBpmmovc)
mePMapPavay: vVTodepUikn AoTUmEN, YPITOIN CUUTTAOUATO, PAEYUOVY] GTOVE KOATOVE TNG HOTNG,
petmpEVo apBpodc epuBpav apocpatlpiov (avoipio), KOTakpaTnon vypav, SVGKOALN GTOV VTIVO,
ayyoc, nukpavio, TpéHovio, aicOnua vnypov, aicOnua kaboov, petwpévn aicnon aeng, opoppayio
010 omicOio uépog Tov oAU, ETOPAcELS GtV OpacT, Odupog opdoemc kat voicOncia 6To PG,
EMOPAGEIC GTNV OTTIKY AVTIANYT TOV XPOUATOV, EpEBIoUEVOLS 0QOAANOVS, E0TIEC OLOpPOYiNG GTOV
00BuApo/eEEpBpovg 0pBaAOVG, TAyYO, BpoyyiTida, pvikn aloppayia, Katappon, fiya, Boviopévn
WO, GAEYUOVN] TOL GTOUAYOV, YOOTPEVTIEPITION, OicONUA KADGOV KATM and TO GTEPVO, OUOPPOTOES,
dtdtaomn g Kotkiag, Enpootopio, aTdOAEW TPLYDV, EPLOPOTNTO TOV JEPUATOC, VOKTEPIVOVC 1OPADTEC,
LLTKOVG TOVOVG, 0GQLaAYin Kot avénuévrn Beppokpacio Tov GOUATOG.

AvemBounteg evépyeleg mov Exovv avapepOei Ayodtepo cuyva (umopel va emnpedoovy péxpt 1 otovg
100 avOpdmovg) cvumepteldufavay: petmpuévn o&HtnTa g Opacnc, SIMA®TIN, U PLGIOA0YIKO
aicOnpa otov oHaANS, apoppayio TEOLS, TAPOVGIO AILATOG GTO CTEPUN KA GTO 0VPa KOt
SOYK®GT TOL LOGTOV GTOVG AVOPEC.

"Exet emiong avagepbel depuatikd e£avOnpa kot arevidio peimon 1) amdAELD TG 0KOTNG KOl LEWOHUEVT
OPTNPLOKT TLEST] E UM YVAOGTH GLYVOTNTA (1 cLYVOTNTA deV pmopel va ekTunel and Ta debéoipa
dedOUEVD).

Ava@opd avemOuunToV EVEPYELOV

Edv mapatnproete Kamowo avemBOUnTn eVEPYELD, EVILEPDOTE TOV YIOTPO 1) TOV POPLOKOTOLO GO,
Av10 1oy0et Kot Yo ke mhovn avemBOUnTN eVEPYELR TOV OEV AVAPEPETAL GTO TTAPOV PVAAO 0O YLDV
ypronc. Mmopeite eniong va avagépete avembounteg evépyeleg anevbeing, péow Tov eBvikond
GLGTHIOTOG OVOPOPAS TOV avaypapetar 6To [apdpnua V. Mécm tng avaeopdc avertdountov
evepyelmv umopeite va fondnoete ot GLAAOYN TEPIGCOTEPDV TANPOPOPIDV GYETIKA LUE TNV OOPAUAELL
TOV TOPOVTOG PAPUAKOL.
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5. o va puracoete To Revatio
To @apuako ovtd TPETEL VO PLAACCETOL GE UEPT) TOV OEV TO PAETOVY KoL OV TO POAVOLV TO TOUdLA.

Na pn ypnoyLonoteite 0vtd T0 PAPHOKO UETE TNV NUEPOUNVia ANENG TOV OVAPEPETOL GTNV ETIKETA TOL
eroAdiov kot 6to kKouti petd v AHEH. H nuepopunvia AMéng eivan 1 teElevtaio npépa Tov piva wov
ovVopEPETOL EKEL.

Agv amaitovvton €101KEG 0dnyieg dratripnong v to Revatio.

Mnv mtetéite QAPLAKN GTO VEPD TNG OMOYETELONG 1| OTA OKLAK( amoppinpotoe. Potmote tov
(OPLOKOTOLO GOG Y10, TO TAG VO, TETAEETE TA. PAPUAKO TTOL OEV YPNCILOTOLELTE TTio. AvTd T péTpa O
BonOncovv oty Tpoctacio Tov TEPPAAAOVTOG.

6. Mepreyépeva TG GVOKEVAGING KOL AOUTEG TANPOPOPIES

T epréyer o Revatio
- H dpoaotikn oveia eivan to sildenafil. Kébe ml drodvpatog mepiéyet 0,8 mg sildenafil (wg xitpikd
GAog).
Kda0e praridwo tov 20 ml mepiéyel 10 mg sildenafil (g kitpikd drag).
- To dAlo cvototid givorl YAukOdn Kot DO®p Yo EVECTIUAL.

Epgévion tov Revatio ko mepreydpeva TG 6VoKELAGIOG

Kd0e cvokevacio Tov Revatio evéoiuo diddvpa mepiéyet évo eroridio tawv 20 ml amd dapaveg yuoad,
10 01010 givol KAEIGUEVO UE Eva EAOOTIKO TOUN YAMPOPOLTLAIOL Kot £XEL IO ETIGPPAYIOT
aAovpviov.

Kartoyog Adsrog Kvkhogopiog kot Ilapackevaostiig

Kdroyog Adsrog Kukhogopiag:
Upjohn EESV, Rivium Westlaan 142, 2909 LD Capelle aan den Jssel, Kdtm Xdpec.

[Mopackevaotic:
Fareva Amboise, Zone Industrielle, 29 route des Industries, 37530 Pocé-sur-Cisse, 'oAlia.

[No omoladnmote TANpoopic oYETUKE Pe TO TaPOV POPLOKEVTIKO TPOidV, TapoKaAeicOs va
amevuvleite otov Tomiko avtimpdommo tov Katdyov g Adeiag Kvkhopopiag:

Belgié /Belgique / Belgien Lietuva

Pfizer S.A./N.V. Pfizer Luxembourg SARL filialas Lietuvoje
Tél/Tel: +32 (0)2 554 62 11 Tel. +3705 2514000
Bovarapus Luxembourg/Luxemburg
[aiizep JTrokcemOypr CAPJI, Kion bearapuss ~ Pfizer S.A.

Temn.: +359 2 970 4333 Tél/Tel: +32 (0)2 554 62 11
Ceska republika Magyarorszag

Pfizer s r.o. Pfizer Kft.

Tel: +420-283-004-111 Tel.: +36 1488 3700
Danmark Malta

Pfizer ApS Vivian Corporation Ltd.
TIf: +45 44 20 11 00 Tel: +356 21344610
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Deutschland
Pfizer OFG Germany GmbH
Tel: +49 (0)800 5500634

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

E\rada
UPJOHN HELLAS EIIE
TnA: +30 2100 100 002

Espaiia
Pfizer GEP, S.L.
Tel: +34 91 490 99 00

France
Pfizer PFE France
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland
Pfizer Healthcare Ireland

Tel: 1800 633 363 (toll free)
+44 (0)1304 616161

island
Icepharma hf.
Simi: + 354 540 8000

Italia
Pfizer Established Medicine Italy S.r.1.
Tel: +39 06 33 18 21

Kvmpog
GPA Pharmaceuticals Ltd
TnA: +357 22863100

Latvija

Pfizer Luxembourg SARL filiale Latvija

Tel: +371 670 35 775

Nederland
Pfizer bv
Tel: +31 (0)10 406 43 01

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.,
Tel.: +48 22 335 61 00

Portugal
Laboratoérios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L.
Tel: +40 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja
farmacevtske dejavnosti, Ljubljana

Tel: + 386 (0) 1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organizacné zlozka
Tel: +421-2-3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 43 00 40

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

United Kingdom
Pfizer Limited
Tel: +44 (0)1304 616161

To mwapov @UALO 00N YOV Yp1oNs avaBepOnke Yo TElEVTOIO POPd GTIG

Adreg TNYEG TANPOPOPLOV

Aemtopepeic TANpopopieg Yo 10 PAPHOKO aVTO ivar d1fEcIeS 6TO SIKTLOKO TOTO Tov Evpmmaikod
Opyaviopov @apudiov http://www.ema.europa.eu. Y Tpy0ovV ENIONG GUVOEGHOL LE GALEG 10TOGEMDES

OV ALPOPOVV GE OTAVIEG achéveleg kot Oepameieg.
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®vrAo ooV ypiong: [IAnpogopieg Yo Tov acOeviy

Revatio 10 mg/ml kévi¢ yro TOG1H0 EVOILOPN PO
sildenafil

A doTe TPOGEKTIKA 0AOKANPO TO PVALO 0ONYIAV (PGS TPOTOV OPYIGETE VA TALPVETE AVTO TO

QOAaPLOKO, OLOTL TEPLAUUPAVEL CNUAVTIKES TANPOPOPIES Y10 UG,

- DdvrdEte avTd TO PUALO 0dNYIBY Ypiong. Towg ypelaotel va to defdcete Savd.

- Edv éxete mepartépo amopieg, pOTNOTE TOV Y1OTPO 1) TOV QAPLAKOTOLO GOG.

- H cuvvtayn yia avtd 10 gapproko xopnyndnke amokAloTIKd Y10 60G. AgV TPEMEL VO SDGETE TO
QAapuroKo o€ AAAOVG. Mmopel vo Tovg Tpokarécel PAAPT, aKOU Kot OTOV TO, GNUEIN TNG
acBéveldg Tovg giva 1010 pLe Ta SIKA GOG.

- Edv mapotnpfoete Komolo avemOOunT evEpyeLd, EVIUEPDGTE TOV YIATPO, 1] TOV QUPLOKOTOLO
00G. AVt 1oyvet Kat Yo kKaBe mhovi) avemBOUNTN EVEPYELD TOV OEV OVAPEPETOL GTO TAPOV
@OALO 0ONYIdV yprong. BAEme mapdypago 4.

T tepréyer To Tapoév eOAL0 00N YLOV

T etvon o Revatio kot oo eivat 1 xpnon tov

T mpéner va yvopilete mpv mdpete to Revatio

[og va mapete to Revatio

[MBavég avemBounteg evépyeteg

[og va pvidcoete to Revatio

[epreydpeva g cLoKeELAGING Kol AOUTEC TANPOPOPIES

AU e

1. T eivan 10 Revatio ko ove givon 1 (pfion tov

To Revatio nepiéyet ) dpaoctikn ovcia sildenafil mov avikel oe po KaTyopio apuiK®y, Tov
ovoudlovtol avaoToieic TG poopodiectepdong tomov 5 (PDES).

To Revatio peicdver tnyv aptnplokn TS 6TOVG TVELLOVES KAOMG d1EVPVVEL TOL ALLOPOPOL AYYEID TOV
TVELLOV@V.

To Revatio ypnoylomoteitot yio TNV OVILETOMION TG VYNANG OPTNPIOKNG TIECTC GTA ALLOPOPQ
ayYEio, TOV TVELUOVAOV (TTVELLOVIKT OPTNPLOKT DITEPTACT]) G EVIAIKEG Ko Toudid Kot eprouvg omd 1
¢wc 17 etv.

2. T pémer va yvopilete apwv wapete To Revatio
Mnv wapete 10 Revatio

- o€ mepintwon aAlepyiog oto sildenafil | o 0mo106MTOTE GALO OO TAL GLGTATIKA AVTOV TOV
QOPUAKOV (CVOPEPOVTOL BTNV TPAYPUPO 6)

- oV TOIPVETE QAPLOKO TTOV TEPLEXOLV VITPIKA 1 06TeC 0££1610V TOV 0{DTOV OTWS TO VITPIKO
apdio. Ta edppoka ovtd 6ivovial cuyvd Yo avakoveion Tov dAyovg oto otifog (1
omBayyng). To Revatio pmopel va avénoet onpovikd tn Spaon Tov QapuiK®y duToVv.
Evnuepaote tov yrotpd oag av maipvete KAmolo amd avutd to gappoka. Av dev giote BéPatot
POTNOTE TOV YIULTPO 1) TOV PUPLOKOTOLO GAG.

- oV TOiPVETE proctyovdtn. Avtd 1o edpuoako givol yio ™ Bepomeio TG TVELUOVIKNG OPTNPLOKNG
VIEPTOOTNG (ONA., LYNAN APTNPLOKT TECT GTOLG TVEDUOVES) Kot Xpoviag Opoufogpuforikig
TVELUOVIKTNG VITEPTOONG (ONA., VYNAN apTNpLaKy mieon 6Tovg Tvebuoveg, Aoy Opoufaocemv).
Ot avaotoleic PDES, 6mwg to Revatio, &yt amodeyytel 6TL av&dvouv TNV LoTACIKY EXIOPOOT
avTov TOoV PappdKov. Edv Aappdvete pltootyovdtn 1} 0V €i0Te Giyovpog EVILEPDOTE TOV YIITPO
oG,

- av £YETE TPOCPOTU VITOGTEL EYKEPUAKO EMEICOO10 1 Kapdlokn TPoSforn, 1| av €xete cofapd
TPOPANUA LLE TO CUKDTL GOG 1) OV EXETE TOAD YOUNAN aptnplakn wieon (< 90/50 mmHg).
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oV TOPVETE KATO0 PAPLOKO Y10, TN Oepameion pUKNTIACEDY 0TS KETOKOVOULOAN 1|
rtpaxovaloAn N papuraka wov mepEyovy prrovafipn (yio Aoipwén HIV).

av glyate moté andAeln TG Opaong eEattiog evog TPOPANLATOG POT|G TOV OU[LOTOC TPOG TO
OTTIKO VELPO GTO UATL TOL OVOUALETOAL U APTNPLTIOIKT TPOGHIO IGY UK OTTIKT VELPOTAOELL
(NAION).

[pocdomomoeis kKo TPOPVAAEELS
AmevBuvieite otov Y10Tpd Gag TpoTov dpete To Revatio edv:

N acBéveln cag opeiletTar og amdEpasn N otévmon EAEPAG OTOVG TVEDUOVES Kot OYL GE
amoepaén N otévoon aptnpiog.

éxete ocofapo mpOPANpa pe TNV Kapdld Gog.

éxete TPOPANUO OTIC KOIAMES TNG KAPOLAS GOG, Ol OTTOIES EIval 01 KOIAOTNTEG TTOL AVTAODV LA
EYETE LYNAN TEOT AUUOTOG OTO ALLOPOPO. ALYYEIN GTOVG TVEDLOVEG,.

EYETE YOUMAN OPTNPLOKN THEST) GTNV avATOvoN.

YOVETE PEYAAT TOGOTNTO COUATIKAOV DYPOV (APLIATMGCT)) TOV UTOPEL VO TAPOVCLOCTEL OTAV
1Wpadvete TOAD 1 dev TiveTe apkeTd VYPA. AvTd pmopel vo cuuPel edv eloTe APPOOTOC LUE
TVPETO, EUETO, 1 dLappOLQL.

€YeTE oL omAvia, KANPOVOUIKT Tadnom TV patidv (uelayypwatiky oupifinotposidonddela).
éxete P dratapay] TOV EpLOPAOV AULOCPUIPI®Y TOV AilaTog (SPETOVOKVLTTOPIKY OVOLLIOL),
KOPKIVO T®V KUTTAP®Y TOV 0ipatog (Aevyoipia), Kapkivo Tov puelod Tmv 06T®V (TOAAATAO
LLEA®UA) 1) €0V £YETE OTTOLONTOTE 0GOEVELD 1) SLGLOPPIO GTO TEOG GO,

OTNV TPEYOLGO TTEPIOJO £XETE EAKOG TOV GTOMAYOV 1 KATOLO S Tapoiyn TNG TNENG TOL GLLOTOG
(6mwg M apoppo@idia) 1| TPOPANUATO PIVIKNG OLUOPPOLYiOG.

TOIPVETE POPLLOKA Y10 TI) GTLTIKT OVGAELTOVPYICL.

Kotd ™ Oepomeio TG avopikng oTuTIKNG SucAeitovpyiag, avagépOnkay ot akdiovbeg avemBOunTeg
EVEPYELEG OTNV OPAOT, LE TN XPTOT) AVUCTOAEWDV TN POGPOOIEGTEPAGTC TOTTOL 5,
couneptropfavopévou kat Tov sildenafil, pe un yvoot cuyxvotnta: peptkn, E0QViKn, TPOcO®PIVI 1
poviun peimon 1 oTOAELD TG OPACTS GTO £VOL 1] Kol 6T dVO UATIOL.

Av oag ovuPei Eapvikn peimon 1 andAelo TG OpaoNc, CTORATIOTE Vo Taipvete Revatio kat
ETKOLVOVI|GTE OPECMG NE TOV YIOTPO 6ag (PA. emiong mapdypapo 4).

"Exet avapepbei mapatetapévn Kot opioreveS popég 0dVVIPY GTVUGT GE AVOPES LETH OO AYT TOL
sildenafil. Edv éyete otbom, n omoia dropkel cuveyoueva Yo TeplocdTEPO A0 4 DPEC, CTUUATOTE VU
naipvete Revatio kol emkowvoviiote apéocmg pe Tov yuotpo cag (PA. eniong mapdypapo 4).

Eidiéc npoeidomonjoeis yio ao0eveic ue veppixa 1 nwotikd pofiuaro,
Oa TPENEL VO, EVIUEPDGETE TOV YIATPO OO EAV EYETE VEPPIKA 1] NTATIKA TpoPANLata, Kabmg mhavov
va ypelocdel Tpocappoyn g d0omng.

Howowd
To Revatio dev mpémet va yopnyeitol o Toudid Katw tov 1 £tovg

Ao @dppoxa kot Revatio
Evnuepoote Tov y10tpd 1 10V @opLoKomold cog edv maipvete, £xete TApeL mpds@aTa 1 Uropet vo
népete GAAL PApLOKa.

o Odppaka oL TEPLEYOVY VITPIKE 1 dOTEG 0&E1di0oV TOV al®dTOV OTTMG TO ViTPpKd apdAto. Ta

Qappoka ovtd divoviar cuyva Yo avakoveion TG oTnddayyng 1 «téovov oto otnboc» (PA.
napdypoeo 2. Ti wpénel va yvaopilete mpv vo tdpete 10 Revatio)

e Evnuepdote Tov yotpo 1 ToV popuokomold oag edv 101 Aappdvete plootyovdrt.

e Ogpameieg Yo TNV TVELUOVIKT VEEPTAOT] (.. foceVTavn, IAOTPOCTN)

o Odppaka wov mepiEyovy St. John’s Wort (QuTIKO QOpPHOKEVTIKO TPOIOV), PLPOUTIKIVY
(xpnowonoteital otnv Oepaneia Paxmplokdv Aotudéemv), kopPapalenivn, eavutoivn Kot
eowvofapprtain (ypnoiponotodviat, petald aGAr@v, yio v Bepomeio Tg emtinyiog)
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o Odppoka oL apaldVoVY TO aipa (Yo Tapadetypa Papeopivn) av Kot dev eiyov o¢ amoTélecua
Kdmotla avemBountn evépyeia

o Odppaka wov mePEYOLVY epvOpopvkivn, KhapiBpopvkivn, TeMBpopvkivn (avTifloTikd Tov
YPNOYOTO0VVTaL Yo T Bepoameia opiouévav Paktnplakdy Aouméemv), caxovtvafipn (Yo
rotuwén HIV) 1 vepalodovn (yia katdOiuyn), kabmg mhavov va yperachel Tpocapuoyn e
dooNG COC.

o AApa-ovaotoleic (m.y. do&aloaivn), yio T Oepameia TG VYNANG apTNPLKNG TTiEGNC 7
TPOPANUATOV TOV TPOGTATY, KAONDG 0 GUVOIVOCUOG TV dVO PUPUAK®OV UTOPEL VO TPOKAAESEL
CUUTTMOUOTO YOUNANG apTNPLoKNg Tieong (m.y. {ain, kapnPapio).

To Revatio pe Tpo@n kot Totod
Agv mpémel va mivete youo grapefruit evéd Ppiockeote vrd Bepaneio pe Revatio.

Kdnon kot Onraocpog

Av glote €ykvog, | Inhalete, edv vopilete 0T pmopel va elote £yKvog 1 €Gv oxed1ALETE VO ATOKTHOETE
odi, {nTNoTE TN GLUPOLAT TOV YIUTPOV 1 TOL PUPUAKOTOLOD GG TPV AGPETE AVTO TO Papuaxo. To
Revatio dev mpémet vo Aapuavetotl KoTd T SIGpKEL TN EYKVIOGVVNG, EKTOC OV EIVOIL AITOADTOC
amopaitnTo.

To Revatio dev mpémel vo yopnyeitor og yovaikeg wov Ppickovial 6e avamapoy®ytkn NAKia, eKTog 6V
YPNOYLOTOIOVV OTOTEAEGHUOTIKE HETPA OVTIGOAANYTG.

To Revatio amekipivetar 610 untpikd yAo cog o€ ToAd younAd enimeda kon dev Oa Tav
OVOUEVOLEVO VO, BAGYEL TO LOPO GOG.

00 yNo1 KoL LEPLGROS PN AV HATOV
To Revatio pnopei vo, mpokarécet (OAn Ko va Ennpedoel Ty 0paot). Oa mpénel va, yvopilete Tmg
avTIdpd 0 0PYUVIGUOG GO GTO PAPLOKO, TTPOTOV 0ONYNOETE N XEIPLOTEITE UNYOVIIUATO.

To Revatio mepiéyel copfrroin
To Revatio 10 mg/ml k6vig yio mdoipo evarmpnua meptéyet 250 mg copPrroing ové ml
avOoVOTOOEVTOG TOGUOV EVOLMPNLOTOC.

H copPiroin givar pa mnyn epovktolng. Eav o yuatpdc cog, oag Exetl mel 0Tt 0€ic (1] To Todi 60g)
éxete duoavelio o€ OpIGUEVA GAKYOPA, | EXETE O10YVMOTEL IE KANpOovopkT dvcaveéio ot gpoukToln
(HFI), pio omavio yevetikn dtotapayn, TNV 0Toio, T0 ATOUO0 OEV UTOPEL Vo SI0OTAGEL TV @PovkToln,
EMKOWVMOVNGTE UE TOV YIUTPO G0¢ TPV €G€iC (1) TO Toudl 60¢) TAPETE N AGPETE AVTO TO PUPUAKEVTIKO
TPOioV.

To Revatio wepréyer Pevioino varpro

To Revatio 10 mg/ml kévig yio mooipo evarmpnua mepiéyet 1 mg Pevioikov vatpiov avd ml
avaovotadiviog Toouov evatowpniuotoc. To fevioikd vatpilo pumopel vo avéNoet Ta eninedo Uiag
ovoiag mov ovoudletatl xolepvOpivn. Ta vynAd enineda yorepvOpivic umopei va 0dNyHGoLY GE IKTEPO
(xiTpvn xpdGN TOL FEPUATOG KOL TOV LATIDV) EVD UTOPEL ETIONG VO, 00NYNGEL 68 EYKEPUAKT PAGPN
(eykeparomdBern) oe veoyévvmra Bpéon (LéExpt 4 efSoUAd®V).

To Revatio wepiéyel vatpio
To Revatio 10 mg/ml k6vig yio méoio evoaumpnuo meptéyet Arydtepo amd 1 mmol vatpiov (23 mg) avd
ml avacveTafEVTOg TOGILOL EVALMPNUATOS, Eival 0vTd Tov ovopdalovue «elevbbepo vatpiovy.

3. o vo wapete To Revatio

[Tédvtote va TaipveTe TO PAPLOKO AVTO ALGTNPE COUPOVO, LE TIG 00NYiES TOV YiaTpob cag. Edv éyete
ap@BoAiec, pmTACTE TOV YITPO 1) TOV PUPLOKOTOLO GOG.
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H ocvviotdpevn d6om yia evijhikeg givar 20 mg tpetg popég v nuépa (Aappavetat avd Sdotnua
6 £¢0¢ 8 pmV), pe N yopic TV cuvodeia oynToo.

Xpnion o€ Tood ko epnfoug

Mo moud1d ko epnPouvg nikiog 1 €wg 17 etdv, n cuviotdpevn doon givar gite 10 mg (1 ml wéoyov
EVOLMPNLLOTOG) TPELG POPEG TNV MUEPA Y1 TOdLd Kot eprifovg mov Luyilouv 20 kg 1 Mydtepo, 1 20 mg
(2 ml OGOV EVOUOPNHLLATOC) TPELS POPES TNV NUEP Yo ToudLd Kot pPPBovg wov Luyilovy Tavem

amo6 20 kg, kot Aapfaveron pe 1 yopic Ty cuvodeio payntov. YYnaotepeg 00GELG deV TPENEL VA,
YPNOYLOTOLOVVTOL GTA TTOLOLAL.

To moéoo evaidpnue TpémeL Vo, avokiveital KaAd tovAdyiotov yio, 10 dgvtepdienta Tptv T ¥pno.
Oonyieg Yo TNV OVAGVGTAGT] TOV TOGLHOV EVOULOPNLATOS
SVVIGTATOL TV 0vaeDoTooT (TN dNUIoVPYio) TOV TOGULOV EVOLMPAILOTOS VO TNV TPAYLOTOTOLEL O

(POPLLOKOTOLOG TPV VAL GOG TO OMOEL.

Edv avacvotabei, To mocio evordpnuo 0o givor oe vypn popeny. Edv n kovig oev £xet avacvotobei,
B0 TPEMEL VO KAVETE TNV avOCLOTACT AKOAOVOMVTAG TIC TAPAKATM 0dNYiES.

Inueioon: Oo npénel va ypnoomroindei cuvolikdg 6ykog 90 ml (3 x 30 ml) vepod yia v
avacVOTOOT) TOV TEPLEYOUEVOV TNE PLAANG, aveEApTNTA Ao TN 006 TOL AUUPAVETE.

1. Xtomnote EAappd T ELAAN Yo Vo amelevbepmbel n KOVIC.
AQa1péoTe TO IO
3. Metpriote 30 ml vepod yepilovtag to S001ueTpIkd KOTEAAO (TEPIEYETAL GTO KOLTI) PEYXPL TN

drofadon kot petd TpocHécte To vEPO Ot PLAAT. XPNOCUYOTOIOVTOS TO KOTEALO UETPNOTE
axoua 30 ml vepov kot Tpochécte ta ot ELAAN (skdval 1).

X1 X1
= =
30 ml 30 ml
O
swkovo 1
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4. Emavortonofemote 10 mO0 KOl avaKIVAGTE TN OLAAN Evtova Yo TovAdyiotov 30 devtepdienta
(ewova 2).

5 g

gkova, 2

v

AQoipéoTe TO TOUA.
6. XpNoOToIDHVTOC TO KOTEAAO petpriote axkopa 30 ml vepod kot Tpocbécte Ta 6T GLOAY.

[pénet va tpocbitete mavta cuvoiikd oyko 90 ml (3 x 30 ml) vepov, ave&aptnta amd T doom
oL AapPavete (ekova 3).

swkova 3

7. Emavoronofemote 10 mO0 Kol avaKIvieTE TN OLaAN Evtova Yo TovAdyiotov 30 devtepdienta
(ewcova 4).

@)

gikovao 4

8. AQoipéoTe TO TOUA.
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9. [Tiéote Tov Tpooappoyéa 6To AAd TG PLIANG (0TTmG eaivetal oty iKova 5 Topakdt®). O
TPOCAPLOYENS TOPEYETAL £TCL MOTE VO UTOPEITE VAL YEUIGETE TNV DOGIUETPIKN CLPLYYA YidL
XOPNYNON a6 GTOUOTOC UE PapuaKo arnd T @LiAN. Eravatomofethote to TdUA 6T QLAAN.

o
=

swova 5

10.  I'payte v nuepounvio ARENG T0L AvacVOTUOEVTOG TOGLUOV EVALOPNUOTOS GTNV ETIKETO TG
PLaANG (M Nuepounvia AMMENG Tov avacvoTadéviog ToOGIUoV evatwprotog ivat 30 nuépeg omd
™V nuepounvia avacvotaons). Tvxdv VIOAEULO TOCIUOV EVALOPTUOTOG TPETEL VA
OTOPPITTETOL 1] VO EMOTPEPETOL GTOV QOPLLOKOTOLO LETA AITO QVTY| TNV TLEPOUNVIAL.

Odnyieg ypriong

O goappokomoldg cag Oa mpémel va cag cLUPOVAEYEL GYETIKA UE TO TMG B0, LETPTGETE TO PAPLOUKO
YPNOUYOTOIDVTOC TNV SOCIUETPIKT COPLYYA Y10 YOPTYNON OO GTOUNTOC TOV TOPEYETAL LLE TNV
ovokevacio. Metd v avachoTaoT, To TOGIHo evolmpnua Ba Tpémel va yopnysiton poévo pe v
JOCIUETPIKN GUPLYYO Y10 YOPTYNON OO GTOLNTOC TOV TapExeTan P kb cvokevacio. [Tapakaiovpe
avaTpEETE OTIC 001 YIEC TAPAKATM TPV T YPNOT TOL TOGIUOV EVULMPTLOTOC.

L. AVOoKIVAOTE TNV KAELGTH QLAAT] TOV 0VOCLOTAOEVTOC TOGULOL EVOLMPTLLOTOG £VIOVA Y10
TovAdyiotov 10 devtepdrenta Tpv TV XPNoT. AQUpEcTE TO TOUO (EIKOVA, 6).

gikova 6
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Evéd n ¢1dAn givar o kotakdpoen Béon, Tave o€ emninedn empdveld, ELGAYETE TO POYYOS TNG
OOCIUETPIKNG GUPLYYOG VIO YOPNYNOT AO GTOUOTOG GTOV TPOCAPHOYED (EIKOVA 7).

swova 7

Avamodoyvpiote Tn LAAT, EVO KPATATE TNV SOCUETPIKN GUPLYYA Y10 YOPTYNON OO GTOUOTOC
ot 0éon . Tpapnére apyd, Tpog ta Ticw, To EUPOAO TNG OOGUUETPIKNG COPLYYOS YLo
YopNyNoN 0o 6TOHOTOC 6T defadon mov avtioToyel oty do6on Yo €0dg (apaipeon 1 ml
mopéyel doom tov 10 mg, apaipeon 2 ml Tapéyel 66on Tov 20 mg). ['o va peTpfoete v 066N
pe axpifeta, N Tavo dkpn tov uPorov, Tpémel va evBuypoppileTol pe TV KOTAAANAN
dtfadon g SOCIUETPIKNG GUPLYYHG Yio YOPTYNoN 0md GTONNTOC (stkova 8).

M Q
skova 8

Edv BAénete peydhec puoadideg, méote To £UPoA0 apya TPOG TO LEGO GTN GVpLyYa. AVTo o
00N YNOEL TO PAPLOKO TAAL HEca ot PLAAT. Eravoldfate To fripa 3 Eavda.

Ivpiote ) e1dAn o€ 6pOila BEom, Evid 1 SOGIUETPIKT GUPTYYA YO XOPYNOT| OO GTOUATOG
mopopével otny 0€on e, AQUPESTE TNV SOGIUETPIKT GUPLYYO VIO YOPHYNON atd GTOUOTOC OTo
TN QLAAN.
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6. TomoBetnoTE TO POYYOG TNG SOGUETPIKNG SVPLYYOS 6To oTOp. KatevBivere to pOyyog tng
OOGIUETPIKNG GUPLYYOAG Y10 YOPNYNON AO GTOHOTOS LE KATEVBUVOT TPOG TO ECMTEPIKO TOV
udayoviov. IMéote APT'A to £uPolo TG d0GIUETPIKNG GVPLYYOS Y10 XOPTYNOT OTd GTOUATOS
Tpo¢ o péca. Mnv exto&edoete To papuako ypryopo. Eav o edpuaxo mpdkettan va yopnynOel
o€ modl, Peforwbeite TpdTa 6TL TO TAdT PpickeTal og Kabiot BEon 1 6TL Kpateital og dpba
0éom mpwv yopnynoete To papuaKo (gucova 9).

swova 9

7. Enavotonobemote 10 mdo 6T QLiAn, apnvovtag Tov Tpocapuoyée otny 0éon tov. [TAbvete
TNV SOCIUETPIKT] GUPLYYD Y10, YOPNYNOT| OO GTOUATOS GOUPOVO. UE TIG TAPOUKATD 0ONYies.

Koabopiopog kot amodnkevon g ocvpryyas:

1. H ocbYpryya mpémel va mAéveton petd and kabe ypron. Bydite to éuPoro €€ amd v cupryya
Ko TAOVETE Kot To V0 PéEPT Ue vepo.
2. Yteyvoote ta, 000 pépn. [liéote 10 EuPoro pésa otnv cvpryya. Gvraéte v og Kaboapd Kot

aoQUAEC UEPOG, Hall LE TO PAPUOKO.

Av apete peyarvtepn 00on Revatio amwd tnv kavoviki)

Agv pénel vo TaPETE TEPIGGOTEPO PAPUAKO O’ OGO GO GVVIGTA O Y1oTPOS GG,

Av mapete mePIOCOTEPO PAPUOKO O’ OGO GOG EYEL CLVTAYOYPAPNOEL, EVIIUEPDOTE TOV YIOTPO GUG
apéoms. Aappavovtog mepiocdtepo Revatio amd 0t mpémetl pmopel va avéndet o kivouvog eppdviong
YVOOTOV aveTIOOUNTOV EVEPYELDV.

Av Egyboete vo Tapete To Revatio

Edv Egydoete va mapete o Revatio, mdpte pia d0om auécmg puoig to Buoundeite kat katodmy
ouvveyioTe Vo TaiPVETE TO QAPUOKO GaG TIC GVVNH el MpPeg. Mny Tapete duTdn dO66N Yo va
OVATANPAOCETE TN dO0T OV EEYAoATE.

Av otapotioete va taipvere Revatio

H &aopvikn drokomn g Oepaneiog pe To Revatio pmopet va xe1poTePELGEL T0. CUUTTONOTA oG, Mnv
otTopatinoete va taipvete Revatio av dev oag 1o mel 0 yotpog cag. O yatpdc cog UTopel va 6og TTEL VoL
UEDGETE TN 000N Y10 MyeC UEPEG TPV GTAATOETE EVTEADC TN Oepameia.

Av €yete TEPIOCOTEPES EPMTNGELS GYETIKA [LE TN YPT|OT CLTOV TOV PAPUEKOV POTIOTE TOV YUTPO 1)
TOV PUPLLOKOTOO GOG,.
4. MBavéig avemBOuNTES EVEPYELEG

Onwg 6Aa o pappaka, £Tol Kot To Revatio pmopet vo mpokaAécel avemBountes evépyetes, av Kat dgv
Topovctalovial 6e OAOVE TOVG avpmTovg.

Av Pidoete omolecdnmote amd TIC okOAoLOeS avemBounteg evépyeieg Ba TPETEL Vo GTAUOTNOTE VAL

naipvete Revatio kot va emkovevioete apécmg pe Evav yarpd (PA. emiong mapdypago 2):
- oV TOPOLGLACETE EOPVIKT LEIDMON N ATMAELN TNEG OPOOTG (U1 YVOOTH GUYVOTNTA).
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- OV TOPOLGLAGETE GTHOT GLVEXOVG d1ApKELNG LEYOADTEPNG TV 4 wpdv. [Tapatetapéveg Kot
OPICUEVEC POPEC 00VVNPEG OTVCELG EYoVV avapepBel oe avopeg petd t Ay sildenafil (un
YVOOTH GUYVOTNTA).

Evilkeg
O avemBounTeg evépyeieg mov avapépOnkay ToAd cuyvd (UTopel va ETNPEAGOVY TEPIGGOTEPOLS AT

1 otovg 10 avBpdmovg) Nrav kepaiadyia, EEayn 610 TPOCWOTO, dveTEYia, d1GpPOLa Kol TOVOC GTA
xéplo 1 ota TOHOLAL.

Ot avemBbunteg evépyeleg, mov avaeépdnkav cuyvd (umopet v exnpedoovy uéxpt 1 otouvg 10
avOpmTovg) TEPIAGUPOVAY: VTOSEPUIKT AOTU®EN, YPITMOT GUULTOWUOTA, PAEYLOVI] GTOVG KOATOVG TNG
oG, petopévo aptipog epubpav apoceatpiov (avalpia), Katakpdrnon vypav, SuGKoOM GTOV
VTIVO, AyY0G, NUIKPpavia, TPEUOLAO, aicOnua viyrod, aictnua Kavcov, petmpévn aictnon aeng,
alpoppayia 6to omicOo péEPog Tov 0PBuALOD, EMOPAGELS GTNY OpacT, Odupfog opdoemc Kot
evacnoio 610 PG, EMOPACELS OTIV OTTIKY AVTIANYT TOV XPOUATOV, EpEBIGUEVOLS 0QOOANOVG,
gotieg apoppayiog otov opBaipd/eEEpuBpovg opBaipovg, tkyyo, Bpoyyitida, pvikn apoppayia,
Katappon, Pya, PovAmuévn LoTH, EAEYLOVI TOV GTOUMYOV, YOOTPEVTEPITION, aicOnue KabGov KATM
07t TO GTEPVO, OLLOPPOTdES, dtdTaoT TG KolAiag, Enpoctopia, OTOAEL TPLY®V, EpLOPOTNTH TOV
OEPHOTOC, VOKTEPIVOUG WOPDTES, PVTKOVE TOVOLS, 0GpLaAYia Kot avEnuévn Beprokpacio TOL GOUATOG

AvemBounteg evépyeleg mov Exovv avapepOei Aydtepo cuyva (umopel va emnpedoovy péypt 1 6tovg
100 avBpdmovg) cupmepteldpfavay: petopévn o&HTNTa TG OpaoNS, SMAMTIN, LU PLGIOAOYIKO
aicOnpa 6tov 0QOaAUS, a1poppayic TEOLE, TAPOVGIN AILATOG GTO CTEPUA KO GTO 0VPOL KOl
SOYK®GT TOL UOGTOV GTOVG GVOPEC.

"Exet emiong avapepbel depuatikd e£avonua, opvidio Leimon 1 andAE TNG KOG KOl LEWOHUEVT]
apTNPLOKY TIECT E LN YVOGTH cLYVOTNTO (1 cLYVOTNTO deV Umopel va ekTun el amd Ta drebéoipa
dEOOUEVDL).

Houdrd kon €gnPot

Ot mopakdto avemBounteg evépyeteg £xovv avapepbel cuyva (umopel va exnpedoovy uéxpt 1 ota 10
dropa): Tvevpovia, Kapdlokn avemdpkela, 0e&1d kapdlakr averdpkela, Kotaminéio wov oyetiletot pe
™V Kapdld, VYNAN mieon ailatog 6Tovg TVELLOVES, TOVOG 6T0 othfog, Atmobuia, Aoipmén Tov
OVOTVELGTIKOV, PpoyyiTida, 107eVAG AOTU®EN GTO GTOU)L KOl 6TO £VTEPO, AOTUMEELS TOV
OVPOTOUTIKOV GUGTHUATOG KO KOIAOTNTEG OTO SOVTICL.

Ot mopakdte cofapic avemBounteg evépyeteg Dempndnkoay oti ival oyeTiloueveg pe v Oepomeio
Kot ovaeépnkay un cuyvd (umopei va emmpedoovy émg 1 ota 100 dtoua), aAlepykn avtidpacn
(6mwg deppotikd eEGvOnua, TpHELLo TOV TPOCOTOV, TOV XEIMMDVY KOl TNG YADGGUCS, AVUTVEVOTIKO
oLPLYUO, SVGKOAN GTNV AVATVON 1 TNV KATATOOT]), GTOCLUOL, AKAVOVIGTOS KOPIIOKOG TOUALOG,
e€aoBévnon tng axong, AoyAVIGHO, GAEYLOVI] TOV TEXTIKOD GLUOGTILOTOC, AVOTVEVGTIKOG GUPLYHOG
AOY® droTopayng TNG PONG TOL 0P,

Ot avemBOunteg evépyeleg mov £xovv ovapepdei ToAD cuyvd (UTopel va ETNPeAcOVY TEPLGCOTEPT, OO
1 ota 10 dropa) frav TovoKEQPAAOC, EUETOC, AoTmEN TOL AalpoD, TVPETOG, O1GPPOLa, YPImN Kot
pwvoppayia.

Ot avemBOunTeC vEpYELEG TOL £xoVV avapepBel cuyvd (LTopovv va ennpedoovy péypt 1 ota 10
dropa) frav voutia, ovénuéveg 6THOELS, TVELUOVIN KO KOTAPPOT.

Ava@opd avemBuunTOV EVEPYELOV
Edv mapotmprioete Kamowo avemBOunT evEPYELD, EVILEPDOTE TOV YIUTPO 1| TOV POPUOKOTOLO COG.
Av10 1oy0et Ko Yo kdBe mhovn avemBOpUnT eVEPYELD TOV OV AVAPEPETAL GTO TTAPOV PVAAO 0O YLDV

yponc. Mmopeite eniong va avagépete avemBounteg evépyeleg anevbeing, H€ow Tov eBviKon
GLGTHIOTOG OVOPOPAS TOV avaypapetar 6To [apdptnuae V. Mécw tng avoaeopdc avemBountov
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gvepyelmv pnopeite va fondfoete 0T GLALOYN TEPIGTOTEP®V TANPOPOPIDV GYETIKA LE TNV OCPAAELL
TOV TOPOVTOG PAPUAKOL.

5. o va puidaooete To Revatio

To @apuako owtd TPETEL VoL PLAAGCETAL GE UEPT) TOV OEV TO PAETOVV KoL OV TO POAVOLV TOL TAUSLA.

Noa un ¥pNOIULOTOIEITE VTO TO PAPUOKO UETO TNV NUEPOUNVIO ANENG TTOV AVAPEPETAL GTI] PLAAT LETA
v AHZEH. H nuepounvia ANéEng eivar 1 tehevtaio nuéP TOL UAVOL TOL OVAPEPETOL EKEL.

Kowvig
Mn guAdocete og Beppokpacio peyarivtepn tov 30°C.
duldooete TNV OPYIKN CLOKEVAGIO Y10l VO TPOGTATEVETAL OO TNV VYPAGIAL.

Avoovotofév Too1uo svaumpnuo
dvidooete og Beppokpaocio pkpotepn twv 30°C 1 610 Yoyeio otovg 2°C Emg 8°C. Mnv KatayvyeTe.
Toyov vrdreupo TOGOL evoumpnuatog Oa Tpémel va amoppintetar 30 NUEPES LETA TNV AVAGVCTOOT).

Mnv metdite @APUAKO GTO VEPD TNG AMOYXETELGNG 1| GTA OIKLAK( aroppiptpota. Potote tov
(POPLOKOTTOL0 GOG Y10, TO TAC VO, TETAEETE TAL PAPUAKO, TTOV EV PN CILOTOLELTE TTio. AvTd T péTpa O
BonOncovv oty Tpoctacio Tov TEPPAAAOVTOC.

6. Iepreyopeva NG 6VOKEVLAGTUG KOL ALOUTES TANPOPOPIES

T epréyer o Revatio

- H dpactikn ovoia givar to sildenafil (og kitpikd dAag sildenafil).
Metd v avacvotaon, kabe ml amd to woéso evainpnue tepiéyet 10 mg sildenafil (og
KITPIKO dAQG).
Mia @édAn avacvotabévtog méoyov evarmpnipartog (112 ml) wepiéyet 1,12 g sildenafil (wg
KITPIKO GAQG).

- Ta dAro cvotatikd givar: Kovic yia mdoipo svaumpnuo: copPiroin E(420) (BA. mapdypapo 2
«To Revatio mepi€yel copPrroiny), Kitpikd o&H dvudpo, covkpardln, vatpio kitpikd (E331)
(BA. mapdypago 2 «To Revatio mepiéyet vatpron), EavOavng kouut, titaviov d10&eidio (E171),
varpio Pevloiko (E211) (BA. mapdypapo 2 «To Revatio mepiéyetl fevioiko vatpro» kot «To
Revatio mepiéyel vatpio»), mopitio, koALog1dég dvudpo. ['edon otapuiol: paAtodeétpivn,
GUUTVKVOUEVOC YVUOG GTOPVALOD, KOUUL OKOKIOG, GUUTUKVOUEVOS YVUOC ovavd, Kitpikd 0D
Gvvdpo, PUOIKO PEATIOTIKO YEVONG.

Epg@avion tov Revatio kot wepreydpeva g 6vokevaciog

To Revatio mapéyeton cav Aevkn £mG VIOAEVKN KOVIC Y10 TOGILO EVOLDPNM LA, 1] OTToio OTaV
avacvotadel pe HOmP TaPEYEL EVO AEVKO TOGUO EVOLDPTUO LE YEDGT] CTUPVALOD.

Mia @atokitpvn, yodAwvn edAn tov 125 ml (pe frdwtd ntopa ond TolvmponvAévio) Tepiéyel 32,27 g
KOVEMG Y10, TOGLO EVOIDPTLLOL.

Metd v avacvoetacn 1 edAn tepéyel 112 ml mocipov evalmpipatog, £k Tov oroiwv to 90 ml
nwpoopilovtal yio 6060A0Yio KoL YOp1yNo.

Méyebog cvokevaociag: 1 gréin
Kd&0e cvokevacio mepiéyet eniong Eva dOCIUETPIKO KOTEAAO ad TOAVTPOTLAEVIO (pe dtafabuion Yo

ta 30 ml), pia SocueTPIKn GVPLYYa Yo xop1ynomn and otouatog (3 ml) and TOAVTPOTLAEVIO e
éuporo amd HDPE kot évav mpocapuoyéa edang epapuoloduevo pe micon ané LDPE.
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Karoyog Adcrag Kvkhoopiog ko Ilapackevaotig

Kdroyog g Adelog Kvkiopopiag:

Upjohn EESV, Rivium Westlaan 142, 2909 LD Capelle aan den IJssel, Kdtw Xdpec.

[Mopackevaotic:

Fareva Amboise, Zone Industrielle, 29 route des Industries, 37530 Pocé-sur-Cisse, 'oAlia.

INo omoladnmote TANpoopic oYETUKE Pe TO TaPOV POPLOKEVTIKO TPOidV, TapoKaAeicOs va
amevuvieite otov Tomiko avtimpdommo tov Koatdyov tng Adstog Kvuhoeopiog:

Belgié /Belgique / Belgien
Pfizer S.A./N.V.
Tel/Tel: +32 (0)2 554 62 11

Bbarapus

[atizep JTrokcemOypr CAPJI, Kion Beirapus

Ten.: +359 2 970 4333

Ceska republika
Pfizer s r.o.
Tel: +420-283-004-111

Danmark
Pfizer ApS
TIf: +45 44 20 11 00

Deutschland
Pfizer OFG Germany GmbH
Tel: +49 (0)800 5500634

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

Elrada
UPJOHN HELLAS EIIE
TnA: +30 2100 100 002

Espaiia
Pfizer GEP, S.L.
Tel: +34 91 490 99 00

France
Pfizer PFE France
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland
Pfizer Healthcare Ireland

Tel: 1800 633 363 (toll free)
+44 (0)1304 616161

Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel. +3705 2514000

Luxembourg/Luxemburg
Pfizer S.A.
Tél/Tel: +32 (0)2 554 62 11

Magyarorszag
Pfizer Kft.
Tel.: +36 1 488 37 00

Malta
Vivian Corporation Ltd.
Tel: +356 21344610

Nederland
Pfizer bv
Tel: +31 (0)10 406 43 01

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z 0.0.,
Tel.: +48 22 335 61 00

Portugal
Laboratérios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L.
Tel: +40 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja
farmacevtske dejavnosti, Ljubljana

Tel: +386 (0) 1 52 11 400
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island
Icepharma hf.
Simi: + 354 540 8000

Italia
Pfizer Established Medicine Italy S.r.1.
Tel: +39 06 33 18 21

Kvmpog
GPA Pharmaceuticals Ltd
TnA: +357 22863100

Latvija
Pfizer Luxembourg SARL filiale Latvija
Tel: +371 670 35 775

Slovenska republika
Pfizer Luxembourg SARL, organizacna zlozka
Tel: +421-2-3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 43 00 40

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

United Kingdom
Pfizer Limited
Tel: +44 (0)1304 616161

To mapdév @vAro 0dNYLAOV YprioNS avadepONKe Y10 TELEVTAIN POPA OTIG

Adreg TNYES TANPOPOPLOV

Aemtopepeic TANpopopieg Yo 10 PAPHOKO aLTO ivar StfEcIES 6TO SIKTLOKO TOTO Tov Evpmmaikond
Opyaviopot Qoppdxev http:/www.ema.europa.eu. Yapyovv niong cOVOEGUOL e GALES

16TOGEAIDEG TTOL 0POPOVV oe oTaviec aoBéveleg Kat Dgpameiec.
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