MNEPIAHYH XAPAKTHPIETIKQN TOY ITIPOIONTOX

I'ENIKEX OAHI'IEX XPHXHY XTAGEPQN XYNAYAXMQN
AIOYPHTIKQN ME AAAA YIIOTAXIKA ®PAPMAKA

Agv gvdeikvotar yevikd €O €€ apyng m xopNynon otafep®V GUVOLUGUMV AVTIDTEPTACIKMV
eoapuakwv. Me Baon Tig KAAOIKES EVOEIEEIS EQPOPLOYNG OVTIDTEPTAGIKNG AYWOYNS, XOPTYOUVTOL
apywd gite éva amd To OVO PapHOKa ite Kol Ta dVO cLYYPOVLG Ge ehevBepo (Ot oTabEPD)
ocvvovacud. Etvor okdmun n mpoonddeio eotopkedoems TG avaloyiog TV QOPUIK®OV TOV
erebBepov cvvdvacuov, gite owtdg epappoctnke €€ apyng, €ite petd v amotvyio ™G
povoBepaneiog. [a va PBedtimbel 1 copupudpewon, o eAedbepog avtikabictator otn cLVEKELD,
and Tov 6tafepd cLVOVAGUO LE TNV TANGESTEPT OVAAOYIO TV dVO POPUAK®V.

[paxticd xoprnyovvtal apyikd HEGES GUVICTMUEVEG dOCELS OVOOTOAE®V ElTE TV B- €ltE TOV 0-
AOPEVEPYIKDOV VLITOJ0YEWV, €iTe TV dlodAmV acfectiov, €lte Tov petatTpentikov evivUOV, Ol
omoieg — eav amatteital — avEAvouy PEXPL TOV AVOTEP® GLVIGTONEVOV opiwv. Entl un emrevéemc
KOVOTOMTIKOD 0moTEAESLOTOC TpooTifeTarl dtovpnTikd (Be1alidn, YAmpoBerdovn, voamapion 1
SoLPNTIKO TNG AYKOANG, €AV VILAPYEL EXNPEACUOS TNG VEPPIKNG Agttovpyiag). Mmopel emiong va
apyioetl ) Bepameia pe dSrovpnTikd Kot vo Tpootedel petd éva omd o AL PapLLoKa.

Ortav emitevydei wovomomtikd amotélecpa avalnteitor o otabepdc (£To10C) GLVIVAGUAC, TOL
npooeyyilel Tpog Tov TpocdloploBévia pe v eAedBep YOPIOTH YOPNYNON TOV PUPUAK®OV. X
TEPMTOOEIS OEPUOKPUCIOKAOV HETAPOADY Kotd TOVG Bepvodg pnveg Omov mapotnpeitol
QLENUEVN OTOAELL VYPDOV COUATOG £Vl TIOOVO VO YPELOCTEL TPOTOTOINOT TNG dOONG N O1KOTN
™G YopNYNoNG Tov oTadePod cLVOLACUOD dNANON M TPOCOPIVY ETAVOS0G GTOV €AgLOEPO
cuvovacud 1 povobepameia.

1. ONOMAZXIA ®»APMAKEYTIKOY ITPOIONTOX
Losalet plus

2. MOIOTIKH KAI ITOXOTIKH XYNG®EXH
To Losalet plus (50/12,5) mg, nepiéyer SOmg losartan potassium kot 12,5mg vépoyAwpoBeralion.
To Losalet plus (100/25) mg, tepiéyet 100mg losartan potassium kot 25mg vdpoyAmpodetalion.

3. PAPMAKOTEXNIKH MOP®H

Enucodoppévo pe Aemtd vpuévio diokio.

4. KAINIKEX [IAHPO®OPIEX
4.1. OgpomevTiKéG EVOEIEELS

Evdeikvotat yio m Oepameio tng véptaong oe acbeveic oTovg omoiovg 1 povobepamneio dev givat
EMOPKTG.

4.2. Aocolroyio Ko TPOTOGS YOPNYNONS

H ocuvwmbng d6om évapéng kar cvvimpnong tov Losalet plus eivar éva dwokio Losalet plus
(50/12.5) pia popd v nuépa. Xtovg acbevelg mov dev avtamokpivovtol erapkmg oto Losalet

plus (50/12.5) n docoroyia pmopet va awénbel oe dvo diokia Losalet plus (50/12.5) pia popd v
nuépa M €va dokio Losalet plus (100/25) pio popd v nuépa.



H péyrot 060 eivan 600 dokia Losalet plus (50/12.5) pia popd v nuépa 1 €va dtokio Losalet
plus (100/25) pia @opd v nuépa.

To Losalet plus (100/12.5) mg (losartan 100mg/ vopoyAwpoBeralion 12.5mg) yopmyeitar oe
ekelvoug toug aocBeveig mov Tithomombnkav oto 100mg losartan aAAd omouteiton emimAéov
ENEYYOG TNG APTNPLOKTC TTIEOTG.

H péylom avtibmeptocikn enidpocn emruyydvetol viog SlaotnHatog 3 €fOoUddmv HETA TV
évapén g Bepamneiog.

To Losalet plus (100/25) mg dev Oa mpémet va yopnysitan og apyikn| Oepameio.

To Losalet plus dev Ba mpémet va yopnyeiton wg apywkn Oepaneia oe acOeveic pe HEIOUEVO OYKO
vypoV (T.Y. acBeveig mov Bepamedoviot e VYNAEG OOGELS HLOVPNTIKDV).

To Losalet plus avtevdcikvoton oe acBeveic pe cofapn veppikn averdapkelo (kdbopon kpeativig
< 30ml/min).
To Losalet plus dev cuviotdtan o€ acbeveic pe nrotikn avendpkeia.

To Losalet plus 50/12.5 ko Losalet plus 100/25 givor katdAANAEG EVOAAAKTIKEG TEPIEKTIKOTNTES
v acBeveic ot omoiot pmopovv va AdPouvv Bepomeion TowTOHYPOVO pE AocapTavn Kot
vOpoYAmpobelalion.

To Losalet plus pmopet va yopnyeitor pali pe GAlo avtidmeptacikd apLoKaL.
To Losalet plus pmopet va yopnyeiton poali v aveapnra amd o yedpoTo.

Xpion 6€ MUKIOPEVOVS

Ye KMVIKEG peAéteg Oev vnpEav KAVIKG ONUAVTIKEG O10POPEG OTIV OMOTEAECUATIKOTNTO KOl
™V ac@dAield tov losartan potassium ce nAkiopévoug nikiog > 65 etdv. Agv oamouteiton
TPocapoYn TG docoroyiag Tov Losalet plus (50/12.5) mg ce avtovg Toug acbeveic.

Opwe, oe nAkiopévoug acbevelg nhkiag [ 75 etdv cuvictdtor apywkn docoAoyio 25mg
Aocaptdvng, OnA. 2 diokiov Losalet plus (50/12.5) mg.

Ye nukwwpévoug acbevelc amotteitonr mopokoAovONoM TS VEEPIKNG Asrtovpyiog Kol TOV
eMmES®V KAAOV GTO aipa.

Xpnon ota Toaudid
H acpdieta kot 1 anoTteAeGUOTIKOTNTO GTO TOLdLd OV £X0VV aKOUN TEKUNPLWOEL.

4.3. Avtevoeitelg

-Yrepevawonoio. 6e 0TO0ONTOTE GLOTATIKO TOL TPOIOVTOG 1| GE GAAO PAPLOKO TOPAYWYO
GOVAPOVOULODV.

-ZoPapn| veppikn avemdpkela 0tav 1 kdBopon kpeatvivig lvar pikpdtepn 1 ion pe 30ml/min.
-Zofop1] NTATIKN OVETAPKELL.

-Kvnon 1 yorovyia (BA.kep.4.6)

-AvBiotauevn ot Oepomeion vwokoAloio, VITOVOTPALIC, VIEPACPESTALLIO, CUUTTOUATIKY|
VIEPOVPLYOLLLICL.

4.4. EA\01k£G TPOELOOTOMGELS KUl TPOPVAAEELS KOTA TN (prion
4.4.1. Ilpocrdomomoslg
"Eleyyot Antidoping

To okevacpa avtd TEPIEXEL £V OPUCTIKO GLOTUTIKO TO OTOI0 WTOPEl VO TPOKAAESEL DETIKT
avTidopaon ot €EETAGELS MOV TPOYUOTOTOOVVIOL GE OOANTEC KOTd TN OldpKEwWL EAEYY®V
antidoping.

Neppixn averapkela.



Onwg kot pe GAAO @APUOKO TTOL OPOLV GTO GUCTNUO. PEVIVIG - ayyEloTaGivng, pHeplkol
vIepTactkol  acbevels, yopic epeavy mpovTApYovoH VEPPIKY VOcO &gival duvoTdv Vo
napovotdoovv pe o Losalet plus pa abénong oty ovpio TOL CUHOTOG KOl GTNV KPEATIVIVI TOV
opoV. Eqv ocupfei avtd katd ) didpkela g Oepaneiog pe to Losalet plus, o cuvdvacuog npénet
vao. dtokomel.

Eivar dvuvot emavévapén g Bepamneiog oe yauniotepeg 600€lg 1 umopel vo ypnopomondet
KATAAAN A0 KoBEVO 0o To GLGTATIKG LOVO TOV.

2TEVOOT) TG VEQPIKNG apTIplog

Onmg kot pe ta AL pappoka Tov SPoVV 6To GVGTNUA PEVIVIG — ayyelotacivng, To Losalet plus
umopel va mpokarécel adEnong e ovplog 6To aipa Kol TG KpeaTviviig 6Ttov opd o€ aoOeVEIC
LE QUEOTEPOTAELPT GTEVMOOT] NG VEQPIKNG aptnpiag 1 oTéveon g aptnpiag emi Hovipoug
veppov. Emopévac, to Losalet plus dev mpémetl va ypnoyLonoleitonl 6e auTong TOVG 0oOeVEIC.

Metopdoyevon veppov

Agv vmépyer eumepia and ™ ypnon tov Losalet plus oe acBeveig mov &yxovv vmootel
petapdoyevon veppov. Emopévmg 1o Losalet plus dev mpémet va ypnotponoteitatl 6€ 0vtovs TOVG
acBeveic.

Ipowtomadng VTEPAALI0GTEPOVIGUOS
Aocbevelg pe mpwtonadn vreEPAASOCTEPOVICUO OEV OVTOTOKPIVOVTOL GE OVTIDTEPTOUCIKA TOV
OpPOLV OVOGTUATIKA GTO GUGTNIO PEVIVIE — AYYELOTAGTIVIG.

4.4.2. Ilpopvrdcerg
-Xyeti{oueves ue to losartan potassium

Onwg ocvpPaivel Kot e cLVOVAGHOVG SOVPNTIKOV TOL €MNPEALOVY TO GVOTNUO PEVIVIG —
OYYE0TAGTVIG GLVIGTATOL TPOGOYT OTIS AKOAOVOES TEPUMTTOGELS:

-OTEPTOON WE ONUOVTIKO EALeluo GloTog kKoi Doatog (owatnpn avaelog diaita, Oepomeio e
OL0VPNTIKG, QLUOOIDALG, OLAPPOIN 1] EUETOG)

-VEQPOYYEIOKN] DTEPTO.ON

-OTEPTOON UE TOUPOPNTIKI] KOPOLOKI OVETOPKELQ.

Ot 1pelg ovtég KATAOTAGELS GLVOOEVOVTOL OmO VLEEPSEYEPCT] TOL GULOTNUOTOS PEVIVIG —
ayYel0Tacivic. Xe VTV TNV TEPITTMOOT Kol WOITEPWOS UETA TNV TPATN 000™ 1 €vTOG TV dVO
TPpOTOV fOOUAdmV Bepameiog, N ETAY®OYN TOV GLGTIUATOS OVTOL OO TOV OVIOY®VIGTY| TOV
vrodoyéa g ayyelotacivng II, eivar duvatdv va odnyNoel 6 amdTOUN TTMOGN TNG OPTNPLUKNG
TlEONS KOUN GE AELTOVPYIKN VEQPIKN OVETAPKEW KOl CTAVIO KOU GE YPOVIKO OAGTNUA TTOV
mowkiAlel og o&gla.

-A1pvidio. mTdon TS TEOHS KOI/N VEPPIKN OVETCPKELD,

Xe mepintmon TPOVTAPYOVIOS TEPLOPICUEVOD GYKOL LYPOV Kot dAatog (Kupimg og mepintmon
TPONYOVUEVNC dtovpNTikng Oepameiag M dlotog TEPLOPIOTIKNG GE VATPLO), €ivar duvatdv va
ovpPetl amoToun mron g mieong koun veppwkn PAEPn. H dovpntikn Oepomeio mpémer va
dwokomel yroo TovAdytotov 3 nuépeg mpwv v Evapén g Bepaneiog pe Losalet plus. Zvviotdron
va yivel g€€taon g KpeaTvivng tov TAAGHoTog TPty T Oepomeio Kot HETA £va pnvo amd v
évapén g Bepamneiog.

-Negpuij pAafn

To Losalet plus pmopel va odnynoetl ce mpdcHetn emdeivoon g veppikng Aesttovpyiog.
2VVIGTATOL VO TPALYLLOTOTOLOVVTOL TEPLOJTIKOL EAEYYOL GTO KAALO KO GTA EMIMESQ KPEATIVIVIG OTO
TAQGLLOL.



-Zyeti{oueves ue Ty vopoyiwpobcialion

Awozopoyn 160vyiov NAEKTPOAVTOV

Ot Be10lideg ovumeprrappovourévng g vopoyAmpobetalione uropel va TPoKAAEGOLV daTapayn
tov 1ooluyiov vypdV N MAeKTpoALT®V (vmEpacPeostoio, VITOKOAUio, VTOVATPOLLia,
VITOLLOLY VIGO0 KOl DITOYAMPOUIKT] OAKOA®OT)).

Ko

e OAn ) ddpketa ¢ Bepameiag va a&loAoyeiTon To KAALO KUPIOS GTOVG NMKIOUEVOVS KAUT) GE
acBeveig mov Bepamevovtal pe daKTLAITION, avToppLOKE EdppaKa TG TAENG TG Kvidivng,
koptikootepoewdn, ACTH, «oboaptikd «wot o oocbeveic vrd  évrtovr  dovpnmon.
(BA.4.5. AMnAemidpdoeig pue dAha apuako Kot GAAeS popeés aAinieniopacnc) AcBevelg pe
paxpy QT dbommua PBpiokovion emiong o€ Kivouvo kol mpémel vo mapoakoAovOeital 10 KAAL0
oLYVEL.

Ndrpio

Ymovatpoio propet va ocopPet pe kabe dovpntikny Oepameia. Taparkorovdnon tov vatpiov
etvan omapaitnTn Kot TPENEL VoL Eivat To cuyvn o€ acbevelg pe avénuévo

kivouvo gpedviong (MMkiopévor acbeveic).

Mayviclo
Ot Be10lideg av&avouy TV AmEKKPIOT) TOV HOyVNGIOL 0T 0VPal YEYOVOS TOV UTOPEL VoL 001 YNOEL
G€ LVITOULOYVIGLOLpCL.

AcBéotio

Ot Bsr0lideg glvar duvatdv va PELO®oOoVY TNV améKkpion Tov acPectiov and ta ovpa. H Bealion
umopel va tpokaAécet dadeimovoa kot TOAD pkp| avENon 6to acPBECTIO TOv 0pov. Znuaivovca
vrepacPectopion pmopel va amotedel €voelEn AavOdvovtag vrepBupeoeidiopov. Ot Bgralioeg
TpEMEL vo.  SKOTTOVTOL TPV TNV TTpaypatonoinon efetdocwv yuo v mopobupeogidikn
Aertovpyia.

YnepevaroOnoia
e acbeveic mov Aapupdvovv Bgwolides, pnopet va eppavicBodv avtidpdoelg evoicOnciog pe 1M
YOPIG 16TOpIKO aAlepyiog 1| Ppoyykol doBuatog.

2V0TNUOTIKOG £pLONUATOING AVKOG
Me m ypnon tov Bswlddv €yl avaeepbel €Eapomn 1 €VEPYOMOINGCT TOL GLGTNUOTIKOV
epuOMUaTASOVG ADKOV.

MetafoAkég Ko eVOOKPIVIKES ETOPAGELS

H Ogpancia pe Oewolidec pmopel va dwtapager v avoyn ot yAvkoln. Eivor mbovov va
amortn0el TPOGAPUOYN TNG SOGOAOYING TOV OVTIONPNTIKAOV TAPUYOVTI®V, GUUTEPIALUPOVOUEVNC
™G vooLAivng. AavBavev cakyopdong owfrne pmopel va ekONAmBel kotd T odpkelo g
Oepaneiog pe Bealion.

H Ogpomeia pe Berolidec pmopel vo EMOTEVCEL TV EUPAVIOT VTEPOLPLYOUIONG 1/KOL OVPIKTG
apBpitdag oe opiopévoug acheveis.

Avénoeig ota emimedo YoANoTEPOANG Kol TpryAvkepdiwv umopel va oyetiCovion pe ) Bepameio
pe Be1alduKd dtovpNTIKA.

(BA.4.5. AMAnemdpdoeig pe AL @appoKka Kot GAAEG LOPPES AAANAETIOPOONG)

Hrotwn Aettovpyio kKot d100pnTikd

-Ta drovpnTikd TPEMEL VaL YPNGYLOTOLOVVTOL LE TPOGOY KAOMDS akdOpa Kot PKpEG LETOPOAES GTO
16000Y10 TOV NAEKTPOALTOV/VYPOV UITOPOVV VO TPOKOAEGOVY NTATIKN oroppLOuLo.
To Losalet plus dev cuviotdton o€ acOeveic e NIOTIKY OVETAPKELD.

YyeTI ONEVES NE TO GLVOVUGNO



YrepevaroOnaoio: Ayyerooidnua, PA. AvemBountec evépyeteg

AlLayéc oto KaAio

O ovvovacpdg tov losartan potassium pe €va VTOKOAOUKO OlovpNTikd dev amokAegiel v
EULPAVIOT] VTTOKOALOLUTOG.

O «ivdvvog gppdviong vrepkaltonpiog oe acOeveic pe S1afnTn Ko vEQPIK| avETAPKELD TPEMEL
va glvat Adyog Yo TopakoAoVON ot Tov KaAov 6€ avTovg TOVG 0eOeVELS.

-Awatopoyn Tov 160{0YI0D NAEKTPOADTOV/DYPOV

Ot acBeveilg Ba mpémer va TopATNPOLVTAL GUGTNUATIKA Yo KAVIKA onueio dotapoyng tov
VYPOV N TOV NAEKTPOALTAOV (ULEIDMOT OYKOL VLYPAOV KOl GANTOC, VITOVOTPULIN, VITOYAMPOLUKY
OAKOAMGT), DITOUOYVN GO 1] VTOKOAOUIN) TTOV UTOPEL Vo Topovctocfovy Katd tn didpKela
oLveY0VS O1dPPoLaC 1 EUET®V. L& AVTOVG TOVG 0cbevelg Oa mpémet va yivetat Teplodkdg ELEYYOC
TOV NAEKTPOAVTOV TOV 0pOV.

[owitepn mpocoyn mpémel va diveton dtav 1 Bepameion yopnyeitor oe acOevelg e GYOUIKN
KapOlKN VOGO 1 EYKEPAAOAYYELOKT VOGO EMELON L0 ATOTOUN TTMOGT OTNV OpTNPLoKn Tieon Oa
UTOPOVGE VO, £YEL ATOTEAEGLLOL EUPPAYLLOL TOV HVOKAPSIOL 1] EYKEPOUAKO ETEIGO10.

4.5. AMMAEMOPAOELS pE AAAD PAPLOKA KO AAAES LOPPES GAMAETIOPOONG
Yyetilopeves pe 1o losartan kou Tnv vopoyropoOdelalion

20voVac U0l TOV TPENEL VO ATOQEVYOVTAL

Aibo

AvEnon tov emmédmv Tov AMbiov otov 0pd, pmopel vo amoPel To&kn (Heimwon g amékKplong
0V ABiov PECM TV VEQPOV).

Edv n ypron aviayoviot| tov vrodoyéa g ayyswotacivng Il eivor amapaimtm, mpénel vo
YIVETOL TPOCEKTIKY TopakoAoVONoN TV emmédmv Tov AMO{oV GTO Oiflol Kot TPOCAPHOYY| TNG
docoloyiag.

2uvduacuoi Tov aratovy TPoPLANEN

Avtidfntikd ((VGoVAIVESG, VITOYAVKOUKOL TAPAYOVTEG GOVAPOVLAOVPING)

H ypnon avtayoviot) tov vrodoyéa g ayyelotacivig I pmopei Bewpntikd vo odnynoet oe
eVioYVON TOL VTOYALKOLUIKOD OmOTEAECUATOG GTOVG OafnTikovs acbeveig mov Aappdvovv
WGOLAVN 1] LTOYALKOKOVS Ttapdyoviec covipovurovpiag. H mapakorobnon g yAvkding
7oV yiveton omd Tov 1010 Tov 0sbev va ival o GuyvY.

Baxloogaivn
AVEAVEL TO AVTIDTEPTOGIKO ATOTEAEGLOL.

Na yivetor mopokoAoOONcn G 0pTNPLOKNAG TEONS Kol £POCOV YPENCTEL TPOCAPLOYY| TNG
docoloyiag.

Mn 61ep0EIdelc AVTIPAEYUOVMOEIC TOPAYOVTEC (YEVIKN YoNon) VWNAN 8601 COAMKVAIK®OV

AVOGTOM] TOV AYYEIOSUGTOATIKMOY TPOCTOYAOVIVAOV TPOKOAOVV UEIDMON TNG CTEPOUATIKNG
dmobnong kot YU avtd t0 AdY0 ofein veppikn averdpkela o€ achevelg e HEIWUEVO YKo VYPDV
Kol HEI®MON TOL OVTITEPTAGIKOV OMOTEAEGLLATOG TG VOPOYA®pPoDelaliong.

Ot acBeveic mpémel vo, AopuPavouvy ETOPKN TOCOTNTA VYPHOV Kol VO TOPUKOAOVOEITAL 1] VEQPIKT
Aertovpyio Kot To KAAMO petd v évapén g Bepomeiog.

2uvdvaouoi Tov pénetl va Aaupdavovtor v’ dwn

Tpixvklixa avtikoToOMrTiKG ToV TOTOD THS WITPOLUIVHS, VEVPOANTTIKG,



Avtidmeptoaoikn emidpoaon kot avénon tov Kwvohvov yuo opbootatikn vwoTaon (TPOocHETIKN
dpdon)
Koptixootepoeion, tetpaxocoxtion

Meiwon Tov OVIIWTEPTOCIKOV OMOTEAEGUATOS (KOTOKPATNON VYPOV Kol GANTOG oo To
KOPTIKOGTEPOELON))

Yyetlouevec e to losartan potassium

Agv €povv avayvoplobel aAAnAemdpaoel; KMVIKNG onuociog pe v vopoyAmpoberalion,
oryo&ivn, Papeapivn, ouetidivn, eatvoPapPrtdin kot ketokovaloin.
E&ottiag ¢ éMhenymg katoyeypappléveoyv 0E00UEVAOV KOl GE OVOAOYIOL LLE QAPUAKO TOV OPOLV

OTO GUGTNHO PEVIVIG — OyYE0TAGIvIG, cuvicTdton vo Aappdvovtar v’ Ooyn ot akdiovbot
cuvdvacuol:

2uvovao Lol Tov Ba TPETEL VO, ATOPEVYOVTOL

Kalioovvtypnuike,  oiovpntikd  (OMEPOVOAAKTOV, TPlOUTEPEVY, ©G MHovoBepameic 1 of
ovvovacuod), alata kaiiov.

Yrepkoitopio (duvntikd Bovatnedpoc), Kupimg pe veppikn avendpkelo (mpdcobetn enidpoon
NG VIEPKOAALULUING).

Noa un ovyyopnyodviol KOAOGUVINPNTIKA SOVPNTIKE LE OVIOY®VIGTY] TOV LTOdOYEM TNG
ayyelotacivng II, mAnv ¢ mepintwong vrokoAopiog.

YyeTilopeves pe v vopoyropoderalion

1. Zvvdvaopoi mov Ba mpénet vo ano@edyovTon

Mn ovtiappvBuika papuoxo wov xpokaiody Torsades de pointes

(aoteplOAn, Pempdidn, epvBpopvkivny IV, orogovipivn, mevtoudivn, GovATompion,
TeEpQEVOivT, Brvkapivn):

Torsades de pointes (1 vTrokaAlopio givol Tpodabectkdc Tapdyoviag, 6mwe Kot 1 Ppadvkapdio
Kkabdg ko n tpodmdpyovsa tapdraon QT duothpatog)

2VVOVOGLLOL TTOV GITOLTOVY TTPOOVANEN

Avtiappvbuixa papuaro wov rpokalovv Torsades de pointes

AvtioppuOukd  @dppaxo  tomov lo  (kwvidivn, vOpokwvdivn, dSicomvupopion, GOTOAOAN,
apwoapovn, Bpetoiro). Iapakorovdnon tov kaiiov kot tov dwotiuatog QT. e mepimtwon
Torsades de pointes, vo. amo@edyetal 1 YOPYNON AVTIOPPLOUKAOV 0AAL Vo TPOyLOTOTOE TOL
NAEKTPIKT S1EYEPON GTNV KOPILA.

AokToMTidn

To&ég emdpdoelc av&avoviat omd TV VITOKOALIOL.

Na yivetor mapakorovdnomn tov kaiiov, HKI™ ko bv elvan amapaitnrog eravonpocdioptopds
™G ayog.

AMa  gapuaxo. mwov mpokolovv vmoxoiioyuio (apotepikiviy B evdopAéfia  yopnynmonm,
KOPTIKOOTEPOEWN  (Yopnynom 7Yevikd YAUKO- Kol  OAOTOKOPTIKOEWY) TETPOKOCOKTION,
dteyelpovta TV evtePKn KvnTkOTNTA KoBapTikd: AvEnpévog Kivouvog Yoo LIToKoAlopio
(mpocBetikn emidpaom)

No mapakorovbeitar kol eav givor amopoitnto va yivetal EAeyyoc Tov KaAiov, W1UTEPMC o€
nePInT®ON TOL akoAovOEiTaL ay®YT| e SAKTLALTION.

Xpnon uovo kabopTik®v pn OEYEPTIKMV TNG EVIEPIKNG KIVITIKOTNTAG.

Metpopuivy: yohokTikn oEémon o€ mepintwon ThaviG AEITOVPYIKNG VEPPIKNG aveETapKeELDG. Na



un yiveton ypnom petgoppivng otav n kdbapon g Kpeatvivng elvar peyorlvtepn and 15mg/l
(135umol/l) og dppeveg i 12mg/1 (110umol/l) o yovaikec.

lwdrodya oxraypopikc.: WOWITEPMG OTOV YPNOCLUOTOOVVTAL GE VYNAES 0OGELS, QVEAVOLV TOV
Kivouvo yio ofela VEQPIKN OVETAPKELD GE TMEPIMTMOOY UN ETOPKOVS OYKOL LYPAOV AOY® TOV
S10VPNTIKOV.

Xopfynon enapkods mTocHTNTUG VYPAOV Elval OmOpOiTNTIN TPWV TN YOPNYNoT TOv Tapdyovta
wodiov.

Aldo avtibmeptaoikd popuoko — obpoiotikn dpaon

Xoleotopouivy kot kodeotimoin: M amoppoOenon e vopoyAwpobelaliong mapeumodiletar 6tav
ocvyyopnyobvion pntives avtarlioyns Woviov. Ot epdnal dOGES YOAESTVUPAUIVIG 1) KOAEGTUTOANG
deopevovy TV VIPoYAmPoBealion Kot LELOVOLY TNV OTOPPOPNCN TNG OO TO YUGTPEVIEPIKO
coAva Katd 85% kot 43% avtictoryo.

Alxod4, Pappirovpixa 1 vaprwtikd: avENUEVOS KIVOLVOC 0pBOGTATIKNG VITOTAONG.

Ayyeroovomaotikés  ouiveg  (my.  oadpevaiivn):  mOovdg  HEW®OREV  avTOTOKPIOY  OTIG
OYYELOCVOTAGTIKES OUIVES OAAG Ol ETAPKNG Y1 VOL ATOKAEIGEL TN XP1OT TOVC.

Auovradivy:
Ot Ber0lidec pmopel va avENGovy Tov Kivouvo avemBOUNTOV EVEPYELOV TOV TPOKAAOVVTOL OTO
NV opovVTOdivn.

Mn aromolwtixa pvoyolopwtike (m.y.tovfokovpapivn): TOHAVOSG aENUEVT AVTOTOKPIOT OTO
HLOYOAQLPOTIKA.

2uvdvacuoi Tov mpenet vo Aaufdvoviat vown

Koxlooropivy

Kivovvog yia adénon g kpeatviviig tov 0opold ympig HeTOPOA TOV EMTEdOV 1TNG
KUKAOGTOPIVIG GTO aliplal, OKOMO KOl GE TEPIMTMOT] TOV JEV VILAPYEL OTDOAELN VOOTOG Kol AANTOG,

Alozo. aofeatiov
Kivovuvog v vrepacPBeotaipio Adym g UEIOUEVIC OMEKKPIONG TOL 00PECTION HECH TOV
ovpaV.

4.6. Kinon kot yohlovyio

Xpnon KoTd Ty Kimon

To Losalet plus avtevdeikvutar katd ™ odpkelo g komong. Otav yoprnyodvion kotd T
OLIPKELDL TOV HEVTEPOL KOl TPITOVL TPUVOL TNG EYKVUOGVUVNG GApLOK TOV dpovv kot gubeiov
0TO GLOTNUA PEVIVIG — ayyeoTacivng, pumopel va mpokaAéoovy PAGPn kot axoun Odvato oto
avantueoopevo EUPpvo. MoAg damotwbel eykvposvvn, Ba mpémel va dakomtetar to Losalet
plus 0 GuvTopOTEPO dLVATOV.

[Tapodro mov dev vrdpyet eumelpio omd tn xpnon tov Losalet plus og £ykveg yovaikec, peléteg o€
{oa pe losartan potassium €yovv dei&el euPpuikég kot veoyvikég PAdPec kabdg kot Bdvato mov
TIGTEVETOL OTL OQEIAOVTOL GTIV QOPUAKOAOYIKT EMLOPACT GTO GUGTNLA PEVIVIG — AYYEIOTOGTIVNG.
Ytoug ovOpdmovg M euPpuikn veppikn dmbnon mov e€aptdtar omd TV avamTvEN TOL
GLGTNLOTOG ayyEloTaGivg, apyilel 6To devTEPO TPiUnvo TS eykvpocvvie. 'Etot, o kivduvog yia
10 £UPpPLo avEAVETAL GV TO YopMYEiTAL KATA TN SLAPKEL TOL SELTEPOV 1 TPITOL TPIUAVOV TNG
EYKLLOGVVNG.

Ot Bg10lideg OlamEPVOLV TO PPAYO. TOV TANKOVVTO KOl OVIXVEDOVTIOL GTO Oile TOV OUPAALOV
Adpov. H cvyvi ypron tov dloupnTik®v o€ GALES LYIEIS €YKDOVE YUVAIKES O GLVIGTATOL KO
exkBéter ™ untépa kol 10 EUPpvo o€ AdKOOAOYNTO Kivouvo cupmepAaUPAVOUEVOD TOV
eUPPLIKOV VEOYVIKOV 1KTEPOL, NG OpopPorvttoneviag kot mbavdg GAA®V  avemBountmv



avtwpdoenv mov £yovv mopatnpndel oe evilikovs. Ta dwovpntikd dev mporappdvovv v
e€EMén ™¢ tovoupiog TG KUMONG Kol 0EV LEAPYOLV  IKOVOTOMTIKA Oe00UEVA TTOV V.
OmOdEIKVVOVV OTL Elval yprotpa yio T Oepomeio toSvarpiog.

Ot yuvaikeg acBeveig mov Ppickovtal 6€ avamapoymykn NAkio, TPETEL vo EVvIEPOBODV Yia TIC
GUVETEIEG TNG YOPNYNONS PAPUAK®Y TOL OPOLV GTO GVGTNUO PEVIVIIG — YYEIOTAGIVIG KATA TN
OLIPKELDL TOV SEVLTEPOL KoL TPITOV TPIUAVOL TNG £YKLUOGVUVNG. AVTéG o1 acbeveic Ba mpémetl va
AVAPEPOVY TNV EYKLLOGVVI GTO YITPO TOLG TO YPNYOPATEPO SLVATOV.

Xpnon katd ) yorovyia

Inuavtikd enineda losartan kot Tov evepyov Tov petafoirty) avevpédnoav 6to yéAo apovpaiwv.
Agv givar yvootd edv to losartan ekkpivetatl oto avOpomvo yaia. Ot Bealides eppaviCovtar 6to
avOpomvo yéia.

AOY® T1G TBOVOTNTOS EULPAVIONG OVETIBOUNTOV EMOPAGE®MY GTO vEOYVO TTov ONAAGLeL, Oa mpémet
va oamopaciofel €dv OBo dwakomel o OnAacudg M 10 eapuako Aaupdvoviag v’ Oy TV
avayKodTnTo TOU QOPUAKOL Yol T UNTEPQL.

4.7. Enidopacn oty tkavoTnTo 001yN01G KOl (EPLCHOV POV RAT®OV

Agv vrdpyovv dedouéva mov vo. amodekvoovy Ot To Losalet plus emnpedlet v kavotta
001 YNONG KO YEPIGLOV UNYAVILATOV.

4.8. AvemOopnteg gvépyereg

Ye KMvikéG pehéteg Omov ypnowlomomOnke o ouvovaouog e losartan potassium  —
hydrochlorothiazide, dev moapatnpnOnkayv Waitepeg avemBounteg evépyeleg mov va. oyetilovral
pe avtd To cvvovacd. Ot avemBounteg evépyetleg meplopicOnkav ce avtég mov giyov avapepOet
TPoNYoLIEVMG e To losartan potassium Kaun v vOpoyAmpobelalion.

H ovvolikr cvyvotnta avemBountov emdpacemv Tov avaeépOnke e TO GLVOLOGUO TTOV
ovykpioyn pe tov placebo. To mocootd dwakomng tng Bepaneiog NTav eniong cVYKPIcO LE
avto Tov placebo.

Qg eni 10 mAeloTOV Ol AVEMIOVLUNTEG EVEPYELEG NOOV NMTIEG KO TOPOSIKEG KOl OEV ATOLTOVGOV
dwakomn ¢ Oepancioc. ['evikd 1 Oepaneia pe to losartan potassium — hydrochlorothiazide sivon
KOAG OVEKTY).

Y& eAeyYOUEVEG KMVIKEG LEAETEG Yol TNV WO10moON vTépTtacm 1 CAAN fTov 1 LoV oYeTILOUEVT LE
TO PAPUOKO OVETIBOUNTY EVEPYELN TTOVL EUQOVICONKE e cuyvoTTa peyaldTepr amd Tov placebo
oe 0600t 1% 1M ko peyaAddtepo, TV acbevav mov Oepamebnkayv pe losartan potassium —
hydrochlorothiazide.

Ot axdrlovBec emumAéov avemBounteg evépyeleg €xovv avapepbel petd v KvkAogopio TOv
QOPUAKOL:

YrnepevaoOnoia: Ava@uAaktikég avtidpdoels. Ayyelooidnua mov meptlopupdvel oidnua oto
Adpuyyo kot otn YA®TTIOO, TOV UTOPEl VO TPOKAAEGEL AmOPPAEN TOV AEPOPOPMY 00DV KA
oldnpa TPooOTOoV, YEEWV, PapLYYa Ko TG YADOGGOGS, £xel avapepbel ondvia e acOeveic mov
erdpPavov losartan. Mepwkoi amd avtodg tovg acBeveic elyov eu@AVIcEL TPOTYOLUEVDS
ayyelooidnua pe dAiha edppoko copreptrappavopéveoy tov ovoctoréov MEA.

Ayyeutnida, cvpneptropfavopévng g mopevpog Henoch-Schoenlein éyet avapepBel omdvia pe
10 losartan.

Foaotpevrepukdé: Hmotitig, €xer avoeepbel omdvia oe aocBevelg mov AapPdvovv losartan,
dlappota.

AvanvevoTikd: ‘Exet avaeepbel Pryog pe to losartan.

Aéppa: Kviowon.

EmmAéov avembBounteg evépyeleg mov moapatnpnOnkay Eexmpiotd pe £vol amd T0 CLGTOTIKA Kot



fomg va amoteAohv kot avemBounteg evépyeteg pe to Hyzaar givon o1 akdAovdeg:

Losartan
E&avOnua, opbooctotikd @avopeva 00GOEEAPTMUEVA, OUTOPAYES TNG MNTUTIKNG AELTOVPYiag,
poodyio, nuikpavio, oavoipio, Kvnopos, kvidmon.

YopoyrmpoOeralion

Avope&la, yooTpikog epebiopog, vautia, €UETOS, KPAUTES, O1bppold, OLGKOIAOTNTO, IKTEPOGC
(evoonmatikdc YoAooTOTIKOG 1KTEPOC), maykpeatitdn, olaladevitic, iAryyog, maporcOncia,
kepaialyio, EavOoyia, Aevkomevia, akokklokvTTapaio, Opoppforkvtonevia, anAacTikn avoipia,
OLHOAVTIKY ovopio, wopevpa, OTogLOGONGi0, TLPETOC, OVPTIKAPLO, VEKPMOTIKY OyYEUTION
(ayyeltda, deppatikn ayyeitiow),

AVOTVELGTIKN OLvGEopia (TEPIAAUPOVOUEVNG TNG TVELLOVITIOOS KOl TOV TTVEVHOVIKOD OO LLOTOG),
OVOPUAOKTIKEG  OVTOPACELS, TOEIKN EMOEPIKT VEKPOALGT, vrepyAvkaia, yAvkolovpia,
vepovpryopio, dwtapoyn  oolvyiov TV MAeKTpoALTOV  (mEpthapPavouévng g
VIOVOTPLOIOG KOl VTOKOALOUIOG), VEQPIKY) OLOAEITOLPYid, OLAUECOS VEQPPITIC, VEPPIKN
OVETAPKELQ, PVTKOC GTOGHOC, advvapio, avnovyia, Tapodikd Odupog dpaong.

Evprjpato ané Tic epyaoctnprokéc e€etaoeig

e eheyyOUeveEG KMVIKEG HEAETEG, KAVIKA ONUOVTIKEG HETAPOAEG OTIG GUVNOELS EPYOOTNPIOKES
TOPAUETPOVG, OTAVIOL OYeTioOnKav pe 1N yopnynon tov losartan potassium. EpeoavicOnke
vreproAopio (KdAto opov > 5.5mmol/l 610 0.7% twv acbevov, aAld o€ avTég TIg HEAETEG, Oev
ntav amapoitmn n dwkony g Oepomneiog pe losartan potassium Adym vmepkoitopiog. Oo
TPENEL VO TOPOKOAOVOEITE TO KAAO TOL 0pOV, WIUTEPWS GE NAKIOUEVOLG 0oDEVELS Kol og
acBeveig pe veppikn duciettovpyia.

EppavicOnkav omaviog avénoeig g ALT, ot omoieg cuvnbmg Noav avaotpéyiues petd
dtakomn g Bepameiog.

4.9. Yaepoocolroyia

Agv VTAPYOVYV GLYKEKPIUEVO, OEOOUEVAL Y10 TNV OVILETOTION TNG LIEPOOGOAOYinG pe losartan
potassium. H Oepomeio eivar copntopatiky kot vroompiktiky. H Ogpameio pe losartan
potassium 0o wpémel va. drokomel Kot 0 acBevig va Tapakorovdeitol cuyvd.

Ta mpotevopeva PETPO GUUTEPIAAUPAVOLY TPOKANON EUETOV €QV 1| KoTtdmoon gival mpdspath
Kol 010pHwon g aELOAT®ONG, TG JTAPAYNG OTNV 1GOPPOTIO. TV NAEKTPOALTOV Kl TNG
VIOTOONG HE TIS Kablepmuéveg drodkacies.

Losartan

Ta otoyeio vrepdocoroyiag otov AvOpmmo eivor meplopiopévo. Ot mo mbaveg ekdNADGEIS
vepdocoroyiag Oa sival exkdnidoelg vrotaon Kot tayvkapdio. Bpadvkapdia Oa pmopodoe va
ocouPel S deyépoemwg Tov  MopacvumadNTIKOL  (mvevpoyaotpwkd). Edv  epoavicbel
CUUTTOUATIKN VTOTOCT B0 TPETEL VAL 0pYICEL VTOGTNPIKTIKY Qy®YN.

To losartan kot 0 JpaocTIKOG HETOPOAITNG TOL Ogv pmopel vo amouakpuvBovv omd v
KuKAoQopia pe apodtdivon.

Ydpoyropobeialion

Ta mo cuviOn onpeio Kot CUUTTOUOTE TOV TOPATPOVVTAL Elval EKEVA TTOL TPOKAAOVVTOL ATTO
OTAOAELL NAEKTPOALTOV (LTOKOALOLpLi, VTOYA®PLotpic, VITOVOTPLOUio) Kol a@LOdT®on AdY®
exteTapévng dovpnong. Edv éxet emiong yopnynOel daxturitida toéte 1 VIOKOALOpi PTopEl va
EMTEIVEL TIC KOPOIOKES appLOuiES.

O BaBudc amopdkpuveng g vopoyAmpobelaliong pe apodtdlvor dev £xet TeEKUNPLLOEL.

5. OPAPMAKOAOI'TKEX IAIOTHTEX
Kwdwkog ATC : C09DAO1




5.1. ®oppokodvvopIKES IOWOTNTES

Losartan Potassium

To Losartan Potassium givo pn mentiorkd pLoplo mov meptypaeeTot YNk oc:
2-butyl-4-chloro-1-[{2’-(1H-tetrazol-5-yl) [1,1’-biphenyl]-4-yllmethyl]-1H - imidazole-5-
methanol monopotassium salt.

O ynpkog tomog eivan C,,H,,CIKN O.

To Losartan potassium givat pio Aevkn €mg vTOAELKN EAELOEPWOS PEOVGA KPLGTAAAIKT OKOVI LIE
poptaxo Papog 461.01.

Eivar gudidAvtn oto vepd, O0Avt OTIG 0AKOOAEG KOl €AdylOTA O10ALTY] GTOVG GULVNOELS
0pPYAVIKOUS O1AVTEG OGS £VaL TO KETOVITPIALO Kot 1 pEBLA-aBVAOAKETOVT.

H o&eidmon g 5-vdpo&uAio-pebvro opdadag otov IOOL0AIKO SAKTOALO £XEL GOV AMOTEAEGIA TO
oynuatiopd tov dpaoctikol petafolritn tov Losartan.

To losartan eivor évag eEedikevuévog avTayoviot|g Tov vmodoyéwv tomov ATI g
ayyeotacivng IL.

To losartan avaoTEAAEL TN GLGTOAIKT KOl TN OIOGTOAIKT OLYYELOGVGTOGTIKY] OVIOTOKPIOT GTNV
&yyvon g ayyeotacivng Il. Me to péyioto amotéleoua tov 100mg losartan potassium ovtn M
avtondkplon oavactéAletol mepimov katd 85%. 24 dpec petd omd yopnynomn eedmad Kot
TOAALOTTAGDV dOCEMV 1 0VOGTOAN gtvan tepinmov 26-39%.

Katd ™ owpkea e yopriynong losartan m omdAell TG OpVNTIKNG OVATPOPOSOTNONG TNG
ayyswotocivng II omv ékkpion pevivng, odnyel oe avEnuévo enimeda dPACTIKOTNTAG PEVIVIG
TAQGLLOTOG,.

Avénoelc g dpacTtikdTTag TS PEVIVIG TAAGHATOG 03100V Gg avENGELS TG ayyelotacivng 11
OTO TAAGLOL.

Koatd ) obpketa ypdviog (6 fdopdoeg) Bepaneiog towv vrepracikdv achevav pe 100mg/Mmuépa
losartan mapotnpnOnkov avénoelg mepimov katd 2 €wg 3 @opéc omv ayyswotoacsivn II Tov
TAACLOTOG, KOTA TO ¥POVO TNG UEYIGTNG GLYKEVTPMONG TOL PUPUAKOV GTO TAAGLA.

Ye oplopévoug aocbBevelg peyodvtepeg avénoelg mapoatnpnonkoav koupiog katd Tn JldpKeEln
BpayvmpodBeoung (2 ePfdopddeg) Bepomeioc. Opmg M avtidmepTaciky OpPACTIKOTNTA KOl M
KOTOOTOAN TNG CLYKEVIPOONG NG AASOGTEPOVNG TOV TAGCUATOC NGOV EUPAVIG OTIG 2 Kol 6
EPOOUAOES, VTOOEIKVVOVTOG OMOTEAEGUATIKY dECHEVOT) TV LITodoyéwv g ayysotacivng 1L
Metd and dwakonr tov losartan, 1 dpacTiKOTNTO TG PEVIVIG TOV TAAGLOTOG KO TO ETIMEdA TNG
ayyswotocivng I peiddnkav ota emineda yopic OBepaneio péoa oe ddotnua 3 nuepov. Ot
emdpacelg Tov losartan 6to PRA ko ta enineda g ayyslotacivng Il fjoav mapopoteg pe eketveg
nov opatnpnonkav pe 50g losartan. Eneidn 1o losartan eivat évog eEE10IKELUEVOG OVTAYMOVIOTNG
TV vrodoytmv tomov AT1 g ayyeotacivng 11, dev avactédier to MEA (kxwvivdon 1) to
évlopo mov amotkodopet tn Ppadvkivivy. Le pia pedétn émov £ywve GUYKPLOT TG EMIOPACTG TOV
20mg ko toov 100mg losartan potassium kot evdg avactoréa tov MEA oe oyéon pe v
avtomdkpion oty ayyeotacivn I, v ayysotacivn I ko ) Bpadvkivivn, to losartan £6e1&e Ot
OEGUEVEL TNV avTOTOKPIoN otV ayyelotacivn I kal v ayyeotacivny I yopic va emmpedlet v
avtomdkpion ot Ppadvkivive).

Avtd 10 gupnua cvpPwvel pe Tov e€eldikevuévo TPOTo dpdong tov losartan. AvtiBétwg o A-
MEA £6ei&e 011 deopevel v avrondkpion oty ayyelotacivn I kot avdvel v avtamokpion
ot Ppadvkivivn yopic va petafdiiel v aviamokpion oty ayyelotacivn II, vrodeuvoovtog
£TO1 L0 QOPUOKOSVVOLIKT dlapoportoinot HeTaéy tov losartan kot tov A-MEA.

Ot ovykevtpmoelg tov losartan Kot tov dpacTikod HETAPOAiTn TOL 6TO MAGoUN KOOMDS Kol M
avTWTEPTACIKY €midpacn Tov losartan av&dvovv 660 avédvel n docoroyia. Emedn 1600 10
losartan 000 kol O OpaCTIKOG HETAPBOMTNG TOL E€ivOl AVIOY®OVIOTEG TOV VLTOJOYEMV TNG
ayysotoacivng I cuvelspépovy Kot Ta V0 6TV AVTITEPTACIKN dpdo).

Ye pla perém epdmal 006cemvV o€ PLGLOAOYIKOVS Gppeveg, M yoprynon 100mg losartan



potassium o€ olouta VYNANG Kot YOUNANG TEPLEKTIKOTNTAG GE GAaG, dev HeTEParav TO pvOud
OTEPALOTIKNG dmOnong, ™ veppikn pon aipatog kot to KAdopo omdnong. To Losartan eiye
VATPLOVPNTIKN ETIOPACT] TOV NTAV O EKGECNUAGUEVT] OTN YOUNANG TEPIEKTIKOTNTOG GE AANG
dtotar ko 0 @AvnKe vo oyetileTon pe TNV OVOGTOAN TNG TPOWNG ETOVAATOPPOPNONG TOV
vatpiov. To Losartan mpokdiece emiong mopodikn adENCT NG AMEKKPIONG TOL OVPIKOV 0EE0G
oT0 00PaL.

PN un S Tikotg VIEPTOAGIKOVG aoBevelg VE TpwTEIVOLPiOL
(0100090000036c000000000043000000000004000000030108000500000006020000000005000
0000c0210001200030000001e000400000007010400040000000701040043000000410b2000ccO
00£f001100000000000£f0011000000000028000000110000000f000000010001000000000000000
0000000000000000000000000000000000000000000fFFTEFOOFTTEB00 1 8001 fFff8001807f8001f
fff800691tf8001e3 8001 fcff8001{f7f8001{cff8000e3 1800198001 80018001 {fff800604
0000002701£fff0300000000002g/24 dpeg) mov Bepamevdnkay Yo 8 efdouddec, n xopnynon tov
losartan potassium 50mg titAomorovpevn ¢ to 100mg peiwoe onuaviikd v Tpoteivovpio
katd 42%. H khaopatikn anékkpion g arlfovuivng kot tov 1gG petovdnkav emiong onpavtika.
Y& awtovg Toug acbeveic o losartan diatrpnoe to puOUS orEpapaTIKNG dBnonc.

Y& VIEPTAGIKEG YuVaiKeS HeTd TNV epuunvonavcon mov Bepamevnkav yuo 4 efoouddeg, Ta SO0mg
losartan dgv giyov enidpaom ota enINESD TOV TPOGTAYAAVOIVAOV GTO VEPPE 1| GTN GLGTNLOTIKN
KukAoopia.

To Losartan dgv &iye enidpacn oTo aLTOVOUO OVTAVOKAAGTIKG 0VTE KOl TOPATETOUEV ETIOPOON
OTY VOPEMVEPPIVI TOV TAAGHOTOG.

To Losartan potassium yoprnyovpevo o€ 06c¢€lg émg 150mg pion popd v nuépa dev TPokdAese
KMVIKA onuavTikég HeTofoAEg oTa TpryAvKepidla LETA amd VNoTEld, GTNV OAKT YOANGTEPOAN N
v HDL yoAnotepoin oe acBeveic pe vréptraon. Ot idieg 66celg losartan dev elyav emidpaon
ota emineda TG YALKOING petd and vnoteia.

I'evikd to losartan potassium mpokdiece pelwon oto ovptkd oL tov 0pov (cuvibog <
0.4mg/dL) n omoia dratnpnOnke pe 1 ypovia Bepamneio.

e eleyyOpeveg KAVIKEG HEAETEC G€ LITEPTAGIKOVS acbevels kKavévag achevig de diékoye Ady®
avéNoemV oTNV KPEATLVIVI 1] GTO KAALO TOL OPOV.

Ydpoyrwpoberolion

H vopoyrlwpoberalion eivor 6-chloro-3,4-dihydro-2H-1,2,4-benzothiadiazine-7-sulfonamidel, -
dioxide. O ynuikog g tomog eivan C.H,CIN,O,S,

Eivor pion Aevkn 1 oxeddv Aevkn, KpuGTAAAIVI okoOVN pe poplakd Bapog 297.72. Elvar eAappdg
Sl0ALTH 0TO VEPO, OALA W10iTEPO O1HAVTN GE SLOAVLO LOPOEELSTIOL TOV VaTPiov.

H vopoyrlwpoberalion eivar dovpntikd kot avtibmeptacikd. ‘Exel enidopacn oto pnyoviopo
EMOVOPPOPNONG  MAEKTPOALTAOV  HEC®  TEPIPEPIKAOV  VEQPIKOV  coinvapiov. H
VIPOoYAPoBealion avEdvel TV ATOUAKPVVOT] TOL VATPiov Kot YAwpiov 6€ TePIMOV 1GOTOGES
nocdttec. H amopdkpouvon tov vatpiov pEow Twv o0pmv UTopel Vo GLVOJEVETAL OO LEPIKT|
OTTOAELD TOV KOAIOL Kot TOV SITTOVOPAKIKADV.

O unyoviopdg g avTmeptactkng emidpacng tov Bsalidmv gival dyvootoc. Xvvinbmg ot
Oe10lidec 0ev £xovv EMIOPAOT] GTN PVGIOAOYIKY| OPTNPLOKT) TIECT).

Metd Vv amd Tov GTOUATOG YOpPNYNON, 1 d1oVpnomn apyilel eviog 2 POV P HEYITTN VOTEPO OO
4 dhpeg Ko d1dpkela mepimov 6 £oc 12 dpeg.

Losartan — vépoyAwpoBetalion

‘Exer oeyfel 6Tt to0 ovotatikd Ttov losartan €yovv mpooHetikn emidpaocm ot peimorn g
APTNPLOKNG TTEONS, LELOVOVTAG TNV OPTNPLOKT TTieon oe peyoldtepo Pabud amd kabéva amd ta
GLGTATIKA LOVO TOV.
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H enidpaon avt emopéveog eivor omOTEAEGUO TNG CLUTANPOUATIKNG Opdong T®mv ovo
ovotatik®v. EmmAéov cov amotélecpo g S100pNTIKNG EMdpacng TG LOPoYAwpobelalion
avéavel ™ OpaoctnPdTTa TG PEVIVIIG TOL TAAGUOTOS, OVEAVEL TNV EKKPLoT OAD0GTEPOVNG,
HEWDVEL TO KAA0 oTOV 0pd kol ov&avel ta emimeda g ayyswotasiving II. H yopnynon tov
losartan otopaTd OAEG TIC GYETIKEG PLGLOAOYIKES Opdoelg g ayyswotacivig I kot péow g
OVOGTOANG TNG AAS0GTEPOVNG UIopel va apPADVEL TNV ATMOAELN TOL KOAIOL TOL GUVOEETOL LLE TO
S10VPNTIKA.

To losartan €yel moPOVGLAGEL NI KO TAPOJIKY| EMIOPACT GTNV OMOPOAT] OVPIKOV 0EE0G HECM
TV ovpwv. H vdpoyrmpobealion éxet oeiEel 6T1 mpokarel pétpieg avénoelg oto ovpkd 0&H. O
ouvovoopog losartan kot vopoyAwpobelaliong teiver va aupriover m emoyoupevn amd TO
SLOVPNTIKO VITEPOVPLY DL

To avtidneptracikd amotéhespo tov Losalet plus dwatnpeiton yio éva 24mpo. Le KAMVIKEG LEAETES
oL dMPKNGAV £VOl £TOC TOVAAYLIGTOV, TO OVTIDTEPTUCIKO AMOTEAEGLO TOPEUEVE OTAOEPO KT
™V o1dpKela g Bepameiog.

[TapOdro TOV VIAPYEL CNUAVTIKT TTOCT TNG APTNPLOKNG TTieEoNg 1 xoprynon tov losartan dev elye
KOVEVO KAVIKA ONUOVTIKO OTOTEAEGLLO GTOV KOPIOKO cQUYUO. Xe KAMVIKEG pehéteg petd amd 12
ePooudoeg Bepamnciog pe losartan 50mg/hydrochlorothiazide 12.5mg, n peiwon g S10GTOAKNG
apTNPLOKNG Tieons, o€ Kabeotnkvia 6¢on ftav kotd péco 6po 13.2mm petd 1o t€hog ¢ 600G,
To Losalet plus givor amotedecpatikd ot Hel®oN NG APTNPLOKNG TEONS GE (VOPES Kot
YOVOIKEG, HOOPOVG KOl U1 HOOPOVS Kot 6€ VEOUS (< 65 €Tdv) kol NMKIOUEVOVS (= 65 eTdVv)
acBeveic kot elval amotehespatikd 6 OAOLG TOLG Pabovc VTEPTAOTG.

5.2. ®oppoKoKIVTIKEG 1010TNTES

Amoppognon

Losartan

Metd ) yopnynon amd 10 otdpo, 1o losartan amoppo@dtor KOAG Kot veiotatal PHeETooMGUO
TPpAOTNG dfdocms, oynuatilovrog £va dpactikd KapPoELAkd petaforitn kot GALOVG adpaveig
petaforites. H ocvotnuatikny Prodwabecipdmmra tov dwokiov losartan eivar mepimov 33%. Ot
HECEG PEYIOTEG OLYKEVIPMOEL TOL losartan emtuyydvovior oe 1 dpa Kol TOL OPOGTIKOV
petafolitm oe 3-4 mpeg. Aev vmnpEe KMVIKOG ONUOVTIKY] EM{OPACT OTN GCLYKEVIPMON
TAGGHTOG TOL losartan dtav To edppako yopnyndnke poali pe éva ohvnbeg yeovpa.

Katavoun

Losartan

Téco 10 losartan 660 kot 0 OpacTKOg UETAPOAITNG TOL GLVIEOVTAL UE TIG TPWOTEIVEG TOV
TAdopatog katd 99% M kol meplocdTEPO, KVPimg pe v aAPovpivn. O OyKOG KATOVOUNG TOV
losartan eivar 34 Atpa. Meléteg oe apovpaiovg vrmodeikvdovv 0Tt o losartan dlamepva TOV
OLLLOTOEYKEPOUAIKO Qpayd eAdylota mg KaOOLOV.

Ydpoyropobeialion
H vdpoyropobetalion damepva tov mhakoOvio aAAd Ol TO PPAYLLO OILOTOC TOV EYKEPAAOD KoL
OTEKKPIVETAL GTO UNTPIKO YOAOL.

Biopetatponn

Losartan

[Tepimov 10 14% g evooeAéPlog M amd TOV OTOHOTOC Yopmyovuevng Od6omng losartan
UETOTPEMETAL OTO OPAOCTIKO TOV HeToPoAitn. 'Emerta amd evéoeAéPio 1 omd TOL GTOUATOC
yopnynon losartan potassium ceonuoacuévov pe 4 C, n padievépyeia Tov TAACUATOG amodideTal
TpOTOPYIKd oto losartan kot o OpacTiKd Tov peTaforitn. Mndauwvn petotpony) tov losartan



070 OpaoTIKO PeTaBoAitn Tov €xel eppaviotel o€ mepimov 1% tov acBevdv mov peketOnkay.
Extég omd to OJpaoctikd petaPoiirn, oynuatiCovior kot oadpaveic petafoliteg, mov
nepthapfdvouv 2 kvprovg petaforite mov oynuotilovral amd VOPoELAMON TS PBOVLTLAKNG
aAvcidag kot 1 devtepevovia petaforitn, éva N-2 tetpaloiikd yAvkovpovidio.

Amofoln

Losartan

H xéBapon mAdopatoc tov losartan eivar 600mL/min Kot Tov dpacticod Tov peTaforitn
50mL/min. H veppwr kdBapon tov losartan eivor 74mL/min kot Tov dpacTikov Tov petafoiitn
26mL/min. Otav 10 losartan yopnysitar and to otopa, mepimov 10 4% tng dOOTG amoPdiieTal
avaAroiwTo omd o 0vpa Kot TEpimov T0 6% G 06oNS amoPfAAAeTOl GTAL OVPO GOV OPUCTIKOG
petaforims. H oeoapuaxokivntikny tov losartan kot tov Opactikod Tov petofoAitn eival
YPORLIKY Yo d0ceElg Tov losartan potassium a6 to otopa, péypt 200mg.

‘Enetta amd yopnynon amd 10 oTOUM, 01 CUYKEVIPMOELS TOL TAACUATOC Yio To losartan kot to
OpaoTIKO TOV PETABOAITN peldvovTol eKOETIKA e TeEAKO ypovo nuicelag {ong 2 dpeg Kot 6-9
wpeg avtiotoya. Katd t didpketa g yopnynong 100mg pio popd nuepnoing ovte 1o losartan
001€ 0 OpacTIKOG TOVL UETAPOAITNG CLGGMOPEHOVTOL CTLLOVTIKA GTO TAAGLLAL.

T660 N Nratikn 660 Kol 1 VEPPIKN AmEKKPLoN SVUPAALOVY otV amofoAn Tov losartan Kot TV
HETABOMTAOV TOV.

‘Enerta amd pio amd tov otdpotog doon losartan ceonpacpévor pe 14C otov dvBpono, to 35%
TEPIMOV TNG PASIEVEPYELNG AVOKTATAL 6T OVPA KoL TO 58% oTo KOTTpOava.

Ydpoyropobeialion

H vépoyrwpoberalion oe petaforiCetar addd amopokpoveton toyéws ond to veppd. Otav ta
eMimedn TOV TAACHOTOG TopaKoAovOINONKaY Yo TOVAGYIeTOV 24 MpEG, 0 YpoOvog Nuicelag (ong
070 TAdGpa TapoTnpnOnke 6Tt Kupaiveton peta&d 5.6 kot 14.8 wpav. TovAdyiotov 61% ¢ and
TOV GTOMOTOG YOPNYOVUEVNC OOONG QO LAKPUVETOL OUETAPANTO GE 24 MPEC.

Xopaknplotikd oe acbeveig

Losartan — Ydpoy,lwpoBealion

Ot ovykevipooelg tov losartan kot Tov dpacTikoL peTofoAitn TOL G©TO TAGCUM Kot 1
amoppoenon TG VOPoyAmpobelalidng otovg MMKIOUEVOVS VTEPTUCIKOVS OF  JPEPOLV
ONUOVTIKA 0O EKEIVEG GE VEMTEPOVS VILEPTAGLKOVG.

Losartan

‘Eneita amd yopnynom amd 10 otopo oe acbeveig pe Nmo g petpiov Pabpov (aAkooMkng
a1TIoA0Yi0g) Kippmon Tov NTOTOG, Ol GLYKEVIPMGELS TAACUATOG TOV losartan kot Tov SpacTikoD
tov petafoAitn Mrov aviictoya S @opéc kot 1,7 @opég peyahOtepec omd exeiveg mov
eppaviCovtal o€ véoug avopeg eBeAoVTES.

To6c0 10 losartan 660 Kal 0 SPAGTIKOS LETABOMTNG TOL eV ATOUAKPHVOVTOL LUE OLOSIAAVOT).

5.3. Ilpoxklvikd cTovyeio aoc@aieiog
Kapxwvoyéveon, petarralloyéveon, exiopact) otn YoVipoTnTa
Losartan potassium — Y dpoyAmpoberalion

Aev €povv owelaybel peAéteg wopkvoyéveong pe 10 ovvovacpd losartan potassium —
vOpoyAmpobelalion.

O ovvdvaoudg losartan potassium — vopoyAwpoBeralion dtav peletndnke oe avaioyia Bépovg
4:1 elye apvntika aroteAéopato oty pkpofroroyikn dokipacio petadiasloyéveons Ames Ko
ot dokipacio petaAra&loyéveong mvevpovokuttappwy oe V-79 kvélika (hamster). EmmAéov
dev vmnpye €voelln dueong yovotoSkotntag o€ In vitro dokipacio oAKoMKNG £KAovong o€
NTOTOKLTTOPA EM{PUVOV KOl GE in Vitro JoKOcio YPOUOCOUIKNG EKTPOTNG HE MOONKIKA
KOTTOPO amd KIvVECIKa YAUOTEP GE U1 KLTOTOEIKEG CLYKEVIPMOGELS.
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Otav 10 losartan potassium cuvyyopnynOnke pe vopoyAmpobelalion, dev elye Kamola emidpoon
OTN YOVILOTNTO T} OTN GULUTEPIPOPA LELYOPOUOTOC TOV OPCEVIKMOV EMIPUVOV GE S0G0A0YiES
losartan péypt 135mg/kg/mpépa kot vopoyrAwpoberaliong 33,75mg/kgmuépa.

Ot docoroyieg avtég Eyovv dgi&el 6TL TpokaAovv cuatnuatiky ékbeorn (AUCs) tov losartan, Tov
OpacTiKoL Tov petafolritn Kot g vopoyrwpobealiong aviictoiymg mepimov 60, 60 kot 30
QOpEC peyalvtepn amd ekeivn Tov emTtvyydveton g avBpdmovg pe 100mg losartan potassium ce
ouvovao o e 25mg vopoyAwpobetaliong.

Qo160 oe OnAvkolg emipveg N cvyyopynon xapnAdv d6cewv losartan dmwg 10mg/kg/muépa
kot 2,5mg/kgmuépa vopoylmpobelaliong cuvoéinke pe PKpég oAAG GTATIOTIKOS GNUAVTIKES
LEUDGELS OTIG EVOEIEEIC OVOTAPAYDYIKNG IKAVOTNTOG Kol YOVILOTNTOG.

Ot Tipég g meproyng kTt omd v Kapmoin (AUC) yw to losartan, to dpactikd petafoiitn
TOV KO TNV VOPOYA®POBEalidn and Ta oTotXEl0 TOV TPOEKLYOV LETA 0 yoprynon losartan cg
emipveg o 06om S0mg/kgmuépa oe cuvovacud pe vopoylmpoberalion 12,5mg/kg/muépa nTav
avtiotora mepimov 6, 2 kot 2 PopEC VYNAGTEPA OO EKEIVEC TTOV EMLTLYYAVOVTOL GE AVOPDOTOVG
pe 100mg losartan og GuvovaGHO e 25mg VOpoyAmpoBelalion.

Losartan potassium

To losartan potassium 0ev &iye Kapkvoydvo Opacm Otav yopnyNOnke oe UEYIOTEG OVEKTEG
d0c0A0Yieg o€ emipveg Ko poeg yuo 105 kot 92 efdopndadec, aviioToiymg.

Otav yopnynmnke oe Onivkovg emipvec n vymAdtepn 06on (270mg/kgmuépa) vimpye pio
erappd avénon ot ovyvoTNTe. TOL KLYEAOEWOVS TaykpeoTikoy adevopatog. Ot péylota
avektég oocoloyiec (270mg/kgmuépa oe emipveg, 200 mg/kgmuépa oe pveg) epedvicov
oLOTNOTIKES ekBEGELS TOV losartan Kot TOV QAPHOKOAOYIKA SpAcTIKOD PETABOAITN TOV Ol 0moieg
ntav mepimov 160 ko 90 @opéc (emipwveg), 30 ko 15 (uoeg) n €kBeon petd omd yopnynon
100mg/mpépa oe dvBpomo pe copatikod Papog S0kg.

To losartan potassium &iye opvntikd amoteAéopato 1660 ot HKpoPloroyikny €kbeon
petaAlaéloyéveong 660 kot otn dokipacio petorradloyéveons pe V-79 kdtropo Oniactikdv
KaBmG Kol 6g In vitro doKIAcio dAKIAKNG £KAOLONG KOl G€ in Vitro Kot in vivo doKIpocio
YPOUOCOUKNG eKTpOTNG. EmumAéov o dpaotikdc petafoAitng oev €dei&e kdmowo ototyeio
YOVOTOEIKOTNTOG OTIS LUKpOoPloroyikés dokipaoieg petarialloyéveone, in vitro JoKipocio
OAKOAIKN G €KAOVONG Ko in Vitro SOKIUAGI0 YPOUOCOUIKNG EKTPOTNG.

H yovipdémto kot 1 avomopayoyiky Kovotnte 0gV EXNPEACTNKOV GE UEAETEC LE OPOEVIKOVG
emipeg otovg omoiovg O0Onkav amd TOov oTOHNTOG dOcelg losartan potassium  péypt
150mg/kg/muépa mepimov. H yopriynon tolik®dv 00G0A0YIK®OV emMIEd®V G BNALKOVG emipveg
(300/200mg/kg/muépa) ocvvdébnke pe pio onuoavtikny (p<0.05) peiwon otov aplBpd TV
OYPWVIKOV COUOTOIOV 6TO ONAVKE, TOV HOGYELUATOV 6To ONAVKA Kol TOV {OVTAVOY KUNUATOV
ota Onivkd oto tunua C. Me 100mg/kg/muépa mapoatnpndnke povo pio peioon otov aptBpo
TOV OYPVIKOV cOUATIOOV ota OnAvkd. H oyéon autdv Tov eupnudTov LE T1 QOPUOKEVTIKN
ayoyn ogv eivar BéPain €9’ Ocov dOev vanpye KAmoln EmMISPACT, T®V OOCGOAOYIKAOV OVTMV
EMIMEIMY OTOL. LOGYEVUATO/KLOPOPOVVTO, ONALKA, OTNV UETEMELTO, EKOTOGTIONO OTMOAELL TM®V
HOGYEVUATOV 1 TV {OVIOVAOV VEOYVAOV KATO TNV EYKVHOGLV.

Otav yopnynOnkav od6celg 135mg/kgmuépa yioo 7 MUEPES G€ U KVOPOPOVVTEC EMIUVEG M
ocvotnpatiky ékbeon (AUCS) yia 1o losartan Kot 10 pactiKd HeTafoAiTn TOL, NTOV AVTIGTOLYO
mepimov 66 Kot 26 popég N KOG TOV EMTLYYAVETAL GTOV AVOP®TO LE TN UEYIOTI) GUVICTAOUEVN
nuepnota dosoroyia (100mg).

YopoyrwpoBeralion

Meléteg ékBeomng PEcw NG TPOPNG O1dpKeELNG dVO YPOVEV e PHEG Ko EMIpVEG Tov dteEnydncav
ocvppova pe TG oonyieg tov EBvikov To&ikoAroyuov [Tpoypapupatog (NTP) dev édei&av kdmowa
duvatodHTNTO KOPKIVOYOVOL dpdons tng vopoylmpobelalidng oe BnAvkovg poeg (mepimov oe
d0ceig émc 600mg/kg/muépa) N oe apcevikodg kot OnAvkovg emipveg (tepimov oe d00ELS MG



100mg/kg/mpépa).

Qo160 10 NTP, Bprike apgifora otoyeior SuvaTdOTNTOG Y10 KOPKIVO TOV NTOTOG GE OPGEVIKOVG
Hoeg.

H vépoyrlwpoberalion dev fntav yovoto&ikn o€ in vitro dokipocioo Ames petoariagloyéveong pe
ta oteAéymn G Salmonella typhimurium, TA 98, TA 100, TA 1535, TA 1537 xou TA 1538 xou
o€ JOKIHOGio YPOUOCOUKNG ekTpomtng o wofnkn kwélikwv hamster (CHO) 1 og in vivo
SOKIUAGIEG TTOV YPNOLOTOOVV PAACTIKA YPOUOCOUIKE KOTTOPO HLOC, YPOUOCHUOTO HVEAOD
TV 00TOV and Kivélika hamster kat puAocHvdeTa vodemdpueva Bvnorydva yovida Drosophila.
Oetikd amoteléopata mapovstdcOnkav poévo oty in vitro dokipacioc CHO avtoAiloyng
AdEAPOV YpoOUATIOI®V (S1opeTIKOTNTO) Kol GE OOKIUOGIO HE KOTTOPO AEUQOUOTOS HLOC
(netodha&loyéveon) OOV YPNOILOTONONKAY CLYKEVTIPMGELS VOPOoYAmpobelaliong and 43 £wg
1300mg/mL kot o€ dokipacio pun-dwacHvoeong otov Aspergillus nidulans pe pn eEaxpifopévn
GLYKEVIP®OT).

H vopoyrmpobelalion dev eiye kdmowo avemBountn evépyelol 6T YOVILOTNTO TOV HLOV Kot
eMiPLOV Kot ToV 000 EUA®V, 6g peAéteg dmov Ta €idn avtd extédnkay pécm g dlotds Tovg o€
dooelg émg 100 ko 4mg/kg mpwv 10 Levydpopo Kot Katd tn S1dpKelo TS KLoQopiog avTIoTOl MG,

6. DPAPMAKEYTIKEX [IAHPO®OPIEX
6.1.'Exooyo

Cellulose microcrystalline, lactose monohydrate, maize starch pregelatinised, sodium starch
glycolate type A, magnesium stearate, hydroxypropylcellulose (E463), hypromellose 6Cp
(E464), titanium dioxide (E171) CI 77891.

6.2. Aovupatotnreg
Kopia

6.3. Xpovog Long
3 xpovia

6.4. E101kég Tpo@urders katd T @Uiaén
Noa puAdooetan o€ Beppokpacio pkpotepn 1 ton tv 25°C

6.5 @Yo KoL GVGTAUTIKA TOV TEPLEKTT)

To Losalet Plus (50+12,5) mg/tab ka1 (100mg +25)mg/tab cvokevaletor o PVC/PE/PVDC
blisters pe puALo aiovuviov mepiéyovral 10, 20, 28 i) 30 diokia.

6.6. Yrev0vuvog aocloc Kukrhopopiag

ALET PHARMACEUTICALS ABEE
Atdwiov 24,

124 61, Abnva

TnA: 210 5698610

E-mail: info@aletpharmaceuticals.gr

7. APIOMOZX AAEIAY KYKAO®OPIAX

Losalet Plus (50+12,5) mg/tab: 84212/25-11-2009

Losalet Plus (100+25) mg/tab : 84210/25-11-2009

8. HMEPOMHNIA IIPQTHXE EI'KPIZTHX/ANANEQYXHY AAEIAX
23-06-2009
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9. HMEPOMHNIA TEAEYTAIAY ANOEQPHXHY TOY KEIMENOY
25-11-2009



