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ynOYPfEIO YfEIAL: & KOINONIKHL: 


MAHAErfYHL: 

E0NIKOr OprANlrMOr <l>APMAKON 

MWOYEiwv 284, 15562 XoAapyo<; 


www.eof.gr 
.6/vfJrJ t.IOIKrJTIKWV YnrJPEOIWV EMyxou npOiOVTWV A0HNA, 23-9-2009 

nA~pO(popiE<;: t..TL:ANTE AP. npOT.: 66752 

T I1At<pwvo: 210-6507200 


ErKYKAIOr - AnO<l>ArH 

0EMA: Ka80plfJlJo<; nEpiArJljJrJ<; XapaKTIlPIOTIKWv TOU npOiOVTO<; Kal <PuMo OOIlYIWV v'a TOV 
XP~fJTIl <paplJaKEUTIKWV rrpoiovTWV rrou nEprtxouv OpaOTIKO OUOTaTIKO 
FLUCONAZOLE, KOljJOKIO oKAIlPO 50mg/CAP, 100mg/CAP, 150mg/CAP & 200mg/CAP, 
.6loAulJa v,a tYXUOIl 50mg/25ml, 100mg/50ml & 200mg/100ml 
Kovl<; v,a rroollJo EvalwPrJlJa 50mg/5ml & 200mg/5ml 

'EXOVTE<; UrroljJll: 
0) 	 TI<; OIOTO~(/(; TIl<; KOIV~<; YnoupYIK~<; Ano<paorJ<; t.Yf3 (0) 83657/2005 "nEpl EVOPIJOVIOIl<; TI1<; 

EMIlVIK~<; NO)..l08EOia<; IJE TrJV aVTioTOIXIl KOIVOTIK~ OTOV TOlJta TIl<; KUKAo<popia<; 
....................... TWV <paPIJOKWTIKWV npo'ioVTWV, nou npoopi~oVTaI v,a ov8pwTTlvrJ XP~OIl", 

13) TIlV un' ap181J: 2044/13-1-2005 Ano<pooll npotopou .6L:/EO<l> (<PEK.75/24-1-2005) "nEpi 
IJETa!3i!3a0rJ<; aPIJOOIOT~TWV OTOU<; .6IEU8uVTt<; TOU EO<l>", 

y) Til fvwlJOTWOIl TOU ETTlOTIlIJOVIKOU L:ulJ!3ouAiou EYKpioEWV op. <1>- 93/20-3-09 

AnO<l>ArIZOYME 

A) 	 H nEpiAllljJll XapaKTrJPloTIKWV TOU IlpoioVTO<; <paPIJOKWTIKWV npo"ovTWV nou mpltxouv 
opaoTIKo OUOTOTIKO FLUCONAZOLE opisnol w<; E~~<;: 

DEPIAH\f'H TON XAPAKTHPI2:TIKON TOY npOIONT02: 

I. 	 EMllOPIKH ONOMAI:lA TOY Cl>APMAKEYTlKOY llPOiONTOI:: 

2. 	 1l0lOTlKH KAI nOI:OTIKH I:YN0EI:H <1£ bpacr1'lKO: <1UcrTa1'lKO: 

• 	 Kue£ KmjJuKlO O"KATJpO 1I£pt£x£l 50, 100, ]50 & 200 mg fluconazole 
• 	 Kue£ cptaA18to ,cov 25 ml, 50 mIll 100 m! otaAU~ta,OS YH). £yxuO"TJ 1I£Pl£X£l 50 mg, 

]00 mg iJ 200 mg fluconazole aVLlmOlxa. 
• 	 Ta 5 m} 'l:KOVTJS yta 1IomJlo £vUtWPTJJla 1I£Pl£XOUV 50 iJ 200 mg fluconazole. 

3. 	 Cl>APMAKOTEXNIKH MOPCl>H: 

KmjJuKlo O"KATJpo, 

6.1UAU~ta yta £yxuml, 

'l:KOVTJ yta 1IomJlo £vatWPTJ~ta 


4. 	 KAINlKA I:TOlXEIA 
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Mucorales, Fusarium, C glabrala, rrou GUXVU rrapoumuSouv c.pumKT] av'toX11 GLle; 
aSoAEe;. 

H O£pan£ia Ilrrop£i va apxiGE1 np1v H] yvwGwrroir]GT] 'tWV anotEA£GIlUtWv tWV 
KaAA1EPYW:.OV Kat 'twv UAAWV £pyaGtT]PtaKWv £~£'tUG£WV, WGtOGO, a~Gw<; !J.ETa t11 
AT]\jIT] tWV aVWttpw arrOt£AWIlUtWV, 11 avtll.lT]KUtlaKT] O£parr£ia rrptrrn va 
rrpOGapllos£tat avuAoya. 

XPUGl] G£ nato1U 

H c.plcouKovat;oAT] O£v Oa nptnn va XPT]Gl!J.on01£itat G£ tp1xoqmtia tOU 'tP1XW'tOU 1:11<; 
. K£<pa1cils· 

4.2 6OCJOAO",(lu KUI ip01!OS IOPtl"'(T]G'lS 

Errnoil T] anoppo<pT]all G'tl1v ana LOU Gto!J.aLOS XOPilY11Gll £ivat 'tax£ia Kat nA11p11e; T] 
T])..l£pilma bOGT] <plcOUKovat;olcT]<; £ivat iota Y1a 'tT]v ana lOU Gto!J.aw<; Kat £VOoq>At~la 
XOpT]YT]GT] . 

H lWEpT]ma bOGT] 'tOU rrptrr£l va KaOopit;£Ta1 !J.£ ~UGT] 'tT] <pUGT] Kat eT] ~apu'tT]ta 't11e; 
IlUKT]tlamKil<; A01!J.W~T]S. 01 n£plGGOt£P£<; n£pmtWG£lS KOAntKil<; Kavtlv'tiaGT]C; 
av'tanoKplVOVtat O£pan£unKWS G£ £<puna~ xopilYT]GT]. rta tlS !J.op<pte; 1c00)l.W~£WV 
rrou arrattOUv XopilY11al1 nOAAarrlcWv bOG£WV TOU <pap!J.UKOu, T] O£panda nptn£l va 
GUW;Xit;£Tal tws OWU 01 KlclV1KtS napU!J.£tpOl Kat 01 EpyaGtT]PtaKtS OOKl!J.aGi£c; 
unooEi~ouv urroxwpT]GT] tT]S £v£pyou IlUK11tlamKils 1c0i!J.w~T]S. H av£rrapKils XPOV1Kil 
olupK£la tT]<; O£parrdas ouvatov va OOT]yilG£1 G£ unotporril t11S £v£pyou Aoi!J.wS11S. 
AG8£vdS 11£ A1DS Kat KpurrLOKoKKlKi] 1l11vlyyinoa il 11£ unotpontuSOUGa 
GW!J.ato<papuYY1K11 KaVLlVtiaG11 GUV1lOw<; arrattOUv O£panEia GUVtT]PilG£Ws rrpos 
rrpOleT]\jIT] unOtporrT]<;. 

EV1]AtKE£ 
I a. rla 1:11 8£panda tT]e; KpunwKoKKIKi]t:; !J.11vlyyinoa<; Kat KpumOKOKKlKWV 
AOl!J.W~£WV UAAWV n£plOXWv tOu GW)l.atOt:; 11 Guvil8T]S bOGT] £ivat 400 mg tT]v npwtT] 
1wtpa tT]t:; O£pandas aKoAou80u!J.£v1l ana OOGT] 200-400 mg una~ T]!J.£pT]GiwS. Ii 
OlupK£la 1:11S O£pam:iac; £nl KpunTOKoKK1KWV leOl!J.W~£WV £~ap'tutat ana tT]v KltV1K11 
Kat !J.UK1110AOY1Kl1 aVtarrOKplGT] GtT] 8£pan£ia, aAleU GUVilOws dvat tOUleUXlGtov 6-8 
£~oo!J.uo£S £ni KpUntOKOKK1Kil<; ~l11v1yyinoa<; " 10-12 £~oo!J.uo£<; )..l£tU t11v 
apvT]nKOnOlllG11 tT]<; KaAlcltpY£la<; toU ENY. 

1~. rta t11V npOlc1l\j111 tT]<; unotponil<; t11<; KpUntoKOKK1Kil<; )l.11vlyyh1oa<; G£ aG8€v£i<; 
)..l£ AIDS, a<pou 0 aG8£v11<; leu~n tva OAOKlcT]PW)l.tvo apX1Ko Gxil!J.a 8£panEia<;, 11 
fluconazole Ilnopd va XOPT]Y110d en' aOp1GtOv G£ lw£p"ma bOGT] ] 00-200 mg. 

2. I'ta Lll O£pancia tT]S KaVLlVtat!J.ia<;, tl1<; Y£V1K£U!J.tVT]<; KavnvtiaG11S Kat ulfcwv 
~apnwv KaVnVnUG£wv, 11 GUv"OT]<; bOall tOU <paPlluKou EiVat 400 mg tT]v npWt11 
T])l.tpa tT]S 8£panEias, aKolcou8oUIl£vT] ana bOGll 200 mg 1W£pT]GiwS. Av xpnaGtci 
£1d av£napKous aVtanoKplGT]S T] MGT] !J.nopd va aUST]Oci G£ 400 mg T]!J.£P11GiwS. H 
OlUPK£ta 'tT]S O£pandas £saptutat ana tT]v KA1VIKll aVTanOKp1Gll twv aG8£vwv. 

3. rta ns £v tW j3u8n IlUKllnUG£lS !J.nopci va arrattllOouV MGns 200-400 mg 
T])l.EpT]GiwS Y1a blUGtT]lla olapKdas ~ltXPl 2 £twv. H OlupK£la t11S 8Epan£ias nptn£l 
va £~aTolllK£U£tal. 
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4. rta Tll G£panda T11S OTo~LaTo<papD'Y'YlKijs KavTlVTtacnlS 11 oDv11811S b0011 dval 50
100 mg ana~ 11~£P11ot(0S £nt 7-14 ll~i:P£S. Eav dVUl avaYKaio, O£ ao8£vds ~£ 
~ap£lES blUTapaXES TllS A£noDpY1as TOD avOOOnOlllTlKOD oDOTij~aTos, 11 G£panda 
~[1[OP£l va GUv£X10Td yta ~aKpDT£pO XPOVlKO blaOTll~a. rta Tll G£panda T11S 
aTpO<plKijS OTO~aTlKijs KaVTlVT1aOllS nOD napUTllP£lTUl £n1 T£XV11H;)V ObOVTOOTOlXHDV 
11 ODvijGllS MOll dVUl 50 mg ana~ 1W£Pl101WS £n1 14 1WEp£S, XOPllYOD~£V1l 
Tamoxpova W Tllv £<pap~oyij T011lKeDV aVTl011nTlKeDv ~ETPWV £n1 TWV 
ObOVTOOTOlXleDV. 

rta Tll G£panda aAAwv KaVTlVTla01KeDV AOl~W~£WV TWV ~A£vvoyovwv (£KTOS TllS 
KOA11lKijS KavTlvT1aollS, ~AEn£ KUTWTEpW) n. X. TllS Oloo<paY1Tlbas, TWV ~ll blllGllTlKeDV 
~Poyxonv£u}tevlKwv AOl~W<;£WV;---T-11~K-«V,{"-lv,{"-0Bj3ia'5>TT]~-f3Bvta<; ~A£vvG0£pj.laHK11s 

KavTlVT1a011S KAn., 11 oDvijGllS anoT£AW~aTlKij MOll dVUl 50-100 lllg llWPl101CDS 
XOPllyoU~£vll £n1 14-30 ll~EP£S. 

5. rta T1l G£panda TllS KOA11lKijS KavTlvT1aollS KUl TllS KaVTlVTla01Kijs ~aAav1Tlbas 


npEn£l va XOPllYOUVTUl 150 mg ano TOD OTo~aTos wS £<pana~ MOll. 


6. rla b£p~anKES AOl~eD~£lS nOD n£plAa~~aVODV Tll b£p~aTO<pm1aOll TWV noowv, 
TOD \jJlAOU bEp~aTOS KUl TWV ~llPoy£vvllnKWv mDXeDV KaGws £Kdv£S nOD O<p£lAOVTUl 
OTll Candida, 11 GUV10TWWVll MOll dVUl 150 mg ana~ £~bo~abta1WS 1150 lllg 6.na~ 
11~£Pllo1wS. H blaPK£la TllS G£pandas KD~a1v£TUl ano 2 EWS 4 £~bo~ab£S, aAAa 
£lblKa 11 b£p~UTo~llKDT1aoll TWV nobeDv ~nopd va analTl10£l G£panda EWS 6 
£~bo~ab£s. rta TllV nOlKlAOXPOD nnDp1aoll1l GUV10TWWVll M011 dVUl 50 mg ana~ 

1W£P1lo1WS yta 2 EWS 4 £~bo~ab£S. 

fta b£PflUTO<pDTlaO£lS TWV OVDXWV 11 ODV10TW~£V1l MOll £lVUl 150 lllg ana~ 
£~bo~abta1ws. H G£panda npEn£l va oDv£X1S£TUl EWS OTOD TO naOXOV VUXl 
aVTlKaTUoTaGd ano DylES. H aVanTD~ll DYlWV VDXlWV OTa baXTDAa TWV X£PlWV KUl 
TWV noblWV <pD010AOYlKa anand 3 ~£ 6 ~ijv£s KUl 6 ~£ 12 ~ijv£s aVT1oTOlxa. 
DOTOOO, 0 pDG~oS avamD~llS ~nopd va nOlK1A£l 01WaVTlKa ano aTO~O O£ aTO~O KUl 
£~apTaTUl KUl ano Tllv llAlKia TOD aTo~oD. n£p10Ta01aKa, ~£Ta TllV £mTDxij G£panda 
TWV ~aKpoxpoVlWV AOl~W~£WV, TU vUxta ~nop£l va napa~dvoDv buo~op<pa. 

7. 	 fta TllV npoAll\jJ1l TWV ~DKllTla01Kwv AOl~W~£WV O£ aoG£v£lS ~£ D\jJllAo 
K1vbDvo va avamu~oDv y£vlK£D~Evll Aoi~w~lln·x aoG£vds nOD ava~EV£TUl va EXODV 
~aP£la 11napaT£TU~tvll ODb£T£pon£via, onws aoG£vds npos ~£Ta~oOX£DOll ~D£AOU 11 
ODV10TcD~£V1l M011 dVUl 400 mg ana~ 11WPllo1wS KUl yta TllV npOA1l\jJ1l TWV 
~DK11Tla01KWV AOl~eD~£WV O£ aoG£vds ~£ oDb£T£pon£v1a KUl KaKOl18£lS VOOODS nOD 
npoblaG£ToDv OTllV avamD~ll T£TOlWV AOl~W~£WV WS anOTtA.w~a Xll~£loG£palIdas 
~£ KDnaPOOTaTlKa <pap~aKa TJ aKTlvoG£pandas 11 MOll KD~aiv£TUl ano 50-400 lllg 

ana~ 1W£Pllo1wS. H XOPTJYllOll npEn£l va ~£KlVa apK£TES ~EP£S nplv TllV £KbijAw011 
TllS ava~£vo~£v11S ODb£T£pon£v1as KUl va oDv£X1S£TUl yta 7 11~EP£S ~£Ta TllV aU~1l011 
TOD aplG~ou TWV oDb£T£PO<plAWV KDTTapWV O£ Tl~ES avw TWV 1000 KDTTapWV avO. 
mm. 

Xp11011 O£ nUlbla 

'On(0S KUl OTllV n£pimwoll TWV £vllA.lKWV ~£ napo~Ol£S AOl~W~£lS, 11 blaPK£ta TllS 
G£pan£las ~ao1S£TUl OTllv KAlVlKij KUl ~DKllTOAOYlKij aVTUnoKp1011. H <pAoDKovasoA1l 
XOPllY£lTUl ws ~ta llwpij01a MOll· 
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flU reUlbla IlE VE<pP1K11 bU0AHroupYla, ~A£reE tTl b000Aoyia 0TTlV reapaypa<po 
«AJJ8EVt:j~ vEWQlK11 bU0AElLOupyia». 

H 0UVWT(DIlEVll b00Tl lllS <pAouKovasoA11e; Yla KavltvTia011 T(DV ~AEvOyOVV(ov £lVUl 3 
rug/kg ll1lEP110t(OS. A00l1 E<p6bOU t011 IlE 6 mg/kg IlreopEi va XPll011l0reOl1l8Ei 111V 
rep0:Hll ll~u':pa YlU -raXlnEPll Ere1.tEU~11 0ta8eporeol1l1l£v(Ov ErelTC£O(oV 010 ailla. 

flU lllv OepareEla 111S YEVIKEUIl£vlle; KaVltVlta011S KClll(oV KpumoKoKKIKWV 
AOlIlW~E(oV, 11 0Uvt0tWIlEVll 06011 ElVCll 6-12 mg/kg llIlEP1101(oS, E~apTwllEv11 0.11:0111 
~Uplnllt-a4:11~v6Ij0u. 

fta TllV repoAll'l'll T(oV lluKllltCWlKWV AOlIlW~E(oV 0E a00EvEie; IlE Uvo00KUla01oAil 

reou OlUlP£XOUV Klvouvo ouoEn:poreEviae; (Oe; areOT£AE0lla KUnapolO~lKije; 


XllllelOOEpareclas ij aKllVoOepareEiae;, 11 06011 rep£reel va EivUl 3-12 rug/kg 111leP1101(oS, 

E~apTWIlEVTl areo 111V £Kta0l1 KUlTll oHipKEta TllS repOKA118Ei0ae; OUOElEpOreEvia<; 

(~A£reE b000Aoyta EV11AtK(ov). 

H Il£YIC>111 b00oAoyia T(oV 400 mg 1Wep110t(Oe; oev Oa rep£reEl va ureep~alvElUl 0 S 


reUlbla. 


Ta vEOyva areo~aHouv 111 <p),ouKovaSoA11 apya. KUla ne; Mo repwTss epoollaoEe; TTle; 
s(Oije; TOl)S, rep£reEl va XPll0l1l0reOlEltUl 11 tbm 06m1 0E mg/kg Ile amij reou XOP1l'YC1.tUl 
0E w:yaAuTEpa reUlOla, aUa va XOP11'YEltUl KaOe 72 wpes. KUla Tllv blaPKEla T(oV 3
4 EPbOllaO(OV llle; s(Oije; 10US, 11 ibla 86crll rep£reEl va XOP11YEltCll KaOE 48 WpES. 
Y reaPXouv Aiya <papllaKoKlv11ltKa OEoofl£va ym va ureo0tllpi~ouv amij lllV 
reo0oAoYla cr-ra vEOyva (~A£m: 5.2_ <PaPllaKOKIVT)llK£S 1010TllTES). 

H Il£Y10Tll o000AoYla bEY rep£reEl va ureEppaivEI tal2 rug/kg Ka8E 72 WPES 01a reUlOla 
KUTa llS bUo repWTES EpoOllabES 11lS s(Oije; LOUS· fm reUlbta 3 £(Oe; 4 Epooflao(OV OE 
rep£reEl va ureEppaivEt ta J2 rug/kg Ka8E 48 WpES. 

H <papllaKoKlvllllK111TlS <pAouKovaSoAllS OEV £XEt IlE)"El1l8d crE reUlbla IlE vE<PP1K11 
aVEreapKeta. 

E<p' ocrov bev ureapxouv evoEi~elS bmtapaxijs TllS vE<pptK11S AEllOUpyiaS rep£ren va 
XOP11YOUVTUl Ot 0uvijOete; 000ElS LOU <paPllaKou. LE acrOevclS Ile VE<PP1Kll 
oU0AenouPyia (Ka8apcrll KPWllvlvllS < 50 ml/ruin) 10 bOcrOAOYIKO 0X11lla rep£m:l va 
repocrapllOSElCll crull<P(Ova fle lllv KaT(oT£p(O ob111ia. 

H <pAouKovasoA11 areopaUETCll Kupi(Oe; OlU T(oV oup(Ov ureo avaHol(OT111l0P<p11. Le 
xopijYllm1 E<p' area~ 06crTlS lOU <papflaKou bEV EivUl areapahTlTll11 PUOfl1011 TllS O60l1S 
aUllls· Erei noUareAwv 06m:(Ov <p1,ouKovaSo),lle; cre acrOEvEis IlE VE<PPlKiJ 
bU0AElloupyia, rep£nEl va XOPllYEItUl Ilia apXlKll 06011 E<pobou areo 50 £(Oe; 400 mg. 
l:lTl 0UV£XEla IlEla 111 06ml E<pOOOU, 11 Tl~lEp11ma 86011 (0ull<Pwva ~lE lle; EvbEiE,ns) 
np£reEt va Pa01SETUl 0LOV aKolou80 reivaKa: 

5 



9 

l31qdlL ne uWJnI\O)!(to,(m H 'SLlg1)'nj S~l)!llnllLl S~ldngoo SLl]l'(:tp mLu91\nom I\lu mA 
1)1\31.0 mll\<).oe(to,(o)!ndnlL '01\ 13lL~dll no 'Ll,(9JnI\0)!(to'(m 3ri Snpllnd30 SUl m3)!d1)19 Lll 

I,ll'O)! Sn)Ad(tol13,( S~l)!llnllLl SLll S~XndnlX)19 S'})!lriLtXOlg l\(to)1)lD(todull (tOll Spl\3QDV 

, SuplLud3Q SUl I,tlLo)!m9 Lll 
1)131i Ll1illtqdwnl\u ml\p S(f)Q~tA(tO Ll,(9Jnl\o){(toym 9llU mU19)!1]OlOlDllU H "1\<:;J1\3Qon 
I\(f)l nl)!lyLl ~L oy<).m m)! SU}3llnd3e n13)!dI,l19 'L1099 mO~Ld3riu ~L)!l'(O I\ll.l 3ri um1.'}Xo(to 

3)!UQ~ldLundulL 1\39 'Ollll9)!1101.0l'OlLLll\(tO)!l\nmri3 m)! uY9)nI\0)!(toym l\(toAd}nll 
(tOll SpA3Qon 31 "muril,tool\ I,ldngoD UA3rip)[01L(t 3ri SPA300U mA S(f)}91 'U}ndlOri I\m~l 

S13DC!llllld3ll S31A1?110 1?)!1l3dm~3 3D (tOll mLl1.9)!110lOlDllLt I,tdugo.o 31i S13.o<:;JllLld3ll 
S31AI,l1L0 3.0 pom13Xo(t.o 13X'} SUY9)nAO)!(t0,,{m u.oltAl,tdoX It :ug1?yg l,t)!llnlLH 

"('I.t.l)ud~1lt3"!I.t'\f(U '?cDdon 

:;311I,l tInt D)lDrlOI,lcD D'HI,l 3n '13.1)I,ld~llt31lt1"lV -5;'\7 3llSlY9) '\7V£dA:) Oli(t)A~ 
01. 91LD mlAO)!'Yogm31i m)! ~O Driuw~ng OlA(tOAplDdnlL 119 9W(f)AA. mAp S3}OlLO 

10 LlA!9UA3md31 I,t 1l9}dllnm.o 3li mlpAUdoXAo..o '01\ 131L?dlL A39 uWJnAO)l(to,(m H 
'AC!I"{O)n 'OlUriDI,l(t3)!D 

I,tA3Uo..o 3.0 I,t (t01. nX09){~ I,tl\nd9n '01 91Ln 31.01L1,t90101L0 3.0 l,t o)[nridI,lm ow 
n)OLl8Dm(t3 I,tlO(f)AA. 31i Spl\38Dn 3D mlplOlLolilDUdX nA 131L?dlL A39 UY9JnAO)[(t0,(m H 

MTJdA(t SLlOltAI,tdoX S9liOnd 0 m13)I,l13]3 '01\ l31qdll 'AC!ldA(t 
~L (to}dWA S(f)3t1\l,t'( ')9limdOld3lL mlplmlln (tOll ')}3A300n 30 '(to}dWA (toX<).Old(f)'(X 

mi(t,(I,l19 9mdn 30 l'Ol3mlm9 Il,,(9)nAo)!(t0,(m It ll9 (toA~li093'V oJ:) 1'0)[ +uN. 
(OUlll! 5; [ 13X~ld31L (lUI 00 [ Ml}l m9!'YmcD) 3U1 OOlA(f)1. 0l9!'Ymm 301?)[ '%6'0 (tOldlDA 

(tOX9-Old(f)YX mi(tYI,llg 30 m13d~m Uw)nAO)!(toym H ·(to)!I,llidnm (tOl Su.o9g Sm.ol,td3rilt 
SLll I,tAny'(n mA. U)[AI,lAn 13XdI,lll(l A3g m3Q11An l,t ')owli9W (t01. 91Ln AU1.0 mgnmogA3 
91Ln ')LlOltAl,tdoX <).090 ,)lll. ~lAn\('(n AU1. I,lW)[ ·S<).OA300U (toluDnwI,llD)[ 1,t)l11\1'()( I\lll 

9lln lD1I,lldn]3 Slt.ollAl,tdoX S9go H "911L3Y(1UlO [ '01 13Alngd3ll(lAuli nA (lOll 9riO(ld 3D 
UD(lXASl mgnm09A3 3li ~l nli91.0 01 91Ln 31.p POltALldoX nA pdomi Ir\(9)nAo)!(loym H 

(1m 00 1(3m) <).odo UA1AllD3d)! x U 

:')LlAll\llmd)! SLlOduQI,l)! Stll UD3d<).3AU mA ')01L<).1. (f)1I,l)l Olll 0 m13)9ridum3 
'')u)Ad(t01.13Y ')~l)l1dm3A ')U1. SU1)!pg SOA9ri 0 mAp <).odo UA}Allmd)[ It 1\'010. 

')(T)3D}ymgolim n}dg31\(l.o 3QI,l)! 91LU I,l13Ti um,,{9-lgorim 3D 

%001 m1.Ao)!.o}dg (lOll SpA3QDV 

%05; O~-[ [ 
%OO[ O~< 

(DVZ:) 


V£ [-a ~Z:V3-U3A\/\/ 




L 

V9(T)1,(3li39 SC!l>ldmL3 13X:} A39 SllW]DAO)l(tO,(ID ~UI 0 ~ I SLL099 
~Dlf9,ID3 LLOUA.~ldoX Ul 3li S(tOl lLO:}XD U lD)l SLl,(9]DAO)l(t0,(ID 1\(1)3D99 /\qJ'(lLD'('(OlL 

UDUA.~ldoX lu 3li lDlAO)}l.3XD 'mlDlidVID COll?)lDdDlL Ul 3li S13Dl?dg11L3'(ltTID 10 

:'lumdQJlL3'{U1'(D :,~(/)dorl :'3'{,{9 W)I D)lDrid9(/) D1'(9 3ri :'13D9dqUL3'{U"('(V S'" 

'O)lDlidl?ffi 01 ~)l(tD A(tOAl?gliu,( DA 13lL:}dlL 

UO 3g SU)9DlU'(UA.-SU]9)l(t'(A. SltDuffi9ddolLUD(tg l,t SUDl?DlD'( ddtq SUi SDl3)ldl?lL3AD 

'U)(;mm'(DA. UW SU~?3AUD(tg DlDlil,t'(godlL l?)llliOAOdu'()llJ1Al?lLD 3li SpA30DY 

(SuDudg}lL3,(UTIU S?ffidOli S3TIl? lD)l mmlidvffi UTIl? 3li S13DVdgl1L3'(U'('(y ~'j? 3lLntO 

D}lilDUD3gDUlL(t 

ll)l D}lilDWUAA.DliolL(t 'Upi1Dl'(D)l0l.ta S(T)lL9 S?XDdulD1g S?)lU(t,(Od)l3,(H • 

.10 uliluDl?lg Ol 

13ApiUdDl.t U9 9W(T)M lDAp U}OlLO Alll DlA.l,tA.COA.U l,t)lU(t3lLUd30 UAodX91(tUL • 

S3}liO(tddu S:})l1lDli COilLli (tD S?A.d3A'3 • 

u}gdl))l(tgudg l,t)llgliO)log3,(cD • 

Dl3)ldl?lL3AU l,t)llJ1gdD)l 13Xdl?lL(t AlJl9 SCO}gl 'U130l?lL01gdmlO(tv\! • 

.10 SOlDlil,tWDlg (t01UDlJll?dulL U1Ui)l}lL3 UA:}licolduli)l3i l,t l,tA3A.A.(t3: • 

:SCOlL9 S13Dl?WUW)l 

):})llliO(tddDOdlL S3A3li9X3gA3 3li SpA30DD 3.0 l,tXoDodlL 31i 1DlpAlldoX DA 13lL:}dlL 

LL'(9)UAO)l(t0,(ID U 'POC01,(3li30 SqJ)ldDlL3 13X? A3g .10 SOWlil,tWDlg (tOl SUDDlVdDlL 

lD)l SUW)UAO)l(to,(ffi I).?Dl3li ltDU:}XD(tD U (tOll OW,duU . It,(9)DAO)l(t0,(ffi POltA.UdoX 

3Xp S(tO}OlLO S(tOW SpA39DD 3D salu!od ap apDS-lOllD)l uliLLIDl?dA.01gdU)lodDl3,(U 

ow .10 SOWlil,tWDlg (tOl SUDDlVdDlL S13D(:1l1Lld3lL S3lAl?lLD I).,(OlL AD)lLL9d:}IDUAU 

VdoA.u AUW (tOlu}doffio'()l(t)l AU1V13li (to)lVlidUID (t0l lLOllOl).o,(O)ludUlL ALLl 

VW)I ·DliuffiVdA.01gdU)lodDl3,(LL ow .10 SOWlil,tlDDlg (tOi ltDlJll?dDlL 3li PODl13XD(tD 

MOX:} 'SUW)UAO)l(tO,(ID Slll (1m SUA:}lioAUgliU'(ld3lLli(tD 'S3W]U S3A?liDldO 

'LLDDdg1lAD l,t)ll1)lU'((tIDUAU 

POd3ffiuAU 13X" 'S3,(9)U S3lLlO,(9lL(t Sl1 3li lD)l SCOlL9 'S13DqJilL1d3lL S31AVlLD 33: 

'SOlDlid?g (tOluliuOl).d3 oIDdolil).,(OlL l,t S3gl?,(g S13gqJg1,(UD(tID M).OWlAvIDli3 AU 

1 Dl31JL93!Dlg-u,dr,(9JlJ7t())t(t0,(ID-3li -UPlLDd30-ltm)l-l,tXODOdlL3li lDlAI).090.0,(O)lDcfolL UA 

13lL:}dlL 'Dlulil,t9AD':p A(tO?l).ilLDAU S13Dl?uU)l(tli S,,)lllDliulD(tD;S:})lultOU1g 3li SpA39DU 

A Y 'PlLO)lDlg UA 13lL"dlL o)lulidvffi 01 3li UplLud30 cod:,mDd3lL U 'U'(9]UAO)l(to'(ffi 

lUD lD13,(pIDO U9 P9ltdco30 O}OlLO 01 'S13?qJlilO,( S:})lH)l)UU)l(tli S:})lDl3AUID11L3 DlA. 

D}3lLDd39 3D lDlAO,(,(l?gOlL(t (tOlL S}3A30DD 3.0 'ulilt9Al??3 P1DlAUffili3 AY 'ACO)ll?liduffi 

AqJTI0J1. lwl,tdX UW ACOA:}lio'(l3ffio AC03Dl?dgUAU AqJ)ll1Dlid3g AqJdugOD UDCO'(l,tg)l3 AUW 

SPlL3dd11L3 od319Dmd3lL lDAp Sal\,f 9lLU AClOXDl?lL (tOll SPA30D\,f tl,(9]UAO)l(t0,(ffi 

3li )X)PlLud39 Dl3)ldl?lg U1VW)lLLD(t'(9d)l3A l,t)lllid3g11L3l,t)l1~0l 11)l 1I0sllqO[-SU;;!A~ns 

onodgAC}D S(1)lL9 'Ug11p.Dlid3g ~l)ll1(1)gl'(offiolLU 13?l).llLDAU A(tOX:} SPA39DD 'DlAl?lL3: 

'U,(9]DAO)l(t0,(ID AUlD lD1AO'(J3ffio DA pdOlLli D}OlLO III '(tOD9A S~l)lllUlLll 

lJ)lU)l13gA3 UpliUD lD)l DwliqJllLli(tD V)llAI'()l AI).OlDDlD(todDlL Al?3 11J131lL9)lDlg UA 

(DVe:) 

Uf [-0':; Gt13-U3A \7\7 

http:tOluliuOl).d3


66YEn-E.42S0-J3/2 
(24a) 

PupaJI7TlIfivl1 
H Tat)TOXPOVll XOPll'Yll(J11 TllS <jlAODKOVasoAllS Kal PHpa!l7rlKivT]S rrpoKaA£CJ£ !ldU) CJll 
KaTa 25 % Tll<; AUC Kat ppaXDvCJll KaTa 20 % Tll<; ll!ll7r£PI60oD SWTJ<; Tll<; 
<jlAoDKOvaSoAll<; . L£ aCJ8£vd<; rrOD Aa!lpaVODV TaDTOXPOva Kal pI<jla!l7rlKiVll rrp£7r£1 va 
£cpaS£Tat TO £vb£X0!l£vo Tll<; auc,llCJll<; Tll<; M(J11<; Tll<; <jlAODKOvaSoAll<;· 

YJporAwpo(hw(iJy 

L£ !l£A£Tll K1VllTlKTJ<; aA.A.llA£7ribpaCJll<;, 11 TaDTOXPOVll XOPTJ'YllCJll rroA.A.arrAeDV MG£wV 
DbpoXAwp08£lasibll<; CJ£ D'Yld<; £8£AOVT£<; rrOD £Aa!lpavav <jlAODKOvaSOAll, auc,I1CJ£ TI<; 
CJD'YK£VTPeDCJ£l<; Tll<; <jlAODKOvaSoAll CJTO rrAaCJ!la KaTa 40%. 'Eva arrOT£A£CJ!la atnTJ<; 
Tll<; Tac,ll<; !lQ£80D<; b£v 8a rrp£rr£l va Ka81CJTu ava'YKaia Tll !l£TaPOATJ TOD 
bOCJOAO'Y1KOU CJXT]!laTo<; Tll<; <jlAoDKOvasoAll<; CJ£ aCJ8£v£i<; rrOD Aa!lpUVODV TaDToXPOva 
KaI-SW'UPllHK-fL-(tHifl!l(1*<l,rr-ap2-(),H-OGUV'CCl'Y0,¥pa<jlWV lUTpO<; rrptn£l va £X£lDrr' 0\j11V 
TOD Ta rraparruvw. 

A V Tl7T 11 ICTl1ai 

L£ !l£A£Tll aA.A.llA£rribpaCJll<; Tll<; <jlAODKOvaSOAll<; Pp£811x£ OTl aDc,UV£l TO XPOVO 
rrp08p0!lPivll<;( 12 %) !l£TU Tll XOPTJ'YllCJll pap<jlapivll<; CJ£ D'Y1TJ upp£va aTO!la. Kunx 
Tllv rrapaKoAou811CJll TOD <jlap!lUKOD !l£nx TllV KDKAO<jlopia TOD CJTllv a'Yopu £Xouv 
ava<jl£p8d, orrw<; Kat !l£ Tl<; UA.A.£<; aVTl!lDKllTlaCJlK£<; asoA£<;, at!lOppa'Y1Ku CJD!l~U!laTa 
(!leDAWrr£<;, £rriCJTac,ll, 'YaCJTP£VT£P1KTJ at!loppa'Yia, at!laTODpia Kat !l£AatVa) CJ£ 
CJDCJX£TlCJll !l£ Tllv auc,llCJll TOD x.pOVOD rrp08p0!lPivll<; CJ£ aCJ8£vd<; rrOD Aa!lpUVODV 
TaDTOXPOva <jlAODKOvaSoAll Kal pap<jlapiVll 0 XPOVO<; rrp08p0!lPivll<; CJ£ aCJ8£V£l<; rrOD 
Aa!lpUVODV KOD!laplV1Ka aVTllTllKTlKa 8a rrp£rr£l va £A£'YX£TaI CJDXVOT£pa. 

Bev(oJw(vriVlX; (Bpardac; Apo.ayd 

M£TU TllV arro TOD CJTO!laTO<; XOPTJ'Yll(J11 !llbaSOAa!lll<;, 11 <jlAODKOvasOAll rrpOKUA£CJ£ 

CJll!laVTlK£<; aDc,TJCJ£l<; TWV CJD'YK£VTPeDCJ£WV !llbaSOAU!lll<; Ka8eD<; Kal \jfDXOK1VllTlX£<; 

£7rlbpUCJ£l<;. H bpUCJll aDTT] !l£ Tll !llbaSOAU!lll <jlaiv£Tat va dvat rr£plCJCJoT£PO 

CJll !laVTlKTJ !l£TU Tllv arro TOD CJTo!laTO<; XOPTJ'YllCJll, CJ£ CJU'YKP1CJ11 !l£ Tllv £VbO<jlA£PIU 

XOPTJ'YllCJll <jlAODKovasoAll<;· 

LTllv rr£pirrTWCJll rrOD arrandTaI 11 TaDTOXPOVll 8£parrda !l£ P£VSOblUs£rrivll 8a rrp£rr£l 

va blV£Tat rrpOCJOXll CJ£ aCJ8£vd<; 01 orroiOl Aa!lpUVODV 8£parrda !l£ <jlAODKOvaSoAll, 

eDCJT£ va !l£lw8d 11 bOCJOAO'Yia Tll<; P£VSOblUS£7rivll<; £VeD 01 aCJ8£v£i<; 8a rrp£rr£l va 

rrapaKoAOD80uVTaIKaTUAAllAa. 


IOVA({JOVVAovpia; 

H <jlAODKOvasoAll Pp£811K£ OTl rrapaTdV£l TO XPOVO ll!liCJ£la<; SWll<; TWV TaDTO;WOva 
XOPll'Y0U!l£VWV alTO TO CJTO!la CJODA<jlOVDAODPleDV (XAwporrpOrra!llbll, 'YIcuP£VKAU!llbll, 
'YAD7rlSlbll Kat TOAPODTa!llbll) CJ£ D'Yld<; £8doVT£<;. H <jlAoDKOvasoAll Kat 01 arro TOD 
CJTo!laTO<; CJoDA<jlOVDAoDP1£<; !lrropd va XOPll'Yll80uv TaDTOXPOva CJ£ blUPllTlKOU<; 
aCJ8£vd<;, aAAu 11 bDvaToTllTa £!l<jluv1CJll<; Drro'YADKat!lIKeDV £rr£lCJoblwv rrp£rr£l va 
Aa!lPUV£Tat Drr' O\jflV. 

tPmVVVTOll111 

H TaDTOXPOVll XOPTJ'YllCJll Tll<; <jlAoDKOvasoAll<; Kal Tll<; <jlalvDvTO"lvll<; !lrropd va 
aDc,llCJ£l Ta £rrirr£ba Tll<; <jlalVDvTO"lVll<; CJ£ KA1V1KU CJll!lavTlKo pa8!lo. Euv dvat 
arrapalTllTllll TaDTOXPOVll XOPT]'YllCJll a!l<jlOT£pWV TWV <jlap!lUKWV, rrp£rr£l va 
rrapaKoAoD80uvTat Ta £rrlrr£ba Tll<; <jlalVDvTO"lvll<; CJTO a1!la Kal va rrpoCJap!lOS£TUl 11 
bOCJll aDTll<; eDCJT£ va blUTllPOUVTat Ta 8£parr£DTlKU £rrlrr£ba TOD <jlap~LUKOD. 

A7fD TOV aTDJ.laTor:; avnaVM117fTI1(o. 

'ExoDV rrpanlUTorrOl1l8d bUo <jlap!laKOK1VllTlK£<; !l£A£T£<; !l£ CJDvbDaCJ!l£Va arro TOD 
CJTO!laTo<; aVTlCJDAAllrrTlKU CJTl<; orrol£<; XPllCJl!lOrrOll18l1Kav rroAAarrA£<; bOCJ£I<; 

8 



t,t,YED-E.42 5 0-13/2 
(24a) 

tpAOUKovut;OJc1le;. L\Ev nupuTrlPT)0TJKE 0XETlK1l EnlopuOll Eni TWV 0PIlOVIKWV E1Llnt8wv 
K(wi TTJ ~lEAtT1l XPTJcn~lonoiTJoTJe; OOOEWV 50 mg TIle; tpAOUKOVUt;OAIle;, EVW Eni 860E(ue; 
TOU tpUPIlUKOU 200 mg 111lEPTJoiwe;, 01 uno TTJV KUllrrDATJ OUYKEVTPWOEWV nEptOXi.e; TTJe; 
atOUVUAOlOTpu8tOATJe; KUt TTJe; AEPOVOPYWTp£ATJe; UU~T)OTJKUV KUTU 40%Kat 24% 
uVTioTOlXU. I:E Iliu IlEAhIl XOpT)YTJoTJe; 300 mg <pAOUKOvut;oATJe; EP80IlU8lUlwe;, 11 
AUC T11S atOuvuAEOTpu8toATJS Kat TTJS vopdhv8povTJS UU~T)OTJKE KUTU 24% Kat ] 3% 
uVTioTOlXU. ns EK TOlJTOU, 11 XPTJcnllonoiTJoTJ nOAAunAwv OOOEWV TTJS <PAOUKOVU~OATJS 
OTTJV UVWT£PW 8oooAoyiu ElVat uniOuvo vu £XEl Eni8puoTJ Eni TTJS 
unOTEAEOIlUTlKoTTJTUS TOU XOPTJYOUIlEVOU uno TOU OTollUTOS ouv8uUall£VOU 
UVTlOUAATJnTlKOU tpUPIlUKOU. 

Eww.,c;wj-aTt:ptJt:I t51j 
50 mg TTJS <pAOUKovUt;oATJS TJIlEPTJoIWS 8Ev EnTJpEut;ouv TU EninE8u TWV Ev80YEvwv 
oTEpoEt8wv ons yuvUiKES, EVW oooTJ 200-400 mg TJIlEPTJOIWS 8Ev £XEl 0TJIlUvnKT) 
KAIV1KT) Eni8puoTJ OTU EnlnEou Ev80y£vwv OT£POE18wv T) OTTJV UVTunOKplaTJ nOD 
PUOllit;£Tat uno TTJV ACTH O£ uY1£1S upp£v£S EOEAOVT£S· 

KVlcJ.omropivl1 
I:£ Iliu <PUPIlUKOKlvTJnK11 Il£A£TTJ Enl uo(kvwv nou Un£pAT)0TJOUV a£ IlETUIlOaX£DOTJ 
VE<PPWV Pp£OTJK£ on TJ XOpT)YTJOTJ tpAOUKOvat;OATJS Cl£ oooTJ 200 mg TJIlEPTJoiwS 
npoKuAw£ UPYIl UU~TJoTJ TWV OUYKEVTPWO£WV KuKAoonopivTJS. Ev TOUTOIS, ClE anTJ 
Il£AtTTJ KUTU TTJV onoiu XOPTJYIlOTJKUV nOAAunA£S 000E1S tpAOUKovUt;OATJS iOES npos 
100 mg 111l£P1101WS 8£v npov.T)OTJKE Eni8puoTJ £n! TWV E1Lln£8wv Kuv.00nopiV11c, ClE 
uoOEvdS 11£ IlETUIlOOX£uoTJ IlU£AOU TWV oaTwv. I:£ uoO£vdS nou AUIlPUVOUV 
tpAOUKovut;oA11 ouvlaTuTUI 0 £AEYXOS TWV OUYKEVTPWOEWV KUKAoonopivTJS ClTO 
nAuollu. 

eWffJvllivl1 
I:£ d£rxOIl£VTJ IlEAtTTJ uAATJA£ni8puoTJS 11£ £IKOVIKO tpUPIlUKO (placebo), TJ XOP1iYTJCl11 
Tlle; <pAOUKovut;oA11e; O£ 860TJ 200 mg Eni 14 TJIl£P£S, npoKuA£O£ Il£lWOTJ KUTU I 8 % 
TTJe; Il£OTJS nllT)e; KUOUPCl11C; TTJS O£O<puAAivTJe; uno TO nAuollu. Aotkv£le; 01 onoi01 
AU/lPUVOUV IlEyuAES ooooe; O£O<puAAivTJS T) uaO£v£lS nou nupoucnut;ouv uU~TJ/ltvo 
Kivouvo TOSIKWV EKOTJAWO£WV uno T1l OwtpuV-iVTJ np£nEI vu nupuKoAouElouVTaI ylU 
ClTJIlElU TOSIKOTTJTUe; KUTU TO xpovo AT)\jI£WC; TTJS <pAOUKOVUt;OAI1C;, 11 8£ O£punElu 
np£n£1 vu Tp01[()nOI£lTat KUTUAAT)AWe; En! £lltpUVIOTJS OTJ/lE1WV TOSIKOTllTUe;. 

TeppevaMv11 
E~'UlT!US TTJS EIl<PUVIOTJS OoPupWV UPPUO/llWV nou £XOUV nupoucnuOT£l, 
8£UTEpoYEVWS npos TTJV nupUTU0l1 TOU 8tUOTT)IlUTOS QTc, O£ uoEl£VElS nou 
EAU/lPUVUV UvnIlUKTJnUotK£S ut;OAES Kat TEp<p£vu8iVTJ, npuY/lUTOnOlT)ElTJKUV /lEA£T£C; 
UAATJAEnibpUOTJS· Miu /l£AtTTJ /l£ ooa£le; 200 mg tpAOUKovut;6ATJe; TJ/lEpTJoiwS, b£v 
t8ElSE nUpUTUOTJ TOU 81UOTT)IlUTOS QTc. Miu UAATJ IlEA£TTJ IlE OOO£lS tpAOUKovut;oATJS 
400 Kat 800 mg TJIlEPTJCliwS, £bn~E on TJ/lEPT)otES OOO£1S tpAouKovui;oA11S 400 mg T) 
IlEyuAl.lTEPES npoKuAoUV 0TJIlUVnKT) UUSTJaTJ TWV £1[ln£bwv TllS TEptpEvu8ivTJS UTO 
nAUO/lU KUTU TTJV TUUTOXPOVTJ XOpT)YTJoTJ TWV <PUPIlUKWV. 'Exouv uvu<pEpOd 
onopu8lKU nEpmTwClEle; atOOrl/lUTOC; nUA/lWv, TUxuKup8iuC;, t;UATJC; Kat OWPUKIKOU 
UAyouc; OE UUOEVEiC; nou AUIlPUVOUV TUUTOXPOVU tpAOUKOVUt;OAI1Kat n:p<PEVU01VTJ, 
onou TJ 0X£OTJ /lETUSU TWV UVU<PEPO/lEVWV UVE1LlOUIl1FWV EVEpYElWV Kat TI1S 
tpUp/lUKEUnKT)S OEpUnEla<; ~ TWV UnOKEi/lEvWV lUTPIKc1W ouvElTJKWV 8Ev T)TUV ()utpI1S. 
/\oyw TTJS 1[lOUVT)S ClOPUpOTTJTUC; T£TOlUS /lOptpT)S uAATJAEni8puCl11C; OUVlOTUTUt vu /lTJ 
AUIlPUVETUI TEptp£vu8ivTJ O£ ouVbUUO~16 IlE tpAOUKOVUt;OATJ WAtnE AVT£VOEl~.EIC;). 
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'Exouv uvu<p£pO£1 Kup61UKU En£lGOOta, nou n£pIAUJ.lPUVOUv torsades de pointes, Cl£ 
U00EVde; 0'10Ue; onoioue; XOPTl1'TJOTJK£ TUU'roxpovu <p),OUKOVUSOATJ Kat 0wunpio11. Mm 
[1EA€'1TJ EA£'YXOU £O£l~E on TUU'10XpOV1l XOpTJYTJ0TJ £<punuc, 200 mg <pAOUKOVUSOA11e; 
11[1£PTJCliwS Kat 20 mg 0l0unpioTJS '1£Cl0£p1e; <pO pte; '1TJV TJ[1tpu 00TJYTJ0E 0E 0TJ[1UVTIK11 
uvC,TJ011 '1WV £1[11[towv 0l0unpioTJS 0W nAU0J.lU Kat 0E liUPU'1U011 'lOU OlU0'1TJ[1mOe; 
QTc. nEplG00'1EP£S unO UU'1ts HS nEpmn»0E1S 01 U00£VEiS EJ.l<puviSOV'1at VQ 
£XOUV liP001U0£0TJ rlU uppuO[1i£s TJ 00PUptS U11:0KEl[1EV£S U00£VE1ES Kat TJ 0Xt01'1 
[1£'1UE,u '1WV UVU<pEPO[1EVWV 0U[1Pa[1U'1WV Kat '1TJS lilOUVTJS Uj,ATJAEliiopU0TJS 
<pAOUKOVUSolTJS -010unpioTJS OEV £ivat 0a<PTJs· Aoyw 111S EVOEXO[1EVTJS 00PUP0'11'1TUS 
,bOlUS [10P<P11S UAATJA£liiopa0TJS 11 0UrXOpTJYTJ0TJ 010alipi011S uV!EvodKVU'1Ul 0£ 
a00EvciS liOU Aa[1pUvOUV <PAOUKOVW~olTJ (pA£nE AV'1Evocic,£te;). 

Zu5opovoivlJ 
8uo <pUp[1UKOK1VTJHK£S [1EA£T£S Ol onoi£e; £O£lC,UV Uuc,TJf1£VU EniliEoa Sloopouoivl1C;, 
lilOuv6'1UTa AOrW 'lOU [1EtWJ.l£VOU pu0[10U [1ETaTpOnTJS TTJS ~loopouoivTJS npos TOV 
KUpiwS [1E'1UPOAhTJ TTJS· Miu ~lEl£TTJ KUTU 111v onoia ;(OPl11118TJ1<aV 200 mg 
<PAOUKovu~6A11S 1W£PTJ01WS rm 15 11f1£PES Ku06p10E '1U ElitnEOa Sloopouoiv11S 1Ip1V 
Kat W::TU TTJ ;(OPTJr110TJ <pAOUKOVUSolTJS 0E U00EVciC; [1E AIDS TJ [1E ARC(0VVOPO J.lO 
0XEns61lEVO [1E'1O AIDS). DUPUTTJPTJ011KE 0TJIlUvnKT] UUC,TJ0TJ GTTJV un6 TTJV KUI-ln:VA11 
0UrKEVTpW0EWV liEPlOXTJ(AUC) l0TJ [1E 20%. Miu OEUTEP11 n);(UlOn01TJf1£vTJ, 
01UU0TUUPOUJ.lEVTJ IlEA£T11 Mo nEp100WV Kat Mo OEpan£1WV, EC,tTU0E TU EnlnEOa T11e; 
~loopouoivTJC; 0E a00EVcic; liP00PEPlTJ[1£vOUC; un6 TOV 10 HIV. LE Mo liE p11[ni:lG£1C; , 
0E XPOVIKT] an00TU0TJ 21 TJ[1EPWV, 01 U00EVciC; tAupav 200 mg SloopouoivTJC; Ku8E 8 
WPES [1E T] xwpiS 400 mg <pAOUKOVuS6ATJS TJ[1EpTJ0iwS rta 7 TJJ.l£pEe;. H AUC '1TJS 
~loopouoivTJC; UUC,TJOTJKE 0TJ[1UvnKU (74%) KUTU TTJ blUPK£1U TTJS 0U'YXOPTJrTJClTJC; 
<pAOUKOVUSOATJC;. 01 U00EVEiS liOU luJ.l~UVOUV UUTO TO 0UvOlla0J.lO <pUp[1UKWV nptnEl 
vu liUPUKOAOllOOVVTat rm TTJV uvunwc,TJ UVElilOUJ.l11nf)V uvnopua£wv nOll 
ClXETisOVTat J.lE TTJ 1;100POllOIV1l 

Pupa/17rOvTiv11 
Y 1IUP;(OllV ava<popb; on, O'1UV 11 <pAollKovu1;oA1l all'YXOPTJ'Y£lTat J.lE TTJV p1<pu[1nOUTlv11 
unuPX£t UAATJAElilOPU0TJ nOU 00111£1 0E UUC,lWtVU EnlliEou Pl<PUllliOUTivllS 0TO opO. 
YnUPXOllV UVu<poptc; pUrOElbinbUS aE UClOEVciS Ol onOlO! AUIl~avuv TUUTO;(POVU 
<pAOUKOVUSOA11 Kat pl<paJ.lliOllTivTJ. 01 a00Evcic; nOll AUIl~UVOUV '1Ull'10;(pOVa 
<pj,OUKOVUSOA11 Kat pl<pU[1nOllTiv11 Ou liP£li£l va liupaKolollOOVVTat np00EKTlKU. 

TaJ(POAIYO( 
'E;(£1 UVU<pEpOEi on, OTUV TJ <pAOllKOVUSOATJ XOpTJYElTat TUUTOXPOVU J.1E TOV 
'1UKpOA1[10, UliUP;(£t uAj'TJAEnlopU0TJ nOll oOTJr£i aE UUC,TJlltvu £ninEOU TUKpOA1~WU 
0TOV op6. Y lillP;(OllV uva<popte; VE<PPOTOC,lKOTTJTUe; 0E aaOEvEi.s aTOlle; on010llS TJ 
<pAOllKOVUSOATJ Kat 0 '1UKpOA1J.lOS 0UnOPTJ'YTJOTJKav. 01 U00EVciS nOU Aa[1puvOUv 
TUUTOXPOVU TaKpOAIJ.lO Kat <pAOllKovaS6ATJ Oa nptli£l va nupaKOAOllOOUVTat 
npOaEKTlKU. 

H XPTJaTJ <pAOUKOVUSOATJS 0E U00EVEiS nou lUIlPUVOUV n£p10'1U01aKU U0TEIllSOATJ TJ 
UAlu <pUp[1UKU 11:0ll J.lEra~OAi1;ovTat unO TO aV0TlWU KU'1O;(PWJ.lUTOS P450 EVO£X£!at 
VU 0;(£!iS£!at J.lE TTJV auc,110TJ TWV E1[1n£bwv TWV (papJ.lUKWv aUTwv aTOV op6. Eni 
anollaias 0UYKEKPIllEVWV lilTJP0<P0PIWV 0UV10TUTat lipoaoX11 6rav 0llY;(OPl11EiTat 
<plollKova~6lTJ. AUT6 Eivat 0lwavnK6 rm <pup~luKa nOll nupuTEivouv TO CHu0TTlIlu 
QT. 01 uaOEvcis Ou np£liEl vu EA£rXOvTatnp00EKnKU. 

MEA£TES UV,11lEnibpU011S txouv OEiC,E1 6n 11 0U'YXOPTJ'Y11011 <pAOUKovu1;oJ'c11C; un6 TOD 
GT61lUTOS [1£ TpO<p11, 01IlEnoivTJ, uvn6c,tvu 1111£ OEpUn£tU OllKl1S UKTlVOPOAiuC; rta 
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fl£TUflOaX£UCJ11 IlU£AOU TWV omwv lS£v 1IPOKUAd KAIVIKa aTjflUvnKl1 fl£TUPOAT] T11C; 
U1Iopp0!.pTjaTje; !.pAOUKOVUsOA11e;· 

01 YIUTpoi 8u 1Ipt1IEl VU dVUl £VT]fl£POl YIUTO on fl£A£t£e; UAATjA£1IilSpUCJ11e; 
!.pUPflaKou-!.puPllaKou flE aAA£e; 8£pU1I£lEe; o£v txouv lSu:suX8d uAAa EvlStX£1:Ul vu 
aUflpouv. 

4.6 	 KUTJoT) KOlyOA.ouXio 

il£V-U;rt6.p~.Q~:v...rna.p1U:.u;..KI.luw.l<i£l.ql-kOf.l£:v.£s-!J.Eltx£s-aE-4aru.£e; yl)voiKEe;.. 
Y1tapxouv uvu!.popte; 1IOAUflOP!.pwV cruyy£vwv UVWflUAIWV a£ ppt!.pTj TWV 01IOtWV 01 
IlTjTtp£e; £lXUV ll1tOPA110d a£ 8£pu1tdu fl£ ll'l'TjAT] ooaTj(400-800 mghllltpu) 
!.pAOllKOVUSOATje; YIU 3 l11I£pWaOT£pOlle; llT]v£e; ylU KOKKI010100flllKTjTlUaTj. H 
allaxtTlaTj uvallWU aTTj xpT]aTj !.pAOUKOVUSOATje; KUl a£ ullTa TU allflPalluTU OEV rivUl 
aU!.pT]e;. 

H xpT]aTj LOll !.pupflaKou aTTjV KUTjCJ111Ipt1I£1 vu U1IO!.pEUYETUl, EKTOe; TWV uaO£vcl)v 11£ 
pUpl£e; KUl U1I£tATJTlK£e; YlU1:T\ SWT] flllKTjTlUalKte; AOlflws£le;, ane; o1Ioi£e; fl1IOp£l vu 
XPTjalflO1IOlTjOd Tj !.pAOllKOVUSOATj Eav TU uvull£vofl£vU O!.ptATj U1IO TTj O£PU1I£lU 
ll1tEPKUAU1IWllV LOV mOuvo KIVOllVO LOSIKT]e; £1ttopuaTje; £1Il 1:0ll EIlPpUOll. E1IUpK~e; 
UVTlcrUAATj'l'll1tP£1IEl vu XPTjalIlO1IOl£ltUl a£ YllVU1K£e; a£ UVU1IUPUYWYIKT] TjAIKia. 

2( Q11 a n aTn rUAOllm 
H !.pAOllKOVUSOA1l UVIXVEU1:11KE aLO fl1rrplKo yaAu YUVUlKWV a£ 1IllKVOTTjT£e; 1IUp6~LOl£e; 
fl£ £Kdv£e; LOll 1t1,aaIlUTOe; KUl £1IOfl£vWe; o£v aUVlQ1:(lTUl 11 xpT]aTj LOU !.pUPllaKOll an<; 
OTjAaSOlla£e; flTjTtpEe;. 

4.7 	 EniilpooT) OTTJV tKOVOTT)TO oMl'YTJoTJC; KOt XUptal·lOU !1TJxovT)!-ulT!.t)v 
H 1Idpu U1IO 1:11 xpT]aTj TTje; !.pAOllKOVUSOATje; ll1IOO£lKVU£l OLl Tj OEPU1t£lU dVUl uni8uvo 
vu £1ITjp£aa£l 1:11V IKUVOT11'U oOT]YTjaTje; T] X£lPWflO flTjXUv11llaTwv U1tO LOV ua8£vl'l_ 

4.8 	 A Vl:1TleU!1TJTl:C; l:VtpyC1CC; 
H !.pAOllKOVUSOA1l £lVUl KUTa KUVOVU KUAWe; UVEKTT]_ 

OlnlO ullxvi;~ Uvt1tlOUIJ-Trn;~ tvi:pytlt~ nou 1tUPU1:TJPlt0TJKUV KU1:a 1:TJ OtapKElU 
KJ...IV1Krov IJ-tJ...urov KUt UXt1:iSOVTUl IJ-t 1:TJ (j)J...OllKOVUS0J...TJ ElVUl: 

ilUl1:upux£e; yuaTp£vT£PIKOU crua1:1iflUTOe;: KOtAIUKO aAyoe; OlappOlU, Il£1:EWplaf.10e;, 
VUl)1:iu. 

illUTUpuxte; LOll T]1IUWe; KUl TWV XOATj!.pOpWV oowv: H1tULlKT] LOSIKOTTjTU 
allll1I£ptAUflPUVOIl£vWv a1IaVIWV 1I£pl1ITWaEWV OuvaTwv, ullsrlll£VEe; Tlflte; UAKUAIKT]e; 
!.pwa!.puTaG11e;, XOAEPllOplVTje;, SGOT KUl SGPT.:EE Jl£pIKOUe; uaO£V£le; KUl lOIUltEPU a£ 
ua8£V£le; IlE puplte; ll1IOK£lIlEVEe; voaOlle; 01IWe; TO AIDS KUl °KUpKivoe;, KUTa 'Ill 
olapK£lu OEpu1tdue; IlE !.pAOllKOVUSOATj KUl allYKplLlKa !.papflUKU EXOUV 1IUPUTllPTj8£1 
ISIUTUPUXEC; Llle; VE!.ppIKT]e; AEl1:0llPY1(ll;, T11e; A£lwupyiue; TOU UlflO1tOlTjTlKOU 
aUaTT]flUWe; KUOWS KUl Tj1tUnK£e; ISlU1:(lPUX£C; (PA£1I£ 4.4 EU)lKEC; npOtlOO1tOlltO'tlS 

J J 

http:YED-E.42


66YEn-E.425 0-13/2 
(240) 

KUt EI()IKi:<; npO<pu)"a~£l<; KUTa T11 XPtl(JTJ), oXJ....a 11 K/,lV1Kl1 (JlWUGiU KatT] 
urnoAoyuCll Gl)(JXEn(Jl1 ~l£ TTl 8£pU1r£la £lVat U~<piI30A1l 

A1tO TTJV U1tOKTTJ0elaU ql1tl::lpiU, ~£Ta TTJV KUKJ.O<popiu TOl) 1tPOIOVTO<; aTTJ\' 
uyopa, i:xouv uvu<pl::pOd Ol UKO)"OUO£<; av£1tIOUIlTJT£S I::vi:py£l£<;: 

~mTupaXE<; TOU at~OJ[OlT]nKOU Kat TOU ~,ql<plKOU OUGT"IlUTO~ !\£uKOJ[£viu 
OU'.lJ[£pV,u~l3uvo~vwv Tl1e; OUO£T£poJ[£viw;, UKOKKlOKUTTUPat~iue; Kat 
8 po ~lI30KUTOJ[£viu<;. 

tnuTupuxt<; TOU avooon:OlTJTlKOU GUOTll~UToe;: Ava<pUAusia (CiU~n:£pt.Au~~avOVLat 
-uyy£i.oeiOllfffi~l):HI-rrflOGWnou,-KVllo~6<;)KVio(O(J}1· 

lnUTUpuxt<; TOU ~£Tu~oho~ou Kat Tll<; 8pt'l'1l<;: Y m:PXOA110n:plvat~iu, 

Un:£ptPIyAUK£pIOUl~iu, Un:OKUAlatllla. 

L'nuTUpaxt<; N£UPIKOU IuOtll~lalO<;: ZaA.11, on:uG~oi , OlUTUpUx£e; Tll<; y£U(Jl1<;. 

KupOmyynuK£<; ~mmpux£<;: DapaTUoll olaoT,,~aTO<; QT, torsade de pointes (~HJ[£ 
K£<paAatO 4.4 El()IKi:<; npOU()On:Oltlau<; Kat El()lKi:<; llpo<pUAa~w; KUTa Tll 

, )152XPTJaTJ . 

~mmpaxt<; yuOtP£VT£PIKOU GUG't",,~aTOC;: ~uon:£'I'ia, £~l£TOC;. 

~lUtUpaxt<; TOU ~n:UTOe; Kat tWV XOAll<P0pwv OOwv: Mll <pUOlOAOylK~ 11n:unK11 
A£lToupyia, lln:UTinoa, ll1tatOKUTTupIK" vtKPW(Jl1, iKt£pO<;. 

~mmpuxt<; lOU O£p~UTO<; KUl TOU un:066plOU l(JTOU: AAwn:£Kia, Un:O<pOAIOWLlK£C; 
ommpuxt<; TOU bEP~UTOC;, Gu~n:£pt.Aa~ll3uvo~tvou TOU CiUVOpO~ou STEVENS
JOHNSON Kat tlle; tOSlK,,<; £mOEWIK,,<; V£KpOJ..u GllS· 

DalblU't"plKOi n:A1l8uo~0i: 

To n:po<piA. Kat 11 £1'(in:tW(Jl1 tWV uv£m8U~llTWV £V£PYWDV Ka8wc; Kat TU ~1l 
<pU(JlOAOY1KU £PYUGTllPlaKa £up,,~um n:OU Katuypa<p11KUV KUtU tll blapKna '!:LOV 
KAIVIK(DV ~£A.£TWV O£ n:atOlU £iVat GUyKpi(Jl~U ~£ £K£lVU n:O"O n:upatllPOuvtat o't"OUS 
£V11hK£C;. 

4.9 Y ltI:POoGoAoyia 

'Exouv uvu<p£p8d m:pl(JmnKU un:£pi5oooAoyiuC; ~£ <pA.OUKOVU~OAll. I£ ~ia 
J[£piJ[TW(Jl1 u08£Y1l<; 42 £TWV ~£ HN uV£J[wS£ J[UpUl(J8~G£lC; Kat n:upOUGiUG£ 
n:apuvO£lb" CiUIlJ[£Pl<pOPU ~nu UJ[O A"'Vll 8200 mg <pA.ouKova~6AllC;. 'Eyw£ £l(JuywY11 
TOU uoO£vouC; OTO vooOKo~£io Kat 11 UJ[OKUtUGtaGll £mlAO£ ~£OU o£ 48 wp£e; 

I£ J[£piJ[twoll A~\IIllC; un:£p!3oAlK11C; 06011e; yiv£ml (Jl)~J[twllanK" 8£pan:£iu 0,11\1111 
UJ[OGTllPlKLlKWV ~£tPWV Kat £<p' OOOV Eivat avuYKaia 11 J[AU(J]l TOU GTO~lUXO"O). 

H <PAOUKOVU~OAll un:ol3uAAnat KupiwC; ~£ TU oupu, H UUSllGl1 Tlle; 
blOUPllGllC; uusuvn J[PO(pUVWe; lO p"081l0 UJ[0130A11<; TOU <pUp~UKO"O. H 
£<PUPIlOY1l at~OOlUAl(Jl1<; £1'(1 3 (OP£C; ~£lwvn ne; J[l)KVOn)T£<; lOU <pUp,..aKOU 
GTO J[AUOIlU KU't"U 50%. 
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5. 	 <J>APMAKOAOrIKE:E BIOTHTE:E 

¢UPI1-UKOO£PU1U:UTlKTJ KUtlTYopiu :nupcrywyu TplUt;OAiou: KWblKOe; A TC: J02 ACOl 

5. J <J>UPIlUKOOtlVUIlIKix; lOlOTT)TC<; 

H <pAOUKOVUt;OATJ UVTJK£l (JTTJv 0l1-abU TWV UVTlIlUKTJTlUOlKclW nupuy£.OYwv TplUt;O),jou 
KUl clVUl tvue; l<JxUpOe; KUl £lblK6e; UVUcrTOA£Ue; Tlle; <JuvO£<JTJe; crT£POA£.OV un6 LOUe; 
I1-UKTJT£e;. 

H <pAOUKovUt;OATJ XOpTJYOUf..l£VTJ T6<J0 uno TO <JTOIlU O<JO KUl £VbO<pACBiwe; TJTUV 
bPU<JTlKO <JC nOlKtAiu n£lpUllunK£.OV I1-UKTJna<JCWV <J£ n£1pUlluTOt;wU. H 
OPM.llJ(O.TllTaTTJ<; unoo£iXT11KC £VUVT10V <JUcrTTJI1-UTlK£.OV IlUKTJTla<J£WV, onws ciVUl 
AOlll£.O~£le; nou 0<pdAOVTU1 <J£ dOTJ Candida, <Julln£ptAUIl~UVOIlEVTJS KUl TTJe; 
GUGTTJIlUTlKTJS KuvnvTlu<JTJe; <J£ nClpul1-uTot;wu nou EXOUV unocrTci uvo<JoKuTU<JTOA11, 
crTOV Cryptococcus ne%rmans, <JullnCptAUIlBuvol1-tvwv KUl CVOOKPUV1UK£.OV 
AOlIl£.O~CWV, <J£ £{OTJ Microsporum KUl <JC dOTJ Trichophyton. H <pAOUKOVUt;OATJ EX£1 
mi<JTJe; un00£1xO£1 bPU<JTlKi] <JC £VbTJI1-1KES I1-UKTJna<J£1e;, nou O<pClAOVTUl <JLOUS 
IlUKTJ't£S Blastomyces dermatitidis, Coccidioides immitis KU1 Histoplasma 
capsulatum <J£ <pUOlOAOY1Ka KUl UVO<JOKUTU<JTUAI1-£VU n£1pUI1-UTot;wU. 

H <pAOUKOVUt;OATJ nUpOU<J1at;£l U\jITJATJ £c:pbiKCU<J11 Y1U TU £vt;U~lU nou £~UpT(DVTUl 
uno LO KUTOXPWIlU P-450 TWV IlUKtl'tCuv. H <pAouKovut;otdl XOPTJYOUI1-£vTJ G£ 06011 50 
mg TJ Il£PTJ<Jiwe; IlEXPl 28 TJ l1-£p£e;, Bp£OTJK£ on b£v £1t1lP£at;£l ns 1tUKVOTTJT£S TTJS 
T£<JTO<JT£POVTJS LOU nAa<J IlUTOS GLOUe; aVbp£e; tl ns 1tUKVOTllT£e; TWV <JT£PO£1b£.Ov (me; 
YUVUiK£S uvunupuYWY1Ki]e; TJAlKIUS. H XOP11'YTJ<JTJ bQ<J£wv <pAOUKovut;oATJe; 200-400 
mg TJf..l£pTJGiwe; b£v tX£] KAlV1KWe; GTJI1-UVTlKi] £nibpu<JTJ cn1 TWV £1tlnEbWv TWV 
£vooY£v£.Ov GT£pO£lO£.OV i] £ni TTJS b1£y£pTlKtle; (lVTUnOKp1GTJe; aT11V ACTH <J£ uYlcie; 
app£v£S £OCAOVT£e;. M£A£T£e; uAATJt,£niopu<JTJS 11-£ T11V antipyrine unOb£1KVUOUV on 
£<p' anu~ TJ nOAAunAte; bQ<J£lS 50 mg <pAOUKovut;oA11e; o£v £nTJP£cit;ouv LO 
Il€TU~OAtG 11-0 TTJe; oU<Jiue; UUTtle;· 

H unoT£A£<JI1-UTlKOTTJTU TTJe; <pAOUKovut;oA11e; GTl1V TP1X0<pUTiu TOU TP1XI.IJTOU TTJC; 
K£<pUATJe; £X£l I1-£A£TTJ0ci G£ 2 TuxulOnOlTJI1-£V£e; £A£n0I1-£V£e; 1l£},£TCe; <J£ <J1JVoAo 878 
u<JOcv£.Ov, Ol onoice; <JuYKpivouv T11V <pAOUKOVUt;OA1111-£ TTJ YKPlt;£O<pOUA~ivll H 
<pAOUKOVUt;OATJ <J£ bQOll 6 mg/kg/TJl1-tpu ylU 6 £BbOl1-aOCe; OEV TJTUV UVWT£PTJ UITO Tl1" 
YKptt;£O<pOUA~1Vl1 XOP1l'Y0UIl£vTJ G£ bQGij J1 mg/kg/TJIlEpU ylU 6 EBbOl1-aO£e;. To OAlKO 
nO<JOcrTO £nlTuxiue; TTJV 6q £~OOl1-aOU TJTUV XUI1-TJAO (<pAOUKOVUt;OATJ yUl6 £~OOl1-ab£e;: 
18,3 %, <pAOUKOVUt;OA11 yUl 3 £Bb0l1-ab£e;: 14,7 %, YKP1t;£O<pOUA~ivll 1 %) GE OA£e; 
ne; ol1-aOEe; Ocpum:iue;. T U CUPTJIlUTU UUTa bCV £iVUl U<JUIl~UTU 11-£ TTJ <pUOlKtl C~E:A1~TJ 
Tlle; Tp1xO<pUTIUe; 'tou TP1XWTOU TTJe; KE<pUA11e; XwpiC; O£pun£lu. 

5.2 	 <J>UPIlUKOKIVllTlKtC; IOIOTllUC; 

01 <pUPI1-UKOKlYllTlK£e; 10lOTTJT£e; TTJe; <pAOUKovut;OAT}e; dVUlnUp0I1-OlCe; KUT01tlV 
XOPTJ'YTJ<JTJS TTJe; uno TO aTol1-U 11 EvbO<pAE~iwC;. H <pAOUKOVUt;OATJ unOppO<paTUl KU),WC; 
l1-£Ta XOPTJY11<JT} uno TO aT0IlU, Ol b£ mlKVOtTJT£e; tTJe; aTO nAaGI1-U KUl TJ (Jl)crTT}~l!.lnKTJ 
~100UlOE<JlI1-0T1Fa tTJe; 1)m;p~uivouv TO 90% tWV 1tUKVOTTJtWV, n01) C1tlt1)YXavOV~[Ul 
KUT01tlV EVbO<PA£~io1) XOP11Y11CJlle;. 
H unoppo<pTJ<JTJ tlle; <pAOUKovut;oATJe; ocv CnTJPEa~ETU1 U1(0 tllV TUUTOXPOV11 ATJ\jIl1 
tpo<pTJe;· Ot Il£YlCJTES 1tUKVOtTJtEe; crTO Ui~LU En1 v11crTEwS UTOIlO1) E1(lT1)yxaVOVTUl ll€Ta 
1-2 £.OPES U1(0 tTJS XOPTJY11<J£We; t11S, I1-E TJl1-tTCcpiObO U1(0BOATJS U1(0 TO nAaGIlU 1(Epinou 
30 £.OPES. 01 1tUKVOtllT£S <JW nAaG I1-U dVUl uva),oy£S 1(pOe; Tll bQCJll. METa U1(0 5 - J0 
lwtpEe; Xop1lYTJ<JTJe; <pAOUKOVUSOA11S a1(U~ 1W£PT}<JlWS, npo<J£yyiS£Tul TO 90% nov 
<JtUOEponOlT}~l£vWV <J1)YKEVtP£.O<JEWV GTO nAa<JI1-U. 
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L\L\ YEn-E.42 50-13/2 
(24a) 

L£ UPpW(HOUe; 11£ pupui v£q>PlK11 UV£1U:'tPK£ta (GRF K(XTW uno 20 ml/min) 0 xpovoe; 
T]/lloEiue; i:;wije; UUC;aV£Tat uno 30 wp£e; O£ 98 wp£e;. Eno/ltvwe; XP£lai:;£Tat /l£lWG1l TIle; 
060T]e;. H q».OUKOVUi:;OAT] UnO/lUl<pUV£Tat 11£ at~lObruAtOlll(ul AtY6:m:pO IlL TT]V 
m:pnovUtKij Ka8upOT]. 

<1>UQbLUKOKIV1]TlKU O£ natbul 
<1>UP/lUKOKIVT]nKa b£bO/l£vU £Kn~l1WT]KUV O£ 113 natbtaTplKOllS u08£vdS O£ 5 
/l£A£T£e;: 2 /l£A£T£e; one; onoi£e; XOpT]YT]8ijKUV £q>rmuc; 06one;, 2 /l£Ab£S ons ond£e; 
XOpT]yij8T]KUV noHunA£e; 06oae; Kat /liu /lEA£tT] nou bU:SijXOT] O£ npowpu v£Oyvu. Tu 
b£bO/l£VU uno /liu /lEAbT] b£v ijTUV £PIlT]V£UOl/lU AOYW UlAUYWV OTll 
q>UP/lUKOT£XV1K11 /lOpq>ll O£ KunOlO oT]/ldo OTT] blUPK£lU TT]e; /l£lbT]e;. Enmp608£TU 
b£8~tQ'twx...an6-+Lia.-f.lcl.t'Uj-1'tUpll:yopllnKije;~xPJ10tte;· 

Kutomv XOPT]Y11o£we; 2-8 mg/kg q>AOUKOVUi:;oAT]e; O£ natbla T]AtKiue; 9 /IT]VClW EWe; 15 
£TWV ~ptOT]K£ on T] AUC 11TUV 38 /lg-h/ml uva bOOOAOYIK11 /lovMu I mg/kg. 0 
/ltc50e; xpovoe; 'w1i:;W11e; yta TT]V unopol11 TT]e; q>AOUKoVui:;DA11e; uno LO rrAUO/lU 
KU/lUlVOTUV /l£TUC;U 15 Kat 18 wpWV Kat 0 DYKOe; KUTUVO/l11e; 11TUV KUTU npOGtYYlOT] 
880 ml/kg £n£nu uno noHunA£e; 060£lS. 'En£nu uno £q>anUC; XOPTJYT]Oll ~pt8l'jK£ on 
o xPDVOe; T]/lli:;W11e; YIU TT]V Uno~oATJ TT]e; q>louKovui:;oAlle; uno to nf.aO/1<l 11TUV 
U\jJIIAOT£POS q>T(lVOVtac; He; 24 I'l)p£e; n£pinou. AUToe; dvat oUYKpiolflOe; w: tOY xpovo 
llflti:;wije; yta TllV unopo}.11 Tlle; q>AOUKovui:;oAllS uno LO n},aOflU, U(H£PU uno £q>unuc; 
XOPTJYll0T] 3 mg/kg £vbOq>A£~iwS O£ nUlbtu l1),lKiue; 11 T]fl£PWV twe; II flllvl'lW. 0 
OYKOe; KUTUVOfll1S O£ UUT11 TT]V llAtKtaKl1 OflMu 11TUV m:pinou 950 ml/kg. 

H £/lnnpiu uno tT] XP110ll Tlle; q>AOUKOVUi:;oAT]S O£ v£Oyva n£ptOp1i:;£1:Ut O£ 
q>UPflUKOKlvT]nK£e; fl£A£T£S O£ npowpu v£Oyva. Jta 12 npowpu v£Oyvu fl£ /ltoll 
buipK£ta KUTJO£WS 28 £PboIlC1b£e; 11 fltOT] T]AtKiu KUTa TllVnpw'tll 06011 11TUV 24 (DP£S 
(£upoS nWDv 9-36 wp£S) Kat LO Il£OO papoe; KULa Tll ytVVT]Ol1 11tUV 0,9 kg (£upoe; 
nflwv 0,75-1,10 kg). EnTa u08£vde; OAoKl11pwouv LO npwToKoHo. 0 IlEYIOLOS 
up181l0e; 06o£wv 11TUV ntvT£ £VbOq>A£Pl£e; EyXUO£le; q>AOUKoVui:;oAT]e; twv 6 mg/kg, 01 
onoi£e; XOPT]Y11011KUV Ku8£ 72 wp£e;. 0 /ltooe; xpovoe; llflli:;ffiije; (0£ wp£S) 11'tUV 74 
(£upoe; nflwv 44-185) Tllv 1'1 lwtpU, /l£lw9T]K£ /l£ Tllv napObO LOU Xpovou O£ 53 
(£upoe; H/lWV 30-131) TT]V J'111fltpu KUl O£ 47 (£upOS nllwv 27-68) Tllv 13'1 lllltPU. H 
n£ptOXTJ KaTW uno TT]V KUflnUAT] (flg-h/m1) 11TUV 271 (£upoe; nllwv 173-385) Tllv ]'1 

lliltpu, UUS11811K£ O£ 490 (£upoe; Tl/lwv 292-734) Tllv 7'1 1l1l£PU, £vw ll£lw8T]K£ O£ 360 
(£upoe; TlflWV 167-566) T1lv 13'1 T]lltpu. 0 DYKOe; KUTUVOfl11e; (ml/kg) 11TUV 1183 (£upoS 
nflwv 1070-1470) Tllv T]lltpu I Kat UUC;TJOllK£ ~l£ TllV napObO LOU Xpovou o'ta 1J84 
KUTa ll£oOV opo (£upoe; nflwv 510-2130) TT]V 7'1 T]lltpu KUt OtU 1328 (£upoS TlIlI.l:>V 
1040-1680) TT]V 13'111lltPU.. 

KaplClvoyiWJ(J'1 
H q>AouKovui:;O}.l1 b£v nupouoiuo£ £vb£is£le; bUVT]TlKije; KUPK1VOYovou bpaOl1e; G£ 
nOVTlKOUe; Kat upoupuioue;, OLOUe; on010Ue; XOPT]Y11011KUV, yta 24 /l11v£e;, 060£le; ano 
LO o'tOIlU to£e; fl£ 2.5, 5 11 10 mg/kg/T]/ltpa (n£pinou 2-7 q>opte; IlEyUAUT£p£e; TI1S 
cruVIOTWIl£VT]S uvOpwmv1le; 06011e;). APO£VIKOi uPOUPUiOl, OLOUe; onoloue; 
X.oPllyTJ811KUV 5 Kat 10 mg/kg/ll/ltpu q>AouKovui:;oAlle;, napouoiuouv uUC;llOll LOU 
UplO Ilou £/lq>avtcrlle; llnuToKUuuptKWV Ub£Vffi/latWV. 

1\Il£TUAAU~tyt\l£(Jl1 

H q>AouKovUi:;oAll - /l£ 11 xwpie; Il£TUPOAtKij £v£pyonolT]oT] - b£v l1TUV 
Il£TUAAuSIyovoe; O£ 4 OT£AtX1l TOU PUKTllPiou S. typhimurium onou fl£l£TijOTJK£ 11 
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bpacnl tTJC, KaElcl)S KUl (HO crucHlwa L5178Y lqltpwflatoS 1tOVtlKOU. 
KunapoY£V£tlKES fl£1i:t£S inyivo (Kunapa flu£lou HOV oc)twv 1tOVtlKWV, uOH;pa 
a11:o Oto~latlK1i XOP'1Y'lGll tplouKovasolTJS) Kat in vitro (avElpW1tlVa 
A£fl<pOKUnapa £Kt£enfltva OT J000 flg/mJ <plouKovasolTJS) b£v tbnsav 
xpW flatOOWfllKtS fl£ta;UaSns· 

~latJ'lpaxtc: r9VIUOtUtUC; 
H tpAOUKOVasOATJ O£V £11:TJptao£ tTJV YOVlflOtTJta m: apO£VtKOus '1 eTJAuKOUS 
apoupaious OlOUS o11:oious XOPlly"ElT]Kav a11:O lO otOfla TJfl£P"cn£S Mons 5, 10" 
20 mg/kg 'l11:ap£vt£pIKts ooons 5, 25 " 75 mg/kg, av Kat U11:"Pc,£ fl1KP" 
KaElu(HtplloTJ tTJS tvapc,T]S lOU lOK£tO"l) fl£ 000£1S 20 mg/kg a11:o lOU otOflalOS. 
2:£ 1110 £v(ioqJUth<ur£p1¥£ll.V-IlIlK1l-f1£lttTJ·ocapoupaious flCOOO£lS 5,.20 KUl 40 
mg/kg, 11:apatllP'WTJK£, O£ fl£PtKa tYKua11:£tpaflatO~wa, ouolOKla Kat 11:apatacnl 
lOU lOKElOU fl£ 060£1S tWV 20 mg/kg (11:£Pl11:0U 5·1 5 tpopts fl£yalut£p£S tTJS 
OUVlOtWfl£vllS avepwmv'lS 06oT]S) Kat tWV 40 mg/kg a/....1a Oxt otO £11:i11:£oO twv 5 
mg/kg. 01 OlUtapaxts lOU tOK£WU blU<paivovtat a11:6 tllV £Aatppa auc,llcnllOU 
apleflOu twv !;wwv 11:0D y£w"e'lKav V£Kpa Kat tll ~Leiwoll lOD aptElflOu twv 
v£Oyvwv 11:0D £m~lwoav, O£ aUla tabOOOAOYIKa £11:i11:£ba. 01 £m11:tWO£lS OlOV 
lOKEl6 tWV apoupaiwv, eivat crUfltpwv£S fl£ tllV £10tK" Yla to OUYK£Kptfltvo £iooS 
11:£lpaflalO!;Wwv fl£lwOll twv 010tpoy6vwv, 11:0U 11:poKal£ltat a11:0 D\!,lllts Mo£ts 
<plouKovasol11S. TtlOlU OpflOVIK" a/....1aY11, O£v tX£l 11:apatllp11El£i O£ yuvaiK£S 
ons 011:01£S tX£l yiv£t e£pa11:eia fl£ tpAouKova!;6111 (~At11:£ 5.1 <Pap~laKobuvafllK£'; 
]oIOtllm;). 

6. <DAPMAKEYTIKA I:TOIXEIA 

6.] 'EKoSOXa 

Kg-'lLfDS"lU : 
~lal,Ubla Yia tuuoU: 
LK6v'1 1m 11:001l!0 £vat~JI!l.llQ.:. 

6.2 A crUll i3aTOTTJTt::<; 

To OlaAufla <pAouKova!;oA11S 1m £voo<plt~lU i:YXUGll £ivUl OUfl~atO fl£ ta aKoAOUea 
XOPTJyoufl£va omAUflata: 

a. ~laAufla 0£c,tp6!;TJS 20% 
p. ~laAU'lU Ringer 
y. ~taAufla Hartmann 
O. ~laAUfla XAWPIOUXOD KaAlou O£ o£c,tpO~TJ 


£. ~laAUfla oltaVepaKIKou vatpiou 4.2% 

s. ~taAufla aminofusin 

11- <PUcnOAOYIK6 OlaAUfla XAWPlOUXOU vatpiou 


H tplouKovasoAll ,mopei va XOP11YTJEl£i £VOotpAtpta w: tva a11:6 ta 11:apa11:aVW uypa. 
nap' 6AOV 6n o£v i:xouv 11:apatTJPllEl£i £lOIKts aou,lpatotT]t£s, '1 aVafllC,T] t11S 
tpAouKova~0/'11S fl£ Ol1t00,,11:0t£ 0./....10 tpap~mKO 11:pO tTJS £VOOtpAtPlUS tyxuoTJS OEV 
cruvl0tatal. 

6.3 AUlpKoa sWllC; 

6.4 1oStaiTt:: pcC; npoqmA.usclC; KaTu TTJ qnjA.asTJ TOll npo'iovTOC; 
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• KmvaKlU: 
• I:K6v11 "flU nocrtfJ-o £vaH.DP11fJ-a : 
• L-.taAUfJ-a "fla £nU<J11: 

• 


6.5 <l>U!1TI Kat (JUGTaTlKU TOU 1Tl.:pli:KTTJ 

KA'I'AKIA: 

MAAYMA rIA ErXYI:H: 

I:KONH rIA I10I:IMO ENAI.QPHMA: 

Ka\jlaKtO: nptnEl va KaTanivovtat OAoKA11pa. 

I:KOVT] ylU nocrlfJ-o £vatffiP11fJ-a: rla va qltta~£T£ to £vatffiprlfJ-a X'run~crH: EAa<ppa 10 

<plaAlOlO "fla va anOKOAA118£i 11 crKov11, npocrOtcraT£ 24 m) VEpOU. Kouv~crt£ KaAa 10 

<plaAlOlO. Enicr11~ KOUV~crTE to qnaAlolO afJ-tcr(j)~ nplV ano KaO£ XPTtcr11. 

7. API0MOE AAEIAE KYKAO<l>OPJAE 

8. HMEPOMHNJA npf!THE ErKPJEHE/ANANEf!EHE THE ErKPJEHE 

9. HMEPOMHNIA (MEPIKHE) TPOnOnOJHEHE TOY KEJMENOY 

B) 
<l>YAAO OAHrIflN XPHI:HI: 

1.1 	 OvoJ1uO'iu 
] .2 I:uVOf::O'l1 .L-.pacrnK~ oucr1a: cDAouKovat;6AT] 


.EKOOXO: 

1J q,UPJ1UKOTf::lV1K{;S J1opq>{;S: 	 Ka\jlaKla, crKA11pa, 6taAUfJ-a "flU tYXU(Jll, KOVlS i'la 


nocrtfJ-o £vatffip11fJ-a 

J .4 	 TIf::PlEKT/TU O'f:: OpUO'TlKTj OUO'lU: 
1.5 nEplvpa(J)I1-IuoKEuaoia: 
1.6 q,UPJ1UKOOf::pum:UTlKTj KUTll'Y.: 	 AVtlfJ-UKT]nacrtKo 
1.7 	 Y1tf::uOUVOS KUKAOq>OpiuS: 
1.8 	 I1UPUO'Kruo.O'TTjS: 
1.9 	 I:UO'Kf::UU(JTTjS: 

lLJI I1PETIEI NA rN.QPIZETErIA TO q,APMAKO I10Y I:AI: XOPHrH!:E 0 rIATPOI: !:AI: ] 

2.1 	 rEvlKtC; TTh'lpo(J)opiEC;: 

H <PAouKOVO~OAIl £ivOi tvo OVTlI-IUKIlTIOOIKO <pOPI-IOKO KOI XPIlOlI-IOTTOI£iTOI V'O Til 

8£POTT£io AOII-IW~£WV TTOU TTPOKOAOUVTOI OTTO l-IuKIlW:;. 


2.2 	 EVOEi~EIC;: 
1. KPUTTTOKOKKIKt<; AOII-IW~£I<;, m:pIA0I-I!3ov0l-I£vll<; Tr)<; KPUTTTOKOKKIKri<; 

I-IIlVIVyiTloo<; KOI AOII-IW~£WV oMwv TT£PIOXWV (TTX TTV£UI-I0V£<;, O£PI-l0). 
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2.3 	 AVTEVOEi~EI~: 


H CPAOUKOVO~OAr} Of.V TTPETW va XPr}OIlJoTTOIf.iml Of. ooSf.Vf.I<; 1Jf. VVWOT~ 


WOIOSIloio OTO CPOplJOKO ~ Of. OTTOIOO~TTOTf. OTTO m oopov~ EKOOXO IOU ~ Of. 

OUVV(V~ OKWOOIJOTO O~OAWV. 


H CPAouKOVO~oAIl Of.V TTptTTf.1 va oUVXOPIlVf.iTOI 1Jf. 0I00TTpioll ~ Tf.PCPf.vooivrj 01 
OTToi(<; f.ivOi VVWOTO OTi TTOPOTdvouv TO OloOTIlIJO aT KOI lJf.m/3oAI~ovTOI OTTO TO 
EV~UIJO CYP3A4. (/3AtTTf. 2.5- A""IlAf.TTlopOOf.I<; IJE 0""0 cpaPIJOKo KOI 0""«;' 
1J0pcpt<; o;";"IlAETTiopOOll<;)· 

2.4 	 ElOlKES :n:poqml..aSElS Kal :n:pouoo:n:01l10"ElS KaTa T11 XPTtu11: 
2.4.1 AoSEv(i<; TTOU TTOpOUOIO~OUV J319XDJ.1IKE<; OIOTOpOXt<; TIl<; IlTTOTIK~<; 


AmouPvio<; KOla Til OIOPK(IO TIl<; Sf.pOTTf.io<; IJE CPAOUKOVO~OAIl, So TTptTTf.1 va 

TTOPOKOAOUSOUVTOI OTf.VO VIO Tr} TTlSovoTIlm f.~tAI~Il<; oo/3op~<; IlTTOTIK~<; /3)..0/311<;. 

H CPAOUKOVO~OAIl So TTptTTf.1 VO OIOKOTTTETOI EOV TTOPOUOIOOIOUV KAIVIKO 

OUIJTTTWIJOm KOI OlllJdo EVOf.IKTIKO r}TTOlIK~<; vooou m oTToio IJTTopf.i VO 

OCPf.iAOVTOI OTIlv cpAouKovo~6AIl· 


Eav KOla Til OIOPK(IO TIl<; Sf.pOTTf.io<; TTOPOUOIOOTOUV E~OVS~IJOTO, 01 OoS(V£J<; So 

TTptTTEI VO TTOPOKOAOUSOUVTOI OT(VO KOI TO CPOPIJOKO So TTptTTEI VO OIOKOTTT£TOI 

EOV 01 /3;..0/3(<; E~OKOAOUSOUV vo f.~f.AiOOOVTOI. 


rE OTTOVIE<; TTEPITTTWOEI<;, OTTW<; KOI 1Jf. TI<; UTTOAOITTf.<; O~OAE<;, EXf.1 ovocpEpS£i 

OVOCPUAOKTlK~ OVTIOPOOll. 

OPIOlJtVE<; O~OAf.<;, OUIJTTEPIAOIJ/30VOIJEVIl<; TIl<; CPAOUKovo~6AIl<;, EXOUV 

OUOXf.Tl08d IJE TTOPOTOOll TOU OIOOT~IJOTO<; aT OTO IlA(KTPOKOpoIOVpoCPllIJO. 

KOla TIlV TTopoKOAOUSIlOll TOU cpoPlJaKoU lJoa TIlv KUKAOcpopio TOU OTIlV ovopo 

ovOCPtpSIlKOV TTOAU OTTOVI(<; TTf.PITTTWOEI<; TTOPOTOOll<; IOU OIOOT~IJOTO<; aT OTO 

IlAf.KTPOKOPOIOVPOCPllIJO KOI torsade de pointes OE ooSf.vf.i<; OTOUC:; oTToiouc:; f.iX( 

XOPIlVIlSd cpAouKovo~6AIl· nOp'OAO TTOU 11 oUOXETIOll lJoo~U CPAouKovo~oAIl<; 


KOI TTopomoll<; TOU OIOOT~IJOlO<; aT Of.V EXf.1 ETTOPKW<; S(IJf.AIWSEi, 11 

CPAOUKOVO~OAIl TTptTTEI Vo XOPIlv(iml 1Jf. TTPOOOX~ OE OoSf.Vf.i<; 1Jf. f.VOf.XOIJ£VE<; 

TTpOOppUSIJIKt<; KOTOOTOOf.I<; OTTW<;: 


• 	 rUVVf.V~ ~ TEKIJIlPIWlJtvIl ETTiKTIlTIl TTopomOll IOU OIOOT~IJOTO<; QT 
• 	 MUOKOpOIOTTOSf.IO, Joiw<; 6mv UTTOPXf.1 KOpOIOK~ OVETTOPKE10 
• 	 $Af./30KOIJ/3IK~ /3poouKopoio 
• 	 EVEPVt<; OUIJTTTWIJOTlKt<; oppuSlJif.<; 
• 	 TOUToXPOVIl 8EpOTTWTlK~ OVWV~ VIO TIlv oTToio f.ivol VVWOTO OTi 

TTOPOTEiv(1 TO OloOTIlIJO aT 
• 	 HAEKPOAUTIKt<; olompoxt<; OTTW<; UTTOKOAIOIlJio, UTTOlJoVvIlOIOllJia KOI 

UTToO/3EOTIOllJio 
(BAtm: 2.5 AMIlAf.TTlOPOOf.IC; 1Jf. 0;";"0 CPOplJOKO KOI O""f.<; 1J0pcpt<; 
o;";"IlA(TTIOpoollC;) 
AoSf.vdC; 1Jf. OTTOVIO KAIlPOVOlJlKo TTpo/3A~IJOlO ouoovf.~ioC; OTIl VOAOKTOl;Il, 
OVf.TTOPK(IOC; TIl<; Lapp AOKTooll<; ~ ouooTTopp6CPllOllC:; VAUKO~r}C:;-VOAOKT6~Il<; 
O( So TTptTT(1 VO AOIJ/3ovouv OUTO TO cpOPIJOKO. 

2.4.2 	 H/cIKIWpi:VOl: Av o£v unupxouv £VO£i.~£lS Ol(l'Wpaxi]s HIS V£<PPIKi]s A£tlOUP),iaS, np€n£l 
va XOpTJ),ouvrat Ot ouvi]8£tc:; OOO£IS TOU <papI1UKOU O£ TJAtKIWI1€VOUS ao8£v£i.s. L£ 
m:phrrwoTJ V£<PP1K11S OUOA£Houp),ias (Ku8ap011 KpWTtvivTJS<50 mllmin) ~Atn£ 
«L1000Ao),ia O£ ao8£v£i.s 11£ vHpponu8£l(l». 

2.4.3 Kunon: H XP~oll TOU CPOPIJOKOU OTIlv KUIl0r} TTptTTf.1 vo OTTocpf.UVEml, f.KT6<; TWV 
oaS(vwv IJE 

/30Plt<; KOI OTTf.IAr}TIKt<; VIO Tr} ~w~ IJUKIlTIOOIK£<; AOIIJW~f.IC;, OTI<; OTToi(<; IJTTO pEl vo 
XPllOlIJOTTOlllSf.i 11 CPAOUKOVO~OAIl EOV TO OVOIJEVOIJf.VO OcptAIl OTT6 Til Sf.POTTEio 
UTTEPKOAUTTIOUV IOV TTlSOVO Kivouvo TO~IK~<; ETTiopOOll<; f.TTi TOU f.1J/3pUOU. 

19 

http:OVOIJEVOIJf.VO
http:AOIIJW~f.IC
http:AMIlAf.TTlOPOOf.IC
http:MUOKOpOIOTTOSf.IO
http:Sf.pOTTf.io
http:Sf.pOTTf.io


Ol 

tWQQ }01l9dn Sfl1 SOlOrlQlD n01 QllO 6w OS ~ 100A(lOAUdOX OA 13ll~dll 
SOQI1!AOYOg SI,I)IID0I1AI1AO)l SU1 10)1 SUDO!1AI1AO)l Sl,l)llllYO)l SU1 0!3ll0d38 U1 OIJ "S 

"S3d~rlu ot-v ~ !1l3 UA3rt(lOAUdOX Sfl1!DUd3rlU 6w 00 ~ 
-OS 10A13 UDQQ 1,l)lllOrlD3Y31Oll0 SU8YAnD U LllY)I SUDO!1AI1AO)l SY)ll10rld3QOAA3yg 

SOIAQdX SU1 'SO!dn01AI1AO)l SU1 'Afl13}f0rlIOY Af0)1IAorlmAlloXAodg Af0)111UeUIQ 
url Afl11 'SOQI1!Ao<i>ODI0 SU1 Xll (fl1d~1fl11O)I 3ll~yg 'SUDO!1AI1AO)l Sl,l)llllYO)l 

SU1 SQ1)13) Afl1AQAoAA3yg Afl11 Afl13}f0rlIOY Af0)1IDOIlAI1AO)l Afl1YY9 013ll0d38 U1 OIJ 
"Af0IXI01D01AOQO Afl11 !1l3 Afl1dqrl 

Af0)1l1llUDI1AO Af0)1lll01 I,lAorldo<i>3 AU1 3rl oAodXQ1n01 UA3rl(loAUdOX 'S3d~rlu 
v~ !1l3 Sfl1!DUd3rlU }01l9 6w OS IOA13 UDQQ SUel,lAnD U Af0IXIOlD01AOQO Af01UAX31 

!1l3 10013dUlOdoll nOll SUDO!1AIlAO)l Sl,l)lllOrlOlD Sl,l)llIDodlO SU1 0!3ll0d38 
U1 Olj "OrlU1D9IQ Q)lIAodX Od31f)d)lorl olA 13lDIX3AnD OA pdollri 013110d38 

U 'SolOrll,llDnD f)O)l11UIOllODOAO n01 SO!Adn01l3Y SU1 S~XOdOlOIQ S~13dog 3rl 
S13A38DO 3D 'O!O)lAOAO IOA!3 A93 "S3d~rlu V~ -L !1l3 Sfl1!Dud3rlU ~01l9 6w 00 kOS 
10AP UDQQ SU81,lAnD U SIJDO!1AI1AO)l Sl,l)llAAndoIDolOrlOlD SU1 OPllod38 U1 OIJ "P 

'1013f)3)1lrlOlO~3 OA 13ll1dll 
S013ll0d38 SUI 013)1d91Q H "Af;>13 GIdX~rl Sop)ldolQ orlulD91Q OIA Sfl1!Dud3rlU 

6w OOv-OOG SI3DQQ A(l08U110ll0 OA !3dollrl S13D911u)lnrl13899 fl11 A3 SI1 OIJ 'S 
"Af0A38DO Afl11 

UDld)lQll01AO 1,l)lIAIY)I AU1 QllO 10191do~3 SO!3ll0d38 SU1 013)1d91Q H "Sfl1!Dud3rtU 
6w OOv 3D !38U~nO OA 13dOllrl UDQQ U SUDld)lQl101AO Sf)O)ld01l3AO !1l3 PlDOl3dX 

A'rj "Sfl1!Dud3rlu 6w OOG UDQQ 9110 UA3rlf)OenOYO)lO 'SOPllod38 SU1 od~riu 
U1f0dll AU1 6w 0017 IOA13 nO)l9rldoID n01 UDQQ Suel,lAnD U 'Afl13D911AIlAO)l Af013dog 

Afl1YY9 10)1 SUDOl1AIlAO)l SUA~rln3)1IA3A SU1 'SO!riI01AIlAO)l SU1 013ll0d38 U1 OIJZ 
"6w OOG-OO~ 

UD9Q 0IDyd3rlu 3D AOlDldQo ,1l3 138uAudoX OA pdOllrl 810zeuo:::mu U 'SO!3ll0d38 
orll,lXD Q)lIXdo oA~rlfl1duy)loyo OA~ 1399Y SI,lA38DO 0 f)o<i>o 'SOI'rj 3rl SpA3eDO 

3D SOQIl!AAIAUrl SI,l)ll)l)lO)l01llnd)l SU1 Sl,lllodlOlln SU1 umUYQdll AU1 01 J "g ~ 
'AN3 n01 SOl3Ad11YYO)l SU1 UDU!01l0)l11UAdo AU1 913rl S3Qr;>riOQg3 G~-O~ 

I,l SOQIl!AAIAUrl SY)ll)l)lO)l01llnd)l !1l3 S3Qr;>riOQg3 9-9 AOlD1Xr;>yn01 IOA!3 Sfl18I,lAnD 
r;>yyo '0!3ll0d38 UlD UDld)lQl101AO 1,l)lIAoy01U)lnri 10)1 Y)lIAIY)I AU1 QllO 101r;>1do~3 

Afl13~f;>rtIOY Af0)1I)1)10)l01llnd)l 1113 S013llod3e SU1 013)1dr;>IQ H "Sfl1!Dud3rlU 
~Ollr;> 6w OOV-OOG UDQQ QllO UA3rlf)08noYO)lO SOPllod38 SU1 od~rlu u1f0dll 

AU1 6w OOv 10AP UDQQ SU81,lAnD U SOlOrtf;>D n01 Af0XOld3ll Afl1yyr;> Afl13~f;>rlIOY 
Af;>)lI)I)lO)l01llnd)l 10)1 SOQI1!AAIAUrl SI,l)ll)l)lO)l01llnd)l SU1 OPllod38 U1 01 J '0 ~ 

)3)1IWA3 
:O!AOYODOV g"Z 

'101nA)l13QA31AO UQ!dll021D 3rl LwuAl,ldoX UAodXA(lD H 'UDfl11ll!d3ll 
389)1 3D 313A9)1 OA 13ll~dll 11 13A!d)l oe SO!OllO 0 'SOD QdlOlA 01 31J31mynogrlnD 

OA O)lorld9ID 0101lr;>)I 313AdJOll A93 orllYQd)l01 'UAJ1nollrloIDld 'UQ!dllODID 
'I,lQ130d3lD I,lA3AoQA3 'S3A!1l3201Q02A3g 'UY921rl3lDO 'UA!QnogoQI2 'UA!QOA3IDd31 
'LlA!v'ynm038-'l:JArdo.rrooV~)fr.rrrto-d>rd·'-)orortr;>rrrn01 9TIO-9)1rmtrYY(TDITAO·· 

'UA!.01AnAIOID 'UQI2013eodfl1yXodQn 'S3!dnoynAoIDynoD 'r;>)lI1)1U1lI1AO 
S{y)llQ O)lOrldr;>ID 0YY9 3rl 13Dr;>dQIll3YUYYO OA pdOllrl UYQ20AO)lnOYID U I,lQI3ll3 

:mmridJ;>ID OYYJ;> 3ri 513DJ;>dQI1l3YUYY'V S'Z 

:UXog)l} m mit SnDljlOllog130dll )3d3l.}lngr Ct'Z: 
·AOOl.l}TiUAUXll.1i <;toTiDldnX ~l )UOUA!,tgO I)1.Ul.9AU)ll 

AUl. 13)l}3du1l3 A3\7 :A(i)"l.-;:;;l}rl~t"lA:;C;U""'X"'U-;;<rlr<;t""o;:;lrl"o;rldt>.n"'X"lD)I StlOUltljgO mUl.9AU)ll AUl.O UDudgpl3: 9'v"Z: 
U}AO'(OOOg 311?'ta :l}lg1U[J q,z: 

')3d:;nuTi )3DaO)l},(Ue )11.0 aO)ll}TidI)(h aol. UO~l(:fX U lDl.l}l.DlMO A3\7 :u}XilO'(Uj v"Vl 
"O!)lIYU Y)lIAfl1AodOllOAO 

3D S))I!oAnA 3D 101j310110rlIDUdX OA 1311~dll UrhUYY(lDIlAO SY)ld01l3 

(Urc:) 


liE (·O~ZY;:Y-U3A\1\1 


http:AOOl.l}TiUAUXll.1i


66YEO-E.425 0- J3/2 
(24a) 

6. ria OEPI-lOlIKE<; AOII-lW~EI<; TIOU TIEplAal-l!3ovouv Trl OEPI-lOlO<pUTlaofl TWV 
TIOOWV, TOU lVlAou OEPI-lOlO<; KOI TWV I-lflPOVEVVflTIKWV TITUXWV K08w<; EKEivE<; TIOU 
O<pEIAOVTOI OTfl Candida, fl OUVIOTWI-lEVfl ooofl EivOI 150 mg oTIa~ E!300l-laololw<; 
~ 50 mg (ma~ flI-lEPfloiw<;. H OlopKEla Tfl<; 8EpaTIEia<; KUl-laivElOl aTIo 2 EWe; 4 
E!300fJOOE<;, aAAo EIOIKO fl OEPfJOlOl-lflKUTiaoll TWV TIOOWV I-lTIOpEi va aTIalT~OEI 
8EpaTIEia EW<; 6 E!300I-l00E<;. ria Tflv TIOIKIAOXPOU 1TITUpiaofl fl oUVIOTWI-lEVIl BOOfl 
EivOI 50 mg oTIa~ fll-lEPfloiw<; VIa 2 EW<; 4 E!300I-l00E<;. 
rIa OEPfJOlO<pUTIOOEI<; TWV ovuxwv fl OUVIOTWfJEVfl ooofl EivOI 150 mg oTIa~ 
E!3oofJaOlaiw<;. H 9EpaTIEia TTPETTEI va auvExi£:ElOl EW<; OTOU TO TIoaxOV VUXI 
aVTIKOlaaT09Ei aTIO UVIE<;. H aVOTITU~fl UVIWV VUxtWV OTO OOXTUAa TWV XEPIWV 
Kal TWV TIOOIWV <pUOtOAOVIKO aTIalTEi 3 fJE 6 fJ~VE<; Kal 6 fJE 12 fJ~VE<; aVTioTOlxa. 
OOToao, 0 pu91,!9<; aVOTITu~f1<; I-lTIOpEi va TIOIKiAEI allfJavTIKo aTIo OTOI-lO aE 
OTOI-lO KOI E~apToTOI KOI aTIo Tflv IlAIKia TOU OlOfJOU. nEptaTaOtaKo, fJElO Tllv 
ETTlTUX~ 9EpaTIEia TWV fJaKPOXPOVIWV AOlfJW~EWV, TO vUXla fJTIopEi va 
TTapafJE~OUvOUafJop<pa. 

8. ria Tllv TTPOAlllVll TWV fJuKIlTlaalKwv AotI-lW~EWV aE a09EvEi<; fJE UlVllAO Kivouvo 
va aVaTITU~OUV VEvlKEUI-lEVIl Aoil-lw~IlTI.X a09EvEi<; TTOU aval-lEvETOI va EXOUV 
!3ap£lo ~ TIapOlETOI-lEVIl OUOElEpOTrEVia, OTIw<; a08EvEi<; TTPO<; I-lETOfJOaXEUa'1 
I-lUEAOU '1 oUVIOTWfJEVfl 000'1 Eival 400 mg oTIa~ '1fJEP'1aiw<; KOI Via Tllv 
TTPOAlllVll TWV fJUKflTlaOtKwV AOII-lW~EWV OE aa9EvEi<; fJE OUOElEpOTIEVia KOI 
KaKo~9EI<; voaou<; TTOU TIpoola9tTouv OTllv aVOTITu~1l TETOIWV AOlfJW~EWV we; 
aTToTtAEOl-la X'1I-lEI09EpaTTEia<; I-lE KunapOOTaTlKO <poPl-laKa ~ aKTIV09EpaTIEia<; 11 
ooafl KUfJaivElOl aTIo 50-400 mg oTTa~ IlfJEPllaiw<;. H xop~Vllall TIPETIEI va 
~EKIVO apKElt<; I-ltPE<; TTplV Tflv EKo~Awall Tfl<; aVafJEvOfJEVfl<; OUOElEpOTIEViae:; KOI 
va auvExi£:Elal VIa 7 IlfJEpEe; I-lElO Tflv aU~llall TOU apI8fJou TWV OUOElEP0<pIAWV 
Kunopwv aE T1fJ£<; OVW TWV 1000 Kunopwv avo mm 3. 

XP~oll OE TIOIOIO 
DTIwe; Kal aTllv TIEpiTITWOIl TWV EVIlAiKwv fJE TIapOfJ01E<; AOlfJW~EIe:;, 11 OlopK£la 
TIl<; 8EpaTIEla<; !3aai£:ElOI OTrlv KAIVIK~ KOI I-lUKIlTOAOVIK~ aVTOTToKpIOfl. H 
<pAouKova£:oAIl XOPIlVEiTOI we; I-lia flfJEp~Ota ooafl· 
ria TTOIOIO fJE VE<PPIK~ ouaAElToupvia, !3A£TIE Til ooaoAovia OTllv TIapOvpa<po 
«Aa8EvEic; IJE VEq>PIKO OuaAEIToupyia»--, 
no1010 OAIKiac; UEyaAuTEPOC; TWV 4 El3oobloowV 
H auvloTwfJEVfl 000'11 TIl<; <pAouKova£:oAIle; Via KavTlvTiaall TWV !3AEvOVovvwv EivOi 
3 mg/kg IlI-lEPllaiw<;. LloOIl E<POOOU 10''1 I-lE 6 mg/kg fJTTOPEi va XP'1OtfJOTTOI'18E1 
Tllv TIPWTfl IlfJEpa Via TOxuTEPIl ETIiTEU~1l aT09EpoTIOlllfJEVWV ETII1TEOWV aTO aifJa. 
ria Tllv 9EpaTIEia Tile:; VEVIKEUfJEVIl<; KavTlvTiaall<; KOI TWV KPUTITOKOKKJKWV 
AOIfJW~EWV, 11 OUvlaTWfJEvll ooafl EivOi 6-12 mg/kg IlI-lEPllaiwe:;, E~apTWfJEV'1 aTTO 
Til !3apuTIlTO TIl<; voaou. 
ria Tllv TIPOAlllVll TWV fJuKIlTlaOtKwv AOlfJW~EWV aE a08EVEie; fJE avoaoKOlaOToA~ 
TIOU OJOlptxOUV Kivouvo OUOElEpOTIEViae; we; aTIOTEAEOfJa KUTTapoTo~IK~e:; 
XIlI-lEI08EpaTIEiae; ~ aKTlv09EpaTIEiae;, 11 OoallTIpETIEI va E[VOI 3-12 mg/kg 
flIJEPllaiw<;, E~apTwfJEvll aTIO Tflv tKTOafl KOI Til OlopKEla Tfle; TIPOKAIl9Eiaae; 
OUOElEpOTIEViae; (!3A£TTE ooooAovia EVIlAiKwv). 

H fJtVlaTIl ooaoAovia TWV 400 mg flfJEpflOiw<; OEV 90 TIptTIEI va uTIEp!3aivElal OE 
TIaJOlo. 
nOlOIO OAJKiac; 4 El3oouoowv 0 VEWTEQQ 
Ta VEOVVO aTIo!3oAAouv Til <pAouKova£:oAIl apvo. KOla TI<; ouo TIpWTEe; 
E!3001-l00E<; Tile; £:W~<; TOUe;, TIPETIEI va XPIlOtfJOTTOIEiTOI 11 iOla 00011 aE mg/kg fJE 
aUT~ TIOU xop'1VEiTOI OE fJEvaMJTEpa TIaIOIO, aAM va XOPIlVEITOI K09E 72 WPE<;. 
KOla TflV OlopKEla TWV 3-4 E!300fJOOwv Tfl<; £:w~<; TOU<;, '1 lOla OOallTIpETTEI va 
XOP'1VEiTOI K08E 48 WPE<;. YTIOPXOUV Aiva <papfJaKoKlvllTlKO OEOOfJEVa Via va 
uTToaTllpl~ouv aUT~ H)V TToaoAovia aTO VEOVVO. 
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2.8 	 AV£1T1SUJJrlTE~ [VEPY[If:~: 
H <pAouKova~oAIl EivaJ KOla Kavova KaAw<; aV£KTr'j. 
01 mo OUXVE~ OV£1TISUJ.lIlTE~ [vtpyU[~ TTOU TTOPOTIlPrtSIlKOV KOTO Til 
OIOPKUO KAIVIKWV J.I[AHWV KOI oxni~OVTOI J.I[ Til q>AOUKovo~6AIl [ivOI: 
IlIOlapaXE<; NEUplKou LUoTr'jIJOlO<;: K£<poAaAyia 
IlIOlapaXE<; yaoTp£vT£PIKOU OUOTr'jIJOlO<;: KOIAlaKo aAyo<; olappola, 1J£T£WP10I10<;, 
vauTia. 
IlIOlapaxt<; TOU OtPIJOlO<; KaJ TOU UTTOOOPIOU 10TOU: E~av81lIJa. 
IlIOlapaxt<; TOU r'jTTaTO<; KaJ TWV xoAIl<p0pwV oowv: HTTOlIKr'j TO~IKOTIlTO 
oUIJTTEplAalJl3avolJtvwv oTTavlwv TTEPITTTWOEWV 8avaTwv, aU~IlIJEvE<; TlIJE<; 
aAKaAIKr'j<; <pwo<POlaoll<;, xoAEpu8pivll<;, SGOT KaJ SGPT. 
LE IJEPIKOU<; ao8EvEi<; KaJ 10iaiTEpa O£ a08£v£i<; IJE l3aplt<; UTTOKEiIJEVE<; vooou<; 
OTTW<; TO AIDS Kal 0 KapKivo<;, KOla H) OlapKEla 8£paTT£ia<; IJE <pAoUKova~O"1l 
KaJ oUYKPITIKd <pdplJaw txoUV TTapOlIlPIl8£i OIOlapaxt<; TIl<; VE<PPIKr'j<; 
Amoupyia<;, TIl<; Amoupyia<; TOU aJlJOTTOlllTiKOU oUoTr'jIJOlO<; Ka8w<; KaJ IlTTaTIKt<; 
OIOlapaxt<; (I3AtTTE 2.4 EIOIKE~ npQ[IOOTTOIrtO[I~ KOI EIOIKi~ npOq>UAO~EIC; 
KOTO Til XPrtall), aMa 11 KAIVIKr'j OlllJaoia KaJ 11 amoAoYIKr'j ouoXtTloll IJE Tr) 


8EpaTTEia EivOi alJ<pil3oAIl. 

ATT6 Tllv OTTOKTIlS[laO [J.ITTupio, J.IHO Tllv KUKAOq>opio TOU TTpo'i6vTOC; 

aTllv Ovopo, txouv ovoq>£p9£i 01 oK6AOUS£<; ov£mSUJ.lIlT£<; £vipvu£<;: 

IlIOlapaxt<; TOU aJlJOTTOlflTlKOU KOI TOU AEIJ<pIKOU oUoTr'jIJOlO<;~ I\EUKoTTEvia 

oUIJTTEplAalJl3aVOIJEVWV H)<; OUO£1EpoTTEvia<;, aKOKKIOKUTTapaJlJia<; Kat 

8POIJ130KuTOTTEvia<;. 

IlIOlapaxt<; TOU avoOOTTOtllTIKOU OUOTr'IIJOlO<;: Ava<puAa~ia (OUIJTT£ptAalJl3dvOVTaJ 

aYYElooiol)lJa, oiol)lJa TTPOOWTTOU, KVIlOIJ0<;,) KviOWOIl). 

IlIOlapaxt<; TOU lJ£1al3oAtolJOU Kal TIl<; 8pttVl)<;: YTTEpXOAI)OT£pIVOIlJia, 

UTT£pTplyAuK£pIOaJlJia, UTTOKaAIOIlJia. 

IlIOlapaXE<; NEUplKOU LUoTr'jIJOlO<;: ZaAIl, oTTaolJoi , OIOlapaxt<; TI)<; YEUOIl<;. 

KapOlaYY£laKt<; IlIOlapaXE<;: napoTOoll OlaOTr'jIJOlo<; QT, torsade de pointes 

(I3AtTTE KE<paAaJo 2.4 EIOIKEC; npO£IOOTTOIrtO£IC; KO. EIOIKtC; npOq>UAO~W; KOTO 

Til XPIlOIl)· 

IlIOlapaXE<; yaoTpEvTEPIKOU auOlr'j1J0l0<;: lluoTTEtVia, tlJ£1O<; . 

.llIOlapaxt<; TOU r'jTTOlO<; KaJ TWV xoAI)<popwv oowv: Mil <puOIoAoYIKr'j IlTTaTlKrl 

AmouPyia, IlTTOlinoa, I)TTOloKuTTapIKr'j vtKPWOI), iKTEPO<; . 

.llIOlapaxt<; TOU OEpIJOlO<; KOI TOU UTTOOOPIOU IOlOU: MWTTEKia, aTTo<poAIOWTIKt<; 

olOlapaxt<; TOU OEPIJOTO<;, oUIJTTEplAalJl3avolJtvou TOU oUVOPOIJOU STEVENS

JOHNSON KOI TO~IKr'j ETTIOEPIJ1Kr'j vEKPOAuoll. 

nalolOlplKOi TTAll8uolJoi: 

To TTpo<piA Kalil ETTiTTTWol) TWV aVETTl8uIJI)TWV EVEPY£IWV KaSw<; KOI TO IJIl 

<puOIoAoYIKa EpyaOTl)plaKd EUpr'jIJOla TTOU KOlaypa<pIlKav KOla TI) OlapKEla TWV 

KAIVIKWV IJEA£1WV OE TTalOla £iVOI oUYKpiOllJa IJE EKEiva TTOU TTapOll)pOUVTOI 

oTOU<; 

EVr'jAIKE<;. 


2.9 	 TI TTpiTT£' VO vvwpi~£1 0 oa9[vllC; O£ TT£piTTTwall TTOU TTOPOA£I'tJ£l VO 
TTOP£I KOTTOIO 06all: 
Eav TTptTTEI va AalJl3av£1E TO <paplJaKO OE KaVOVIKa XPOVIKa OlaOTr'jlJaTO KaJ 
TTapaAEitVETE lJia 00011, Sa TTptTTEI va TTdp£TE Til 00011 aUTr'j TO TOXUTEPO 
OUVOlOV. Eav, EV TOUTOI<;, TTAI)OIa~EI I) wpa Yla Tllv ETTOIJEvll 0001l1J1) AdI3ET£ Til 
00011 TTOU TTapaAEitVOlE, aMa OUVEXiOT£ KavoVIKa Til SEpaTTEia. 

2.10 	 HJ.I[POJ.lllvio AIl~IlC; TOU TTpo"i6vTOC;: 
2.11 	 10IoiT£p£~ TTpOq>UAO~£I~ VIO Til q>UAO~1l TOU TTpo'(6vTO~: 
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