PtPkPYPyP PJPuP|PtPi

PrP»CII PjPpPrPéC+PSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII P»C-PeP°CHCICHPePsPiPs
P-P°CI'PsP+Cr

PsPhP P”PhLP PhPK°

(CORDARONE®)

PYPeP»P°Pr:
PrC-CRC#P° CBPuCPsPIP6PSP°: P°PjC-PsPrP°CHPsPS;

1 C,P°P+P»PuC,PeP°® PiC-CI'C,P&C,CHb P°PjC-PsPrP°CEPsPSCY PiC-PrCEPsC...P»PsCEPEPrCE 200
PjPi;

PrPsPiPsPjC-PYPSC- CEPuCtPsPIPéPSPé: PeCRPsC...PiP°P»CHb
PeCrPeCICHCIPrP-CLIPSPEPNe, P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCEHP°C,, PjP°PiPSC-Ch
CI'C,PuP°CHP°C,, PiPsPIC-PrPsPS, PeCHPuPjPSC-CR PrC-PsPeCI'P&Pr
PePsP»PsC—PrPSP&PNe P+PpP-PIPSPrPSPEPNe.

P>C-PeP°CHCI'CH:PeP° C,PsCHPjP°. PyP°P+P»PuC,PePé.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PeCHCrPiP»C-
C,P°P£P»PnC,PePé PIC-Pr P=C-P»PsPiPs PrPs P-P»PuPiPeP° PeCHPuPjPsPIPsPiPs
PePsP»CHPsCHCT, P- CHPsP-PiPsPrC-P»CHC+PsCh CHPéCI'PePsCh C,P°
PiCHP°PIC-CRPIP°PSPSCIIPj CI'PéPjPIPsP»Cr Cr PIP&PiP»CLIPrC- CI'PuCRHCtCLI C,P°
B«200B» P- PsPrPSPsPiPs P+PsPeCr.

PxP°CEPjP°PePsC,PuCHP°PiPuPIC,PéC+PSP° PiCKCIPiP°. PhPSC,PéP°CEP&C,PjC-CPSC-
PiCRPRPiP°CEP°C,Pé PtPtPt PeP»P°CI'CEt. PisPsPr PhPYPI'B PY01B DOL.

PuP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CIC,PéPIPsCIC,C-.
PuP°CEPjP°PePsPrPéPSP°PjC-PeP°.

PuCHPsC,PéP°CHP&C,PjC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-. PiPsPrPsPIPYPuPSPSCII

C, P°P-Pé 3 PiPsC,PpPSCtC-P°P»Ct PrC-C— PjC-PsPeP°CHPrP°, PiPsP»PsPIPSPéPj C+PEPSPsPj
PIPSP°CI'P»C-PrPsPe C-PSPiC-P+CrPIP°PSPSCII PeP°P»C-C”PIP&C... PeP°PSP°P»C-PI (PeP»P°CI’
Il P-P° PeP»P°CI'PEC, C-PeP°CtC-C”Ch P’PsPiPuPS-P’C-P»CHCLIPjCI'P).



PJPiPsPIC-P»CHPSPUPSPSCII CI'PuCHCTPuPIPsPiPs CRPEC,PiCT P-P°PIPrCIIPePé
PiCEP&PiPSC-C+PuPSPSCR P°PIC,PsPjP°C,P&P-PjCt CI'PéPSCrCI'PsPIPsPiPs PICLP-P»P°.
P!PuPNe PuC, PuPeC, PSP P+P»PsPeCrC”C,CHCI'CLI P°C,CHPsPiC-PSPsPj.

P&PpPePsPSPeCICEPuPSC,PSP° P°P»CHbC, P°- C,P° P+PuC,P°-
P°PSC,PéP°PrCEHPuPSPuCEPiC-CPSP® PrC-CII.

PJPiPsPIC-P»CHPSPuPSPSCII CI'P&PSPsP°C,CEC-P°P»CHPSPsC—,
PiPpCHPuPrCIPuCRPrPSPsC— C,P° PICFP-P»PsPIPsC— PiCRPsPIC-PrPSPsCI'C,C-,
CLIPePu CI'C,P°C” P+C-P»CHhCE€ PIPSCEP°PPuPSP&P] PiCEHPé

PiCEP&CI PePsCHPuPSPSC- CI'PRCECPRPIPSPiPs CHP&C, PjCr.

P’C-PrCI'CfC,PSC-CI'C,CH P-PjC-PS P- P+PsPeCr
PIPSCrC,CHC-CEPSCHPsCEP»CrPSPsC+PePsPIPsC— PiCHPsPIC-PrPSPsCI'C,C-.

P—P+C-P»CHCEPRPSPSCII CHPuC, CEP°PeC,PuCHPSPsPiPs PiPuCHC-PsPrCr C,P°
P-PjPuPSCEPuPSPSCII P-P+CrPrP»P&PIPSCI'C,C- PjC-PsPeP°CHPrP° PSP°
PiPuCHPUPrCI'PuCRPrPSPsPiCt, PICFP-P»PsPIPsPiCt C,P° CEP»CtPSPsC+PePsPIPsPjCT
CHC-PIPSCIIC....

PJPiPSPIC-P»CHPSPuPSPSCILI PiCEPsPIC-PrPSPsCI'C,C- C,P° PiPsPrPsPIPPuPSPSCII
CEPuC, CHP°PeC,PuCEPSP&C... PiPpCHC-PsPrC-PI Cf PrPsPrP°C,PePsPIPEC. ..
P°C,CHC-PsPIPuPSC,CEP&PeCIP»CLICEPSPEC. .. PICEPSPIC-PrPSPEC... CEP»CIIC...P°C....

PtPSCEC- PIP»P°CI'C,PéPIPsCI'C,C-. P—PjPuPSCEPuPSPSCII CI'PiPsPP&PIP°PSPSCII
PeP&CI'PSCH C+PuCHPpP- PiPsPjC-CEPSPyu P-PjPuPSCEPuPSPSCII

PiPpCHPé&C, PpCHPECEPSPsPiPs PsPiPsCHCT CI'CrPrPéPS C,P° P-PjPuPSCEPuPSPSCII
C$P°CI'C,PsC,Pé CI'PuCHCtPuPIP&C... CI'PePsCHPsC{PuPSCH.

P—P+C-P»CHCEPpPSPSCII PePsCHPsPSP°CEPSPsPiPs PeCEPsPIPsC,PsPeCr
P-P°PIPrCLIPePé PiCHCLIPjC-PNe PrC-C— PSP° PiP»P°PrPuPSCHPeC- Pjsf™ CLIP-Pé
CI'CrPrPéPS PjC-PsPeP°CHPrP° C,P° PiC-PrC,CEP&PjP°PSPSCII CI' PuCHCPuPIPsPiPs
PIPéPePéPrCr PSP° C,P»C- P-PSPEPIPuPSPsPiPs P°CHC,PuCHC-P°P»CHPSPsPiPs
C,PéCI'PeCt C- PiPpuCHP&C, PuCHPECPSPsPiPs PsPiPsCHCt CI'CFPrPéPS C,P° PiCHPé
PIC-PrCI'CrC,PSPsCI'C,C- PSPuPiP°C,PéPIPSPEC... C-PSPsC,CHPsPiPSPéC...

PuC, PpPeC,C-PI.

P‘CrPI PIPEéPePsPSP°PSP&PN: PjPuC,P°P°PSP°P»C-P- PrP°PSP&C... 13

PiCHPsCI PiPpPeC,PéPIPSP&EC..., CHP°PSPrPsPjC-P-PsPIP°PSPéC...,
PePsPSC,CHPsP»CHPsPIP°PSPEC... PrPsCI'P»C-PrPYPuPSCH, Cr CLIPePEC... PIP-CLIP»Pé
CrC#P°CI'C,CH 6553 PiP°CtC-C”PSC,Pé, CIIPeC- PSPuC%oPsPrP°PIPSPs PiPuCHPuPSPuCI'P»Pé
C-PSC, P°CEHPeC, PjC-PsPeP°CHPrP® (78 %) P°P+Ps C...CBHPsPSC-C$PSCr CI'PuCHCtPuPICYt
PSPuPrPsCI'C,P°C,PSC-CI'C,CI (22 %).

PYPuCHPuPrPSCII C,CHPEPIP°P»C-CI'C,CH CI'PiPsCI'C,PuCHPuPIPuPSPSCII P-P°
PiP°CtC-C”PSC,P°PjPé P+CrP»P° PI PrC-P°PiP°P-PsPSC- PIC-Pr 0,4 PrPs 2,5 CHPsPeC-PI.
PYPuCHPuPrPSCII PrPsP+PsPIP® PiC-PrC,CHP&PjCFCRCHP° PrPsP-P° PiCHPuPiP°CHP°C,Cr
PIP°CEC-CRPIP°P»P° PIC-Pr 200 PrPs 400 PjPi.

P!PuPNe PjPuC,P°P°PSP°P»C-P- PiCEPsPrPuPjPsPSCI'C,CECEPIP°PI, C%oPs P°PjC-PsPrP°CEHPsPS



CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPs P-PSP&PYCrC” P-P°PiP°P»CHPSCY
PeC-P»CHPeC-CI'C,CH P»PuC,P°P»CHPSPEC... PIPEPiP°PrPeC-PI PSP° 13 % (95 % P”Pt:
0,78-0,99; p 0,030) C,P° P»PuC,P°P»CHhPSPEC... PIPEPiP°PrPeC-PI CI'PiCHP&C+PéPSPuPSPEC...
PiPsCHCrCEPpuPSPSCLIPjPé CHP&C,PjCT PSP° 29 % (95 % P”Pt: 0,59-0,85; p = 0,0003).

PuCHPsC,Pp CtC- CEPpP-CrP»CHC,P°C,Pé CI'P»C-Pr C-PSC,PuCEPICEPuC,CtPIP°C,Pé P-
PsP+PuCEPpPIPSC-CI'C,ChR Cr P-PIER™ CLIP-PeCt P- PiPuC,PpCEHPsPiPuPSPSC-CI'C,CR
CHC-P-PSP&C... PrPsCI'P»C-PrPIPuPSCH (PIC-PrPjC-PSPSPsCI'C,C- PiPsPIEF ™ CLIP-P°PSC-
PiPsP»PsPIPSP&Pj C+P&éPSPsPj C-P- PIPeP»CRCPpPSPEPjPé Cft PrPsCIP»C-PrPPuPSPSCII
PiPsPiCtP»CIICtC-CLIPjPé, C,CHPEPIP°P»C-CI'C,CR PiPpuCHC-PsPrCr
CI'PiPsCI'C,PuCHPuPIPuPSPSCII P-P° PiP°CtC-C”PSC,P°PjPé, PIP&PePsCRHPECI'C,P°PSPsCh
PjPuC,PsPrPsP»PsPiC-C"CHR C,P° CHPuP-CFP»CHC,P°C,P°PjPé PrPsCI'P»C-PrP{PuPSCED).

P’C-PrCI'PsC,PsPe PiP°CtC-C”PSC,C-PI, Cr CILIPeP&C... P+CrP»P° P-P°CI'C,PsCI'PsPIP°PSP®
PIC-PrPjC-PSP° PiCHPuPiP°CHP°C,Cr, PI PiCHCrPiC- PiICHPEPN.PsPjCr P°PjC-PsPrP°CHPsPSCr
P+CrPI PIPéC%oPEPNe (41 %), PSC-PY Cr PiCHCrPiC- PiP»P°CtPuP=Ps (27 %).

PJ 7 % PiP°CtC-C”PSC,C-PI, CLIPeC- PiCP&PNPjP°P»Pé& P°PjC-PsPrP°CEPsPS,
CEPsP-PIPEPSCIPICI'CII PiC-PiPsC,PECEPuPsP-, PiPsCHC-PIPSCIIPSPs P- 1 % Cr PiCHCrPiC-
PiP»P°C{PuP+Ps. P“C-PiPpCHC,P8CHPUPsP: P+CrPI PrC-P°PiPSPsCI'C,PsPIP°PSP&PN: Cf 1,4 %
PiP°CtC-C”PSC,C-PI PiCRCIPiPé PiCHP&PN:PsPjCr P°PjC-PsPrP°CEPsPSCY PiPsCEHC-PIPSCLIPSPs
P- 0,5 % Cf PiCRCIPiC- PiP»P°CtPuP+Ps.

P+PSC,PuCHCI'C,PéCtC-PNePSP° PiPSPuPIPjPsPiP°C,C-CII CREPsP-PIPEPSCIP»P°CI'CII Cr 1,6 %
PiP°CtC-C”PSC,C-PI PiCHCrPiPé PiCHP&PNePsPjCt P°PjC-PsPrP°CRPsPSCr PiPsCHC-PIPSCIIPSPs
P- 0,5 % Cr PiCRCTfPiC- PiP»P°CtPpuP+Ps.

PuPpPrC-P°C,CRP&CEPSP° PiPsPiCtP»CLICtC-CII. PYPuCHPuPr PrC-C,PuPNe PSP
PiCEPsPIPsPrPéP»PsCI'CH PIPsPrPSPé&C... PePsPSC,CHPsP»CHPsPIP°PSP&C...
PeP»C-PSC-C$PSPé&C... PrPsCI'P»C-PrPIPuPSCH. P—P° PrP°PSP&PjPé P»C-C,PuCHP°C,CrCRHPé
P+PpP-PiPpPeP° P-P°CI'C,PsCI'CfPIP°PSPSCII P°PjC-PsPrP°CHPsPSCr
PrPsCI'P»C-PrPYCrPIP°P»P°CI'CII CI'PuCHPuPr 1118 PrC-C,PuPNe P- CRC-P-PSP&PjPé
C,PéPiP°PjPé P°CRHP&EC,PjC-PNe.

P] CHP°PjPeP°C... PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYIPuPSCH CI'PuCHPuPr PrC-C,PuPNe
P-P°CI"C,PsCI'PsPICIPIP°P»Pé PSP°CI'C,CrPiPSC- PrPsP-CfPIP°PSPSCII PiCHPuPiP°CHP°C,Cr:

PSP°PIP°PSC,P°PCtPIP°P»CEbPSP® PrPsP-P°: 10-20 PjPi/PePi/PrPsP+Ct PIPiCEPsPrPsPIPY
7-10 PrPSC-PI (C,PsP+C,Ps 500 PjPi/Pj*/PrPsP+Ct PI PiPpuCEPuCEP°C...C{PIP°PSPSC- PSP®
PiP»PsC%oCt PiPsPIPuCEC...PSC- C,C-P»P°);

PiC-PrC,CHP&PjCFCRC$P° PrPsP-P°: PiPsPIPEPSPSP° P-P°CI'C,PsCI'PsPICIPIP°C,PECI'CH
PjC-PSC-PjP°P»CHPSP° PuC, PuPeC,PEPIPSP® PrPsP-P°; PSP°® PiC-PrCI'C,P°PIC-
C-PSPrPéPIC-PrCrP°P»CHPSPsC— PIC-PrPiPsPIC-PrC- PIPsPSP° PjPsPYPu
PePsP»P&PIP°C,PéCI'CH Crf PjPuPYP°C... PIC-Pr 5 PrPs 10 PjPi/PePi/PrPsP+Cr (C,PsP+C,Ps
250 PjPi/Pj*/PrPsP+Cr PI PiPpCEPuCEP°C...CFPIP°PSPSC- PSP° PiP»PsC%oCr PiPsPIPuCHC...PSC-
C,C-P»P°).

PxP°CHPjP°PePsPeC-PSPuC,PéPeP°.

PHPjC-PsPrP°CRHPsPS — CI'PiPsP»CrPeP®, PrP»CII CIIPePsC— PIP»P°CI'C,P&PIC-
PiPsPIC-P»CHPSPu C,CHP°PSCIPiPsCRHC,CrPIP°PSPSCII C,P° PIPECI PsPeP®



C,PeP°PSP&PSPSP° P°C,C-PSPSC-CI'C,Clb.

P™ PsPiPs P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiCHPé PiPuCHPsCHP°P»CHPSPsPjCr
PiCHP&PNePsPjC- P-P°P»PuPYPSPs PIC-Pr C-PSPrPéPIC-PrCrP°P»CIHhPSPEC...
PsCI'PsP+P»P&PIPsCI'C,PuPNe PiP°CtC-C”PSC,P° PjPsPPu P+CrC,Pé PIC-Pr 30 % PrPs 80
% (Cr CI'PpCHPuPrPSCIHPsPjCr BF“ 50 %). PuC-CI'P»CI] PsPrPSPsCHP°P-PsPIPsPiPs
PiCHP&éPNePsPjCt PrPsP-Pé PiCHPuPiP°CRP°C,Cr PjP°PeCI'P&éPjP°P»CHhPSC-
PePsPSCtPuPSC,CHEP°CtC-C— PI PiP»P°P-PjC- PeCHPsPIC- PrPsCI'CIIPiP°CRC,CHCI'CI]
PiCRHPsC,CLIPiPsPj 3-7 PiPsPrPePS.

P{PuCRP°PiPuPIC,P&CPSP° P°PeC,PéPIPSC-CI'C,CH PiCEPsCLIPIP»CLIC”C,CEHhCI'CLI PI
CI'PpCHPpPrPSCHPsPjCt PiCHPsC,CLIPiPsPj PsPrPSPsPiPs C,PéPYPSCILI PiCEP&PNePsPjCr
PiCHPRPiP°CEP°C,Ct (PIC-Pr PeC-P»CHbPePsC... PrPSC-PI PrPs PrPIPsC...
C,P&éPIPSC-PI).

PiiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII P°PjC-PsPrP°CHPsPSCY
C,CRP&PIP°P»PéPNe C,P° C...P°CREP°PeC,PuCHPEP-CFC”C,CHCI'CII P-PSP°C+PSPsCh
PjC-PYC-PSPrP&PIC-PrCrP°P»CHPSPsCh PIP°CRC-P°P+PuP»CHPSC-CI'C,Ch (PIC-Pr 20
PrPs 100 PrPSC-PI). PuC-Pr C+P°CI’ PiPuCRCEP&EC... PrPSC-PI P»C-PeCrPIP°PSPSCII
PiCHPuPiP°CHP°C, PeCrPjCrP»CRC”C,CHCI'CII Cr P+C-P»CHCEPsCI'C,C- C,PeP°PSPEPS
PsCHPiP°PSC-P-PjCr, PsCI'PsP+P»P&PIPs Ct PJP&CHPsPIC-PNe C,PeP°PSP&PSC-.
P+P»C-PjC-PSP°C1C-CII CHPsP-PiPsC+PéPSP°C”C,CHCI'CII C+PuCEPuP: PeC-P»CHPeP®
PrPSC-PI, C- CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PSP°PrC...PsPrPYPuPSPSCILI/PIPEPIPuPrPuPSPSCII PiCHPuPiP°CRHP°C,Cr
PrPsCI'CIIPiP°C” CHC-PIPSPsPIP°PiPé PiCRPsC,CIIPiPsPj PsPrPSPsPiPs P°P+Ps
PeC-P»CHPePsC... PjC-CI'CLICtC-PI, P-P°P»PpuPYPSPs PIC-Pr PiP°CtC-C”PSC,P°.

PyP°PeC- C...P°CRP°PeC,PuCHPECIC,PéPePé PsP+T'CRCIPSC,PsPICFCRC,CH
P-P°CI'C,PsCI'CFPIP°PSPSCII PSP°PIP°PSC,P°PCPIP°P»CIHPSPEC... PrPsP- PrP»Cll
CEPIP&PrPePsPiPs PrPsCI'CLIPiPSPUPSPSCILI CHC-PIPSCLI P-P°C...PsPiP»PuPSPSCII
PiCHPUPiP°CEP°C,Cr C,PeP°PSPEPSP°PjPé, PSPuPsP+C...C-PrPSPsPiPs PrP»ClI
PiCHPsCIIPICt PNePsPiPs C,PuCEP°PiPuPIC,P6CPSPsC— P°PeC,PéPIPSPsCI'C,C-.

P§P°CI'C,P&PSP° PNePsPrCr PIC-PrPrC-P»CILIC”C,CHCI'CLI PIC-Pr CI'PiPsP»CrPePé C,P°
PIPEPIPsPrP&éC,CHCI'CLI C-P- CI'PuCtPuCh Cr PIPEPiP»CIIPrC- PNePsPrPéPrCr; PiCHPé
P-P°CI'C,PsCI'CFPIP°PSPSC- P°PjC-PsPrP°CRPsPSCt PI PrPsP+PsPIC-PNe PrPsP-C- 200
PjPi PIP6PIPuPrPuPSPSCII PNePsPrCr CI'C,P°PSPsPIPEC,CH 6 PjPi/24 PiPsPrP&éPSPé.

P PuC£C,P° CI'PiPsP»CrPePé C-, PIC-PrPiPsPIC-PrPSPs, P+C-P»CHCEP° C+P°CI'C,PéPSP°
PNePsPr'Cr PpPeCI'PeCRPuC,CrCRC,CHCI'CII P- PeP°P»PsPj PiC-CI'P»CII
PiPuC+C-PSPePsPIPsPiPs C,CHP°PSCIPiPsCHC,Ct.

PhCI'PeC-P»CHPePé C-P- CI'PuC+PuCh PpP»C-PjC-PSCrC”C,CHCI'CII
PSPuP-PSP°C+PSP° PeC-P»CHPeC-CI'C,CH PiCEPuPiP°CHP°C,Cr, PiP°CtC-C”PSC,P°Pj
C-P- PSPECKPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PjPsPPSP®
P-P°CI'C,PsCI'PsPICFPIP°C,Pé P-PIP&C+P°PNePSC- PrPsP-Pé.

PyC-CI'P»CLI PIC-PrPjC-PSPé PiCEPuPiP°CHP°C,Ct PNePsPiPs PuP»C-PjC-PSP°CtC-ClLI
PiCHPsPrPsPIPYCIC”C,CHCI'CLI PiCEPsC,CLIPiPsPj PeC-P»CHPePsC... PjC-CI'CLICC-PL.
PYP»C-Pr P-P°P-PSP°C+P&C,Pé, C%oPs P-P°P»P&CEPePsPIP® P°PeC,PéPIPSC-CI'C,Clb



PiCHPpPiP°CHP°C,Cr PjPsPYPu PIPéCLIPIP»CIIC,PéCI'CII PiCHPsC,CIIPiPsPj PiPuCHC-PsPrCr
C#P°CI'Cr PIC-Pr 10 PrPSC-PI PrPs 1 PjC-CI'CLICtCII.

PHPjC-PsPrP°CEPsPS PiPsP»PsPIPSP&Pj C+PEPSPsPj PjPuC,P°P+PsP»C-P-CfC”C,CHhCI'CII P-P°
CrCtP°CI'C,Ch CtPéC,PsC...CEPsPjCt CYP3A4, P° C,P°PePsPY P-P° CrC+P°CI'C,Ch
CtP&C,PsC...CHPsPjCt CYP2C8. PhPjC-PsPrP°CEPsPS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,,
PrPpP-PuC,PéP»P°PjC-PsPrP°CEHPsPS, PI CfPjPsPIP°C... in vitro C” PiPsC,PuPSCtC-PN:PSP&P;jPé
C-PSPiC-P+C-C,PsCEP°PjPé CtP&C,PsC...CHPsPjC-PI CYP1A1, CYP1A2, CYP2C9, CYP2C109,
CYP2D6, CYP3A4, CYP2A6, CYP2B6 C,P° CYP2C8. PhPjC-PsPrP°CEHPsPS C,P°
PrPuP-PuC,PéP»P°PjC-PsPrP°CHPsPS PjPsPYCrC,CH C,P°PePsPY C-PSPiC-P+CrPIP°C,Pé
C,,CfPSPeCtC-Ch C,CHP°PSCI'PiPsCHC,PSP&C... P+C-P»PeC-PI, C,P°PePéC... CLIPe P -
PiP»C-PePsPiCHPsC,PuC—PS C,P° PsCEPiP°PSC-C+PSP&PNe PeP°C,C-PsPSPSP&PNe
C,CHP°PSCI'PiPsCEHC,PuCH 2-PiPs C,PéPiCt (OCT2). P PuP-CrP»CHC,P°C,Pé PsPrPSPsPiPs
PrPsCI'P»C-PrPPuPSPSCII CI'PIC-PrC+P°C,CH PiCHPs P-P+C-P»CHCEPuPSPSCI]
PePsPSCtPuPSC,CHP°CtC-C— PeCRPuP°C,PéPSC-PSCr PSP° 1,1 % (CI'CfP+CI'C,CHP°C, OCT2).

P”P°PSC- PrPsCI'P»C-PrPYPuPSCH in vivo CI'PIC-PrC$P°C,CIH PiCEHPs PIP-P°C”PjPsPrC-Ch
PjC-P{ P°PjC-PsPrP°CRPsPSPsPj C,P° CI'CfP+CI'C,CRHP°C,P°PjPé CYP3A4, CYP2C9, CYP2D6 C,P°
P -PiP»C-PePsPiCHPsC,PuC—PSCr.

PuPpPrC-P°C,CEP&CEPSP°® PiPsPiCrP»CLICTC-CLI. PYPuCHPuPr PrC-C,PuPNe PSPy
PiCEPsPIPsPrP&P»PsCI'CH PJPsPrPSPEC... PePsPSC,CHPsP»CHPsPIP°PSP&C. ..
PeP»C-PSC-C$PSPEC... PrPsCI'P»C-PrPIPuPSCH. PkP°CLIPIPSC- PsP+PjPuP{PuPSC- PrP°PSC-
PSPu CI'PIC-PrC+P°C,CH PiCEPs PIC-PrPjC-PSPSC-CI'C,CH Cf

C, P°CEPjP°PePsPeC-PSPuC,PéCPSPEC... PiP°CEP°PjPuC,CEP°C... PjC-PY PrPsCHPsCI'P»P&PjPé
C,P° PrC-C,CHhPjPé.

P”P°PSC- PrPsPeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH. P PuP-CfP»CHC,P°C,Pé 2-
CHC-C+PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII PeP°PSCtPuCHPsPiPuPSPSPsCI'C,C- Cr
C,PIP°CRHPEPS PiPsPeP°P-P°P»P¢&, C%oPs P°PjC-PsPrP°CHPsPS PiCHP&P-PIPsPrPéC,CH PrPs
P-P+C-P»CHCEPuPSPSCII PeC-P»CHPePsCI'C,C- C,PsP»C-PeCrP»CLICEPSPEC... PiCfC...P»P&PS
C%oPé&C,PsPIPEPrPSPsC— P-P°P»PsP-Pé (P°PrPuPSPsPj C-/P°P+Ps PeP°CHCtPEPSPsPj) Cr
C,PIP°CHPéPS PsP+PsC... CI'C,P°C,PuPNe PiCHPé PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPéC...
PpPeCIPiPsP-P&Ct+C-CIIC....

PhCI'PeC-P»CHPePé CHPuP-CrP»CHC,P°C,Pé PrPsCI'P»C-PrPPuPSPSCII
PjCrC,P°PiPuPSPSPsCI'C,C- P+CrP»Pé PSPuPiP°C,PEPIPSP&PjP&, CHPsP-PIPEC,PsPe CtCHyPsPiPs
C,PéPiCr PiCrC...P»PéPS PiPsCIICI'PSCRC”C,CHCI'CII CEPIPEPrCEP)
PuPiC-PiPpuPSPuC,PéC+PSP&P], P° PSP PiPpPSPsC,PsPeCI'PéC+PSPEP] PjPuC...P°PSC-P-PjPsP;.

P PuP-CrP»CHC,P°C,Pé PrPsCI'P»C-PrPYPuPSCH PSP° C,PIP°CHPEPSP°C... PSPp
CI'PIC-PrC+P°C,CH PiCEPs CHPsP-PIPEC,PsPe P+CrPrCH-CLIPePEC... PeP°CHCTP&PSPsPj,
PiCHPsC,Pp PIC-PrP-PSP°C+P°P»P°CI'CH> PrPsP-PsP-P°P»PuPYPSP° C, PsP»C-PeCrP»CIICHPSP®
PiC-PiPuCHPiP»P°P-C-CII C%oPéC,PsPIPéPIPSPsC— P-P°P»PsP-Pé. P”P°PSC- PuC, PuPeC,Pé PSP°
C%oPé&C,PsPiPsPrC-P+PSCr P-P°P»PsP-Cr PI C,PIP°CEPé&PS, PjPsPYP»P&PIPs, P+CrP»Pé
P-CfPjPsPIP»PpuPSC- PIPiP»P&PIPsPj P°PjC-PsPrP°CHPsPSCr PSP° CI'PéPSC,PuP- C-/P°P+Ps
PIPEPIC-P»CHPSPuPSPSCII C,PECHPuPsC—PrPSP&C... PiPsCHPjPsPSC-PI. P!C- PrP°PSC-
PjP°CRC,CH PSP&P-CHhPeCt P-PSP°C+CrC%0C-CI'C,CH PrP»CII P-P°CI'C,PsCI'CfPIP°PSPSCII
PiCHPuPiP°CHP°C,Ct Cf P»CRPrPuPNe.



PibP»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsP¢P°P-P°PSPSCII.
PuCEPsC, C-P»P°PeC,PéPeP° CHPuCTP&PrPEPIC-PI:

- CEP»CrPSPsC#PePsPIPsC— C,P°C...C-PeP°CEPrC-C—, CIIPeP® CI'C,P°PSPsPIP&C,CH
P-P°PiCEPsP-Ct PrP»CII PJP&C,C,CLI C...PIPsCEPsPiPs: P»C-PeCtPIP°PSPSCII
PSPuPsP=+C...C-PrPSPs PiPsC+P&PSP°C,Pé PI CtPjPsPIP°C... CI'C,P°CtC-PsPSP°CECt PiCHPé
PSP°CLIPIPSPSCI'C,C- PiPsCI'C,C-PN:PSPsPiPs PePsPSC,CEPsP»CH P-P° CI'C,P°PSPsPj
PiP°C+C-C”PSC,P°;

CI'P&PjPiC,PsPjP°C,PéC{PSPsC— CEP»CrPSPsC+PePsPIPsC— C,P°C...C-PeP°CHPrC-C—
(PrPsPeCrPjPuPSC,P°P»CIbPSPs PiC-PrC,PIPuCEPrPIPuPSPsC—), CLIPeP®
PiCEP&P-PIPsPrP&C,CH PrPs PSPpPiCEP°CtPuP-PrP°C,PSPsCI'C,C-;

CI'CtPiCEP°PIPuPSC,CEP&PeCtP»CLICEPSPsC— C,P°C...C-PeP°CHPrC-C—
(PrPsPeCPjPuPSC,P°P»CHbPSPs PiC-PrC,PIPpCEPrPIPUPSPSC—), C%oPs PiPsC,CEPuP+CrC”
P»C-PeCFPIP°PSPSCLI, C,P° Cf C,P&C... PIP&PiP°PrPeP°C..., PePsP»Pé C-PSCEC-
PiCEPpPiP°CEP°C,Pé PSPp PIPECILIPIP»CLICRC,CH C,PuCEP°PiPuPIC,P6C+PSPsPiPs
PuC, PuPeC,Ct P°P+Ps PiCEPsC,P&PiPsPeP°P-P°PSC-;

C,C-P£CRHPEP»CIICTC-C— CEP»CrPSPsC$PeC-PI.

P>C-PeCrPIP°PSPSCII CI'CfPiCEP°PIPuPSC,CEP8PeCrP»CLICHPSPSC— C,P°C...C-PeP°CEPrC-C—:
CIPiPsPIC-P»CHPSPpPSPSCII P°P+Ps P-PjPuPSCEPUPSPSCII C,C-P+CHP&P»CIICIC-C— P°P+Ps
C,CRC-PiPsC,C-PSPSCII PiPpuCHPuPrCI'PuCHPrChb.

P+C£PuPjC-C$PSP® C...PIPsCHPsP+P° CI'PuCRC1CII C,P°/P°P+Ps PiPsCRCIrCEPuPSPSCII
C, CrPSPeCtC-C— P»C-PIPsPiPs CEP»CrPSPsCtPeP° (PrPéPI. CHPsP-PrC-P»
B«PxP°CHPjP°PePsPrPeéPSP°PjC-PeP°B»).

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

PY¥P&PSCrCIPSPIP® P+CEP°PrPéPeP°CEPrC-ClI, CI'P6PSPsP°C,CEC-P°P»CHbPSP®
P+P»PsPeP°PrP° CI'PuCHC1CILI, P-P° PIP&PSCIIC,PePsPj PIP&PiP°PrPeC-PI PSP°CIIPIPSPsCI'C,C-
C-PjPiP»P°PSC,PsPIP°PSPsPiPs PeP°CEPrC-PsCI'C,P&éPjCP»CLIC, PsCEP®.

PYPEPSPrCEPsPj CI'P»P°P+PePsCI'C,C- CI'P&PSCICI'PsPIPsPiPs PICfP-P»P° (CEP&P-PéPe
P-CrPiPéPSPePé CI'PéPSCrCI'PsPIPsPiPs PICIP-P»P°), P-P° PIP&PSCIIC,PePsPj PIP&PiP°PrPeC-PI
PSP°CIIPIPSPsCI'C,C- C-PjPiP»P°PSC,PsPIP°PSPsPiPs PeP°CHPrC-PsCI'C,PéPjCIP»CIIC,PsCHP°.

PyCIIPYPeC- PiPsCHCrCE€PuPSPSCILI P°C,CHC-PsPIPuPSC,CHPEéPeCrP»CLICHPSPsC—
PiCRPsPIC-PrPSPsCI'C,C-, P-P° PIPEPSCIIC,PePsPj PIP&PiP°PrPeC-PI PSP°CIIPIPSPsCI'C,C-
C-PjPiP»P°PSC,PsPIP°PSPsPiPs PeP°CHPrC-PsCI'C,PéPjCrP»CIIC,PsCHP®.

P“C-PiPuCEC,P8CEPuPsP-, CtPuCEPRP- PjPsPYP»P&PIPp P-P°PiPsCI'C,CHPuPSPSCLI PiCEPé
PiCEP&PN:PsPjC- P°PjC-PsPrP°CEPsPSCE.

P’C-PrPsPjP° PiC-PiPuCHC+CrC,P»P&PIC-CI'C,CH PrPs PNePsPrCr, P°PjC-PsPrP°CHPsPSCT
P°P+Ps PrPs PsPrPSC-C”C— P- PrPsPiPsPjC-P{PSPeC... ChPuCtPsPIPEPS.



P”CHCIPiPéPN. C,P° C,CHPuC,C-PNeB C,CHPEPjPuCI'C,CHPé PIP°PiC-C,PSPsCI'C,C-.
PuPuCHC-PsPr P»P°PeC,P°CtC-C—.

PmPsPjP+£C-PSP°CtC-CII P- PiICHPuPiP°CRHP°C,P°PjP€, P-PrP°C,PSPEPjPe PIPEPeP»PePeP°C,Pé
PiP°CHPsPeCI'PéP-PjP°P»CIHPSCT CEP»CrPSPsC+PePsPICT C,P°C...C-PeP°CEPrC-Ch C,P&PiCr
B«torsades de pointesB» (P-P° PIPEéPSCIIC,PePsPj PiCHPsC,PePiP°CRLP°P-PeC,P°CHPSPEC...
P-P°CI'PsP+C-PI, PSPuPN:CHPsP»PuPiC,PéPeC-PI C,P° PjPuC,P°PrPsPSCr):

-B BB P°PSC,PéP°CRHPEC,PjC-C+PSC- P-P°CI'PsP+Pé Ia PeP»P°CI'Cr (C...C-PSC-PrPéPS,
PiC-PrCHPsC...C-PSC-PrPéPS, PrPéP-PsPiC-CHP°PjC-Pr);

-B BB P°PSC,PéP°CRHPEC,PjC-C+PSC- P-P°CI'PsP+Pé III PeP»P°CI'Cr (CI'PsC,P°P»PsP»,
PrPsC, PuC,PéP»C-Pr, C-P+CrC,PéP»C-Pr);

-B BB C-PSC£C- P»C-PeP°CRHCI'CHhPeC- P-P°CI'PsP+Pé, C,P°PeC- CIIPe CI'PiPsP»CrPePé
PjPECEBR ™ CIIPeCr, P+PpuPiCHP&PrPEP», CtPP-P°PiCRP&PT, CtPEC,P°P»PsPiCEP°Pj,
PuCI'CtP&C,P°P»PsPiCHP°Pj, PrP&éC, PuPjP°PSC-P», PrPsP»P°CI'PuC,CEPsPS PI/PI,
PrPsPjPiPuCHPEPrPsPS, PrCHPsPSPuPrP°CEPsPS, PuCHP&C,CHPsPjC-CtP&PS PI/PI,

P»PpPIPsC, P»PsPeCI'P°CtP&PS, PjPuC...C-C,P°P-P&PS, PjC-P-PsP»P°CI'C,PEPS,

PjPsPeCI'P&C, P»PsPeCI'P°C1tP&PS, PiICKCrPeP°P»PsPiCHP&Pr, CI'PiC-CHP°PjC-CtPEPS PI/PI,
C,PsCHPuPjC-C, PuPS, PIC-PSPeP°PjC-PS PI/PI (PrPéPI. CRHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P
C-PSCEPéPjPé P»C-PeP°CHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé
PIP-P°C”PjPsPrC-PNeB»);

-B BB C,PuP»P°PiCHPpuPIC-CHh;

-B BB PePsP+C-CtPéCI'C,P°C,.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECI CHhPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSCEC- PIPéPrPé PIP-P°C” PjPsPrC-P\e.

P‘P°PiP°C,Ps P°PSC,PéP°CEP&C,PjC-C+PSPEC. .. PiCHPuPiP°CEP°C,C-PI
PiCEP&PiPSC-CCFCRC,CH CI'PuCECPRPIPEPN: P°PIC,PsPjP°C,P&P-Pj,
PiCRPsPIC-PrPSC-CI'C,CH C,P° CI'PePsCEPsC,P»P&PIC-CI'C,CH PjC-PsPeP°CEPrP°.

PhPrPSPsC+P°CI'PSPp P-P°CI'C,PsCI'CFPIP°PSPSCII P°PSC,PéP°CHP&C,PjC-C+PSPéC...
P-P°CI'PsP+C-PI, CIIPeC- PSP°P»PuP{P°C,CH PrPs CHC-P-PSP&C... PeP»P°CI'C-PI, PjPsP{Pyu
P+CrC,Pé PePsCHPeCI'PSP&Pj, P°P»Pp PSP°PNeC+P°CI'C,C-C£Pp P»C-PeCrPIP°PSPSCII
C,P°PePsCh PePsPjP+C-PSP°CtC-C”Ch PiPsC,CHPuP+CrC” CHPuC,PuP»CHPSPsPiPs
PeP»C-PSC-C$PSPsPiPs C,P° P+PmP“ PjPsPSC-C,PsCHCrPIP°PSPSCII. PhPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII P°PSC,PéP°CEP&C,PjC-C+PSPEC... P-P°CI'PsP+C-PI, CIIPeC-
PjPsPYCrC,CH C-PSPrCrPeCrPIP°C,Pé PIPEPSPEPePSPuPSPSCII B«torsades de pointesB»
(C,P°PePéC... CIIPe P°PjC-PsPrP°CHPsPS, PrPéP-PsPiC-CHP°PjC-Pr, C...C-PSC-PrPéPSPsPIC-
CI'PiPsP»CrPePé, CI'PsC,P°P»PsP» C,P° C-PSCEC-), PiCHPsC,PéPiPsPeP°P-P°PSPyu.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII P°PSC,PéP°CHP&C,PjC-C+PSPéEC...
P-P°CI'PsP+C-PI PsPrPSPsPiPs C- C,PsPiPs P PeP»P°CI'Ct PSPu CHPuPePsPjPuPSPrPsPIP°PSPy,
PsPeCHC-Pj PIPEPSCIIC,PePsPIP&C... PIP&PiP°PrPeC-PI, PsCI'PeC-P»CHPePé C,P°PePp



P»C-PeCrPIP°PSPSCII P-P+C-P»CIbCECIC” CHhPEP-PéPe PIPEPSPEPePSPuPSPSCI]I
PeP°CRHPrC-P°P»CIbPSPeC... PIPsP+C-CtPSPeC... PuC,PpPeC,C-PL

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCI]I P°PjC-PsPrP°CHPsPSCr P-
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé, CIIPeC- C+PEPSCIIC,CH PSPuPiP°C,PéPIPSCT
C-PSPsC,CRPsPiPSCr PrC-Ch, CI'PiCRP&CIIC” P+CHP°PrPéPeP°CHPrC-C— C,P°/P°P+Ps
CrPiPsPIC-P»CHPSCRC” P°C,CHC-PsPIPuPSC,CRP&PeCIP»CIICRPSCT
PiCREPsPIC-PrPSC-CI'C,CHb, C,PsPjCr PiPsC,CEPuP+CrC” CHPuC,PuP»CHPSPsPiPs
PeP»C-PSC-C$PSPsPiPs C,P° P+PmP* PjPsPSC-C,PsCHCIPIP°PSPSCI].

P>C-PeP°CRCI'CHPeC- P-P°CI'PsP+Pé, C%oPs PiPsPYCrC,CH C-PSPrCrPeCrPIP°C,Pé
CHRPsP-PIPEC,PsPe B«torsades de pointesB».

PICII CI'PuCEPNePsP-PSP° P°CEP&C,PjC-ClI PjPsPPp P+CrC,Pé C-PSPrCrPePsPIP°PSP®
PrPuCIIPeP&PjPé P»C-PeP°CECLICHPePEPjPé P-P°CI'PsP+P°PjPé, PSPuP-P°P»PuPYPSPs PIC-Pr
C,PsPiPs, CtPé PSP°P»PuPYP°C,CH PIPsPSPé PrPs P°PSC,PéP°CEP&C, PjC-C+PSPEC. ..
PiCHPuPiP°CHP°C,C-PI, C+Pé PSC-. PYPICEP&CIIC, P»PéPIPEPjPE C, P°PeC,PsCEP°PjPé C”
PiC-PiPsPeP°P»C-C”PjC-CLI (PrP&PI. PiC-PrCEPsP-PrC-P» B«PuCHPUPiP°CHP°C,Pé, C%oPs
P-PSP&PYCrCRC,CHb PIPjC-CI'C, PeP°P»C-CRB»), P+CEP°PrPéPeP°CRPrC-ClI (PrPéPL
PiC-PrCEPsP-PrC-P» B«PyuCEPuPiP°CEP°C,Pé, C%oPs CfPiPsPIC-P»CHPSCRCRC,CH
CI'PuCECtPpPIPEPNe CEPEC,PjB») P°P+Ps PICEPsPrPIPuPSPy CiPé PSP°P+CrC,Pu
PiPsPiPuCHPuPrPSCHPs C-CI'PSCCRCHPy PiPsPrPsPIPJPuPSPSCII C-PSC,PuCHPIP°P»Cr QT.

P”Ps P»C-PeP°CRHCI' CHPeP&EC... P-P°CI'PsP+C-PI, CIIPeC- PjPsPCrC,CH
PsP+CrPjPsPIP»CRPIP°C,Pé CHPsP-PIPEC,PsPe B«torsades de pointesB», PSP°P»PuPYP°C,CH,
P-PsPeCHPuPjP°, P°PSC,PéP°CHP&C,PjC-C+PSC- PiCHPuPiP°CEP°C,Pé Ia C- III PeP»P°CI'C-PI C,P°
PrPuCIIPeC- PSPuPNeCHPsP»PuPiC,PéPePé. P”P»CII PrPsP»P°CI'PuC,CHPsPSCT,
PuCHP&C,CHPsPjC-CtP&PSCY, CI'PiC-CRP°PjC-CtPEPSCr C,P° PIC-PSPeP°PjC-PSCr C,P°PeP®
PIP-P°C”PjPsPrC-CI] PIPEPSP&PeP°C” C,C-P»CHsPePé PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC-
P»C-PeP°CHCI'CHhPePEC... C,PsCHPj PrP»CILI PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsPiPs
PIPIPuPrPuPSPSCI].

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII PrPIPsC... P»C-PeP°CRHCI'CHhPeP&C...
P-P°CI'PsP+C-PI, PePsPIPuPS P- CIIPeP&C... C” PiCHPuPiP°CHP°C,PsPj, C%oPs CI'PiCHP&CIIC”
PIPEPSPePePSPuPSPSCH B«torsades de pointesB», P-P°P-PIPECEP°PNe
PiCHPsC,PéPiPsPeP°P-P°PSPy.

PuCHPsC,Pu PjPuC,P°PrPsPS, PiCHPsC,PéPiP°CHP°P-PEC,P°CHPSC- PiCHPuPiP°CHP°C,Pé
(PiP°P»PsC, P°PSC,CRHPEPS, P»ChPjPuC,P°PSC,CHPEPS, PiPuPSC,P°PjC-PrPéPS) C,P°
PSPuPN.CHPsP»PuPiC,PéPePé, P-P°CI'C,PsCI'CrPIP°PSPSCII CIIPeP&C... PIPIP°PYP°C”C,CHCI'CII
P°P+CI'PsP»CRC,PSPs PSPuPsP+C...C-PrPSPéPj, PSPu PiCHPsC,P&éPiPsPeP°P-P°PSC-, P°P»Pu
PSPp CHPuPePsPjPuPSPrCrCRC,CHCI'CLI PrPs P-P°CI'C,PsCI'CfPIP°PSPSCII
PsPrPSPsC+P°CI'PSPs P- C-PSCEPEPjPé P-P°CI'PsP+P°PjPé, C%oPs CI'PiCEPéCIICRC,CH
PIPéPSPePePSPuPSPSCh B«torsades de pointesB».

PuCHPuPiP°CRHP°C,Pé, C%oPs CrPiPsPIC-P»CHPSCRCRC,CH CI'PuCRCtPuPIP&PN. CRPEC,P;.

P‘P°PiP°C,Ps P»C-PeP°CHCI'CHbPeP&C... P-P°CI'PsP+C-PI PjPsP{CrC,CH
PsP+CrPjPsPIP»CRPIP°C,Pé P+CEP°PrPéPeP°CEPrC-CR, P-PsPeCEPuPjP®,
P°PSC,PéP°CEP&C,PjC-C+PSC- PICEPuPiP°CRP°C,Pé Ia PeP»P°CI'CY, P+PuC,P°-
P+P»PsPeP°C,PsCEP&, PrPuCLIPeC- P°PSC,PéP°CEP&C,PjC-C+PSC- PiCEPRPiP°CEP°C,Pé III
PeP»P°CI'Ct, PrPuCLIPeC- P+P»PsPeP°C,PsCEPé PeP°P»CHCHC-C”PIPEC... PeP°PSPP»C-PI,



PiCRPRPiP°CEP°C,Pé PSP°PiPpCECI'C,CLIPSPePé, PiC-P»PsPeP°CHPIC-PS C,P°
P°PSC,P&C...PsP»C-PSPuCI'C,PuCEP°P-PSC- PICHPuPiP°CHP°C,Pé.

P+C,PuPeC,Pé P°PjC-PsPrP°CRPsPSCr PSP° C-PSCEC- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé.

PHPjC-PsPrP°CHPsPS C-/P°P+Ps PNePsPiPs PjPuC,P°P+PsP»C-C,,
PrPpP-PuC,PéP»P°PjC-PsPrP°CHPsPS, C-PSPiC-P+CrCRC,CH CYP1A1, CYP1A2, CYP3A4, CYP2C9,
CYP2D6 C,P° P-PiP»C-PePsPiCEPsC,PuC—PS C,P° PjPsPICrC,CH P-P+C-P»CHCECFPIP°C,Pé
PuPeCIPiPsP-PéCtC-Ch C—C...PSC-C... CI'CfP+CI'C,CHP°C,C-PI. P’"CHP°C...PsPICfCRC{Pé
PrPsPIPiCt C,CHP&PIP°P»C-CI'C,CH PuC,PpuPeC,Cr P°PjC-PsPrP°CEPsPSCY, C,P°PeC-
PIP-P°C”PjPsPrC-C— PjPsPYCrC,CH CI'PiPsCI'C,PuCRC-PiP°C,PéCI'CH PIPiCHPsPrPsPIPY
PeC-P»CHPePsC... PjC-CI'CLICtC-PI PiC-CI'P»CII PiCHPéPiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII
P°PjC-PsPrP°CEPsPSPsP;.

P+C,PuPeC,Pé C-PSCEP&C... P»C-PeP°CRCI'CHhPeP&C... P-P°CI'PsP+C-PI PSP°
P°PjC-PsPrP°CHPsPS.

P+PSPiC-P+C-C,PsCEPé CYP3A4 C,P° CYP2C8 PiPsC,PuPSCtC-PNePSPs PjPsPYCIC,CH
PiCEP&PiPSC-C+CrPIP°C,Pé PjPuC,P°P+PsP»C-P-Pj P°PjC-PsPrP°CEPsPSCY C-, C,P°PeP&P;
C$P8PSPsPj, P-P+C-P»CHCECIPIP°C,Pé PNPsPiPs PuPeCI PiPsP-PéCtC-CR.

P+PSPiC-P+C-C,PsCRPé CYP3A4 (PSP°PiCEP&PeP»P°Pr, PiICEPuPNePiC, CHCI-C,PsPIPEPN. CI'C-Pe
C,P° PrPuCLIPeC- P»C-PeP°CRCI'CHPeC- P-P°CI'PsP+P&), CLIPe PiCEP°PIP&P»Ps, PSPp CI'P»C-Pr
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII P°PjC-PsPrP°CEPsPSPsP;.

B«PuCRHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

P>C-PeP°CRCI'CHhPeC- P-P°CI'PsP+Pé, CIIPeC- PjPsPICrC,CH C-PSPrCrPeCrPIP°C,Pé
PIPePSPePePSPuPSPSCII B«torsades de pointesB» (P-P° PIPEPSCIIC,PePsPj
PiCEPsC,PéPiP°CHP°P-P&C,P°CRHPSPEC. .. PICEPUPiP°CEP°C,C-PI, PSPuPN.CHPsP»PuPiC,PéPeC-PI
C,P° PjPuC,P°PrPsPSCY; PrPéPI. PiC-PrCHPsP-PrC-P» B«PkPu CHPuPePsPjPuPSPrPsPIP°PSC-
PePsPjP+C-PSP°CtC-C—B»):

- P°PSC,PéP°CHP&C,PjC-C$PSC- P-P°CI'PsP+Pé Ia PeP»P°CI'Cr (C...C-PSC-PrPéPS,
PiC-PrCEPsC...C-PSC-PrPéPS, PrPéP-PsPiC-CHP°PjC-Pr);

- P°PSC,PéP°CHPEC,PjC-CPSC- P-P°CI'PsP+Pé III PeP»P°CI'Ct (PrPsC,PuC,PéP»C-Pr,
C-P+C32C,PéP»C-Pr, CI'PsC,P°P»PsP»);

- C-PSCEC- P»C-PeP°CHCI'CHhPeC- P-P°CI'PsP+Pé, C,P°PeC- CIIPe: CI'PiPsP»CéPecPé
PjPéCE€8EF ™ CIIPeC?é, P+PuPiCEPEéPrPéP», CtPéP-P°PiCEPéPT, CtPéC,P°P»PsPiCEP°Pj,
PuCI'CtPéC,P°P»PsPiCEP°Pj, PrPéC,PuPjP°PSC-P», PrPsP»P°CI PuC,CEPsPS PI/PI,
PrPsPjPiPuCEFPéPrPsPS, PrCEPsPSPuPrP°CEPsPS, PuCEPéC,CEPsPjC-CtPéPS PI/PI,
P»PuPIPsC,P»PsPeCI'P°CtPéPS, PjPuC...C-C,P°P-PéPS, PjC-P-PsP»P°CI'C,PéPS, PIC-PSPeP°PjC-PS
PI/PI, PjPsPeCI PéC,P»PsPeCI'P°C1PéPS, PiCFCéPeP°P»PsPiCEPéPr, CI'PiC-CEP°PjC-C1PéPS PI/PI,
C,PsCFPuPjC-C,PuPS.

P—P+C-P»CHCEPuPSPSCII ChPéP-PéPeCr CHPsP-PIPEC,PeCr CEP»CrPSPsCiPePsPIPEC...
P°CHPEC,PjC-PNe, PsCI'PsP+P»P&PIPs B«torsades de pointesB».

PjiPuP»P°PiCBPUPIC-CE. P PsP-P»P°PrPé P°PIC,PsPjP°C,P&P-PjCt C,P°



PiCHPsPIC-PrPSPsCI'C,C- PeP°CRHPrC-PsPjC-PsCtP&C,C-PI C-P- ChP&P-P&PePsP;
PIPéPSPePePSPuPSPSCII PSP°PrPjC-CRPSPsC— P+CHP°PrPePeP°CHPrC-C—.

PawPsP+C-CtPSCI'C,P°C,. P, CEP&P-PéPe P-P+C-P»CHCEPUPSPSCLI C+P°CI'C,PsC,Pé
P°PjC-PsPrP°CEPsPS-C-PSPrCtPePsPIP°PSP&C. .. PiPsP+C-C4PSP&C... PuC,PuPeC,C-PI
PIPSP°CI'P»C-PrPsPe P-PSP&P{PuPSPSCLI PjPuC,P°P+PsP»C-P-PjCr.

PkPu CHPuPePsPiPuPSPrPsPIP°PSC- PePsPjP+C-PSP°CtC-C— (PrPéPI. ChPsP-PrC-P»

B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI"CrPIP°PSPSCILIB»).

PYPsC, PsCI'P+CsPIC-CE. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII
P°PjC-PsPrP°CHPsPSCt P- P»C-PeP°CHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé, CIIPeC-
PjC-CI'C,CIIC,CH CI'PsC,PsCI'P+CrPIC-CH, PjPsPYPu CI'PiCHPéC+P&PSP&C,Pé
C,CLIPYPeCt CI'PéPjPiC,PsPjP°C,PéC+PSCr P+CHP°PrPéPeP°CEPrC-Ch. PYP»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé P»PéCE€Pu B Ct CRP°P-C- PIC-PrCI'C+C,PSPsCI'C,C-
P°P»CHC,PuCHPSP°C,PEPIPSPEC... PjPuC,PsPrC-PI P»C-PeCrPIP°PSPSCIJ.

P PuC,PpP»CHPSP&PNe PjPsPSC-C,PsCEPéPSPi CHPuPePsPjPuPSPrPsPIP°PSPéPNe PiCHPéE
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- CtPéC...
P»C-PeP°CRCI'CHhPePEC... P-P°CI'PsP+C-PI (PrPéPI. CRPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB»).

PYC2éP+CI'C,CFP°C,Pé CYP3A4. PhPjC-PsPrP°CHPsPS C” C-PSPiC-P+C-C,PsCHPsPj CYP3A4 C,P°
PiC-PrPIPEC%oCrC” PePsPSCtPuPSC,CHP°CtC-C— CI'CfP+CI'C,CHP°C,C-PI CYP3A4 PI
PiP»P°P-PjC- PeCRPsPIC-, C%oPs PiCHP&P-PIPsPrPéC,CH PrPs PiPsC,PuPSCtC-PNePSPsPiPs
P-P+C-P»CHCEPuPSPSCII C,PsPeCI'PEC+PSPsCI'C,C- CtPéC... CI'CrP+CI'C,CHP°C,C-PL.

P\PéPeP»PsCI PiPsCEPEPS. P—P+C-P»CHCEPuPSPSCII CI'PCEPsPIP°C,PePsPIP&C. ..
PePsPSCPuPSC,CHP°CC-PNe C1P&PeP»PsCI PiPsCEPEPSCE C+PpCHPP- P-PSPEPIPRPSPSCII
PNePsPiPs PjPuC,P°P+PsP»C-P-PjCt PI PiPuCtC-PSCtC-, C-P- CHP&P-P&éPePsPj PiCEPsCLIPICK
PSPuC, CHPsC,PsPeCI'P6C+PSP&C... PuC, PpuPeC,C-PL.

PyC-Pr C+P°CI' P»C-PeCIPIP°PSPSCII P°PjC-PsPrP°CHPsPSPsPj CI'P»C-Pr PiCRPsPIPsPrPéC,Pé
PeC-P»CHPeC-CI'PSPp PIP&P-PSP°C+PuPSPSCII PePsPSCtPuPSC,CHP°CTC-PNe
CtP&PeP»PsCI'PiPsCRPEPSCT PI PeCEPsPIC-, PjPsPSC-C,PsCHCI-PIP°PSPSCLI PSPECEPePsPIPSC—
C, CtPSPeCtC-C— C,P° PePsCRP&PiCIPIP°PSPSCII PrPsP-Pé CtPéPeP»PsCI PiPsCHPEPSCE.

P”PéP»C,C-P°P-PuPj PrP»CLI C-PS8F™ C”PeCtC-PNe. P P&P-PéPe CEPsP-PIP&C,PeCr
P+CRP°PrPéPeP°CEPrC-C— C,P° P°C,CEC-PsPIPuPSC,CEP&éPeCrP»CLICHPSPSC—
P+P»PsPeP°PrPé.

PIPeC%oPs P-P°CI'C,PsCI'CfPIP°PSPSCII CtC-C”C— PePsPjP+C-PSP°CtC-C— CrPSPéPePSCrC,Pé
PSPu PjPsPIPSP°, CI'P»C-Pr P-PrC-PNeCI'PSCRPIP°C,Pé CEPuC,PuP»CHPSPEPNe
PeP»C-PSC-C$PSP&PNe PSP°PiP»CIIPT C,P° P+PuP-PiPpCEPuCEPIPSPu
PjPsPSC-C,PsCHCIPIP°PSPSCII P PP

PuC-PSPiPsP»C-PjPsPr. PyiPsC,PpPSCtC-CRPIP°PSPSCII C-PSPrCrPePsPIP°PSPEC...
P+CRP°PrPéPeP°CRPrC-C”Ch PuC,PuPeC,C-PI, PjPsPIP»P&PIPs P- P»PuC,P°P»CHPSPEP;
PSP°CI'P»C-PrPePsPj. PhCI'PsP+P»P&éPIPs CtPp P°PeC,CrP°P»CHPSPs PrP»CII P+PuC,P°-
P+P»PsPeP°C,PsCEHC-PI, CLIPeC- C-PSPiC-P+CrCRC,CH PjPuC...P°PSC-P-PjPé
P°PrCHPpPSPuCHPIC-C+PSPsC— PePsPjPiPuPSCI'P°Ct+C-C—. PiC-CI'P»CII
P-P°CI'C,PsCI'CrPIP°PSPSCII PiPuCHCEPsC— PrPsP-Pé PiCHPuPiP°CHP°C,Ct PiPsPIPEPSPuPS



P-PrC-PN.CT'PSCRPIP°C,PECI'CH PeP»C-PSC-CPSPEPNe PSP°PiP»CLIPr C,P°
P+PuP-PiPuCEPuCHPIPSPEPN: PjPsPSC-C,PsCHPEPSPi P« PmP“ PIPICEPsPrPsPIPY 24 PiPsPrPéPS.

P’PuCEP°PiP°PjC-P» PrP»CLI C-PSeE™ C”PeCtC-PNe. P PéP-PéPe CRPsP-PIPEC,PeCr
P+CHP°PrPéPeP°CRPrC-C— C,P° P°C,CHC-PsPIPpPSC,CHPéPeCIP»CLICEPSPsC—
P+P»PsPeP°PrPé.

PiPeC%oPs P-P°CI"C,PsCI'CfPIP°PSPSCII C+C-C”C— PePsPjP+C-PSP°CtC-C— CFPSP&PePSCLC,Pé
PSPu PjPsPPSP°, PSP°PrP-PIP&CP°PNePSPs PIP°PP»P&PIPs P-PrC-PN.CI'PSCRPIP°C,Pé
CHPuC,PuP»CHPSPEPNe PeP»C-PSC-C+PSPEPNe PSP°PiP»CLIPT C,P° P+PuP-PiPuCEPuCHPIPSPH
PjPsPSC-C,PsCECI-PIP°PSPSCILI P+PrsP*.

PuCHPsC,PéPiP°CRHP°P-PéC,P°CHPSC- PiCEHPuPiP°CHP°C,Pé, CIIPeC- PjPsPYCéC,CH
C-PSPrC2éPeC2PIP°C,Pé B«torsades de pointesB» (PiP°P»PsC,P°PSC,CHPéPS,
P»CRPjPuC,P°PSC,CRPéPS, PiPuPSC,P°PjC-PrPéPS). P—P+C-P»CHCEPuPSPSCII ChPEP-PéPeCr
CHPsP-PIPEC,PeCr CEP»CrPSPsC+PePsPIPEC... P°CRHPEC,PjC-PNe, PsCI'PsP+P»PéPIPs B«torsades
de pointesB». PIPeC%oPs PjPsPP»P&PIPs, CI'P»C-Pr PIC-PrPjC-PSP&C,Pé PsPrPéPS C-P-
PrPIPsC... PiCHPuPiP°CRHP°C,C-PI. PIPeC%oPs P-P°CI'C,PsCI'CtPIP°PSPSCII CtC-C”C—
PePsPjP+C-PSP°CtC-C— CrPSPePePSCrC,Pé PSP PjPsPYPSP°, PSP°PrP-PIPECIP°PN.PSPs
PIP°PYP»PéPIPs PIPéPePsPSP°C,Pé PiPsPiPuCHPuPrPSCh PsCtC-PSPeCr C-PSC,PuCHPIP°P»Cr
QT C,P° P-Pl‘C—PNngPSPpPSPSCLI PjPsPSC-C,PsCRHCrPIP°PSPSCII PPmP”.

PKPuPNeCFPsP»PuPiC,PéPePé, CI[IPeC- PjPsPICZC,CHh C-PSPrC2éPeC2PIP°C,Pé B«torsades de
pointesB» (P°PjC-CI'CéP»CHPICEPEPT, C...P»PsCEPiCEPsPjP°P-PéPS, C1C-P°PjPuPjP°P-PéPS,
PrCEPsPiPuCEPéEPrPsP», C,P»CéPiPuPSC,PéPeCI PsP», C,P»CéC,PuPSP°P-PéPS,
PiP°P»PsPiPuCHPéPrPsP», P»PuPIPsPjPuPiCEHPsPjP°P-PéPS, PiC-PjPsP-PéPr,
PiC-PiP°PjPiPuCEPsPS, PiC-PiPsC,C-P°P-PéPS, CI' PuCEC,PéPSPrPsP», CI' C2P»CHPiC-CEPéPT,
CI'CéP»CHC,PsPiCEPéPT, C,C-P°PiCEPéPr, P-CéPeP»PsPiPuPSC,PéPeCI PsP»).
P—P+C-P»CHCEPuPSPSCII ChPéP-PéPeCr CHPsP-PIPEC,PeCr CEP»CrPSPsCtPePsPIPEC...
P°CHPEC,PjC-PNe, PsCI'PsP+P»P&PIPs torsades de pointes.

PwPuC,P°PrPsPS. P—P+C-P»CHCEPpPSPSCLI CEPéP-PEPeCt CHPsP-PIP&EC,PeCr
CEP»CrPSPsCtPePsPIP&C... P°CHPEC,PjC-PNe, PsCI'PsP+P»P&PIPs torsades de pointes.

PxC,PsCEC...C-PSPsP»PsPSPé, P-P° PIP&PSCIIC,PePsPj P»PuPIPsC, P»PsPeCI'P°CtP&PSCT C,P°
PjPsPeCI'P&C, P»PsPeCI'P°CtP&PSCY (PiCHPsC,PéPiPsPeP°P-P°PSC- PePsPjP+C-PSP°C+C-C—).
P—P+C-P»CHCEPuPSPSCII ChPéP-PéPeCr CHPsP-PIPEC,PeCr CEP»CrPSPsCPePsPIPEC...
P°CHPeC,PjC-PNe, PsCI'PsP+P»P&PIPs torsades de pointes.

PYC,PéPjCéP»CRCRCtC- PiPsCI P»P°P+P»CRCRC#C- P-P°CI'PsP+Pé.
P1iC-PrPIPEC%oPuPSPéPNe ChPEP-PEéPe PIPEPSPEPePSPuPSPSCII CEP»CrPSPsCiPePsPIPEC...
P°CHP&C,PjC-PNe, PsCI'PsP+P»P&PIPs CEP»CrPSPsC+PePsPIPsC— C,P°C...C-PeP°CHPrC-C—
torsades de pointes (PiCHPé CtCHPsPjCr PiCHPsPIPsPeCrChC1PéPj C,P°PeC,PsCHPsPj
PIPECI'C,CrPiP°C” PiC-PiPsPeP°P»C-C”PjC-ClI). PuPuCHPuPr P-P°CI'C,PsCI'CfPIP°PSPSCIIPj
PiCHPuPiP°CHP°C,Ct PiPsC,CRC-P+PSPs PiCHPsPIPuCI'C,Pé PePsCHPuPeCtC-CR P+CrPrCh-
CLIPePsC— PiC-PiPsPeP°P»C-C”PjC-C— C,P° P-PrC-PN.CI'PSCRPIP°C,Pé PjPsPSC-C,PsCHPePSPi
P+PP“ C,P° PeP»C-PSC-CPSPEPNe PSP°PiP»CLIPr CHP°P-PsPj C-P- PePsPSC,CHPsP»PuPj
CHC-PIPSC-PI PuP»PuPeC,CHPsP»C-C,C-PI.

PxC-PrP°PeCI'PsPjC-CtPé&PS. PuC-PrPIPEC%0PuPSPSCLI PePsPSCtPuPSC,CEP°C+C-PNe
C, C-PrP°PeCI'PsPjC-C1P&PSCY Pl PiP»P°P-PjC- PeCEPsPIC-.



PpPsPjP+C-PSP°C1C-C—, CIIPeC- PIPEPjP°PiP°CRC,CIH P-P°PiPsP+C-PYPSPeC...

P-P°C...PsPrC-PI PiCRPé P-P°CI'C,PsCI'CrPIP°PSPSC-.

PYC#éP+CI'C,CEP°C,Pé P -PiP»C-PePsPiCEPsC,PuC—PSC3. PhPjC-PsPrP°CHPsPS C”
C-PSPiC-P+C-C,PsCHPsPj P -PiP»C-PePsPiCRPsC,PuC—PSCr. PhC+C-PeCrC”C,CHCI'CLI, C%oPs
PiCEPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- C-P- CI'CfP+CI'C,CHP°C,P°PjPé P -
PiP»C-PePsPiCHPsC,PuC—PSCr P+CrPrPp P-P+C-P»CHCECIPIP°C,PECI'CII C—C...
PePsPSCtPuPSC,CHP°CtC-CII Cr PeCHPsPIC-.

PyCEPuPiP°CEP°C,Pé PSP°PiPuCECI C,CLIPSPePé. PiCHPPiPSC-CPuPSPSCII
P°PIC,PsPjP°C,PéP-PjCt (PSP°PrPjC-CRHPSP°® P+CHP°PrPéPeP°CEPrC-CIJ) C,P°
PiPsCECrCEPuPSPSCII P°C,CHC-PsPIPuPSC,CHPEPeCIP»CIICHPSPsC—
PiCHPsPIC-PrPSPsCI'C,C-.

PuuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PrPéPiPsPeCI'PéPSCr CI'PiPsCI'C,PuCHC-PiP°C”C,CHhCI'CII
P-P+C-P»CHCEPuPSPSCII CHC-PIPSCII PrPéPiPsPeCI'PéPSCr PI PeCRPsPIC- C+PuCHPuP-
P-PjPpPSCEPuPSPSCII PeP»C-CHPuPSCI'Ct PrPéPiPsPeCI'PEPSCY, C%oPs PiPsC,CHPpP+CrC”
PjPsPSC-C,PsCHCIPIP°PSPSCII P+PmP“ C,P° PeP»C-PSC-C$PSPsPiPs CI'C,P°PSCt. PIPeC%oPs
PSPuPsP=+C...C-PrPSPs, CI'P»C-Pr PjPsPSC-C,PsCRCrPIP°C,Pé CRC-PIPuPSCH
PrPéPiPsPeCI'PEPSCT PI PeCRHPsPIC- C,P° PePsCHP&PICIPIP°C,Pé PrPsP-Ct PrPéPiPsPeCI' PEPSCY.

P”P°P+C-PiP°C,CEP°PS. P—P+C-P»CHCEPuPSPSCII PiP»P°P-PjPsPIPEC...
PePsPSCtPuPSC,CHP°CtC-PNe PrP°P+C-PiP°C,CHP°PSCY P- PiC-PrPIPEC%oPpPSPSCIIP;
CHPEP-P&PeCr PiPuPjPsCHP°PiC-C+PSPé&C... CIIPIPEC%o. PIPeC%o0Ps PrP°P+C-PiP°C,CHP°PS
P-P°CI'C,PsCI'PsPICrC”C,CHCI'CII PiC-CI'P»CII PiCHPsPIPuPrPuPSPSCII
C...C-CHCIrCHPiC-C+PSPsPiPs PIC,CECrC+P°PSPSCII, PiPsC,CEC-P+PSPs PiCHPsPIPsPrP&éC,Pé
PeP»C-PSC-C$PSPp PjPsPSC-C,PsCECFPIP°PSPSCII C,P° PePsCHP&PiCPIP°PSPSCII PrPsP-Pé
PrP°P+C-PiP°C,CHP°PSCt P-P° PSPuPsP+C...C-PrPSPsCI'C,C-, P°P»Pp PSPp PIP&C%oPp P-P° 150
PjPi/PrPsP+Cr.

PhCI'PeC-P»CHPePé P°PjC-PsPrP°CHPsPS PjP°C” C,CHPEPIP°P»PéPNe PiPuCHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCI], C,Ps PIP6PSP&PePSPuPSPSCII PIP-P°C”PjPsPrC-PNe PjPsPPu
CI'PiPsCI'C,PuCHC-PiP°C,PECI'CII PIPiCHPsPrPsPIPY PrPuPeC-P»CHPePsC... PjC-CI'CLICtC-PI
PiC-CI'P»CII PiCHP&PiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII P°PjC-PsPrP°CHPsPSPsP;.

PYCSP+CI'C,CEP°C,Pé CYP 2C9. PhPjC-PsPrP°CEPsPS P-P+C-P»CHCECIC” PiP»P°P-PjPsPIC-
PePsPSCPuPSC,CEP°CtC-C— CHPuCPsPIP&PS, CLIPeC- C” CI'CIP+CI'C,CEP°C,P°PjPé CYP 2C9,
C,P°PePéC... CIIPe P°PSC,P°PiPsPSC-CI'C,Pé PIC-C,P°PjC-PSCt Prs P°P+Ps C,PuPSC-C,PsC—PS,
P-P° CRP°C...CtPSPsPe PiCEP&PiPSC-C+PuPSPSCII C, PuCHPjPRPSC,C-PI C+P&C,PsC...CHPsPjC
P450 2C9.

PhPSC,P°PiPsPSC-CI'C,Pé PIC-C,P°PjC-PSC#é Psb. PuPsCI'PéP»PuPSPSCII PuC, PuPeC,C-PI
P°PSC,P°PiPsPSC-CI'C,C-PI PIC-C,P°PjC-PSCF P1 C,P° PiC-PrPIPEC%0oPuPSPSCII CEP&P-PéPeCr
PeCEHPsPIPsC,PuCiC-. PmPsPSC-C,PsCEP&PSPi PjC-PIPSP°CHPsPrPSPsPiPs
PSPsCHPjP°P»C-P-PsPIP°PSPsPiPs PIC-PrPSPsCEPuPSPSCII (PmPkP’) PiPsPIP&EPSPuPS
P-PrC-PNeCI'PSCRPIP°C,PECI'CFH P+C-P»CHCE C+P°CI'C,Ps. P”PsP-Cr P°PSC,P°PiPsPSC-CI'C,P°
PIC-C,P°PjC-PSCt Pi CI'P»C-Pr PePsCHP&PiCrPIP°C,Pé PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII
P°PjC-PsPrP°CEPsPSPsPj C,P° PIPiCEPsPrPsPIPY 8 PrPSC-PI PiC-CI'P»CII
P-P°PIPuCHCEPuPSPSCILI P»C-PeCrPIP°PSPSCII.

PuPuPSC-C,PsC—PS (CEP»CIIC...PsPj PuPeCI'C,CEP°PiPsP»CIICtC-C— eF“ C,P°PePsPY C-
C,PsCI'C,PuPSC-C,PsC—PS). P—P+C-P»CHCEPuPSPSCLI PiP»P°P-PjPsPIP&C...



PePsPSCPuPSC,CEP°CC-PNe C, PpuPSC-C,PsC—PSCt P- PsP-PSP°PeP°PjPé
PiPpCHPuPrPsP-CPIP°PSPSCLI, PsCI'PsP+P»P&PIPs PSPuPICEPsP»PsPiC-C{PSP&PjPé
PsP-PSP°PeP°PjPé (PiCEP&PiPSC-CPpPSPSCII PjPuC,P°P+PsP»C-P-PiCt C, PuPSC-C,PsC—PSCr PI
PiPuC$C-PSCtC-). PYP»C-Pr PiCEPsPIPsPrP&C,Pé PeP»C-PSC-CPSPEPNe PjPsPSC-C,PsCHP&PSP,
PjPsPSC-C,PsCRCI-PIP°PSPSCLI PePsPSCPuPSC,CEP°CtC-PNe C, PuPSC-C,PsC—PSCt PI
PiP»P°P-PjC- PeCEPsPIC- C,P°, CLIPeC%oPs PSPuPsP+C...C-PrPSPs, PePsCEP&PiCIPIP°C,Pé
PrPsP-Ct C, PpPSC-C,PsC—PSCF.

PYCéP+CI'C,CFP°C,Pé CYP2D6:

- PuP»PuPeP°C—PSC-Pr. PhPjC-PsPrP°CEPsPS PiC-PrPIP&C%oCr-C” PiP»P°P-PjPsPIC-
PePsPSCHPuPSC,CEP°CtC-C— C, P»PuPeP°C—PSC-PrCt CEP»CIIC...PsPj
C-PSPiC-P+CFPIP°PSPSCLI CtP&C,PsC...CEPsPjCt CYP2D6. PyPsPjCt CI'P»C-Pr
PiCEPsPIPsPrPéC,Pé PePsCEPuPeCtC-CR PrPsP-Pé C,P»PpPeP°C-PSPEPTCY.

PYCéP+CI'C,CEP°C,Pé CYP3A4: P°PjC-PsPrP°CHPsPS C” C-PSPiC-P+C-C,PsCHPsPj CYP3A4 C,P°
PiC-PrPIP&C%oCrC” PePsPSCtPuPSC,CHP°CtC-Ch PI PiP»P°P-PjC- CI'CfP+CI'C,CRHP°C,C-PI
PrP°PSPsPiPs CtP&C,PsC...CEPsPjCrt, C1IPe CHPuP-CfP»CHC,P°C, — PiC-PrPIPéC%oCrC”
C,PsPeCI'PéC+PSCT PrC-Ch CtP&C... CI'CfP+CI'C,CRHP°C,C-PI.

- PYC,P°C,PéPSPé (CI'PéPjPIP°CI'C,P°C,PéPS, P°C,PsCEPIP°CI'C,P°C,PéPS,
P»PsPIP°CI'C,P°C,PéPS). PuCHPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSC-
P°PjC-PsPrP°CEPsPSCt C,P° CI'C,P°C,PéPSC-PI, CIIPeC- PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII
P-P° PrPsPiPsPjPsPiPsCh CYP3A4, C,P°PePé&C... CIIPe CI'PéPjPIP°CI'C,P°C,PéPS,
P°C,PsCRHPIP°CI'C,P°C,PéPS C,P° P»PsPIP°CI'C,P°C,Pé&PS, PiC-PrPIPéC%o0CrC”C,CHCI'CLI
CHPé&P-PéPe PIPEPSP&PePSPuPSPSCII Pjsf™ CLIP-PsPIPsC— C,PsPeCI'PEC+PSPsCI'C,C-
(PSP°PiCHP&PeP»P°Pr, CRP°P+PrPsPjC-PsP»C-P-). PuCHPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- P- P°PjC-PsPrP°CRHPsPSPsPj CHPuPePsPjPuPSPrPsPIP°PSPs
P-P°CI'C,PsCI'PsPICrPIP°C,Pé CI'C,P°C,PéPSP&, CIIPeC- PSPu
PjPuC,P°P+PsP»C-P-CfCRC,CHCI'CII P-P° PrPsPiPsPjPsPiPsCh CYP3A4.

PtPSCEC- P»C-PeP°CRHCI'CHPeC- P-P°CI'PsP+Pé, C%oPs PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII
P-P° CFC$P°CI'C,Ch CYP3A4 (P»C-PrPsPeP°C—PS, CI'PéCEPsP»C-PjC4CI,
C,P°PeCEPsP»C-PjCéCI’, CI'PéP»PrPuPSP°C,C-P», PjC-PrP°P-PsP»P°Pj,
PrPéPiC-PrCEPsPuCEPiPsC,P°PjC-PS, PuCEPiPsC,P°PjC-PS, PePsP»C...C-C1PéPS,
C,CHC-P°P-PsP»P°Pj). PhPjC-PsPrP°CHPsPS C” C-PSPiC-P+C-C,PsCEPsPj CYP3A4 C,P°
PiC-PrPIP&C%oCrC” PePsPSCtPuPSC,CRHP°C+C-C— CtP&C... PjPsP»PuPeCrP» PI PiP»P°P-PjC-
PeCEPsPIC-, C%oPs PiCHP&P-PIPsPrPéC,CH PrPs PiPsC,PuPSCtC-PNePSPsPiPs
PiC-PrPIP&C%oPpPSPSCII C—C...PSCHPsC— C,PsPeCI'PéC+PSPsCI'C,C-.

P>C-PrPsPeP°C—PS. P PéP-PéPe P-P+C-P»CHCEPRPSPSCLI PiP»P°P-PjPsPIPEC. ..
PePsPSCHPuPSC,CEP°CtC-PNe P»C-PrPsPeP°C—PSCK, CLIPeP&PNe PjPsPYPp PiCRP&P-PIPuCI'C,Pé
PrPs PSPRPICEPsP»PsPiC-C+PSP&C... C,P° PeP°CEPrC-P°P»CHbPSPEC... PiPsP+C-C+PSPEC...
PuC, PpPeC,C-PI PIPSP°CI'P»C-PrPsPe PiCEP&PiPSC-CPPSPSCII P°PjC-PsPrP°CEPsPSPsPj
PiPuC$C-PSPePsPIPsPiPs PjPuC,P°P+PsP»C-P-PjCt. PYP»C-Pr PiCEPsPIPsPrP&C,Pé
PeP»C-PSC-C+PSPu C,P° P+PisP“ PjPsPSC-C,PsCECIPIP°PSPSCLI, P° C,P°PePsPY, PiCEPé
PSPuPsP=+C...C-PrPSPsCI'C,C-, PeC-P»CHPeC-CI'PSPu PIP&P-PSP°C+PuPSPSCII
PiP»P°P-PjPsPIP&C... PePsPSCTPuPSC,CHP°CC-PNe P»C-PrPsPeP°C—PSCE. P] CHP°P-C-
PSPuPsP+C...C-PrPSPsCI'C,C- EF" PePsCEP&PiCIPIP°PSPSCLI PrPsP-Pé P»C-PrPsPeP°C—PSCr
PSP° C,P»C- P»C-PeCIPIP°PSPSCLI P°PjC-PsPrP°CEPsPSPsPj C,P° PiC-CI'P»CII PNePsPiPs
PIC-PrPjC-PSP&.



PyP°PeCEPsP»C-PjC3CI". P—P+C-P»CHCEPPPSPSCII PePsPSCTPuPSC,CHP°CHC-PNe
C,P°PeCHPsP»C-PjCrCI'Ct PI PeCEPsPIC- C+PuCHPuP- PiCHP&PiPSC-C+PuPSPSCII PNePsPiPs
PjPuC,P°P+PsP»C-P-PjCt P°PjC-PsPrP°CHPsPSPsPj. PYP»C-Pr PiCHPsPIPsPrP&éC,Pé
PeC-P»CHPeC-CI' PSP PIPEP-PSP°C+PpPSPSCII PePsPSCPuPSC,CHP°CC-PNe
C,P°PeCHPsP»C-PjCrCI'Ct Ct PeCHPsPIC-, PjPsPSC-C,PsCHCrPIP°PSPSCII C, CfPSPeCtC-C—
PSP&CHPsPe C,P° PePsCEP&PiCIPIP°PSPSCII PrPsP-Pé C,P°PeCHPsP»C-PjCrCI'Ct PiCHPé
PsPrPSPsC+P°CI'PSPsPjCt PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSC- P- P°PjC-PsPrP°CEPsPSPsPj C,P°
PiC-CI'P»CI] PIC-PrPjC-PSPé PsCI'C,P°PSPSCHhPsPiPs.

P'PuC,P°-P+P»PsPeP°C,PsCEPé, PsPeCFC-Pj CI'PsC,P°P»PsP»C3
(PiCEPsC,PéPiPsPeP°P-P°PSP® PePsPjP+C-PSP°C+C-CLI) C,P° PuCI'PjPsP»PsP»C3
(PePsPjP+C-PSP°CtC-CLI, CLIPeP° PIP&PjP°PiP°C” P-P°PiPsP+C-PJPSPéC...
P-P°C...PsPrC-PI PiCEPé P-P°CI'C,PsCI'CPIP°PSPSC-). PuPsCECFCEPuPSPSCILI
P°PIC,PsPjP°C,P&P-PjCt C,P° PiCEPsPIC-PrPSPsCI'C,C- (PICEP&PiPSC-C+PPSPSCLI
PePsPjPiPpPSCI'P°C,PsCEPSPEC. .. CI'P&PjPIP°C,PECPSPEC. .. PiPuC...P°PSC-P-PiC-PI).

P PuPePsPjPuPSPrPsPIP°PSPs P+PmP” C,P° PeP»C-PSC-C+PSPy PjPsPSC-C,PsCRCFPIP°PSPSCIL.

P‘PuC,P°-P+P»PsPeP°C,PsCEPé, CLIPeC- P-P°CI'C,PsCI PsPIC¢CEC,CHCICII P-
PiCFPéPIPsPrCé CI'PuCECtPuPIPsC— PSPuPrPsCI'C,P°C,PSPsCIC,C-

(P+C-CI PsPiCEPsP»PsP», PeP°CEPIPuPrPéP»PsP», PjPuC,PsPiCEPsP»PsP»,
PSPuP+C-PIPsP»PsP»). PuPsCRHCrCEPuPSPSCII P°PIC,PsPjP°C,PéP-PiCr C,P°
PiCEPsPIC-PrPSPsCI'C,C- PjC-PsPeP°CHPrP° P- CEP&P-PéPePsPj PSP°PrPjC-CEPSPsC—
P+CHP°PrPéPeP°CHPrC-C—. P—P+C-P»CHCEPUPSPSCII CHP&P-PéPeCr CHPsP-PIPEC, PeCr
CEP»CrPSPsC$PePsPIP&C... P°CHPEC,PjC-PNe, PsCI'PsP+P»P&PIPs B«torsades de pointesB».
P PuPePsPjPuPSPrPsPIP°PSPs CHPuPiCrP»CLICEPSPu PeP»C-PSC-C+PSPu C,P° PePP”
PjPsPSC-C,PsCHCrPIP°PSPSCI].

P+CI'PjPsP»PsP». PPsCHCIrCEPpPSPSCILI CI'PePsCEPsC,P»P&PIPSCI'C,C-,
P°PIC,PsPjP°C,PéP-PjCr C,P° PiCHPsPIC-PrPSPsCI'C,C- (PiCHPéPiPSC-C+PuPSPSCII
PePsPjPiPpPSCI'P°C,PsCHPSP&C... CI'PéPjPiP°C,PéC+PSP&C... PiPuC...P°PSC-P-PjC-PI).

P PuPePsPjPuPSPrPsPIP°PSPs P« PiP“ C,P° PeP»C-PSC-C+PSPp PjPsPSC-C,PsCHCIPIP°PSPSCII.

P”PéP»C,C-P°P-PuPj PrP»ClI PiPuCFPsCEP°P»CHPSPsPiPs P-P°CI'C,PsCI'C3PIP°PSPSCII.
P P&P-PéPe CEPsP-PIPEC,PeCt P+CEP°PrPéPeP°CEPrC-C— P°P+Ps
P°C,CEC-PsPIPuPSC,CHP&PeCP»CLICEPSPSC— P+P»PsPeP°PrPé, PsCI'PsP+P»P&PIPs Cr
PiP°C+C-C”PSC,C-PI P»C-C,PSCEbPsPiPs PIC-PeCt. P PuPePsPjPpPSPrPsPIP°PSPs P+PP" C,P°
PeP»C-PSC-C+PSPp PjPsPSC-C,PsCECPIP°PSPSCIL.

P’PuCHP°PiP°PiC-P» PrP»CII PiPuCEPsCEP°P»CHPSPsPiPs P-P°CI'C,PsCI'C3PIP°PSPSCLI.
P PéP-PéPe CHPsP-PIPEC,PeCr P+CRHP°PrPéPeP°CHPrC-C— C,P°
P°C,CEC-PsPIPRPSC,CHP&PeCEP»CLICEPSPSC— P+P»PsPeP°PrPé, PsCI'PsP+P»P&PIPs Cf
PiP°CC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCt. P PuPePsPjPpPSPrPsPIP°PSPs P+ PmP” C,P°
PeP»C-PSC-C4PSPy PjPSPSC-C,PsCECFPIP°PSPSCLI.

P”PuCIIPeC- PjP°PeCHPsP»C-PrPe (P°P-PeC,CHPsPjC-CtPePS,
PeP»P°CFPéC,CFPsPjC-C1PéPS, CFPsPeCI PéC,CEPsPjC-CtPéPS).
P—P+C-P»CHCEPuPSPSCII ChPéP-PéPeCr CHPsP-PIPEC,PeCr CEP»CrPSPsC+PePsPIPEC...
P°CRP&C,PjC-PNe, PsCI'PsP+P»P&PIPs B«torsades de pointesB». P PuPePsPjPuPSPrPsPIP°PSPs
P+PmP“ C,P° PeP»C-PSC-C3+PSPpu PjPsPSC-C,PsCHCrPIP°PSPSCII PSP° C,P»C-
PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCII CtP&C... PiCHPpuPiP°CRP°C,C-PI P:
P°PjC-PsPrP°CHPsPSPsP;j.



PuCHPpPiP°CRP°C,Pé, C%oPs P-PSPEPYCrCRC,CH PIPjC-CI'C, PeP°P»C-Ch:
PrC-C2CHPuC,PéPePé, C%oPs P-PSPEPICSCRC,CH PIPjC-CI'C, PeP°P»C-CHR
(C-P-PsP»CHyPsPIP°PSPs P°P+Ps Cé PePsPjP+C-PSP°CtC-C—), CI'C,PéPjCéP»CRCRC#C-
PiCHPsPSPsCI'PSC-, P°PjC,PsC,PuCFPECtPéPS P’ (PiCEPé PI/PI PIPIPuPrPuPSPSC-),
PiP»CEPePsPePsCEC,PéPePsC—PrPé (PiCEPé CI'PéCIC,PuPjPSPsPjC?
P-P°CI'C,PsCI'C4PIP°PSPSC-), C,PuC,CEP°PePsP-P°PeC,PéPr.

P—P+C-P»CHCEPuPSPSCII ChPéP-PéPeCr CEP»CrPSPsCPePsPIPEC... P°CHPEC,PjC-PNe,
PsCI'PsP+P»P&PIPs B«torsades de pointesB» (PiC-PiPsPeP°P»C-C”PjC-CII C”
CI'PiCHPECIIC,P»PEPIP&Pj C,P°PeC,PsCHPsPj). PkPuPsP+C...C-PrPSPs CrCI'CfPSCIC,Pé
PiC-PiPsPeP°P»C-C"PjC-Ch PrPs PiCHP&P-PSP°C+PuPSPSCII P»C-PeP°CHCI'CHhPePsPiPs
P-P°CI'PsP+Ct C,P° P-PrC-PNeCI'PSCRPIP°C,Pé PjPsPSC-C,PsCHCIrPIP°PSPSCII P*PmwP*,
PIPjC-CI'C,Ct PuP»PuPeC,CHPsP»C-C,C-PI C,P° PeP»C-PSC-C+PSPp
PjPsPSC-C,PsCHCrPIP°PSPSCI].

PuCEHPuPiP°CEP°C,Pé, C%oPs CéPiPsPIC-P»CHPSCRCEC,CH CI PuCECtPuPIPEPNe
CHPeC,Pj. P—P+C-P»CHCEPuPSPSCILI CHPEP-PéPeCr ChPsP-PIPEC,PeCr
CEP»CrPSPsC$PePsPIP&C... P°CHP&C,PjC-PNe, PsCI'PsP+P»P&PIPs B«torsades de pointesB».

P PuPePsPjPuPSPrPsPIP°PSPs PeP»C-PSC-C1PSPu C,P° P+PmP” PjPsPSC-C,PsCRCrPIP°PSPSCI].

PhCEP»C-CI'C,P°C,. P PéP-PéPe P-PjPpuPSCEPRPSPSCII PiP»P°P-PjPsPIP&C. ..
PePsPSCPuPSC,CEP°CTC-PNe P°PjC-PsPrP°CEPsPSCE C,P° PNePsPiPs P°PeC,PEPIPSPsPiPs
PjPuC,P°P+PsP»C-C,Ct. P PuPePsPjPuPSPrPsPIP°PSPs PeP»C-PSC-C+PSPy
PjPsPSC-C,PsCRCIPIP°PSPSCII C,P°, PICRPé PSPuPsP+C...C-PrPSPsCI'C,C-,
PjPsPSC-C,PsCRCIPIP°PSPSCII P+PmP".

PyP°PjCI'C2P»PsP-PéPS. P PéP-PéPe PiPsCI'PéP»PpuPSPSCII PSPuP+P°PIP°PSPEC...

PuC, PpuPeC,C-PI, P-CrPjPsPIP»PuPSP&EC... C,P°PjCI'CIP»PsP-P&PSPsPj, PIPSP°CI'P»C-PrPsPe
PiCEP&PiPSC-C+PpPSPSCII PNePsPiPs PjPuC,P°P+PsP»C-P-PjCt PI PiPuC+C-PSCtC-. PYP»C-Pr
PiCHPsPIPsPrPéC,Pé PeP»C-PSC-C+PSPéPNe PjPsPSC-C,PsCEPEPSPi C,P°, Cr PIPéPiP°PrPeCr
PSPuPsP=C...C-PrPSPsCI'C,C-, PiPsC,CHC-P+PSPs PiCHPsPIPuCI'C,Pé PePsCHPuPeCtC-Ch
PrPsP-Pé C,P°PjCI'CIP»PsP-P&PSCr PiC-Pr C+P°CI’ P»C-PeCrPIP°PSPSCII
C-PSPiC-P+C-C,PsCEPsPj C,PuCHPjPuPSC,Cr C,P° PiC-CI'P»CII PiCKP&PiPéPSPuPSPSCII
PNePsPiPs P-P°CI'C,PsCI'CtPIP°PSPSCI]I.

P’PsCHPéPePsPSP°P-PsP». PuC-PrPIPéC%oPuPSPEPNe ChPEP-PéPe PIPEPSPEéPePSPuPSPSCII
CEP»CrPSPsC$PePsPIP&C... P°CHPEC,PjC-PNe, PsCI'PsP+P»P&PIPs CEP»CrPSPsCtPePsPIPsC—
C,P°C...C-PeP°CRPrC-C— B«torsades de pointesB», PsCI'PeC-P»CHbPePé PjPsPYPu
PIC-PrP-PSP°C+P°C,PECI'CH P-PSPEPYPuPSPSCII PjPuC,P°P+PsP»C-P-PjCr
P°PjC-PsPrP°CEPsPSCt. PiPsC,CEC-P+PSPs P-PrC-PNeCI'PSCRPIP°C,Pé PeP»C-PSC-CPSP&PNe
PSP°PiP»CLIPr C,P° PjPsPSC-C,PsCHPEPSPi P+PmP“ C,P°, Cr PIPéPiP°PrPeCr
PSPuPsP+C...C-PrPSPsCI'C,C-, PiCHPsPIPuCI'C,Pé PePsCHPuPeCtC-Ch PrPsP-Pé
P°PjC-PsPrP°CHPsPSCr.

PPsPjP+C-PSP°CtC-C—, CIIPeC- PiPsC,CRPuP+CrCRC,CH PsCI'PsP+P»PéPIPsC— CrPIP°PiPé.

PuC-P»PsPeP°CEPiC-PS. P PéP-PéPe CHPsP-PIP&C,PeCt PSP°PrPjC-CHPSPsC—
P+CEHP°PrPéPeP°CHPrC-C— (P°PrP&C,PéPIPSC- PuC, PuPeC,Pé PiCEPuPiP°CEP°C,C-PI, CLIPeC-
CIPiPsPIC-P»CHPSCRCRC,CH CI'PuCECPuPIPEPNe CEPEC,Pj).



PhCI'PsP+P»PéPIPsCIC,C- P-P°CI'C,PsCI' CZPIP°PSPSCII.

P+C,PuPeC,Pé P- P+PsPeCé CI'PuCFCtCIL P”Ps PiPsC+P°C,PeCt P-P°CI'C,PsCI'CfPIP°PSPSCLI
PiCHPpPiP°CHP°C,Ct PSPuPsP+C...C-PrPSPs P-CEPsP+P&C,Pé P+PrmP”

PJ PiP°CtC-C”PSC,C-PI P»C-C,PSCIHPsPiPs PIC-PeCr PSP° C,P»C- PiCEP&PNePsPjCr
PiCHPuPiP°CHP°C,Ct PjPsPYPpu PiPsCI'PéP»CRPIP°C,P&CI'CLI CI'PiPsPIC-P»CHPSPuPSPSCII
C$P°CI'C,PsC,Pé CI'PuCHCtPuPIP&C... CI'PePsCHPsC{PuPSCIH.

PHPjC-PsPrP°CHPsPS C-PSPrCrPeCrC” P-PjC-PSPé PPmP“. P!C- P-PjC-PSPé
PIPeP»CRC+P°CRC,CH PiPsPrPsPIPPuPSPSCII C-PSC,PuCEPIP°P»Cr QT PIPSP°CI'P»C-PrPsPe
PiPsPrPsPIPIPuPSPsC— CHPpPiPsP»CLICEPEP-P°C+C-C—, P PjPsPP»P&PIPsCh PiPsCIIPIPsCh
P-CrP+CtCII U. P!Pu C” PsP-PSP°PePsCh C,PuCHP°PiPuPIC,PECHPSPsC— PrC-C—
PiCHPpPiP°CHP°C,Cr, P° PSPu PNePsPiPs C,PsPeCI'PéC+PSPsCI'C,C-.

P’PéPSPéPePSPuPSPSCII PSP° C,P»C- P»C-PeCrPIP°PSPSCII PhV-P+P»PsPeP°PrPé I P°P+Ps III
CI'C,CrPiPuPSCII, CI'PEPSPsP°C,CHC-P°P»CHPSPsC— P+P»PsPeP°PrPé P°P+Ps
P+C-C,P°CI'CtPéPeCIP»CLICEPSPsC— P+P»PsPeP°PrPé PIP&PjP°PiP°C” PIC-PrPjC-PSPé
PiCHPpPiP°CHP°C,Cr. P PsP-PIPéC,PsPe PV-P+P»PsPeP°PrPé I CI'C,CrPiPuPSCII PIPéPjP°PiP°C”
PiPsCI'P&éP»PpPSPSCII PSP°PiP»CIIPrCr P-P° PiP°CtC-C”PSC,PsP;j.

PuPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PIP&PiP°PrPePé PiPsCLIPIPé PSPsPIPSC—
P°CEHP&C,PjC-C— P°P+Ps PiPsPiC-CEHCEPRPSPSCII PIPJPp C-CI'PSCFCRCPsC—
P°CHP&C,PjC-C—, CLIPeCt P»C-PeCFCRC,CH (PrPéPL. CHPsP-PrC-P» B«PyPsP+C-C4PSC-
CEPuP°PeCtC-C—B»).

PyP°PeP&PN: PiCEPsP°CHP&C,PjPsPiPuPSPSPéPNe PuC, PuPeC, PjPsPYPu
CI'PiPsCI'C,PuCHC-PiP°C,PECI'CH PsCI'PsP+P»P&PIPs P-P° PSP°CIIPIPSPsCI'C,C-
C,P°PeC,PsCHC-PI, CIIPeC- CI'PiCHPECIICRC,CH PiPsPrPsPIPPuPSPSCH C-PSC,PuCEPIP°P»Cr
QT, P-PsPeCHPuPjP° P-P°CI'C,PsCI'CFPIP°PSPSCII PiPpPIPSPé&C... PePsPjP+C-PSP°CtC-PNe
P»C-PeP°CHCI'CHhPePéEC... P-P°CI'PsP+C-PI C,P° PiC-PiPsPeP°P»C-C”PjC-CII (PrPéPI.
CHPsP-PrC-P»Pé B«PyPsP+C-C+PSC- CRPpP°PeCtC-C—B» C,P° B«P’'P-P°C”PjPsPrC-CIJI P
C-PSC€Pé&PjPé P»C-PeP°CRHCI CHhPePéPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPéPrPé
PIP-P°C”PjPsPrC-PNeB»). P P&P-PéPe PiPsCIIPIPé C-PSPrCrPePsPIP°PSPsC— PiCHP&PNePsPjPsPj
P»C-PeP°CHCI'CHhPePéEC... P-P°CI'PsP+C-PI C,P°C...C-PeP°CEPrC-C— torsades de pointes PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- P°PjC-PsPrP°CHPsPSCT PIPIP°PP°C”C,CHCI'CLI PSPEPYC+P&P;
PiPsCHC-PIPSCIIPSPs P- C-PSCEP&PjPé P°PSC,PéP°CHPEC,PjC-C+PSP&PjPé
PiCHPpPiP°CHP°C,P°PjPé Cr PiP°CtC-C”PSC,C-PI P- PsPrPSP°PePsPIPéPj CI'C,CrPiPuPSPuPj
PiPsPrPsPIPPuPSPSCII C-PSC,PuCHPIP°P»Cr QT.

PyPSCECSCEPUPSPSCII P- P+PsPeC# C%oPéC,PsPIPEPrPSPsC— P-P°P»PsP-Pé. P{PuPNe
P»C-PeP°CEHCI CHbPePEPNe P-P°CI'C-P+ PjC-CI'C,P&C,CH PNePsPr, Ct P-PIER™ CLIP-PeCr
P- CtP&Pj PIPiP»P&PIP°C” PSP° CRPuP-CtP»CHC,P°C,Pé PrPuCLIPeP&C. ..
PiPsPeP°P-PSP&PeC-PI C, CrPSPeCtC-C— C%oPEéC,PSPIPEPIPSPsC— P-P°P»PsP-Pé
(PiPsPiP»P&PSP°PSPSCLI CEP°PrC-PsP°PeC,PéPIPSPsPiPs PN-PsPrCr, CEC-PIPSC-
P+C-P»PePsPIPs-P-PIER ™ CLIP-P°PSPsPiPs PNePsPrCr). PhP»Pp PiPsPeP°P-PSP&PePé

C, CtPSPeCtC-C— C%oP&C,PSPIPEPIPSPsC— P-P°P»PsP-Pé T3, T4,
PIP&CI'PsPePsCHCIC,P»PEPIPEPNe P°PSP°P»C-P- PSP° PyPyP* P-P°P»P&éCEP°CRC,CHCICII
C-PSC,PuCEHPiCHPC, PsPIP°PSP&P;Pé.

PhPjC-PsPrP°CHPsPS PjPsPPu PsP+CrPjPsPIP»CRPIP°C,Pé PiPsCHCrC€PuPSPSCII



C, CtPSPeCTC-C— C%oP&C, PsPIPEPrPSPSC— P-P°P»PsP-Pé, PsCI'PsP+P»P&PIPs Cf
PiP°CtC-C”PSC,C-PI C-P- PrPéCI'C, CfPSPeCC-C”CR C%oP&C, PsPIPEPrPSPSC— P-P°P»PsP-Pé PI
P°PSP°PjPSPuP-C-. P1sC-P»CHPeC-CI'PSPp PIPEP-PSP°CPuPSPSCILI PIPjC-CI'C,Ct PyPyP*
CEPuPePsPjPuPSPrPsPIP°PSPy Cf PICI'C-C... PiP°C+C-C”PSC,C-PI PiPpuCHPuPr PiPsC4P°C,PePsP;
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCEPuPiP°CEP°C,Ct, P° PiPsC,C-Pj CEPuPiCP»CIICEPSPs PiC-Pr
C$P°CI" P»C-PeCIPIP°PSPSCILI C,P° PiCHPsC,CLIPiPsPj PeC-P»CEbPePsC... PjC-CI'CLICtC-PI
PiC-CI'P»CLI PIC-PrPjC-PSPé PiCEPuPiP°CEP°C,Cr, P° C,P°PePsPY Ct PIP&PiP°PrPeCt
PeP»C-PSC-CPSPsC— PiC-PrPsP-CHPé PSP° PrP&CI'C,CPSPeCtC-CR C%oP&éC,PsPIPEPrPSPsC—
P-P°P»PsP-Pé (PrP&PI. CHPsP-PrC-P» B«PuPsP+C-C+PSC- CEPuP°PeCtC-C—B»).

PyPsCECSCEPUPSPSCII P- P+PsPeCé P»PuPiPuPSCH. PuPsCLIPIP® P-P°PrPéCEPePé P°P+Ps
PSPUPiCHPsPrCt-PeC,PEPIPSPsPiPs PeP°CEP»Ch, CLIPe C-P-PsP»CHbPsPIP°PSPEC..., C,P°Pe C-
P°CI'PSCtC-PNePsPIP°PSP&C... P- PiPsPiC-CHCEPRPSPSCLIPj P-P°PiP°P»CHbPSPsPiPs CI'C,P°PSCT,
PjP°C” CHPsP-PiP»CIIPrP°C,P&CI'CLI C1IPe PjPsPP»P&PIP° PsP-PSP°PeP° P»PuPiPpPSPuPIPsC—
C,PsPeCI'P6C+PSPsCI'C,C- PiCEPuPiP°CEP°C,Cr, PSP°PiCEP&PeP»P°Pr, CEPsP-PIP&C, PeCr
C-PSC,PuCERCI'C,P6CtC-P°P»CHPSPsPiPs PiPSPuPIPjPsPSC-C,Cr, C,P° PIP&PjP°PiP°C”
CHPuPSC,PiPuPSPsP»PsPiC-C4PSPsPiPs PsP+CI'C,PuPIPuPSPSCII PiP°C+C-C"PSC,P°® (PrPéPL.
CEPsP-PrC-P» B«PyPsP+C-C4PSC- CEPpP°PeCC-C—B»).

PyPsCECSCEPuPSPSCII P- P+PsPeCé PiPuC+C-PSPePé. P PuPiCtP»CLICHPSPy
PjPsPSC-C,PsCECIPIP°PSPSCII C,CPSPeCtC-C— PiPuC+C-PSPePé
CEPpPePsPjPuPSPrPsPIP° PSPy PSP° PiPsCP°C,PeCt PiCEP&PNePsPjCt PiCEPpPiP°CEP°C,CY,
PrP°P»C- PiPpCEC-PsPrPéCPSPs PiCEPsC,CLIPiPsPj P»C-PeCrPIP°PSPSCII
P°PjC-PsPrP°CEPsPSPsPj (PrPéPI. CEPsP-PrC-P» B«PuPsP+C-C+PSC- CBPuP°PeCtC-C—B»).

PKPLCTEPIPsPIPs-Pje™ CLIP-PsPIC- PiPsCEC4CEPUPSPSCII. PhPjC-PsPrP°CEPsPS PjPsP{Py
CI'PiCRP&C$P&PSCLIC,Pé PiPuCEP&C, PuCEPECEPSCE CI'PRPSCI PsCEPSPs-PjPsC,PsCHPSCY
P°P+Ps P-PjC-CEP°PSCt PSPUPNCEPsPiP°C,C-ChR C- PjC-PsPiP°C,C-Ch (PrPéPI. CEPsP-PrC-P»
B«PyuPsP+C-C4PSC- CEPpP°PeCC-C—B»).

PyPsCFCéCEPuPSPSCII P- P+PsPeCé PsCEPiP°PSC-PI P-PsCHCé. PuCHPé PIPéPSPéPePSPuPSPSC-
PSPuC#C-C,PePsCI'C,C- P-PsCHCT P°P+Ps P-PSP&PYPuPSPSCII PiPsCI'C,CRPsC,Pé P-PsCHCr
PSPuPsP+C...C-PrPSPs PSPuPiP°PNePSPs PIPéPePsPSP°C,Pé PiPsPIPSPu

PsC, C,P°P»CHPjPsP»PsPiC-C+PSPp PsP+CI'C,PuPYPuPSPSCI], Cr C,PsPjCr C+PECI'P»C-

PsC, C,P°P»CIHPjPsCI'PePsPiC-Ch. P PsP-PIP&C,PsPe PSPuPNeCHPsPiP°C,C-C— P°P+Ps
PSPuPICHPé&C,Cr P-PsCRHPsPIPsPiPs PSPuCHPIP®, PsP+CrPjPsPIP»PuPSP&C...
P°PjC-PsPrP°CRPsPSPsPj, PIP&PjP°PiP°C” PIC-PrPjC-PSPé PiCHPuPiP°CHP°C,Cr,
PsCI'PeC-P»CHPePé PiCHPsPrPsPIPIPuPSPSCII P»C-PeCrPIP°PSPSCII PjPsPYPn
PiCHPEP-PIPuCI'C,Pé PrPs PiCHPsPiCHPuCI'CfPIP°PSPSCII PiPsCHCIrCEPuPSCH PrPs
CI'P»C-PiPsC,Pé (B«PuPsP+C-C+PSC- CHPuP°PeCtC-C—B»).

PyCIIPYPeC- C€PeC-CEHPSC- CEPuP°PeCtC-C—. PmPsPYCrC,CH PIP6PSP&PeP°C,Pé
PSPpP+PpP-PiPuC+PSC- PrP»CII PJP&C,C,CLI P°P+Ps PSP°PIC-C,CH P»PuC,P°P»CHPSC-
C€PeC-CHPSC- CEPuP°PeCtC-C—, C,P°PeC- CIIPe CI'PéPSPrCHPsPj
PYC,C-PIPuPSCI'P°BE“P”"PYPsPSCI'PsPSP° P°P+Ps C,PsPeCI'PEC+PSPEPNe
PpPiC-PrPuCEPjP°P»CHPSPEPN: PSPuPeCHPsP»C-P-. P] CHP°P-C- PiPsCLIPIPé PsP-PSP°Pe
P°P+Ps CI'P&éPjPiC,PsPjC-PI, C%oPs PIPeP°P-CFfCRC,CH PSP° CtC- CI'C,P°PSPé
(PSP°PiCHP&PeP»P°Pr, PiCHPsPiCHPuCI'CFCRC+P&PNe PIP&CI'PEPi PSP° CEPeC-CHC- P-
CrC,PIPsCHPuPSPSCIIPj PiCrC...PECEC-PI P°P+Ps CFrCHP°PIPuPSPSCILIPjPé CI'P»P&éP-PsPIPsC—
PsP+PsP»PsPSPePé), CI'P»C-Pr PSPuPiP°PNePSPs PiCHP&PiPEPSPEC,Pé P»C-PeCrPIP°PSPSCII
P°PjC-PsPrP°CHPsPSPsP;.



PyCIIPYPeP°® P+CFP°PrPéPeP°CEPrC-CII C,P° PiPsCEC4CE€PuPSPSCLI CI PuCFCtPuPIPsC—
PiCEPsPIC-PrPSPsCIC,C-. PYPiPsCI'C,PuCHC-PiP°P»P&CI'CI] PIP&PiP°PrPePé
PIPEPSP&PePSPuPSPSCII C,CIIPYPePsC—, PiPsC,PuPSCtC-PN:PSPs PSPuP+PpP-PiPuC+PSPsC—
PrP»CII PIP&C,C,CII P+CRP°PrPéPeP°CHPrC-C— C,P° PiPsCRHCIrCEPuPSCH
PiCHPsPIC-PrPSPsCI'C,C- Crf PiP°Ct+C-C”PSC,C-PI, CIIPeC- PiCHP&PNPjP°P»Pé
P°PjC-PsPrP°CEHPsPS Cr PePsPjP+C-PSP°CtC-C— P- CI'PsC,PsCI'P+CrPIC-CHPsPj C,P°
C-PSC€P&PjPé PiCRPsC,PéPIC-CECrCI'PSPéPjPé PiCHPuPiP°CEP°C,P°PjPé PiCHCIIPjPsC—
PrC-C— (PuPuPuP”) PrP»CII P»C-PeCrPIP°PSPSCII PiPuPiP°C,PéC,Cr PY, C,P°PePéPjPé CIIPe
PrP°PeP»P°C,P°CI'PIC-CH, CI'PéPjPuPiCHPuPIC-CE P°P+Ps P»PpuPrPéPiP°CI'PIC-CH.

P'CHP°PrPéPeP°CHPrC-CII P-P°P-PIPECEP°PNe PIPEPSPEPeP°P»P° PiCRPsC,CIIPiPsPj
PiPpCRHC-PsPrCr B PIC-Pr PrPuPeC-P»CHPePsC... PiPsPrPéPS PrPs PrPuPeC-P»CHPePsC...
PrPSC-PI, PiCHPsC,Pu CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PIPéPiP°PrPePé PiPsCIIPIPé
CI'P&PjPiC,PsPjC-PI C+PuCHPuP: PrPsPICEP&PN: CP°CIL’, P-PrPpP+C-P»CHCEPsPiPs
PiCHPsC,CLIPiPsPj 2 C,P&PYPSC-PI PiC-CI'P»CII PiPsC+P°C,PeCr PiCHPsC,PéPIC-CHCICI'PSPsPiPs
P»C-PeCrPIP°PSPSCIIB PiPuPiP°C,P&C,Cr PY (P’P“PY).

PiP°CtC-C”PSC,Pé, CIIPeC- PsC,CHPéPjCFCRC,CH P»C-PeCrPIP°PSPSCII
PiCEPpPiP°CHP°C,P°PjPé, C%oPs PjC-CI'C,CIIC,CH CI'PsC,PsCI'P+CrPIC-CH, PiPsPIPEPSPSC-
PiCHPEPN:PjP°C,Pé P°PjC-PsPrP°CHPsPS P»P&CE€Pu Ct CHP°P-C-
PSPuPiPuCRPpPSPsCI'PéPjPsCI'C,C- P°P+Ps PiCHPsC,PéPiPsPeP°P-P°PSPSCI] PrPs C-PSCEPEC...
P°PSC,PéP°CHP&C,PjC-C$PSP&C... P-P°CI'PsP+C-PI.

PIPeC%oPs PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII P°PjC-PsPrP°CEPsPSCT P-
C1PéPjPé P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé C” PSPuPsP+C...C-PrPSP&Pj,
PiP°CtC-C”PSC,P°Pj CHPuPePsPjPuPSPrCrC”C,CHCI'CLI PeP°CRPrC-PsPjPsPSC-C,PsCHPEPSPi PI
CrPjPsPIP°C... CI'C,P°CtC-PsPSP°CHCr PiCHPsC,CLIPiPsPj PiPnCHCEPEC... 48 PiPsPrPéPS
PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CtP&C... PjPuPrPéC+PSPéC...
PiCHPpPiP°CHP°C,C-PI, PiC-CI'P»CII C+PsPiPs PSPuPsP+C...C-PrPSPs P-PrC-PN.CI'PSCRPIP°C,Pé
PjPsPSC-C,PsCHP&PSPi P°PjP+CrP»P°C,PsCHPSPs P°P+Ps PiCHPsPIPsPrP&éC,Pé
CI'P°PjPsCI'C,C-PNePSP&PNe PjPsPSC-C,PsCHP&éPSPi C+P°CI'C,PsC,Pé CI'PuCHCtPuPIP&C...
CI'PePsCHPsC+PuPSCH C%oPsPrPSCII PiCEPsC,CIIPiPsPj C%oPsPSP°PN-PjPuPSCEPH
PiPuCRHCEPEC... 2 C,PEPYPSC-PI P»C-PeCrPIP°PSPSCII.

P— PsPiP»CLIPrCr PSP° C,CHP&PIP°P»P&PN: C+P°CI" PSP°PiC-PIPIPEPIPuPrPuPSPSCII
P°PjC-PsPrP°CHPsPSCT PeP°CHPrC-PsPjPsPSC-C,PsCEP&PSPi, PsPiPECI'P°PSPEPNe PIP&EC%oPy,
C,P°PePsP{ PSPuPsP=C...C-PrPSPs PiCHPsPIPsPrP&éC,Pé PiP°CtC-C”PSC,P°Pj, CLIPeC-
PiCEHP&PiP6PSP&P»Pé PiCHPEPNPjP°C,Pé P°PjC-PsPrP°CEPsPS PiCHPsC,CLIPiPsPj
PsCI'C,P°PSPSC-C... PrPuPeC-P»CHPePsC... PjC-CI'CLICtC-PI C- PjP°CRC,CH
CHPsP-PiPsC+P°C,Pé P»C-PeCrPIP°PSPSCII PiCHPuPiP°CEP°C,P°PjPé, C%oPs PjC-CI'C,CLIC,CH
CI'PsC, PsCI'P+CrPIC-CH, PsPeCHPuPjPs P°P+Ps PI PePsPjP+C-PSP°CtC-C— P- C-PSCEP&PjPé
PiCHPsC,PéPIC-CECrCI'PSP&PjPé PiCHPuPiP°CEP°C,P°PjPé PiCECLIPjPsC— PrC-C— (PuPuPuP”).

PJCI'C- PiP°CtC-C”PSC,P&, CIIPeC- P-P°CHP°P- PiCEP&PNPjP°CRC,CH> P°P+Ps
PSPC%oPsPrP°PIPSPs PiCEP&PN:PjP°P»Pé P°PjC-PsPrP°CHPsPS Cr PePsPjP+C-PSP°CtC-C— P-
P»C-PeP°CHCI'CHPePEPjPé P-P°CI'PsP+P°PjPé, C%oPs PjC-CI'C,CIIC,CI
CI'PsC,PsCI'P+CrPIC-CE, PiPsPIPEPSPSC- P+CrC,Pé PiPsPiPuCHPuPrPIPuPSC- PiCHPs
CI'P&PjPiC,PsPjPé P+CHP°PrPéPeP°CHPrC-C— C- PiPsCRHCrCEPuPSCH CI'PuCECTPuPIPSC—
PiCEPsPIC-PrPSPsCI'C,C-, P° C,P°PePsPY C—Pj PSPuPsP+C...C-PrPSPs
CEPuPePsPjPuPSPrCrPIP°C,Pé Cr CEP°P-C- PIPEPSPéPePSPuPSPSCII C,P°PePéC...
CI'P&PjPiC,PsPjC-PI PSPuPiP°PNePSPs P-PIPuCHPSCIC,PECI'CLI P-P° PjPuPrPéC+PSPsCh
PrPsPiPsPjPsPiPsCh.



PyPsCFCéCEPuPSPSCII, PiPsPIeF™ CLIP-P°PSC- C-P- PIP-P°C”PjPsPrC-CIIPjPé P- C-PSCEPéPjPé
P»C-PeP°CFCI CHhPePéPjPé P-P°CI PsP+P°PjPé. PPsPjP+C-PSP°C1C-C— (PrPéPI. CRPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSC£P&PjPé P»C-PeP°CHCI'CHPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSCE€C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB») P- C,P°PePéPjPé PiCHPuPiP°CEP°C,P°PjPé, ClIPe:

-BB B P+PpC,P°-P+P»PsPeP°C,PsCEP&, PsPeCRC-Pj CI'PsC,P°P»PsP»Cr
(PiCRPsC,PéPiPsPeP°P-P°PSP° PePsPjP+C-PSP°CtC-CII) C,P° PuCI'PjPsP»PsP»Cr
(PePsPjP+C-PSP°CtC-CI], CIIPeP°® PIP&PjP°PiP°C” P-P°PiPsP+C-PIPSP&C... P-P°C...PsPrC-PI
PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC-),

BB B PIPuCEP°PiP°PjC-P» C,P° PrP&P»C,C-P°P-PyPj

CI'P»C-Pr CEPsP-PiP»CIIPrP°C,Pé P»PéCEPp PrP»CII PiCEPsC, C-P»P°PeC,PéPePé
PSPuP+PpuP-PiPpC+PSPEC... PrP»CLI PIPEC,C,CLI CEP»CIPSPsCPePSPIPEC. .. P°CHPEC, PjC-Phe.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII P°PjC-PsPrP°CHPsPSCt PSPy
CHPpPePsPjPuPSPrCrC”C,CHCI'CII P- PSP°CI'C,CrPiPSPéPjPé P»C-PeP°CHCI' CHPePEPjPé
P-P°CI'PsP+P°PjPé:

CtP&PeP»PsCI'PiPsCRHP&PS, PrPéP»C,C-P°P-PuPj (PrP»CII C-PSBR™ C”PeCtC-PNe) P°P+Ps
PIPuCHP°PiP°PjC-P» (PrP»CII C-PSBE™ C”PeCtC-PNe), PrPuCIIPeC-
PiCHPsC,PéPiP°CRP°P-PEC,P°CRHPSC- P-P°CI'PsP+Pé (PiP°P»PsC,P°PSC,CRPEPS,
P»CRPjPuC,P°PSC,CHPEPS C,P° PiPuPSC,P°PjC-PrPéPS), PrPuCIIPeC-
PSPuPN.CHPsP»PuPiC,PéPePé (P°PjC-CI'CrP»CHPICEP&PT, C...P»PsCHPiCEPsPjP°P-P&PS,
CtC-P°PjPuPjP°P-PéPS, PrCRPsPiPuCHPEPrPsP», C,P»CrPiPuPSC,PéPeCI PSP,

C,P»CrC, PuPSP°P-P&PS, PiP°P»PsPiPuCRP&PrPsP», P»PuPIPsPjPuPiCEPsPjP°P-P&PS,
PiC-PjPsP-PéPr, PiC-PiP°PjPiPuCHPsPS, PiC-PiPsC,C-P°P-PéPS, CI'PuCHC,PEPSPrPsP»,
CI'CrP»CHPiC-CHPEPT, CI'CP»CHC,PsPiCHPEPT, C,C-P°PiCHP&PT,
P-CfPeP»PsPiPuPSC,PéPeCI'PsP»), C,C,PsCHC...C-PSPsP»PsPSPé (P-P° PIPEPSCIIC,PePsPj
P»PpPIPsC, P»PsPeCI'P°CtP&PSCY C,P° PjPsPeCI'P&C, P»PsPeCI'P°CtPEPSCr),
CI'C,PéPjCrP»CRCRCC- PiPsCI'P»P°P+P»CRCRC+C- P-P°CI'PsP+P¢, PjPuC,P°PrPsPS P°P+Ps
C, C-PSPiPsP»C-PjPsPr (PrPéPI. CRHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSC€P&PjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PNeB»).

PyPsCHC2CEPuPSPSCII, PiPsPI8F™ CLIP-P°PSC- P- PrPsPiPsPjC-PYPSPéPjPé
CBPuC#PsPIP6PSP°PjPé. P\PuPNe P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ PjC-CI'C,PéC,CH
P»P°PeC,PsP-Cr, C,PsPjCt PSPp CRPuPePsPjPuPSPrPsPIP°PSPEPN: PrPs
P-P°CI'C,PsCI'CrPIP°PSPSCI]I PiP°CtC-C”PSC,P°Pj C-P:
PSPuPiPuCRPuPSPsCI'PéPjC-CI'C,CR PiP°P»P°PeC,PsP-Pé, PrPuC, C-CtPéC,PsPj
P»P°PeC,P°P-Pé P°P+Ps CI'PéPSPrCEHPsPjPsPj PjP°P»CHP°P+CI'PsCHP+CtC-C—
PiP»CRPePsP-Pé C- PiP°P»P°PeC,PsP-Pé (CRC-PrPeC-CI'PSC- CI'PiP°PrPePsPIC-
P-P°C...PIPsCRCRPIP°PSPSCI]).

P+P»PuPeC,CBPsP»C-C,PSC- PiPSCBCCEPUPSPSCLI, PsCI'PsP+P»PEPIPs
PiC-PiPsPeP°P»C-C"PjC-CLI: PIP°PYP»P&PIPs PICKP°C...PsPIC{PIP°C,Pé P+Cr-PrCHh-CIIPeCr
CI'P&C,CFP°C{C-Ch, PiCHPé CLIPeC-PNe Cf PiP°C+C-C”PSC,P° PjPsP{Pu P+CtC,Pé
CHP&P-PéPe PIPEPSP&PePSPuPSPSCLI PiC-PiPsPeP°P»C-C”PjC-C—, PsCI'PeC-P»CHPePé
PiC-PiPsPeP°P»C-C”PjC-ClI PjPsPYPp PiCEPsPIPsPeCrPIP°C,Pé

PiCHPsP°CEP&C, PiPsPiPuPSPSC- PuC, PuPeC,Pé. P“C-PiPsPeP°P»C-C”PjC-Ch
PSPuPsP+C...C-PrPSPs CFCI'CPSCIC,Pé PrPs PiPsC+P°C,PeCr
P-P°CI'C,PsCI'CtPIP°PSPSCII P°PjC-PsPrP°CEPsPSCE.



P&PpuP+P°PIP°PSC- PuC,PuPeC,Pé, P-P°P-PSP°C+PuPSC- PSPEPYCHPy, PSP°PNC+P°CI'C,C-CEPp
PiPsPIBR ™ CIIP-P°PSC- P- PSP°PrPjC-CEPSP&Pj PiCEP&PN:PsPjPsPj P»C-PeP°CEHCI CEbPePsPiPs
P-P°CI'PsP+Cf; C—C... PjPsPIPSP°® CfPSP&PePSCIC,Pé P°P+Ps PjC-PSC-PjC-P-CtPIP°C,Pé
CEPuC,PuP»CHPSPEPj PrPsC,CEP&PjP°PSPSCLIPj PjC-PSC-PjP°P»CHPSPsC—
PiC-PrC,CEP&PjCICRCHPsC— PrPsP-Pé.

PuC-Pr C#P°CI* P»C-PeCfPIP°PSPSCII PiCEPHPiP°CEP°C,PsPj PiP°CtC-C”PSC,P°Pj
CHPpPePsPjPuPSPrPsPIP°PSPs CFPSP&PeP°C,Pé CI'PsPSCLICPSPsPiPs PsPiCHPsPjC-PSPuPSPSCII
P°P+Ps PIPIPEPIP°C,Pé P-P°C...PECI'PSC- P-P°C...PsPrPé PiCEPsC,Pé CI'PsPSCLIC+PSPsPiPs
PsPiCHPsPjC-PSPuPSPSCLI.

P‘PpP-PiPpPeP® C,P° PuC,PuPeC,PEPIPSC-CI'C,CH P°PjC-PsPrP°CEPsPSCt Ct PrC-C,PuPNe PSPp
PsCtC-PSCRPIP°P»P&CI'CII Cr PePsPSC,CHPsP»CHPsPIP°PSPEC... PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPYPuPSPSCIIC....

P§SPuUCHPHP: PjPsPP»P&PIPn PiC-PrPIPEC%0PpPSPSCII PiPsCHPsPiP°

PrPuC, C-P+CHP&P»CIICtC-C— C,P°/P°P+Ps PiPsCHPsPiP° CI'C,PéPjCrP»CLICtC-C— Cr
PiP°Ct+C-C”PSC,C-PI P- C-PjPiP»P°PSC,PsPIP°PSP&éPjPé CI'PuCHCtPuPIPEPjPé

PrPuC, C-P+CHP&P»CIIC,PsCRP°PjPé P°P+Ps PeP°CRHPrC-PsCI'C,PéPjCIrP»CIIC,PsCRHP°PjPé
PSPuPsP=+C...C-PrPSPs PiPuCHPuPIC-CHCLIC,Pé CtPpuPNe PiPsCHC-Pi PrPs
P-P°CI'C,PsCI'CrPIP°PSPSCII P°PjC-PsPrP°CHPsPSCr C,P° PeC-P»CHPeP° CRHP°P-C-PI
PiC-CI'P»CLI PiPsC$P°C,PeCr PNePsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII, P° C,P°PePsPq
PePsPYPSPsPiPs CHP°P-Ct PiCEPé PePsCHP&PiCIPIP°PSPSC- PrPsP-Pé PiCHPuPiP°CHP°C,CF.

PhPSPuCI'C,PuP-C-CII. PHPSPuCI'C,PuP-C-PsP»PsPi PjP°C” P+CrC,Pé
PiPsPiPuCEHPpPrPIPuPSPEPNe PiPuCEPHPr PsPiPuCHP°CC-C”CR PiCHPs C,Pp, C%oPs
PiP°CtC-C”PSC, PiCEP&PN:PjP°C” P°PjC-PsPrP°CEPsPS.

PuPsP+C-C$PSC- PuC,PuPeC,Pé C...CHPsPSC-C+PSPsPiPs P»C-PeCrPIP°PSPSCII
P°PjC-PsPrP°CEPsPSPsPj PjPsP{Pu PiPsCI'PéP»CRPIP°C,Pé PiPuPjPsPrPéPSP°PjC-C+PSPEPN:
CEP&P-PéPe, PiPsPIBE ™ CLIP-P°PSPEPNe C-P- P-P°PiP°P»CHPSPsCh P°P+Ps PjC-CI'C+PpPIPsCh
P°PSPuCI'C,PuP-C-C”CHh. P!C- PuC, PuPeC,Pé PIPeP»CRC+P°CRC,CH, P-PsPeCHPuPjP°,
P+CHP°PrPéPeP°CHPrC-Ch, P°CHEC,PuCHC-P°P»CHPSCT PiC-PiPsC,PpPSP-C-CHh,
P-PjPpPSCEPuPSPSCII CI'PuCHCPuPIPsPiPs PIPéPeP&PrCr C,P° PiPsCHCrCEPuPSPSCII
CI'PuCHCtPpuPIPsC— PiCHPsPIC-PrPSPsCI'C,C-.

PmCHC-Pj C,PsPiPs, PrPuCIIPeC- PIPEPiP°PrPePé PiPsCI'C,CHPsPiPs
CHPuCI'PiC-CHP°C,PsCHPSPsPiPs PrPéCI'C,CHPuCI-CI' PéPSPrCHPsPjCr
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cf CHP°PSPSCH>PsPjCr
PiC-CI'P»CIIPsPiPaCHP°CtC-PNePSPsPjCr PiPuCHC-PsPrC- Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
PsC,CHP&PjCrPIP°P»Pé P°PjC-PsPrP°CHPsPS. PJ P-PIRF™ CILIP-PeCr P- CtPéPj
CHBPpPePsPjPpPSPrPsPIP°PSPs P-PrC-PNeCI'PSCRPIP°C,Pé P-P° C,P°PeP&PjPé
PiP°CtC-C”PSC,P°PjPé CEPuC,PuP»CHPSP&PN. PSP°PiP»CIIPr PiC-Pr C+P°CI’ CEC,CrC+PSPsC—
PIPuPSC,PéP»CIICtC-C— P»PuPiPpPSCH> (PrPéPI. CHPsP-PrC-P» B«PuPsP+C-C$PSC-
CRPpP°PeCtC-C—B»).

PuPuCHPIPEPSPSP® PrPéCI'C,CéPSPeCtC-CII C,CEP°PSCIPiP»P°PSC,P°C,P° PiC-CI'P»CLI
C,CEP°PSCI'PiP»P°PSC,P°C+C-C— CI'PuCHCICII

P] CHPuC,CRPsCI'PiPuPeC,PEPIPSPEC... PrPsCI'P»C-PrPIPuPSPSCIIC... Crf
CHPuCtPéPiC-C”PSC,C-PI C,CHP°PSCIPiP»P°PSC,P°C,P° P-P°CI'C,PsCI'CfPIP°PSPSCII
P°PjC-PsPrP°CHPsPSCr PiPuCHPuPr PIPéPePsPSP°PSPSCIIPj C,CHP°PSCIPiP»P°PSC,P°CtC-C—



CI'PuCHC1CII P+CrP»Ps P°CI'PsCtC-PNePsPIP°PSPyu P- PiC-PrPIPéC%oPuPSPSCIIPj CHPEP-P&PeCr
PiPuCHPIPEPSPSPsC— PrPéCI'C,CrPSPeCtC-C— C,CHP°PSCI'PiP»P°PSC,P°C,P° (PuP”Py).

PuP”P§j C” PSPuP+PuP-PiPuC+PSP&Pj PrP»CLI PIP&C,C,CLI CXCI'PeP»P°PrPSPuPSPSCLIP]
PiC-CI'P»ClI C,CRHP°PSCI PiP»P°PSC,P°C+C-C— CI'PuCHC1ClI, CLIPePp
PiCEPsCLIPIP»CILIC”C,CIbCI'CLI Cf PiPuCECEC- 24 PiPsPrP&PSPé PiC-CI'P»ClI
C,CRP°PSCI'PiP»P°PSC,P°C+C-C— PrPéCI'C, CrPSPeCC-C”CR P»C-PIPsPiPs CEP»CIPSPsCPeP°,
PiCEP°PIPsPiPs CEP»CIPSPSCPeP® P°P+Ps PsP+PsC... CEP»CIPSPsCPeC-PI, PrP»ClI CLIPePsC—
PSPu PjPsPYPp P+CfC,Pé C-PrPuPSC,PéC, C-PePsPIP°PSP® PSC-CLIPeP® PIC,PsCEPEPSPSP®
PiCEP&CPEPSP® (PrPEPL. CEHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CtPIP°PSPSCIIB»). PyCLIPIPeP°® PuP”Py PjPsPPu P+CrC,Pé
PSPuPsP+PsCEPsC,PSPsCE.

PkPpPsP+C...C-PrPSPs CRPsP-PiP»CIIPSCIC,Pé PjPsPYP»P&PIC-CI'C,CH CIIPePsPjPsPiP°
P+C-P»CIHC€ CRHP°PSPSCHPsPiPs PiCRHP&éP-PSP°C+PuPSPSCII
P°P»CHC,PuCHPSP°C,PEPIPSPsPiPs P°PSC,PEP°CRP&C,PjC-C+PSPsPiPs PiCEPuPiP°CEP°C,Cr
PiPpCHPpPr C,CHP°PSCIPiP»P°PSC,P°CtC-C”Ch PiP°CtC-C”PSC,P°Pj, CIIPeC-
PsC$C-PeCrCRC,CH PsC,CHPEéPjP°PSPSCII CI'PuCHCtPuPIPsPiPs C,CHP°PSCIPiP»P°PSC,P°C,P°.

P—P°CI'C,PsCI'C4PIP°PSPSCII Cé PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCECéPrPrCR.

P’P°PiC-C,PSC-CI'C,CEb. P] PrPsCI'P»C-PrPIPuPSPSCIIC... PSP° C,PIP°CEP&PSP°C... PSPy
P+CfP»Ps PIP&CLIPIP»PuPSPs PYPsPrPSP&C... C,PuCEP°C,PsPiPpPSPSPEC. .. PuC,PpPeC,C-PI,
C,PsPjCf PSPy PsC$C-PeCrC”C,CHCI'CII PuC, PuPeC,C-PI PjP°P»CHbC, PsCEPjP°CtC-C— Cf
P»CRPrPuPNe. PkP® CI'CHbPsPiPsPrPSC-CEPSC-PNe PrPpPSCH CHPuCHPsPIPEPSP&, CLIPeC-
CI'PiCRP&CHP&PSCLICRC,CH PIPEPSP&PePSPUPSPSCLI PIP°Pr CEPsP-PIP&C,PeCt Crt
P»CRPrPuPNe, PIPECLIPIPEP»PECI'CLI C,PuCEP°C,PsPiPuPSPSP&PjPé Ct C,PIP°CEP&PS PiC-Pr
C$P°CI" PrPsP+CEPy PiCEPsPIPRPrPuPSPEC. .. PrPsCI'P»C-PrPPuPSCH Ct PrPIPsC...
PIP&PrC-PL.

P’C-PrPiPsPIC-PrPSP&C... PeP»C-PSC-C+PSPEC... PrP°PSPEC... PSPuPrPsCI'C,P°C,PSCIbPs
PrP»CLI PsCtC-PSPeP& PjPsPP»P&PIP&C... C,PuCHP°C,PsPiPuPSPSPEC. .. P°P+Ps
C,,PuC,PsC,PsPeCI'P&C+PSP&C... PuC, PuPeC,C-PI P°PjC-PsPrP°CEPsPSCr PiCEPé PN:PsPiPs
PIPIPuPrPuPSPSC- Ctf P»C-PeCrPIP°P»CHbPSPEC... PrPsP-P°C... Cf PiPuCEC-PsPr 1
C,CHP&PjPuCI'C,CHCY PIP°PiC-C,PSPsCI'C,C-.

PhCI'PeC-P»CHPePé C%oPéC,PSPIPEPIPSP°® P-P°P»PsP-P° PiP»PsPrP° PiPsCPéPSP°C”
P-PIER ™ CLIP-CfPIP°C,Pé PNePsPr P- 14 C,PéPIPSCII, PSPu PsC+C-PeCrC”C,CHCICI]
PSC-CIIPePsPiPs PIPiP»P&PICT PSP° PuPjP+CHC-PsPSP°P»CHPSCT C%o0P&C,PsPIPEPrPSCY
P-P°P»PsP-Cr, CIIPeC%oPs PiCHPuPiP°CRHP°C, P-P°CI'C,PsCI'PsPICIFPIP°PICI'CII PrPs CtCHhPsPiPs
CP°CICr.BBB

PkP°PrPjC-CHPSP° PeC-P»CHPeC-CI'C,CH PNePsPrCt, C%oPs PSP°PrC...PsPrPéC,CH PrPs
PsCHPiP°PSC-P-PjCr PiCRPé P-P°CI'C,PsCI'CFPIP°PSPSC- PrP°PSPsPiPs
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr, PI PiPpCRC-PsPr PiCEP&PN:PsP;jCr
PiCRPpPiP°CHP°C,Cr PjPsPYPp PiCHPEP-PIPuCI'C,Pé PrPs PIPEPSPéPePSPuPSPSCII
PiC-PiPsC,P&CHPuPsP-Cr Ct PiP»PsPrP° P°P+Ps PSP°PIC-C,CH PrPs CHPsP-PIP&C,PeCr
PeP»C-PSC-C+PSPsC— PeP°CHC,PéPSPé PiC-PiPsC,PECHPuPsP-Cr PiP»PsPrP°® (CHPsP-PIPEC,PsPe
P-PsP+P°).



P’CEP°C...PSPICFCRC1Pé PIPiP»P&PI P°PjC-PsPrP°CHPsPSCr PSP° C%o0PéC,PsPIP&PrPSCr
P-P°P»PsP-Cr PiP»PsPrP°, CtPuPNe PiICHPpPiP°CEP°C, PiICHPsC,P&éPiPsPeP°P-P°PSPEPN. P+ PPt
C,CHPéPjPuCI'C,CRHCt PIP°PiC-C,PSPsCI'C,C-.

PyPuCEC-PsPr PiPsPrC4PIP°PSPSCII PiCFC4PrPrCR. PhPjC-PsPrP°CHPsPS C,P° PN:PsPiPs
PjPuC,P°P+PsP»C-C,Pé, CEP°P-PsPj C-P- PNePsPr'PsPj, PuPeCI' PeCRPuC,CrCRC,CHCICLI PI
PiCHCIPrPSPu PjPsP»PsPePs Ct P+C-P»CHCEC-PNe PeC-P»CHPePsCI'C,C-, PSC-PY PIC-PS
PSP°CIIPIPSP&PN: Ct PiP»P°P-PjC- PjP°C,PuCEC-. P’CRP°C...PsPICFCRC+Pé CHPEP-PéPe
CEPsP-PIP&C,PeCt PiC-PiPsC,P6CHPUPsP-Ct PI PSPuPjPsPIP»CLIC,Pé, PiPsPrCrPIP°PSPSCII
PiCRCIPrPrCR PiCEPsC,PéPiPsPeP°P-P°PSPy Cr PiPpuCHC-PsPr P»C-PeCrPIP°PSPSCII
P°PjC-PsPrP°CEPsPSPsPj.

P—Prp°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CHh CFPuP°PeCtC-C— PiCEPé
PePuCEFCEPIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCFC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé. PYP»C-Pr PICEP°C...CfPIP°C,Pé PjPsPP»P&PIC-CI'C,CH
CEPsP-PIP&éC,PeCr PiPsP+C-C+PSPEC... CRPuP°PeCtC-PNe P- P+PsPeCr PSPuCHPIPsPIPSC—
CI'PECI'C,PpPjPé C,P° PsCEPiP°PSC-PI P-PsCHCT.

PYPiPsCI'C-P+ P-P°CI'C,PsCI'C4PIP°PSPSCII C,P° PrPsP-Pé.

PyPsC#P°C,PePsPIPy P»C-PeCSPIP°PSPSCII. P—PIP&C+P°PNPSP® CEPpPePsPjPuPSPrPsPIP°PSP°
PrPsP-P° PiCEPuPiP°CEP°C,Ct 8 PiPs 200 PjPi (1 C,P°P+P»PuC,PeP°) 3 CHP°P-Pé PSP°
PrPsP+Cr PICRPsC,CLIPiPsPj 8-10 PrPSC-PI. P] PrPuCLIPeP&C... PIPEPiP°PrPeP°C...B
PiP°C+C-C”PSC,Ct PjPsPYCtC,Ctb P-PSP°PrPsP+P&C,PéCI'CLI P+C-P»CHCE PIPECI'PsPeC-
PrPsP-Pé (4-5 C,P°P+P»PuC,PsPe PSP° PrPsP+Cr), P°P»Py P-P°PIPYPrPé PiCEPsC,CLIPiPsP;
PePsCEPsC,PePsPiPs PiPpCEC-PsPrCt C+P°CI'Cr C,P° PiC-Pr
PpP»PpPeC,CEPsPeP°CHPrC-PsPiCHP°C, C-CPSP&P] PePsPSC,CEPsP»PyPj.

PuC-PrC,CEPéPjCéCRC#Pu P»C-PeCéPIP°PSPSCII. PYP»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé
PjC-PSC-PjP°P»CHPSCt PuC, PuPeC,PéPIPSCT PrPsP-Cr, CIIPeP°® P+CrPrPu
C-PSPrPéPIC-PrCrP°P»CHPSPsCh PrP»CII PePsPYPSPsPiPs PiP°CtC-C”PSC,P°, C- PjPsPfPu
CI'C,P°PSPsPIP&C,Pé PIC-Pr % C,P°P+P»PuC,PePé PSP° PrPsP+Cr (1 C,P°P+P»PuC,PeP®
PePsPYPSC- 2 PrPSC-) PrPs 2 C,P°P+P»PuC,PsPe PSP° PrPsP+Cr.

P”C-C,Pé. P'PuP-PiPuPeP° C,P° PuC, PuPeC,PéPIPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII
P°PjC-PsPrP°CEPsPSCt Cf PrC-C,PuPNe PSPp PICI'C,P°PSPSPIP»PuPSC-, C,PsPjCrB
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CHP°C,Ct PrC-C,CLIPj PSP
CHPuPePsPjPuPSPrCrC”C,CHCI'CLL PKP°CIIPIPSC- PSP°CEP°P-C- PrP°PSC- PIPeP°P-P°PSC- PI
CHPsP-PrC-P»C- B«PxP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPSCI'C,C-B».

PuPuCEPuPrPsP-C4PIP°PSPSCII. P'PéPiP°PrPePé PiPsCI'C,CHPsPiPs
PiPpCHPuPrPsP-CfPIP°PSPSCII P°PjC-PsPrP°CEPsPSCT PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC-
PIPSCrC,CHC-CEPSCIbPs PSPuPrPsCI'C,P°C,PSCHPs PrPsPeCtPjPuPSC,PsPIP°PSC-.
P—P°C,C-PeCI'PSPIP°PSPs PeC-P»CHPeP° PIP&PiP°PrPeC-PI PIPEPSP&PePSPUPSPSCILI
CI'PEPSCICI'PsPIPsC— P+CRP°PrPéPeP°CRPrC-C—, CEP»CIPSPsCPePsPIPEC. ..



P°CHPEC,PjC-PNe, PsCI'PsP+P»P&PIPs B«torsades de pointesB», C,P° CFrCHP°PIPuPSPSCII
PiPpC$C-PSPePé. P>C-PeCrPIP°PSPSCII PjP°C” P+CrC,Pé CI'PéPjPiC,PsPjP°C,PEéCPSP&P;.
P’CHP°C...PsPICFCRC1Pé C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPEPNe PiCHPsC, C-P»CH
CtCHPsPiPs PiICEPuPiP°CEP°C,Ct, CHPuPePsPjPpPSPrPsPIP°PSPu
PjPsPSC-C,PsCHCIPIP°PSPSCII CI'C,P°PSCr PiP°CtC-C”PSC,P°, PsCI'PsP+P»P&PIPs

C, CfPSPeCtC-C— CI'PuCECtCII, PiCHPsC,CLIPiPsPj PrPsCI'PéC,CH C,CHPEPIP°P»PsPiPs
PiPuCHC-PsPrCr.

PHPjC-PsPrP°CRPsPS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé PSPp PIPEPIPsPrCLIC,CHCI'CII P-P°
PrPsPiPsPjPsPiPsCh PrC-P°P»C-P-Cr.

PyPsP+C-C#PSC- CHPuP°PeCtC-C—. PyuPsP+C-C$PSC- PuC,PpPeC,Pé
PeP»P°CI'PEC, C-PePsPIP°PSC- P-P° CI'PECI'C,PuPjPsCh PsCHPiP°PSC-PI C,P° C+P°CI'C,PsC,PsCh
PIPEPSP&PePSPuPSPSCII:

PrCrPYPp C+P°CI'C,Ps (= 10 %); CfP°CI'C,Ps (= 1 %, < 10 %); PSPuCtP°CI'C,Ps (= 0,1 %, < 1 %);

CHC-PrPePs (= 0,01 %,B < 0,1%); PrCfPYPu CEC-PrPePs (< 0,01 %), C+P°CI'C,PsC,P°
PSPUPIC-PrPsPjP° (PSPuPjPsPYP»P&PIPs PsC+C-PSPEC,Pé P-P° PSP°CLIPIPSP&PjPé PrP°PSPEPjPé).

P PsP-P»P°PrPé P- P+PsPeCr PsCHPiP°PSC-PI P-PsCHCr.

P”C3PPu C+P°CI'C,Ps. PuC-PeCHPSPrPuPiPsP-PéC,Pé Cr CEPsPiC-PICtC-, PjP°PNeP{Pp Cr
PICI'C-C... PrPSCEPsCI'P»P&C... PsCI'C-P+, P-P°P-PIP&C#P°PNe P-PSP°C...PsPrCLIC, CEhCI'CII Cr
PjPuPYP°C... PrC-P»CIIPSPePé PiC-Pr P-C-PSPECPuCR, CLIPeC- PSPu PIP&PjP°PiP°CRC,ClHb
PIC-PrPjC-PSPé P°PjC-PsPrP°CHPsPSCY. P] PIP&PeP»CRCHPSPEC. .. PIP&PiP°PrPeP°C... PIPsPSPé
P°CI'PSCtC-PNePSPIP°PSC- P- PePsP»CIbPsCHPsPIP&PjPé PiP°P»Ps Pl
PsCI'P»C-PiP»CRCRC$PsPjCt CI'PIC-C,P»C- P°P+Ps C-P- P-P°C,C{PjP°PSPuPSPSCIIPj P-PsCRCE.

PmC-PeCHPsPrPuPiPsP-PéC,Pé Ct CHPsPiC-PICtC- PiCRPuPrCI'C,P°PIP»CIICRC,CH CI'PsP+PsCh
CI'PeP»P°PrPSC- P»C-PiC-PrPSC- PIC-PrPeP»P°PrPuPSPSCII C,P° P-P°PIPYPrPé C”
PiPsPIPSC-CI'C,Ch PsP+PsCHPsC,PSPéPjPé PiC-CI'P»CII PIC-PrPjC-PSPé PiCHPuPiP°CHP°C,Cr.

P”C3PYPu CEC-PrPePs. PkPuPN.CEPsPiP°C,C-ClI P-PsCEPsPIPsPiPs PSPuCEPIP° (PSPuPICEHP&C,
P-PsCHPsPIPsPiPs PSPuCHPIP®),B P- PSPuC+C-C,PeC-CI'C,Ch C,P° PiPsPiC-CHCEPUPSPSCIIP]
P-PsCECF, P° C,P°PePsPY, P-P° CHPRP-CtP»CHbC,P°C,P°PjPé PsPiP»CLIPrCt PsC+PSPsPiPs PrPSP®,
P- PSP°P+CHCLIPePsPj CI'PsCI'PeP° P-PsCEPsPIPsPiPs PSPUCEPIP®, C%oPs PjPsPIPu
PiCEPsPiCEPuCI'CPIP°C,Pé PrPs P+C-P»CIHbCE P°P+Ps PjPuPSCE C,CLIPYPePsPiPs
P-PSP&PPuPSPSCII PiPsCI'C,CEPsC,Pé P-PsCECY. PuCEP&CPEPSPSPs-
PSP°CI'P»C-PrPePsPIP&PN: P-PIER™ CLIP-PsPe CtCHbPsPiPs PiPsP+C-C+PSPsPiPs CIIPIPEC%oP° P-
PiCHP&PN:PsPjPsPj P°PjC-PsPrP°CEPsPSCY PSP° CI'CHhPsPiPsPrPSC-CEPSC-PNe PrPuPSCH PSPy
PICI'C,P°PSPSPIP»PuPSP&PNe. PuCEPsC,Pp Ct CEP°P-C- PIC-PrCI'CfC,PSPSCI'C,C- C-PSCEPEC...
PsC+PuPIPEPrPSP&C... PICEPECPEPS CHPsP-PIPSC,PeCt CtCEbPsPiPs PiPsP+C-C4PSPsPiPs
CLIPIP8C%oP° CHPuPePsPjPuPSPrPsPIP°PSPs PIC-PrPjC-PSP&C,Pé P°PjC-PsPrP°CEPsPS.

P PsP-P»P°PrPé P- P+PsPeCr C€PeC-CHPé C,P° PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPePSPe.




P”CéPYPu CtP°CIC,Ps. PxPsC,PsCI'PuPSCI'PéP+C-P»C-P-P°Ct+C-CII.

P PpPePsPjPuPSPrPsPIP°PSPs CrPSP&PeP°C,Pé PIPiP»PEPICt CI'PsPSCIIC+PSPsPiPs
PIPéPiCHPsPjC-PSCRPIP°PSPSCII (C,P° CrP»CHC,CHP°C, C-PsP»PuC,PsPIPsPiPs
PIP&PiCEPsPjC-PSCRPIP°PSPSCII PI CtC-P»PsPjCr) PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII
PiCEPpPiP°CHP°C,PsPj.

P§P°CI'C,Ps. PuC-PiPjPuPSC,P°CtC-C— C€PeC-CEHPé CI'PEPSCECEPSPsPiPs P°P+Ps
CI'P6PSCRCEPSPs-CI'C-CEPsPiPs PePsP»CHPsCECY, CLIPeC- PIPEPSP&PeP°CRC,CHb PSP° C,P»C-
C,CHP&PIP°P»PsPiPs PiCEP&PN:PsPjCt PIP&CI'PsPeP&C. .. PrPsP+PsPIPEC... PrPsP-
PiCHPpPiP°CHP°C,Cf C,P° PiPsPIC-P»CHPSPs P-PSP&PeP°CRC,CH PiC-CI'P»ClLI PIC-PrPjC-PSPé
PiCHPpPiP°CHP°C,Ct (PiCEPsC,CLIPiPsPj 10-24 PjC-CI'CLICtC-PI).

P”CéPYPu CEC-PrPePs. P+CHP&C,PuPjP°® PSP® C,P»C- PiCEPsPjPuPSPuPIPsC— C,PuCEP°PiC-C—.
PEPeC-CEPSC- PIPECI'PEPiP°PSPSCII, P-P°P-PIP6C+P°PNe PSPuCI PiPpCtP6C, C-CPSC-.
P+PeCI'C, PsP»C-P°C,P&PIPSP&PN: PrPuCEHPjP°C,PéC,, C...PsCiP® PiCEP&C+PEPSPSPs-
PSP°CI'P»C-PrPePsPIP&éPNe P-PIsR™ CLIP-PsPe CTCHPsPiPs PiPsP+C-C+PSPsPiPs CIIPIP&C%oP° P-
PiCEHP&PN:PsPjPsPj PiCHPRPiP°CEP°C,Ct PSP® CI'CEbPsPiPsPrPSC-CEPSC-PNe PrPuPSCH
C#C-C,PePs PSPy PICI'C,P°PSPSPIP»PuPSP&PNe. PhP»PsPiPuCC-CLL

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: P+PeP-PuPjP°. PYCLIPYPeC-, C-PSPsPrC-
CI'PjPuCHC,PuP»CHPSC-, CEPeC-CEPSC- CEPuP°PeCtC-C—, Cr C,PsPjCt C+P&CI'P»C-
C,PsPeCI'PéC+PSP&PNe PpPiC-PrPuCHPjP°P»CHPSP&EPN: PSPuPeCHPsP»C-P- (CI'PéPSPrCEPsPj
P>P°PN:C"P»P»P°) C,P° CI'PéPSPrCHPsPj PYC,C-PIPpPSCI'P°-P”PYPsPSCI'PsPSP°.
P‘CrP»CHPsP-PSP&PN: PrPuCHPjP°C,PéC,. PYPEPSPrCHPsPj DRESS
(PjPuPrPéPeP°PjPuPSC,PsP-PSPu PIPECI'P&PiP°PSPSCII P- PuPsP-P&PSPsC,C-P»C-C”Ch C,P°
CI'PECI'C,PpPjPSPsCh CI'P&PjPiC,PsPjP°C,PéPePsCR).

P+PSPrPsPeCHPePSPSC- CRPsP-P»P°PrPe.

P PsP-P»P°PrPé P- P+PsPeCr PuPSPrPsPeCRPEPSPSPsC— CI'PECI'C,PuPjPé.

PuPsP+C-C+PSC- PuC, PuPeC,Pé P- P+PsPeCr C%oPeC,PsPIPEPTPSPsC— P-P°P»PsP-Peé.

P”C3PYPu C#P°CI'C,Ps. P—P° PIP&PSCLIC, PePsPj PIP&PiP°PrPeC-PI, PePsP»Pé PiCEP&CICrC,PSC-
PeP»C-PSC-C$PSC- PsP-PSP°PePé PrPéCI'C, CFPSPeCTC-C— C%oP&C, PsPIPEPrPSPSC—
P-P°P»PsP-P§, B«PSPp PiPsPIEF ™ CIIP-P°PSC- P- PiCEP8PN:PsPjPsPj PiCEPuPiP°CEP°C,CtB>
P-PjC-PSPé P- P+PsPeCr PIPjC-CI'C,Cr PiPsCEPjPsPSC-PI C%oP&C,PsPIPPrPSPsC— P-P°P»PsP-Pé
Ct PeCEHPSPIC- (P-P+C-P»CHCEPUPSPEPNe CEC-PIPRPSCH T4, PSPSCEPjP°P»CHPSPEPNe P°P+Ps
PrPuC%oPs P-PjPuPSCEPUPSPEPNe CHC-PIPUPSCH T3) PSPp PIP&PjP°PiP°CRC,CH
PIC-PrPjC-PSP& PiCKPuPiP°CEP°C,Cr.

P§P°CI'C,Ps. P“C-PiPsC,PéCHPuPsP- PsP+CrPjPsPIP»CRC” C,PéPiPsPIC- CI'PéPjPiC,PsPjPé:
P-P+C-P»CHCEPpPSPSCII PjP°CI'Pé C,C-P»P°, PSPuPiPuCEPpPSPsCI'PEPjC-CI'C,CH
C...PsP»PsPrCr, P°PiP°C,C-CI], CI'PsPSP»PéPIC-CI'C,CH. P—PSP°C$PSPu
PiC-PrPIP&C%oPuPSPSCII CEC-PIPSC-PI PyPyP* PiC-PrC,PIPuCHPrPICrC” CtPuPNe
PrC-P°PiPSPsP-. PuuC-CI'P»CI] PiCHP&éPiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII
PiCEPpPiP°CHP°C,PsPj PSPsCEPjP°P»CHPSP® C, CrPSPeCtC-CII C%o0P&C,PsPIPEPrPSPsC—
P-P°P»PsP-Pé PiPsCI'C,CrPiPsPIPs PIC-PrPSPsPIP»CRC”C,CHCI'CLI PIPiCEPsPrPsPIPq
PiPuCHC-PsPrCr PIC-Pr 1 PrPs 3 PjC-CI'CLICtC-PI. P’C-PrPjC-PSP° PiCEPuPiP°CHP°C,Ct PSPu
PsP+PsPI8R ™ CLIP-PePsPIP°: Cr PIPéPiP°PrPeCr, PePsP»Pé P-P°CI'C,PsCI'CrPIP°PSPSCII



P°PjC-PsPrP°CEPsPSCt PSPuPsP+C...C-PrPSPy, P»C-PeCrPIP°PSPSCII C1PéPj
PiCHPpPiP°CHP°C,PsPj PjPsPIPSP°® PiCEPsPrPsPIP{CrPIP°C,Pé Cr PePsPjP+C-PSP°CtC-C— C-P-
P-P°PjC-CI'PSPsCHh PiPsCHPjPsPSP°P»CIHPSPsCh C,PuCHP°PiC-C”Ch PiPsCHPjPsPSP°PjPé
C%oPéC,PsPIPEPrPSPsC— P-P°P»PsP-Pé C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj
P»PpPIPsC,PéCHPsPeCI'PéPSCT. P”PsP-Pé L-C,PéCHPsPeCI'PéPSCr PjPsPICrC,CH P+CrC,Pé
PIC-PrPePsCHP&PiPsPIP°PSC-B P-P°P»PuPYPSPs PIC-Pr CRHC-PIPSC-PI P{P{P".

P“C-PiPpCHC,PECEPuPsP- PICI'C,P°PSPsPIPEC,Pé PIP°PYC+Pyu: CI'P&PjPiC,PsPjP°C,PéPeP®
PjPuPSC€ PIPECHP°PIPuPSP° (PSPuP-PSP°C+PSPyu P-PjPuPSCEPUPSPSCII PjP°CI'Pé C,C-P»P°,
C%oPs PSP PjP°C” PiCHP&C+P&PSPé, PSPuPrPsCI'C,P°C,PSCII PuC,PuPeC,PEPIPSC-CI'C,CH
P°PSC,P&éP°PSPiC-PSP°P»CIHPSPEC... C,P°/P°P+Ps P°PSC,PéP°CHP&C,PjC-C+PSPEC...
P»C-PeP°CRCI'CHPeP&C... P-P°CI'PsP+C-PI); Cf PiP°C+C-C”PSC,C-PI P»C-C,PSCHPsPiPs
PIC-PeCt CI'PiPsCI'C,PuCHC-PiP°CRC,CHCI'CII PiCI'P&C...C-C+PSC- CI'PEPjPiC,PsPjPé,
PSP°PIC-C,CH C,P&CHPuPsC,PsPeCI'PEPePsP-.

P—PSP°C+PSPp P-PSP&PPuPSPSCII CRC-PIPSC-PI PIP&CI PsPePsC+CrC,P»P&éPIPsPiPs PyPyP“
PiC-PrC,PIPuCHPrPYCrC” CtPpPNe PrC-P°PiPSPsP-. P] C,P°PePsPjCr PIPEPiP°PrPeCr
PSPuPsP+C...C-PrPSPs PsP+PsPIsF ™ CIIP-PePsPIPs PIC-PrPjC-PSP&C,Pé P°PjC-PsPrP°CHPsPS,
C$PsPiPs, CIIPe PiCHP°PIPEP»Ps, PrPsCI'C,P°C,PSCHPs PrP»CII PSP°CI'C,P°PSPSCII
PeP»C-PSC-C+PSPsC— PSPsCHPjP°P»C-P-P°CtC-C— PiCHPsC,CIIPiPsPj 3-4 C,PéPIPSC-PI.
PhCI'PeC-P»CHPePé CI'PuCHPNePsP-PSC- PIP&PiP°PrPePé CtCHhPsPiPs PiPsP+C-C$PSPsPiPs
CIIPIPEC%oP° PjPsPYCIC,CH P+CrC,Pé P»PuC,P°P»CHPSP&PjPE, PSPuPsP+C...C-PrPSPs
PSPuPIC-PrPeP»P°PrPSPs CHPsP-PiPsC+P°C,Pé PSP°P»PuPYPSCr C,PuCHP°PiC-CR.

P] PIP&PiP°PrPeCt, PePsP»Pé PiCHP&CPéPSPsCh PiCEPsP+P»PuPj C”
C,PECHPUPsC,PsPeCI'P&éPePsP- (CIIPe P+PuP-PiPsCI' PuCRPuPrPSCIHPs, C,P°Pe C- C+PuCHPuP-
PNePsPiPs PIPiP»PéPI PSP° CFCHP°P-P»P&PICT CHC-PIPSPsPIP°PiCt PjC-PsPeP°CEPrP°),
PIP°CHC-P°P+PuP»CHPSC-CI'C,CH PuC,PuPeC,PéPIPSPsCI'C,C- CI'PEPSC,PuC,PéC+PSPEC...
P°PSC,PéC,PECHPuPsC—PrPSPé&C... PiCHPuPiP°CHP°C,C-PI PsP+CrPjPsPIP»CRC”
PSPuPsP+C...C-PrPSC-CI'C,CH CHPuPePsPjPuPSPrCrPIP°C,Pé PiCHPEPN:PsPj PIP&CI'PsPePé&C...
PrPsP- PePsCEC,PéPePsCI'C,PuCHPsC—PrC-PI (1 PjPi/PePi) PiCEPsC,CILIPiPsPj
PrPsCI'C,P°C,PSCHPs C,CHP&PIP°P»PsPiPs PiPuCHC-PsPrCr (3 PjC-CI'CLICTC-PI).
P1iPsPIC-PrPsPjP»CLIP»PsCI'CII PiCHPs PIPéPiP°PrPePé PiC-PiPuCHC,PECEPuPsP-Cr
C,CHPEPIP°P»C-CI'C,ChR PrPs PeC-P»CHPePsC... PjC-CI'CLICtC-PI PiC-CI'P»CII PIC-PrPjC-PSPé
P°PjC-PsPrP°CHPsPSCY.

PTPSC€C- PuPSPrPsPeCHPéPSPSC- CHPsP-P»P°PrPe.

P”CrPYPp CHC-PrPeC-CI'PSC- PIPEPiP°PrPePé PYPKPYPhHP* (CI'PEPSPrCHPsPjCr
PSPuP°PrPuPePIP°C,PSPsC— CI'PuPeCEPuCtC-C— P°PSC,PéPrC-CrCREPuC,PEC+PSPsPiPs
PiPsCHPjPsPSCr), PsCI'PsP+P»P&PIPs CLIPeC%oPs P°PjC-PsPrP°CHPsPS
P-P°CI'C,PsCI'PsPICYCRC,CH PsPrPSPsC$P°CI'PSPs P:- P»C-PeP°CHCI CHhPePEPjPé
P-P°CI'PsP+P°PjPé, CLIPeC- PjPsPICrC,CH C-PSPrCrPeCrPIP°C,Pé
PiC-PiPsPSP°C,CHC-C”PjC-Ch. P§P°PePsPY PrPéPI. B«P PuP-CrP»CHC,P°C,Pé
PrPsCI'P»C-PrPYPuPSCHB».

P PsP-P»P°PrPé P- P+PsPeCt CRPuCI'PiC-CRP°C,PsCRPSPsC— CI'PéCI'C,PuPjPé
PiCRCIrPrPSPsC— PeP»C-C,PePé C,P° CI'PuCRPuPrPsCI'C,C-PSPSCII.

P§P°CI'C,Ps. PuPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs PIP&PiP°PrPePé PrPéC, CrP-PSPsPiPs



C-PSC,PuCHCI'C,PéCtC-P°P»CHPSPsPiPs P°P+Ps P°P»CHhPIPuPsP»CLICKEPSPsPiPs
PiPSPuPIPjPsPSC-C,Cr C,P° PsP+P»C-C,PuCHCrCRC+PsPiPs P+CHPsPSC...C-PsP»C-C,Cr P-
PiPSPuPIPjPsPSC-C”Ch CI'PeP»PuCHPsC,PéC+PSPsPiPs C,PéPiCr, C-PSPePsP»Pé P-
P»PuC,P°P»CHPSP&Pj PSP°CI'P»C-PrPePsPj. PuPsCILIPIP® P-P°PrPéCEPePé PiCHPé

C, C-P-P&C+PSPsPjCt PSP°PIP°PSC,P°PIPuPSPSC- P°P+Ps CI'CrC...PsPiPs PeP°CEP»CHh, CIIPe
C-P-PsP»CHPsPIP°PSPéC..., C,P°Pe C- P°CI'PsCtC-PNePsPIP°PSP&C... C-P:
PiPsPiC-CHCEPpuPSPSCIIPj P-P°PiP°P»CHPSPsPiPs CI'C,P°PSCY (PiC-PrPIP&C%oPuPSP°
PIC,PsPjP»CRPIP°PSC-CI'C,CIb, P-PSP&PPuPSPSCII PjP°CI'Pé C,C-P»P° C,P° PSPUPIPuP»PéPePu
PiC-PrPIP&C%oPpPSPSCII C,PuPjPiPuCHEP°C,CrCRHPé C,C-P»P°), PiPsC,CHPuP+CrC”
CHPuPSC,PiPuPSPsP»PsPiC-C+PSPsPiPs PsP+CI'C,PuPIPuPSPSCII C,P°, PiCHPé
PSPuPsP+C...C-PrPSPsCI'C,C-, PIC-PrPjC-PSPé PiCHPuPiP°CHP°C,Ct, PsCI'PeC-P»CHPePé CtC-
P-P°C...PIPsCHCRPIP°PSPSCII P»PuPiPuPSCH PjPsPYCrC,CH PiCHP&P-PIPsPrPéC,Pé PrPs
P»PpPiPpPSPuPIPsPiPs C,C-P+CHPsP-Cf.

P P°PSPSCII PIC-PrPjC-PSP° P°PjC-PsPrP°CHPsPSCr, CHP°P-PsPj C-P-
PiCHP&P-PSP°C+PpPSPSCIIPj C,PuCHP°PiC-C— PePsCHC,PéPePsCI'C,PpCHPsC—PrP°PjPé P°P+Ps
P+PpP- PSPuC—, PiCHP&EP-PIPsPrCLIC,CH PrPs PiPsCI'C,CrPiPsPIPsPiPs P-PSP&éPePSPuPSPSCII
CI'P&PjPiC,PsPjP°C,PéPePé. PP»C-PSC-C+PSC- PsP-PSP°PePé P-P°P-PIPEC+P°PNe
P-PSPéPeP°CRC,CH PiCHPsC,CIIPiPsPj 3-4 C,PéPYPSC-PI; PiPsPeCHP°C%oP°PSPSCII
CEPpPSC,PiPuPSPsP»PsPiC-C+PSPsC— PeP°CHC,PEPSPé C,P° P»PpPiPuPSPpuPIPsC—

C, CrPSPeCt+C-C— PIC-PrP+CrPIP°C”C,CHCI'CLI PiPsPIC-P»CHPSC-CEPyu (PiCEPsC,CLIPiPsPj
PeC-P»CHPePsC... PjC-CI'CLICtC-PI).

P—P°C, C-PeCI'PsPIP°PSPs PeC-P»CHPeP°® PIPEPiP°PrPeC-PI CRPsP-PIP&C,PeCr
PiP»PuPICHPEC,CF, P-P°P-PIPEC+P°PNe P°CI'PsCtC-PNePsPIP°PSPsPiPs P:
C-PSC,PuCHCI'C,PéCTC-PNePSPsChR PiPSPuPIPjPsPiP°C,C-C”CR.

P”CéPTPu CEC-PrPePs. P‘CEHPsPSC...PsCI'PiP°P-Pj Cr PiP°CtC-C”PSC,C-PI P- PiPsCI'C,CHPsCh
PrPéC...P°P»CHPSPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, PsCI'PsP+P»P&PIPs Cr
PiP°CtC-C”PSC,C-PI P- P+=CHPsPSC...C-P°P»CHPSPsCh P°CI'C,PjPsCh. P“PsCI'C,CHP&PNe
CHPuCI'PiC-CHP°C,PsCHPSPEPNe PrPéCI'C,CHPuCI-CI'PEPSPrCHPsPj, PI PsPeCHPuPjPéEC...
PIP&PiP°PrPeP°C... 85 P- P»PuC,P°P»CHhPSPEPj PSP°CI'P»C-PrPePsPj, C-PSPsPrC- Cr
CHP°PSPSCHPsPjCt PiPuCEHC-PsPrC- PiC-CI'P»CII C...C-CHCrCHPiC-C+PSPsPiPs
PIC,CRCrC$P°PSPSCII (PiC-PrPsP-CHCRPIP°P»P°CI'CII PjPsP{P»P&PIP° PIP-P°C”PjPsPrC-CI]I P-
PIPECI'PsPePé&PjPé PrPsP-P°PjPé PePECI'PSCH) (PrPéPl. CEPsP-PrC-P»B
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSP PjPsPPu P+CrC,Pé PsCtC-PSPuPSP° P-P°
PrPsCI'C,CrPiPSP&éPjPé PrP°PSP&PjPE). PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs PIPEPiP°PrPePé
P»PpPiPuPSPuPIPsC— PeCHPsPIPsC,PuC+C-, CLIPeC- Cr PrPuCILIPePEC... PIPEPiP°PrPeP°C...
PjPsPYCrC,CH PjP°PSC-C, PuCI'C,CrPIP°C,Pé PeCHPsPIPsC...P°CEPeP°PSPSCIIP;. PIC-
P»PpPiPpPSPuPIC- PiPsP+C-C+PSC- PuC, PuPeC,Pé C+P°CI'C,Ps P°CI'PsCtC-PN:PsPIP°PSC- P-
PiPSPpPIPjPsPiP°C,C-C”"Ch, C-PSPrCrPePsPIP°PSPsCh P°PjC-PsPrP°CHPsPSPsP;.

P PsP-P»P°PrPé P- P+PsPeCr PSPuCRHPIPsPIPsC— CI'P&éCI'C,PuPjPé.

P§P°CI'C,Ps. PyCHPuPjPsCE P°P+Ps C-PSCEP® PuPeCI'C,CEP°PiC-CEP°PjC-PrPSP°
CI'P&PjPiC,PsPjP°C,PéPeP°. PyPsCECICEPRPSPSCII CI'PSCY, PI C,PsPjCt C+PECI'P»C- PSC-CHPSC-
PYP°C...Pé. PuPuCEP&C, PuCHPECEPSP° CI'PRPSCI'PSCEPSPs-PjPsC,PsCEPSP® P°P+Ps
P-PjC-C€P°PSP° PiPuCHP&C, PuCEPECEPSP® PSPUPN-CEPsPiP°C,C-CLI.



P¥PuC#P°CI'C,Ps. PmC-PsPiP°C,C-CII. PuPuCHPé&C, PuCHP&C+PSP° CI'PuPSCI'PsCRHPSP®,
PjPsC,PsCHPSP® P°P+Ps P-PjC-CEP°PSP° PSPuPN.CHPsPiP°C,C-CII C,P° PjC-PsPiP°C,C-CII
PjPsPYCrC,CH CHPsP-PIPEPSCrC,P&CI'CII C+PuCHPuP: PeC-P»CHPeP°® PjC-CI'CIICTC-PI
P»C-PeCrPIP°PSPSCII, P°P»Pu C-PSPsPrC- PIPsPSPé PIP&éPSPéPeP°CRC,CH C+PuCHPuP:
PeC-P»CHPeP° CEPsPeC-PI. P!C- PiPsP+C-C+PSC- CIIPIPEC%oP°, CIIPe PiCHP°PIPEP»Ps,
PsP+PsCEPsC,PSC- PiC-CI'P»CII PiCHP&éPiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII. PiCHPsC,Pu
PsPrCrPP°PSPSCII PjPsPYPu P+CrC,Pé PSPuPiPsPIPSPEPj, PrCrPYPpu PiPsPIC-P»CHPSPé&Pj C,P°
CI'PiPsCI'C,PuCHC-PiP°C,PECI'CII P»P&C€Pp C+PuCHPuP: PeC-P»CHPeP® PjC-CI'CIICTC-PI
PiC-CI'P»CI] PiCHP&PiPéPSPuPSPSCII PiCHPEPNePsPjCt PiCRPuPiP°CHP°C,Cr.

P”CéPYPu CEC-PrPePs. PrmPsP-PsC+PePsPIP® P°C,P°PeCI'C-ClI. P”PsP+CEPsCLIPeC-CI'PSP®
PIPSCIC,CEC-CEPSCHPsC+PpCEPuPiPSP° PiC-PiPpCEC,PuPSP-C-CLI, PiPsP»PsPIPSP&PNe
P+C-P»CIb. PCEPé PIP6PSP&PePSPuPSPSC- C-P-PsP»CHbPsPIP°PSPsPiPs PiPsP»PsPIPSPsPiPs
P+PsP»CR PSPuPsP+C...C-PrPSPs PIP&éPePsPSP°C,Pé PsP+CI'C,PuPPuPSPSCII PrP»CLI
PIP&P-PSP°C+PuPSPSCLI C—C— PjPsP{P»P&PIPsC— PiCEP&CPEPSPé.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°:

PYP&PSPrCHPsPj PiP°CHPeC-PSCI'PsPSC-P-PjCt, PiP°CEPsCI'PjC-CII.

C€P»CIIC...C-PL.

PuPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PIP&PiP°PrPePé CFCHP°PIPuPSPSCII PiPuCC-PSPePé;
CtC- PIP&PiP°PrPePé PrC-P°PiPSPSCI'C,CFPIP°P»P&CI'CLI P-P° PiC-PrPIP&C%0PuPSP&PjPé
CHC-PIPSCLIPjPé C,CHP°PSCI'P°PjC-PSP°P- Ct CI'P6CEPsPIP°C,CtC- PeCEPsPIC-.
PuPsPIC-PrPsPjP»CIIP»PsCI'CLI PiCEPs PSP°CI'C,CfPiPSC- PiPsP+C-C+PSC- CLIPIPEC%0P°:

P”CéPYPu C#P°CI'C,Ps. P—P°P-PIP&C+P°PNe PiPsPjC-CEPSPu C,P° C-P-PsP»CHPsPIP°PSPy
PiC-PrPIP&C%0PRPSPSCII CEC-PIPSC-PI C,CHP°PSCI'P°PjC-PSP°P- (Cf 1,5-3 CFP°P-Pé
PIP8C%oPp PSPSCEPjP8), CLIPePp P-PSP&PeP°P»Ps PiC-CI'P»CLI P-PjPuPSCEPHPSPSCLI PrPsP-Pé
PiCEHPuPiP°CHP°C,Ct P°P+Ps PSP°PIC-C,CH CI'PiPsPSC,P°PSPSPs.

P§P°CI'C,Ps. P“PsCI'C,CEPu CFCEP°P{PuPSPSCLI PiPpCtC-PSPePé P- PiC-PrPIP&C%oPpPSPSCLIP]
CHC-PIPSC-PI C,CHP°PSCI'P°PjC-PSP°P- Ct CI'P&CEPsPIP°C,CtC- PeCRPsPIC- C,P°/P°P+Ps P-
PYPsPIC,CLIPSP&CPuCR, PIPeP»CRC+P°CRCtPé PiPuC+C-PSPePsPICE
PSPuPrPsCI'C,P°C,PSC-CI'C,Clh, C-PSPsPrC- P»PuC,P°P»CEHbPSPy, CLIPePy PIP&PjP°PiP°C”
PIC-PrPjC-PSPé PiCRPuPiP°CEP°C,Ct.

P”C4PYPu CFC-PrPePs. PT' CEPsPSC-C+PSPu CFCEP°PIPRPSPSCII PiPuCiC-PSPePé, CLIPePy
PIP&PjP°PiP°C” C,CEP&PIP°P»PsPiPs P»C-PeCrPIP°PSPSCILIL. P“C-CI'C,PsP»PsPiC-C+PSC-
P-PjC-PSPé PIC-PrPiPsPIC-PrP°CRC,CH PeP°CHC,PéPSC-
PiCI"PpPIPrPsP°P»PePsPiPsP»CHPSPsPiPs PiPuPiP°C,PéC,Ct P°P+Ps CtP&CEPsP-Cr
PiPpC+C-PSPePé. PhCI'PeC-P»CHhPePé PeP»C-PSC-C4PSC- C,P° P»P°P+PsCEP°C,PsCEPSC-
PsP-PSP°PePé PSPy C+C-C,PePs PIPECRP°PIPUPSC- (PIP°CEC-P°P+PuP»CIHPSP®
PiPpPiP°C,PsPjPuPiP°P»C-ClI, PiC-PrPIP&C%0PpPSPSCLI CHC-PIPSC-PI C,CEP°PSCI'P°PjC-PSP°P-
Cf PeCEPsPIC- Cf 1,5-5 CEP°P-C-PI P+C-P»CHCEPy PIC-Pr PSPsCEPjP&), PiPsPeP°P-P°PSPy
CHPuPiCIP»CIICEPSPy PjPsPSC-C,PsCHCIPIP°PSPSCII C,CPSPeCtC-C— PiPpC+C-PSPePé. PJ
PIP&PiP°PrPeCr PiC-PrPIPEC%0PpPSPSCLI CEC-PIPSC-PI C,CHP°PSCI'P°PjC-PSP°P- Cf
PeCEHPsPIC-, PSP°PIC-C,CHb PiPsPjC-CEPSPsPiPs, C%oPs PIP6PSP&PeP°C” PiC-CI'P»CLI



PiCHP&PN:PsPjCt PiCEPuPiP°CEP°C,Cr PiCEPsC,CLIPiPsPj P+C-P»CHbCE PSC-PY 6
PjC-CI'CLIC+C-PI, PSPuPsP+C...C-PrPSPs P-P°PiC-PrPsP-CRP&C,Pé CEPsP-PIPEC,PsPe
C...CHPsPSC-CPSPsPiPs CtCRP°PIPuPSPSCILI PiPpC+C-PSPePé. PiC- PeP»C-PSC-CPSC- C,P°
P+C-PsP»PsPiC-C+PSC- P-PjC-PSPé P-P°P-PIP&C+P°PNe P-PSP&PeP°CRC,CHb PiC-CI'P»ClI
PIC-PrPjC-PSP& PiCEPuPiP°CEP°C,Ct. P—P°C,C-PeCI'PsPIP°PSPs PeC-P»CHPeP®
PsP+PsCEPsC,PSP&C... PIP&PiP°PrPeC-PI C,P°PeP&C... P-PjC-PS.

P PsP-P»P°PrPé P- P+PsPeCt CI'PuCHC1CIL.

P§P°CI'C,Ps. P‘CRP°PrPéPeP°CHPrC-Cl], P-P°P-PIP&C+P°PNe PiPsPjC-CRPSP° C,P°
PrPsP-PsP-P°P»PuP{PSP°.

PKPuC#P°CI'C,Ps. PuPsCHCrCEPuPSPSCII PiCHPsPIC-PrPSPsCI'C,C- PjC-PsPeP°CHPrP°
(CI'PEPSPsP°C,CHC-P°P»CIHPSP° P+P»PsPeP°PrP°, PhV-P+P»PsPeP°PrP° CHC-P-PSPsPiPs
CI'C,CrPiPuPSCII).

P”CéPTPu CEC-PrPePs. P’PECHP°PIPuPSP° P+CHP°PrPéPeP°CHPrC-CII C,P°, Cr
PIPEPeP»CRCHPSPEC... PIPEPiP°PrPeP°C..., PIC-PrPjPsPIP° CI'PéPSCrCI'PsPIPsPiPs PICP-P»P°,
PiCEPs CLIPeC- PiPsPIC-PrPsPjP»CLIP»PsCI'CLI Ct PeC-P»CHPePsC... PIP&PiP°PrPeP°C... (PSP°
C,P»C- PrPéCI'C, CrPSPeCtC-C— CI'PéPSCrCI'PsPIPsPiPs PICFP-P»P°, Cr PiP°CtC-C”PSC,C-PI
P»C-C,PSCHPsPiPs PIC-PeCr). P’PéPSPéPePSPuPSPSCII P°P+Ps PiPsPiC-CHCEPuPSPSCII
C-CI'PSCFCRC+PsC— P°CHPéC,PjC-C—, CLIPeP°® C-PSPsPrC-
CI'CrPiCHPsPIPsPrPYCrC”C,CHCI'CLI P-CrPiPéPSPePsCh CI'PuCHCtHCII.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°. PI,IP°CBPsPeCfPéP-PjP°P»CH)PSP° CE€P»CrPSPsCtPePsPIP°®
C,P°C...C-PeP°CRHPrC-CII C,PEPiICrB B«torsade de pointesB».

P PsP-P»P°PrPé P- P+PsPeCr C,CRHP°PIPSPsPiPs
C.,ChP°PeC.CT. BBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBB
BBBBB

P”C8PYPu C+P°CI'C,Ps. PuPsPjC-CEPSC- CEPsP-P»P°PrPé C,CEP°PIP»PuPSPSCII (PSCFPrPsC,P°,
P+P»CRPIP°PSPSCII, PrP&éCI'PiPpPIP-C-CLI), CLIPeC- P-P°P-PIP&C$P°PNe PIPEPSP&PeP°CRC,CH
PSP® PiPsC+P°C,PeCt P»C-PeCrPIP°PSPSCII PiCEPpPiP°CEP°C,PsPj C,P° P-PSPéPeP°CRC,CHb
PiC-CI'P»ClI P-PjPuPSCEPRPSPSCII PN:PsPiPs PrPsP-Pé.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°. PuP°PSPeCEPuP°C,PéC,/PiPsCI'C,CHPEPN:
PiP°PSPeCHPuP°C,PéC,, CI'CtC...C-CI'C,CH Cr CHPsC,C-, P-P°PiPsCHPé.

C"F]PHPlC"F\PsPrCrPeC PEPIPSPsC— CI'P&CI'C, PuPlPe

P”CéPTPu CEC-PrPePs. P+PiC-PrPéPrPéPjC-C,. PuCHPEC+PEPSPSPs-PSP°CI'P»C-PrPePsPIPEPN:
P-PIBF™ CIIP-PsPe CtCIHhPsPiPs PiPsP+C-C+PSPsPiPs CLIPIP&C%oP° P- PiCHP&PN:PsPjPsPj
CtCHPsPiPs P»C-PeP°CHCI'CHbPePsPiPs P-P°CI'PsP+Cr PSP° CI'CHhPsPiPsPrPSC-CEPSC-PNe
PrPpPSCH C+C-C,PePs PSPu PICI'C,P°PSPsPIP»PuPSP&PNe.B



P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: P-PSPéPIPuPSPSCII P»C-P+C-PrPs.

P PsP-P»P°PrPé P- P+PsPeCr CI'CfPrPéPS.

P”C2éPTPu CEC-PrPePs. P’P°CI'PeCrP»C-C,.

P PuP-CrP»CHC,P°C,Pé PrPsCI'P»C-PrP{PuPSCIb.

P C-PrPePs. P C-PrPeC-CI'PSC- PIP&PiP°PrPePé PiC-PiPsPSP°C,CHC-C”PjC-C— PjPsPYCrC,CH
CI'PIC-PrC#PéC,Pé PiCHPs CHPsP-PIP&C,PsPe PYPkPYPHP".

P”C3PYPu CEC-PrPePs. PJCHP°PIPuPSPSCII PSPECEPsPe P- PiC-PrPIP&C%oPuPSPSCIIP)
CHC-PIPSC-PI PeCRPuP°C,P6PSC-PSCt PI CI'PCEPsPIP°C,CtC-.

P PsP-P»P°PrPé P- P+PsPeCr PeCRPsPIC- C,P° P»C-PjC,P°C,PéC+PSPsC—
CI'PECI'C,PuPjPé.

P”C#PYPu CHC-PrPePs. P“PpPjPsP»C-C,PéC{PSP° P°PSPuPjC-CI]I, P°PiP»P°CI'C,PEC$PSP®
P°PSPuPjC-CI], C,ChPsPjP+PsCtPeC,PsPiPuPSC-CLI.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: PkPpPNeC,CEPsPiPuPSC-ClI, P°PiCRHP°PSCrP»PsC1P&C,PsP-.

P PsP-P»P°PrPé P- P+PsPeCr C-PjCrPSPSPsC— CI'PECI'C,PuPjPé.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°. PuPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PIPéPiP°PrPePé
P°PSPiC-PsPSPuPICHPsC,PéC+PSPsPiPs PSP°P+CHCLIPeCr C,P°/P°P+£Ps
PeChHPsPiPePIBR ™ CIIPSPePe. PHPSP°C,C-P»P°PeC,PeC+PSPEPN. CEPsPe/

P°PSP°C, C-P»P°PeC,PsC—PrPSP° CHPpP°PeCtC-CL]I, PIPeP»CRC#P°ChCtPé C€PsPe.

P—P°PiP°P»CIbPSC- CHPsP-P»P°PrPe.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°. P—P°C, C-PeCI'PsPIP°PSPs PIP&PiP°PrPePé
PiCHP°PSCrP»CHPsPjP€, PiPsP»PsPIPSPéPj C+PéPSPsPj PiCHP°PSCrP»CHPsPjPé
PeC-CI'C,PePsPIPsPiPs PjPsP-PeCr.

P1iPsCHCrC€PuPSPSCII P- P+PsPeCr PsP+PjC-PSCr CHPuC+PsPIPEPS C-
C...P°CRC+CrPIP°PSPSCII

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: P—PSP&PIPuPSPSCLI P°PiPuC,PéC,Cr.

PiiPsCHCIrCEPuPSPSCII PiCI'P&C...C-PePé

P§P°CI'C,Ps: P-PSPéPYPuPSPSCII P»C-P+C-PrPs.




P$§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: PYPiP»CrC,P°PSC-CI'C,CH CI'PIC-PrPsPjPsCI'C,C-,
PjP°CHPuPSPSCII, PiP°P»CRCtPEPSP°C+C-C—.

PuPsCRCIrCEPuPSPSCII P- P+PsPeCr CI'PePuP»PuC,PSPs-PjgR™ CIIP-PsPIPsC— C,P°
CI'PiPsP»CrCfPSPsC— C,PeP°PSPEPSPé:

P§P°CI'C,PsC,P° PSPuUPIC-PrPsPjP°: CtPuCHPIPsPSPéPNe PIPsPICtP°Pe.

PyCHP°PIPjPé, PsC,CRCIC”PSPSCII C,P° CfCI'PeP»P°PrPSPuPSPSCII PiCHPsCtPuPrCrCh.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: PiPuCHPIPEPSPSP° PrPéCI'C,CrPSPeCtC-CII
C,CBP°PSCI'PiP»P°PSC,P°C,P° PiC-CI'P»ClI C,CEP°PSCI'PiP»P°PSC,P°CtC-C— CI'PuCHCtClIl,
PiPsC,PuPSCt+C-PNePSPs P»PuC,P°P»CHPSP° (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

ChPuP°PeCtC-C—

P1iPsPIC-PrPsPjP»PuPSPSCII PiCEPs PiC-PrPsP-CECRPIP°PSC- PiPsP+C-C+PSC-
CHPpP°PeCtC-C— PiC-CI'P»CII CHPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHhPePsPiPs
P-P°CI'PsP+Cr C” PIP°PYP»P&PIPsCh PiCHPsCtPuPrCrCRHPsCR. P!Pp PrP°C” P-PjPsPiCt
PiCHPsPrPsPIPYCrPIP°C,Pé PePsPSC,CHPsP»CRPIP°C,Pé
CI'PiC-PIPIC-PrPSPsCE€PuPSPSCII PePsCHPECI'C,CHy/CRHPEP-PéPe PrP»CII CtCHPsPiPs
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr. PuPuPrPéC+PSPEC...
PiCHP°CtC-PIPSPéPeC-PI PiCHPsCI'CLIC,CH PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs CrCI'C-
PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-C+PSC- CRPuP°PeCtC-C— C+PuCHPpP-
PSP°CtC-PsPSP°P»CHPSCr CI'PéCI'C,PuPjCr C,P°CHPjP°PePsPSP°PiP»CILIPrCY.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 3 CHPsPePé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCIL.
P—P+PuCEC-PiP°C,Pé Cf PSPuPrPsCI'C,CFPiPSPsPiCF PrP»CLI PrC-C,PuPNe PiC-CI'CtC-.

P—P+PuCEC-PiP°C,Pé PI PsCEP&PiC-PSP°P»CHPSC-PNe CfPiP°PePsPICtC- PiCEPé
C,PuPjPiPRCEP°C,CFCEC- PSPp PIP&C%oPp 30 2PV .

PJPiP°PePsPIPeP°.

B,- 30 (10C...3): PiPs 10 C,P°P+P»PuC,PsPe Ct P+P»C-CI'C,PuCHC-, PiPs 3 P+P»C-CI'C,PuCHPé PI
PeP°CRHC,PsPSPSC-PNe PePsCHPsP+CtC-.

B,- 30 (15C...2): PiPs 15 C,P°P+P»PuC,PsPe Ct P+P»C-CI'C,PuCHC-, PiPs 2 P+P»C-CI'C,PuCHPé PI
PeP°CHC,PsPSPSC-PNe PePsCHPsP+C1C-.



PsP°C,PuPiPsCHC-CII PIC-PrPiCiCI'PeCf. P—P° CEPuCtPuPiC,PsP;.

P’PéCEPsP+PSP&Pe.
1.  PhPiPuP»P»P° PI'PuP»CI'PePuP° PI'P°PSPiPuCEC- P1sC, C,., PJPiPsCHC%0PEPSP°

2. PYPhPkPhPxPt P'P{PkPyP PhPu PtP&P”PhPYPyP PtPh, PaCEP°PSCC-CII

PmC-CI'C{PpP-PSP°C...PsPrP{PpPSPSCII PIP6CEPsP+PSP&PcP° C,P° PNePsPiPs
P°PrCEPuCIP° PjC-CI'CtCII PiCEPsPIP°PrPYPuPSPSCII PrC-CIIP»CHPSPsCIC,C-.

1. 2112 P’PuCHPuCE€PuPrCHC...P°P:, P>PuPIP°C- Cr. 5, PJPiPsCHC%oPEPSP°.

2. 1, CECF PrPp P»ClI P'C-CEPY, PhPmPPhP P+ P+Py PsPHP“P PhP’ 33565 - PisPhP P'PhPk
P‘P>PhPk PYPuPrPuPeCI’, PaCEP°PSCHC-CIL.

P—P°CIIPIPSP¢Pe.

P{PhP’ B«PYP°PSPsC, C--PhPIPUPSC,C-CI' PJPeCEP°C—PSP°B».

PwC-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII P-P°CIIPIPSP&éPeP°. PJPeCEP°C—PSP°, 01033, Pj.
PisPEC—PI, PICIP». P-P&éP»CLIPSCI'CHhPeP®, P+CrPrPéPSPsPe 48-50Ph.



