PtPkPYPyP PJPuP|PtPi

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

P PHPKP+P1PYPhH®® 500/P PHLPKP*PpPYPHL"® 1000

(RANEXA"® 500/RANEXA"® 1000)

PYPeP»P°Pr:
PrC-CRC#P° CBPuC#PsPIPEPSP°: ranolazine;

1 C,P°P£P»PuC,PeP°, PIPeCHPeC,P° PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCHh,
PjC-CI'C,P&éC,CH CHP°PSPsP»P°P-P&PSCT 500 PjPi;

PrPsPiPsPjC-PYPSC- CEPuC#PsPIPéPSPé: CtPpuP»CRP»PsP-P°
PjC-PeCHPsPeCRP&CI'C,P°P»C-C+PSP°, CI'PsPiPsP»C-PjPuCH PjPuC,P°PeCHP&P»PsPIPsC—
PeP&CI'P»PsC,Pé C,P° PuC,PéP»P°PeCEHP&P»P°C,Cr (1:1), PiC-PiCEPsPjPuP»PsP-P°, PjP°PiPSC-Ch
CI'C,PuP°CEP°C,, PSP°C,CHC-Ch PiC-PrCRHPsPeCI'PEPT, PiPsP»C-PuC,PéP»PuPSPiP»C-PePsP»CH
3350, CI'PiPéCHC, PiPsP»C-PIC-PSC-P»PsPIP&PNe C+P°CI'C,PePsPIPs
PiC-PrCHPsP»C-P-PsPIP°PSPEPNe, C,P°P»CHPe, C,PEC,P°PSCT PrC-PsPeCI'PéPr (Pe 171),
P-P°P»C-P-P° PsPeCI'PéPr PIPsPIC,PéPNe (P+ 172), P-P°P»C-P-P° PsPeCI'PéPr C+PuCHPIPSPSP&PN:
(P 172), PIC-CI'Pe PeP°CHPSP°CrP+CI'CHhPeP&PN:;

1 C,P°P£P»PuC,PeP°, PIPeCHPeC,P° P1P»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCHh,
PjC-CI'C,PéC,CH CHP°PSPsP»P°P-PEPSCT 1000 PjPi;

PrPsPiPsPjC-PIPSC- CEPLC#PsPIP6PSPé: CtPuP»CRP»PsP-P°
PjC-PeCHPsPeCEPECI'C,P°P»C-C4PSP®, CI'PsPiPsP»C-PjPuCE PjPuC,P°PeCEP&P»PsPIPSC—
PeP&CI'P»PsC,Pé C,P° PuC,P&P»P°PeCEPEP»P°C,Cr (1:1), PiC-PiCEPsPjPuP»PsP-P°, PjP°PiPSC-CR
CI'C,PuP°CEP°C,, PSP°C,CEC-CR PiC-PrCEPsPeCI'P&Pr, PiP»C-CPuCEPEPSCY
C,CHP&P°CtPuC,P°C,, P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCHP°C,,
PiPsP»C-PuC,P&P»PuPSPiP»C-PePsP»CHb 3350, C,P&C,P°PSCT PrC-PsPeCI'P&Pr (P 171),
P-P°P»C-P-P° PsPeCI'PéPr PYPsPIC,PEPNe (P 172), PIC-CI'Pe PeP°CEPSP°CtP+CI'CHhPePEPNe.

P>C-PeP°CECICIbPeP® C,PsCEPjP°. PyP°P+P»PuC,PePé PiCEPsP»PsPSPiPsPIP°PSPsC—
PrC-C—.

PhCI'PSPsPIPSC- C,,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI C,C-:

- C,P°P+P»PuC,PePé PiPs 500 PjPi: CFPIC—C,P»Ps-PsC"5P°PSP1TPpPIC—, PIPeCRHPEC,C-
PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCh, PsPiCrPeP»C- P- PsP+PsC... P+PsPeC-PI
C,P°PxP»PuC,PePe PsPIP°P»CHPSPsC— C,PsChHPjPe, P- C,PéCFPSPpPSPSCI,IPj B«500B» P-
PsPrPSPsPiPs P+PsPeCr, C-PSCE€PEPNe P+C-Pe PiP»P°PrPeP&PNe;

- C,P°P+P»PuC,PePe PiPs 1000 PjPi: P+=P»C-PrPs-P{PsPIC,C-, PIPeCHPeC,C-



PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCh, PsPiCrPeP»C- P- PsP+PsC... P+PsPeC-PI
C,P°PxP»PuC,PePé PsPIP°P»CHPSPsC— C, PsCHPjPg, P- C,PéCfPSPpPSPSCI,IPj B«1000B» P-
PsPrPSPsPiPs P+PsPeCr, C-PSCEPéPNe P+C-Pe PiP»P°PrPePéPNo..

PxP°CEPjP°PePsC,PuCEP°PiPpPIC, PéC+PSP° PiCEKCIPiP°. PtPSCEC-
PeP°CHPrC-PsP»PsPiC-C+PSC- P-P°CI'PsP+Pé. P P°PSPsP»P°P-P&PS.

PPsPr PHP{PT PY01P« B18.

PxP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCIC,C-.
PuP°CHPjP°PePsPrPéPSP°PjC-PeP°.

PrPuC...P°PSC-P-Pj PrC-C—.

PwPuC...P°PSC-P-Pj PrC-C— CEP°PSPsP»P°P-PéPSCY P-PSP°C+PSPsCH PjC-CEPsCh
P-P°P»P&CEP°C”C,CIbCI'CLI PSPUPIC-PrPsPjPéPj. P P°PSPsP»P°P-P&PS PjPsPYPp C+P&PSPEC,Pé
PrPuCLIPeCt P°PSC,P&P°PSPiC-PSP°P»CHPSCE PrC-CR CEP»CLIC...PsPj
PiCEP&PiPSC-C+PuPSPSCII PiC-P-PSCHbPsPiPs PiPsC,PsPeCt C-PsPSC-PI PSP°C,CEC-Ch Cf
PeP»C-C,PEPSPé PjC-PsPeP°CEPrP°. PiPp P-PSP&PYCIC”
PIPSCtC,CHC-CEPSCHbPsPeP»C-C,P6PSPSPu PSP°PePsPiP&C+PuPSPSCII PSP°C,CEC-CR C-,
PIC-PrPiPsPIC-PrPSPs, P-PjPuPSCECIC” PSP°PrP»P&CEPsPe
PIPSCIC,CEC-CEPSCHPsPeP»C-C,PEPSPSPEC... C-PsPSC-PI PeP°P»CHCHC-CE.

P P°PSPsP»P°P-P&PS P-P° CRP°C...CPSPsPe P-PSPEPIPuPSPSCII PiC-P-PSCHPsPiPs PiPsC,PsPeCr
C-PsPSC-PI PSP°C,CEC-Ch P-PjPRPSCEC{C” PIPSCIC,CEC-CEPSCHPsPeP»C-C,P6PSPSPEPN:
C-PsPSPSP&PNe PrPéCI'P+P°P»P°PSCI" PiCEPé C-CEPuPjC-C—. P!Pp P-PSPEPIPuPSPSCII
PSP°PrP»P&CEPeCT PIPSCIC,CHC-CEPSCIHbPsPeP»C-C,PéPSPSPsPiPs PeP°P»CHCIC-Ch
P+C{PrPu CI'PiCEPECLIC,Pé CHPsP-CI'P»P°P+P»PuPSPSCR PjC-PsPeP°CRPrP° C-, C,P°PeP&Pj
C$P&PSPsPj, P-PSP&PYCLPIP°C,Pé PrC-P°CI'C,PsP»C-C4PSPu PSP°PiCRCIPIPuPSPSCILI
P»C-PIPsPiPs CEP»CIPSPsCPeP°. PrP»C-PSC-C+PSC- PrPsPeP°P-Pé PiP°P»CHPjCrPIP°PSPSCII
PiC-P-PSCHbPsPiPs PSP°C,CEC-C”PIPsPiPs PiPsC,PsPeCt CHP°PSPsP»P°P-P&PSPsP;
PiCEPsCLIPIP»CIIP»P&CI'CLI P-PSP°C+PSP&Pj CI'PePsCEPsC+PuPSPSCIIP] C-PSC,PuCHPIP°P»Cr
QTc C,P° PiPsPeCEP°C%oPuPSPSCLIPj PrC-P°CI'C,PsP»C-C+PSPsC— CEPpP»P°PeCI'P°C+C-C—,
C%oPs P+CrP»Ps PIP&CLIPIP»PuPSPs PiC-Pr C+P°CI’ PIC-PrPeCEHP&C, PsPiPs
PrPsCI'P»C-PrPYPuPSPSCII P-P° CC4P°CI'C,CR 5 PiP°C+C-C”PSC,C-PI C-P- CI'PéPSPrCEPsP;PsP;
PiPsPrPsPIPPuPSPsPiPs C-PSC,PuCHPIP°P»Ct QT (PiP°CtC-C”PSC,Pé C-P- CI'P&PSPrCEPsPjPsPj
LQT3, Cf CLIPePEC... C” PjCfC,P°CTC-CLI PiPuPSP® SCN5A AKPQ). P!C- PuC, PuPeC,Pé
PiCEPpPiP°CEP°C,Ct PSPy P-P°P»PuPYP°C,CHb PIC-Pr P-PjC-PSPé CP°CI'C,PsC,Pé
CI'PuCHCtPUPIPEC... CI'PePsCEPsC+PuPSCH, P°CHC,PuCHC-P°P»CHPSPsPiPs C,P&CI PeCr
P°P+Ps PIC-Pr CRPsP-CEPCHPuPSPSCLI PeCRPsPIPsPSPSCI'PSPEC. .. CI'CIPrP&PS.

PxP°CEPjP°PePsPrPéPSP°PjC-C+PSP° PrC-CII.

P’PiP»PéPI PSP° PiPuPjPsPrPéPSP°PjC-PeCr.

PuCEHPsPIPRPrPuPSC- PeP»C-PSC-C4PSC- PrPsCI'P»C-PrPIPuPSPSCII P-P°CI'PIC-PrCiP&P»Pé,
C%oPs Cf C...PIPSCEP&C..., CLIPeC- P-P°CI'C,PsCI'PsPICPIP°P»Pé CHP°PSPsP»P°P-P&PS
PsPeCHPpPjPs P°P+Ps PI PiPsC”PrPSP°PSPSC- P- C-PSCEP&PjPé



P°PSC,PéP°PSPiC-PSP°P»CHPSP&PjPé P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé,
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-PjPuPSC£PuPSPSCII CI'PuCHPpPrPSCHPsC—
C$P°CI'C,PsC,Pé CI'PuCHCtPuPIPEC... CI'PePsCHPsCPuPSCH (< 2 CrPrP°CHC-PI/C...PI) C,P°
CI'PuCHPuPrPSCHPsPiPs CI'PéCI'C,PsP»C-C+PSPsPiPs P°CHC,PpCHC-P°P»CIHPSPsPiPs
C,P&CI'PeCr (< 3 PjPj CRC,. CI'C,.).

P+C,PuPeC,Pé, C%oPs PIPECIIPIP»CIICRC,CHCI'CII PiCHPé
PuP»PuPeC,CHPsPeP°CRPrC-PsPiCHP°C,C-C— (P+Pm1P").

PJ C...PIPsCHP&C..., CIIPeC- P-P°CI'C,PsCI'PsPICFPIP°P»Pé PiCHPuPiP°CEP°C, P P°PSPuPeCIP°*,
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiPsPrPsPIPIPuPSPSCII C-PSC,PuCHPIP°P»Cr QTCI', C%oPs
P-P°P»PuPYP°P»Ps PIC-Pr PrPsP-Pé C,P° PePsPSCtPuPSC,CHP°CtC-C— PI PiP»P°P-PjC-
PeCHPsPIC- (PiCHPéP+P»P&P-PSPs 6 PjCI" PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- 1000 PjPi 2
CHP°P-Pé PSP° PrPsP+Cr), P-PSP&PIPuPSPSCII P°PjPiP»C-C,CrPrPé P-CfP+CtCII Py C,P°, Cr
PrPuCIIPePéEC... PIPEPiP°PrPeP°C..., PrPIPsPiPsCHP+C- P-CfP+CtC- Py. P’PIP°PYP°C”C,CHCI'CI],
C%oPs CtPuPNe PIPiP»P&PI CEP°PSPsP»P°P-PéPSCT PSP° C...P°CHP°PeC,PuCHP&CI'C,PEéPePé
P+PmP“ C” CHPpP-CP»CHC,P°C,PsPj PiCHP&PiPSC-C+PuPSPSCII CEPIPEPTrPePsPiPs
CHBPpPeC,PéC, C-PeP°C1+C-PN:PSPsPiPs PeP°P»C-C”PIPsPiPs PiPsC,PsPeCr, C%oPs
PiPsPrPsPIPYCrC” CE€P»CrPSPsC+PePsPIP&PN: PiPsC,PuPSCtC-P°P» PrC-C—, P° C,P°PePsP
PiCHPEéPiPSC-C+PuPSPSCII PiC-P-PSCIHPsPiPs PSP°C,CHC-C”PIPsPiPs PiPsC,PsPeCt, C%oPs
CI'PePsCRPsC+CrC” CEP»CrPSPsC+PePsPIPéPNe PiPsC,PpPSCtC-P°P» PrC-C—.
PuPsPiCrP»CILICtC-PN:PSP&PNe P°PSP°P»C-P- PsP+8F™ C”PrPSP°PSP&C... PrP°PSPéC...,
PsC,CHP&PjP°PSPEC... Cf 1308 PiP°CtC-C”PSC,C-PI C- P-PrPsCHPsPIP&C...
PrPsP+CHPsPIPsP»CHCtC-PI, PiPsPeP°P-P°PI CI'PuCEPuPrPSC” PiPsPrPsPIPIPuPSPSCII QTCI
PIC-PrPSPsCI'PSPs P+P°P-PsPIPsPiPs CHC-PIPSCII PSP® 2,4 PjCI" PSP°® 1000 PSPi/PjP»
CRHP°PSPsP»P°P-PEPSCT PI PiP»P°P-PjC-. P!Pu P-PSP°C$PuPSPSCI]I PIC-PrPiPsPIC-PrP°C”
PrP°PSPé&Pj, PsC,CEP&PjP°PSP&P] Cr C...PsPrC- PsPiPsCHPSP&EC... PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPPuPSCHp, P-PiC-PrPSPs P- CIIPePéPjPé CI'PuCHPuPrPSC- P-PjC-PSPé QTcF
PiPsCHC-PIPSCIIPSPs P- PiPsC+P°C,PePsPIPéPj CHC-PIPSPuPj (PePsCHPuPeCtC-CII P-P°
C,PsCRPjCIP»PsCh PaxCHC-PrPuCHC-C+C-CII) PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCI]
PrPsP-Pé 500 C,P° 750 PjPi PrPIC-C+C- PSP°® PrPsP+Cr CI'PeP»P°PrP°P»Pé PIC-PrPiPsPIC-PrPSPs
1,9 C- 4,9 PjCI". PXP°C...PéP» PiCHCLIPjPsC— P+CrPI PIPEC%oP&Pj Cr PiP°CtC-C”PSC,C-PI C-P-
PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPé&Pj PiPsCHCrCEPuPSPSCIIPj C,CrPSPeCtC-C—
PiPuC+C-PSPePé.

P—P° CHPuP-CrP»CHC,P°C,P°PjPé PIPuP»P&PePsPiPs PrPsCI'P»C-PrPIPuPSPSCII (MERLIN-
TIMI 36), PiCEPsPIPpPrPuPSPsPiPs P-P° CrC+P°CI'C,Ch 6560 PiP°C+C-C”PSC,C-PI C-P- P“PmPY
(PSPuCI'C,P°P+C-P»CHPSP° CI'C,PuPSPsPeP°CHPrC-CILI/ C-PSC,P°CHPeC, PjC-PsPeP°CEPrP°
P+PpuP- PiC-PrPNePsPjCt CI'PuPiPjPuPSC,P°® S-T), PSPu P+CfP»Ps PIP&CLIPIP»PuPSPs
PIC-PrPjC-PSPSPsCI'C,PuPNe PjC-PY P»C-PeP°CRCI'CHhPeP&Pj P-P°CI'PsP+PsPj P P°PSPuPeCI'P°*®
C,P° PiP»P°CtPpuP+Ps CI'C,PsCI'PsPIPSPs CHP&éP-PéPeCr CI'PjPuCHC,PSPsCI'C,C- P- CFCI'C-C...
PiCHP&CP&PS (PIC-PrPSPsCI'PSPEPNe CHPEP-PéPe PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
CHP°PSPsP»P°P-PéPSCr PiPsCHC-PIPSCIIPSPs P-B PiP»P°CtPuP+Ps CI'C,P°PSPsPIPEPI 0,99),
CHP°PiC,PsPIPsC— CI'PuCHCtPpPIPsC— CI'PjPuCHC,C- (PIC-PrPSPsCI'PSPéPN:. CRP&P-PéPe
PiCEPé& P-P°CI'C,PsCI'CfPIP°PSPSC- CRHP°PSPsP»P°P-P&PSCr PiPsCHC-PIPSCIIPSPs P-B
PiP»P°CtPuP+Ps CI'C,P°PSPsPIP&PI 0,87) P°P+Ps C+P°CI'C,PsC,Pé PIPEPSPEPePSPuPSPSCI]
P-P°CHPuC”CI'C,CHPsPIP°PSP&C... CI'P&PjPiC,PsPjP°C,PECPSPEC... P°CHP&C,PjC-PNe (3,0 %
PiCHPsC,Pé 3,1 %).

P] PrPsCI'P»C-PrPIPuPSPSC- MERLIN-TIMI 36 Cr 3162 PiP°CtC-C”PSC,C-PI, CIIPeC-
PsC,CRP&PjCrPIP°P»Pé P»C-PeCrPIP°PSPSCII P»C-PeP°CHCI CHPePEPj P-P°CI'PsP+PsPj



P P°PSPuPeCI'P°"® PI CRP°PjPeP°C... 7-PrPpuPSPSPsPiPs PI PsP»C,PuCHC-PICI'CHPePsPiPs
CI'PiPsCI'C,PuCHPpPYPuPSPSCI], PSPy P+CrP»Ps P-P°C,C-PeCI'PsPIP°PSPs PIPsPrPSP&C...
PiCEHPsP°CRHP&EC,PjC-C+PSP&C... PuC, PuPeC,C-PI. PJ PiP°CtC-C”PSC,C-PI, CLIPeC-
PsC,CHP&PjCrPIP°P»Pé P»C-PeP°CHCI' CHhPePEPNe P-P°CI'C-P+ P P°PSPuPeCI'P°*®, P+CrP»P°
PIC-PrPjC-C+PpuPSP® P-PSP°C+CrC%oPs PjPuPSCEP° C+P°CI'C,PsC,P° PIP&PSP&PePSPuPSPSCII
P°CHPEC,PjC-PNe PiPsCHC-PIPSCIIPSPs P- C,PéPjPé, C...C,Ps PsC,CHP&PjCrPIP°PI
PiP»P°CtPuP+Ps (80 % PiCHPsC,Pé 87 %), PIPeP»CRC+P°CRC$Pé CEP»CrPSPsCtPePsPICY
C,P°C...C-PeP°CRHPrC-Ch = 8 CfPrP°CRHC-PI (5 % PiCRPsC,Pé 8 %).

PP»C-PSC-C+PSP° PuC,PuPeC,PEPIPSC-CI'C,CH C- P+PuP-PiPuPeP°.

PmBP»C-PSC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCII PiCHPsPrPuPjPsPSCI'C,CRCIPIP°P»Pé

PuC, PuPeC,PEPIPSC-CI'C,CH C- P+PuP-PiPpPeCr P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr

P P°PSPuPeCI'P°"® PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- PNePsPiPs CIIPe PjPsPSPsC,PuCHP°PiC-C—
PiCEPé C...CHPsPSC-C+PSC-PNe CI'C,PuPSPsPeP°CHPrC-C—, P° C,P°PePsPq PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- Ct CHP°P-C- PsC,CEP&PjP°PSPSCI]I PSPuPrPsCI'C,P°C,PSCHPsC—
PeP»C-PSC-C+PSPsC— PIC-PrPiPsPIC-PrC- PSP° C,PuCHP°PiC-Ch C-PSCEPEPjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé, C%oPs PiCHP&P-PSP°CPuPSC- PrP»CI]
P»C-PeCrPIP°PSPSCII CI'C,PuPSPsPeP°CHPrC-C—.

P1iC-Pr C$P°CI" PeP»CRC#PsPIPsPiPs PrPsCI'P»C-PrPIPuPSPSCII CARISA
P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ P P°PSPuPeCI'P°*® PrPsPrP°PIP°P»Pé PrPs
C,PuCRP°PiC-C— P°C,PuPSPsP»PsP»PsPj Cr PrPsP-C- 50 PjPi 1 CEP°P- PSP°® PrPsP+Cr P°P+Ps
P°PjP»PsPrPéPiC-PSPsPj Ct PrPsP-C- 5 PjPi 1 CRHP°P- PSP° PrPsP+Cr, P°P+Ps
PrPéP»C,C-P°P-PuPjPsPj Cr PrPsP-C- 180 PjPi 1 CRP°P- PSP° PrPsP+Cr. 823 PiP°C+C-C”PSC,Pé
(23 % PYC-PSPsPe) P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cr PiCHCIPiPé, CIIPeC-
PsC,CRHP&PjCrPIP°P»Pé PiCHPsC,CIIPiPsPj 12 C,PéPIPSC-PI P»C-PeP°CHCI'CHPeP&PNe
P-P°CI'C-P+ P P°PSPpPeCI'P°"® PiPs 750 PjPi PrPIC-C#C- PSP°® PrPsP+Cr, PiPs 1000 PjPi
PrPIC-C#C- PSP° PrPsP+Cr P°P+Ps PiP»P°CtPuP+Ps. P>C-PeP°CHCI'CHPePéPNe P-P°CI'C-P+

P P°PSPuPeCI'P°"® PiPsPeP°P-P°PI PuC, PuPeC,PEPIPSC-CI'C,CH, C%oPs
PiPuCHPuPIPEC%oCrPIP°P»P° PuC, PuPeC,PéPIPSC-CI'C,CH PiP»P°CtPuP+Ps, C%oPsPrPs
PiPsPrPsPIPPuPSPSCII C+P°CI'Ct PiPuCHPuPSPsCI'PEPjPEC... C,C-P-PECPSPEC...
PSP°PIP°PSC,P°PIPuPSCH PiCHPsC,CLIPiPsPj 12 C,PéPYPSC-PI PiCRHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PI PsP+PsC... PrPsCI'P»C-PrPYCrPIP°PSPEC... PrPsP-P°C..., C%oPs
PIPéPePsCHP&CI'C,PsPICIPIP°P»PECI'CII CIIPe PrPsPrP°C,PePsPIP® C,PuCHP°PiC-CI].
PuCHPsC,Pp PSPu P+CrP»Ps PIC-PrPjC-C+PuPSPs CHC-P-PSPéCtC- Cr C,CHP&PIP°P»PsCI'C,C-
PiPuCHPuPSPsCI'PEPjPEC... C,C-P-PECtPSP&C... PSP°PIP°PSC,P°PIPuPSCH PjC-P{ PrPIPsPjP°
PrPsP-CfPIP°PSPSCIIPjPé (24 CI'PuPeCrPSPrPé PiPsCRHC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps; p £
0,03).

PuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- P»C-PeP°CHCI CHPePsPiPs P-P°CI'PsP+Cr

P P°PSPuPeCI'P°*® P-PSP°C+PSPs P-PjPuPSCEP&P»P°CI'CH PeC-P»CHPeC-CI'C,CH
PSP°PiP°PrC-PI CI'C,PuPSPsPeP°CRPrC-C— PiCHPsC,CIIPiPsPj C,PéPYPSCII C,P°
PiPsC,CHPuP+P° PI P-P°CI'C,PsCI'CrPIP°PSPSC- PSC-C,CHPsPiP»C-CtPuCRP&éPSCY
PePsCEHPsC,PePsC— PrC-C— PiPsCHC-PIPSCIIPSPs P- C,P°PePéPjPé PiCHPé PiCHPéPNPsPjC-
PiP»P°CtPuP+Ps. PyPsP»PuCHP°PSC,PSC-CI'C,CH PrPs CHP°PSPsP»P°P-P&PSCt PiC-Pr C+P°CI
P»C-PeCrPIP°PSPSCII PSPp CHPsP-PIPEPSCIP»P°CI'CHb, C,P° PSPp P+CrP»Ps
PIC-PrPjC-C+PuPSPs PiC-PrPIP&C%oPuPSPSCII C+P°CI'C,PsC,Pé PSP°PiP°PrC-PI
CI'C,PuPSPsPeP°CRPrC-C— PiC-CI'P»CII CHC-P-PePsPiPs PiCHP&PiPEPSPuPSPSCII
P-P°CI'C,PsCI'CrPIP°PSPSCII P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+C¥.
P1iiPsPeCHP°C%oPuPSPSCII C%oPsPrPs C,CEP&PIP°P»PsCI'C,C- PiPuCHPuPSPsCI'PEPPEC. ..



PSP°PIP°PSC,P°PIPuPSCH Cr PC-PSPsPe CI'C,P°PSPsPIPéP»Ps P+P»PéP-CHPePs 33 % PIC-Pr
PiPsPeP°P-PSP&PeP°, CIIPePéPNe CI'PiPsCI'C,PuCHC-PiP°PICI'CII Cr C+PsP»PsPIC-PeC-PI, PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPsP-Pé 1000 PjPi PrPIC-C+C- PSP°® PrPsP+Ct. PuCHPsC,Pu C- Cr
C$PsP»PsPIC-PeC-PI, C- Cf PYC-PSPsPe CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH> PsPrPSP°PePsPIPu
P-PSPEPYPuPSPSCII C+P°CI'C,PsC,Pé PSP°PiP°PrC-PI CI'C,PuPSPsPeCHP°PrC-C— C,P°
P-P°CI'C,PsCI'CrPIP°PSPSCII PSC-C,CHPsPiP»C-CtPuCRBPéPSCYt. P— PsPiP»CIIPrCr PSP®
P-P°P»PpPYPSC-CI'C,CH PiPsP+C-C+PSP&C... PuC,PuPeC,C-PI PIC-Pr PrPsP-Pé C,P° PSP°
PiPsPrC-P+PSCft PuC,PuPeC,PEPIPSC-CI'C,CH PiCHPé PiCHPEP-PSP°C+PuPSPSC- PrPsP- 750
C,P° 1000 PjPi PrPIC-C+C- PSP°® PrPsP+Cr, ChPuPePsPjPuPSPrPsPIP°PSP°
PjP°PeCI'P&éPjP°P»CIHbPSP° PrPsP-P° CI'C,P°PSPsPIPEC,CH 750 PjPi PrPIC-C+C- PSP° PrPsP+Cr.

PuC-Pr C+P°CI" PrCHCrPiPsPiPs PrPsCI'P»C-PrPIPuPSPSCII ERICA P»C-PeP°CRHCI'CHhPeP&PNe
P-P°CI'C-P+ P P°PSPuPeCI'P°*® P+CrP»Ps PrPsPrP°PSPs PrPs P»C-PeCrPIP°PSPSCII
P°PjP»PsPrPéPiC-PSPsPj Ct PrPsP-C- 10 PjPi 1 CRP°P- PSP°® PrPsP+Ct (PjP°PeCI'PéPjP°P»CHPSP®
CHPpPePsPjPaPSPrPsPIP°PSP° PrPsP-P°). 565 PiP°CtC-C”PSC,C-PI P+CrP»Pé
CHP°PSPrPsPjC-P-PsPIP°PSC- Ct PiCRHCrPiPé, CLIPeC- P-P°CI'C,PsCI'PsPICFPIP°P»Pé
P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ P P°PSPuPeCI'P°*® Cr PiPsC+P°C,PePsPIC-PNe PrPsP-C-
500 PjPi PrPIC-C+C- PSP° PrPsP+Cr CfPé PiP»P°CtPuP+Ps PICRPsC,CIIPiPsPj 1 C,PéPYPSCI], P°
PiPsC,C-Pj 8 Ct PrPsP-C- 1000 PjPi PrPIC-C#C- PSP° PrPsP+Cr P°P+Ps PiP»P°CtPuP+Ps
PiCHPsC,CILIPiPsPj 6 C,P&PYPSC-PI PSP°® PrPsPrP°C,PsPe PrPs PsPrPSPsC+P°CI'PSPsPiPs
P»C-PeCrPIP°PSPSCII P°PjP»PsPrPéPiC-PSPsPj Cr PrPsP-C- 10 PjPi 1 CEP°P- PSP° PrPsP+Cr.
PCHC-Pj C,PsPiPs, 45 % PrPsCI'P»C-PrPYCrPIP°PSPsC— PiPsPiCrP»CIICtC-C— C,P°PePsP
PiCHPEPN:PjP°P»Pé PSC-C,CRHP°C,Pé C,CHP&PIP°P»PsC— PrC-C—. PiuCEHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Crt P P°PSPuPeCI'P°"®
P+CrP»Ps PrPsCI'CLIPiPSCIC,Ps P-PSP°C+CrC%oPp P-PSPEPIPuPSPSCII PeC-P»CHPePsCI'C,C-
PSP°PiP°PrC-PI CI'C,PuPSPsPeP°CEPrC-C— PSP° C,PéPYPrPuPSCH (CH = 0,028) C,P°
PiPsC,CHPuP+Pé PI P-P°CI'C,PsCI'CfPIP°PSPSC- PSC-C,CRHPsPiP»C-CtPuCHP&PSCr
PePsCEHPsC,PePsC— PrC-C— (CH = 0,014) PiPsCHC-PIPSCLIPSPs P- C,P°PePéPjPé PiCHPé
PiCHPEPN:PsPjC- PiP»P°CtPpuP+Ps. PiPe CI'PuCHPuPrPSCILI PeC-P»CHPeC-CI'C,CH
PSP°PiP°PrC-PI CI'C,PuPSPsPeP°CRPrC-C—, C,P°Pe C- PeC-P»CHPeC-CI'C,CH
PiCEP&PN-PSCIIC,PEC... C,P°P+P»PuC,PsPe PSC-C,CHPsPiP»C-CtPpuCHPEPSCT
P-PjPpPSCEP&P»P°CI'CH PsCHC-C”PSC,PsPIPSPs PSP° 1 PsPrPéPSPéCtCH PI C,PéPIPrPuPSCH.

P’ PrPsCI'P»C-PrPIPuPSPSC- MARISA BR“ PsCI'PSPsPIPSPsPjCt PrPsCI'P»C-PrPPuPSPSC-,
PiCHPECIPICIICPuPSPsPjCt PIPEP-PSP°C+PuPSPSCH PsPiC,PéPjP°P»CHPSPsC— PrPsP-Pé, BR*
CHP°PSPsP»P°P-P&PS P-P°CI'C,PsCI'PsPICIPIP°P»Pé CIIPe PjPsPSPsC,PuCRHP°PiC-Ch. 191
PiP°C+C-C”PSC, P+CrPI CHP°PSPrPsPjC-P-PsPIP°PSPéPN: Cr PiCHCIPiPé, C1IPeC-
PsC,CHP&PjCrPIP°P»Pé P»C-PeP°CHCI'CHhPeP&PNe P-P°CI'C-P+ P P°PSPuPeCI'P°*® Cf PrPsP-C-
500 PjPi PrPIC-C$C- PSP° PrPsP+Cr, 1000 PjPi PrPIC-C$C- PSP° PrPsP+Cr, 1500 PjPi PrPIC-CC-
PSP° PrPsP+Cr C- PiP»P°CtPuP+Ps: PePsPIPuPS C-P- P»C-PeP°CHCI'CHhPeP&EC. ..
P-P°CI'PsP+C-PI PiCEPsC,CIIPiPsPj 1 C,PéPPSCII P-P° PiPuCHPuC...CHPuCI'PSPsCh
CI'C...PuPjPsCh. P>C-PeP°CHCI'CHPePEPNe P-P°CI'C-P+ P P°PSPuPeCI'P°*®
PiCHPsPrPuPjPsCI'C,CHCrPIP°PI P-PSP°C+CrC%o0Cr PiPuCHPuPIP°PiCt PiPsCHC-PIPSCIIPSPs P-
PiP»P°CtPpP+Ps CI'C,PsCI'PsPIPSPs PiPsPrPsPIPPuPSPSCII C+P°CI'Cr
PiPpCHPuPSPsCI'PéPjPEC... C,C-P-PECHPSPEC... PSP°PIP°PSC,P°PIPuPSCH, C+P°CI'Ct PrPs
PSP°PiP°PrCrt CI'C,PuPSPsPeP°CRPrC-C— C,P° CfP°CI'Ct PrPs PiPsCIIPIPé PrPuPiCHPuCI'C-C—
CI'PpPiPjPuPSC,P° ST PSP® 1 PjPj PrP»CII PICI'C-C... PrPsCI'P»C-PrPYCrPIP°PSPEC... PrPsP:;
P+CrP»Ps P-P°C, C-PeCI'PsPIP°PSPs P-P°P»PpP{PSC-CI'C,CH B«PrPsP-P°sR“PuC, PuPeC,B».
PuPsCHC-PIPSCIIPSPs C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiP»P°CtPpuP+Ps
P-P+C-P»CHCEPUPSPSCII C,CHPEPIP°P»PsCI'C,C- C,C-P-PéC+PSP&C...
PSP°PIP°PSC,P°PIPuPSCH P+CrP»Ps CI'C,P°C,PéCI'C,PEC+PSPs P-PSP°C+CrC%oPéPj Ct CHP°P-C-



P-P°CI'C,PsCI'CrPIP°PSPSCII CHP°PSPsP»P°P-PEPSCr PI CFCI'C-C... C,CHCHyPsC... PrPsP-P°C...
C- CI'C,P°PSPsPIPéP»Ps PIC-Pr 24 CI'PuPeCrPSPr PiCHPéB PrPsP-C- 500 PjPi PrPIC-C#C- PSP®
PrPsP+Cr PrPs 46 CI'PuPeCrPSPr PiCHPé PrPsP-C- 1500 PjPi PrPIC-C+C- PSP° PrPsP+Cf,
PrPuPjPsPSCI'C,CHCrCRC$Pé PrPsP-PsP-P°P»PuPIPSPéPNe PuC,PpPeC,. P] CtCHPsPjCr
PrPsCI'P»C-PrPIPuPSPSC- C,CHPéPIP°P»C-CI'C,CH C,C-P-PECFPSPEC...
PSP°PIP°PSC,P°PYPuPSCH P+CIP»P° PSP°PNeP+C-P»CHCEPsCh PI PiCHCIPiC- PiCEP&PNePsPjCr
PrPsP-Pé 1500 PjPi; PsPrPSP°Pe PiCHPé CtCH>PsPjCt CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI]
PSPuPiCHPsPiPsCHCtC-PNePSPp PiPsCI'PéP»PpPSPSCII PiPsP+C-C+PSP&C... CEPpP°PeCtC-PNe.
PyPsPjCr PrPsP-P° 1500 PjPi PrPIC-C+C- PSP° PrPsP+Cr P+CrP»P° PIPéPeP»CRCPuPSP° P-
PiPsPrP°P»CHCEPsPiPs PrPsCI'P»C-PrPYPuPSPSCI].

P—P° CHPuP-CrP»CHC,P°C,P°PjPé PIPuP»P&PePsPiPs PrPsCI'P»C-PrPIPuPSPSCII P-
PYPsCECI'C,PePéPjPé PeC-PSCtPuPIPEéPjPé C,PsC+PeP°PjPé (MERLIN-TIMI 36),
PiCEPsPIPuPrPuPSPsPiPs P-P° CfC+P°CI'C,Ch 6560 PiP°CtC-C”PSC,C-PI P- P“PmPY
(PSPuCI'C,P°P+C-P»CHPSP° CI'C,PuPSPsPeP°CHPrC-Cll/ C-PSC,P°CEPeC, PjC-PsPeP°CHPrP°
P+PpuP- PiC-PrPNePsPjCt CI'PuPiPjPuPSC,P°® S-T), PSPu P+CfP»Ps PIP&CLIPIP»PuPSPs
PIC-PrPjC-PSPSPsCI'C,PuPNe PjC-PY P»C-PeP°CRCI'CHhPeP&Pj P-P°CI'PsP+PsPj P P°PSPuPeCI'P°*”
C,P° PiP»P°CtPuP+Ps CI'C,PsCI'PsPIPSPs CHP&éP-PéPeCr CI'PjPuCHC,PSPsCI'C,C- P- CFCI'C-C...
PiCEP&CP&PS (CI'PiC-PIPIC-PrPSPsCE€PuPSPSCII CHPEP-PEPeCr PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- CHP°PSPsP»P°P-PEPSCr PrPs CRPéP-PéPeCr PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiP»P°CtPuP+Ps CI'C,P°PSPsPIP&P»Ps 0,99), CHP°PiC,PsPIPsC—
CI'PjPuCHC,C- Cf P-PIBR™ CIIP-PeCt C-P- CI'PuCECtPpPIP&PjPé
P-P°C...PIPsCHCRPIP°PSPSCIJIPjPé (CI'PiC-PIPIC-PrPSPsCEPuPSPSCI]I CHPEP-PEPeCr PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CHP°PSPsP»P°P-PéPSCrt PrPs CHPéP-PéPeCt PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiP»P°CtPuP+Ps CI'C,P°PSPsPIP&P»Ps 0,87) P°P+Ps C+P°CI'C,PsC,Pé
PIPEPSP&PePSPuPSPSCII P°CHPEC,PjC-PNe, CI'PEPjPIC,PsPjPé CLIPeP&C... P+CrP»Pé
P-P°PrPsPeCrPjPuPSC,PsPIP°PSC- (3,0 % PiCHPsC,Pé 3,1 %) PiCHPé PrPsPrP°PIP°PSPSC- PrPs
CI'C,P°PSPrP°CHC,PSPsC— PjPuPrPéPeP°PjPuPSC,PsP-PSPsC— C,PuCEP°PiC-C—
(PIPeP»CRC+P°CRC$Pé P+PuC,P°-P+P»PsPeP°C,PsCHPé, P+P»PsPeP°C,PsCEPé
PeP°P»CHCtC-C”PIP&C... PeP°PSP°P»C-PI, PSC-C,CEP°C,Pé, P°PSC,PéP°PiCEPuPiP°PSC,Pé,
P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé PrP»CII P-PSPEPIPuPSPSCII CHC-PIPSCII P»C-PiC-PrC-PI
C,P° C-PSPiC-P+C-C,PsCEPé PhPuPx). PiCHPéP+P»P&P-PSPs Cr PiPsP»PsPIP&PSPé
PiP°Ct+C-C”PSC,C-PI Ct PrPsCI'P»C-PrPYPuPSPSC- MERLIN-TIMI 36 P+CrP»P°
CI'C,PuPSPsPeP°CHPrC-CII PI P°PSP°PjPSPuP-C-. P PuP-CtP»CHC,P°C,Pé PiPsPeP°P-CrCRC,CH,
C%oPs C,CHPEPIP°P»C-CI'C,CH PiPuCHPuPSPsCI'PEPjPEC... C,C-P-PECPSPEC...
PSP°PIP°PSC,P°PPuPSCH P-P+C-P»CHCEPEP»P°CI'CII PSP° 31 CI'PuPeCrPSPrCr Crf
PiP°Ct+C-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPICFPIP°P»Pé CHP°PSPsP»P°P-P&PS,
PiPsCHC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé, CIIPeC- PsC,CRP&PjCIPIP°P»Pé PiP»P°CtPuP+Ps
(CH = 0,002). PYC-PuC,P»CI'CHPePéPNe PsPiPEC,CrPIP°P»CHPSPéPe PrP»CII C...PIPsCHP&C...
PSP° CI'C,PuPSPsPeP°CEPrC-Ch PiPsPeP°P-P°PI P-PSP°C+CrC%oPéPNe PIPiP»PEPI
CHP°PSPsP»P°P-PéPSCr PSP° PrPuCILIPeC- PiP°CHP°PjPuC,CEPé, PIPeP»CRC+P°CRCHPé
C$P°CI'C,PsC,Ct PSP°PiP°PrC-PI CI'C,PuPSPsPeP°CRPrC-C— (CH < 0,001), PiPsCHC-PIPSCILIPSPs
P- PiP»P°CtPuP+Ps.

PJ PePsPSC,CEPsP»CHPsPIP°PSC- PeP»C-PSC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCLI P+CrP»P°
PIPeP»CRC{PuPSP° P»P&CEPH PSPuPIPuP»P&PeP° PiCECIPIP® PiP°CC-C”PSC,C-PI, CLIPeC- PSPy
PSP°P»PuPYP°C,CH PrPs C"PICHPsPiPuPsC—PrPSPsC— CEP°CI'P&, C,PsPjCr PIP6CI PSPSPIPePé
C%oPsPrPs PuC, PpPeC,PEPIPSPsCI'C,C- C,P° P+PpP-PiPuPePé P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CRCI'CHhPePsPiPs P-P°CI'PsP+Cr PrP»CII CtC-C”C— PiCECEPiPé PiP°C+C-C”PSC,C-PI
PSPu PjPsPYCrC,CHb P+CrC,Pé P-CRPsP+P»PuPSC-.



PJ C, P°P-C- 3 PiPsPrPIC-PN:PSPs CI'P»C-PiPsPiPs PiP»P°CtPuP+Ps-
PePsPSC,CEPsP»CHPsPIP°PSPsPiPs PeP»C-PSC-C+PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII (RIVER-
PCI), PsCHC-C”PSC,PsPIP°PSPsPiPs PSP° PrPsCI'CLIPiPSPuPSPSCII PeC-PSCtPuPIPéC...
C,PsCtPsPe, P-P° CrC+P°CI'C,Ch 2604 PiP°CtC-C”PSC,C-PI PIC-PePsPj = 18 CHPsPeC-PI, CIIPeC-
PjP°P»Pé PI P°PSP°PjPSPuP-C- C...CHPsPSC-C+PSCt CI'C,PuPSPsPeP°CRHPrC-Ch C,P°
PSPuPiPsPIPSCT CEPpPIP°CI'PeCrP»CLICHPEP-P°CtC-ChR PiC-CI'P»CII
C1PpCHPuP-CEPeC-CHPSPsPiPs PePsCHPsPSP°CHPSPsPiPs PIC,CHCrC+P°PSPSCII (PSP:P’),
PrPsP-P° P+CrP»P° PiC-PrPIP8C%oPpuPSP°® PrPs 1000 PjPi PrPIC-C+C- PSP° PrPsP+Cf. PJ
PiPpCHPIPEPSPSC-PNe CI'PeP»P°PrPsPIC-PNe PeC-PSCtPpPIPsC— C,PsCtPePé (C+P°CI PrPs
PiPpuCHCEPEC... PsP-PSP°Pe CEPpPIP°CI'PeCrP»CLICHP&P-P°CtC-C— PiC-Pr PIPiP»P&PIPsPj
C-C€PpPjC-C— CtPé PiPsCI'PiC-C,P°P»C-P-P°CtC-C—, C%oPs PiPsPIsF™ CLIP-P°PSP° P-
C-C€PuPjC-C”CHh, CLIPeP° PSPu CI'CrPiCHPsPIPsPrPYCrPIP°P»P°CI'CH
CHPPPIP°CI'PeCrP»CLICHP&P-P°C+C-C”Ch) PSPu P+CrP»Ps PIPECLIPIP»PuPSPs
CI'C,P°C,P&CI'C,PéC+PSPs P-PSP°C+CrC%oPsC— CHC-P-PSPECtC- PjC-P{ PiCHCIPiPsCh, CIIPeP®
PiCEP&PN:PjP°P»P° CEP°PSPsP»P°P-P&PS (26,2 %), C,P° PiCRCrPiPsCh, CLIPeP®
PiCEP&PNPjP°P»P° PiP»P°CtPuP+Ps (28,3 %), CI'PiC-PIPIC-PrPSPsCEPuPSPSCII CHP&P-PEPeCT
0,95, 95 % P”Pt 0,8285“1,10, p = 0,48. P PEP-PéPe P»PpC,P°P»CHPSPsCI'C,C- P- CFCI'C-C...
PiCHP&CtP&PS, CI'PjPuCHC,C- C+PuCHPuP: CI'PuCHCtPuPIPs-CI'CrPrPéPSPSC-
P-P°C...PIPsCHCRPIP°PSPSCII, PIPéPSPéPePSPuPSPSCII C,CLIPYPeP&C... PSPuP+P°PIP°PSP&C...
CI'PuCECtPuPIPs-CI'CrPrPEPSPSPEC... CLIPIPEC%o (PBPHPYPe), PiPsCI'PiC-C,P°P»C-P-P°CtC-C—
P- PICEP&8C$P&PSPé CI'PuCHCtPuPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- P+CrPI CI'C...PsPIP&Pj
Cr PICI'C-C... PiCRCIPiP°C...; PsPrPSP°Pe C,CIIPIPeC- PSPuP+P°PYP°PSC- CI'PuCHCtPuPIPs-
CI'CfPrPéPSPSC- CLIPIPEC%oP° CP°CI'C,C-C£€Pp CI'PiPsCI'C,PuCHC-PiP°P»P&CICII Cr
PiP°CtC-C”PSC,C-PI PIC-PePsPj = 75 CEPsPeC-PI, CIIPeC- PsC,CRP&PjCIPIP°P»Pé
CBP°PSPsP»P°P-P&PS, PiPsCHC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé PiCHCrPiPé
PiP»P°CtPuP+Ps (17,0 % PiCHPsC,Pé 11,3 % PIC-PrPiPsPIC-PrPSPs); PsPeCEC-Pj CtCHbPsPiPs,
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-PSP°C$PSPp P-P+C-P»CHCEPuPSPSCII
CI'PjPuCHC,PSPsCI'C,C- P- C¥CI'C-C... PiICRP&C+P&PS Cr PiP°CtC-C”PSC,C-PI PIC-PePsPj = 75
CHPsPeC-PI (9,2 % PiCHPsC,Pé 5,1 %, CH = 0,074).

PxP°CEPjP°PePsPeC-PSPuC,PEPeP°.

PuC-CI'P»CII PiPuCEPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII P P°PSPuPeCI'P°"®
PjP°PeCI'PéPjP°P»CHHPSP° PePsPSCtPuPSC,CEP°CtC-CII (PY,..) CEP°PSPsP»P°P-P&PSCY PI
PiP»P°P-PjC- PeCRPsPIC-, CLIPe PiCHP°PIPEP»Ps, CI'PiPsCI'C,PuCEC-PiP°C”C,CHCI'CII
C$PuCHPuP: 2856 PiPsPrPéPS. PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- 2 CEP°P-Pé PSP° PrPsP+Cr
CHC-PIPSPsPIP°PYPSPEPN: CI'C,P°PS, CLIPe PiCHP°PIPEP»Ps, PrPsCI'CLIPiP°C”C,CHCI'CII
PiCEPsC,CIIPiPsPj 3 PrC-Px.

P’CI'PjPsPeC,CIPIP°PSPSCII.

PYPuCHPuPrPSCII P°P+CI'PsP»CRC,PSP° P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH
CHP°PSPsP»P°P-PEPSCT PiC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
C,P°P+P»PuC,PsPe P- PSPuPiP°PN.PSP&Pj PIP&PIC-P»CHPSPuPSPSCIIPj CI'C,P°PSPsPIPEC,CHy
358“50 % P- PIPECI'PsPePéPj CI'C,CIPiPpPSPuPj C-PSPrPéPIC-PrCrP°P»CHPSPsC—
PIP°CEC-P°C,PéPIPSPsCI'C,C-. P”C-CII P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr

P P°PSPuPeCI'P°*® PiPsCI'PéP»CRC”C,CHCI'CII P-P°P»PuPYPSPs PIC-Pr PrPsP-Pé. PuCHPé
PiC-PrPIP&C%oPuPSPSC- PrPsP-Pé P- 500 PrPs 1000 PjPi PrPIP® CHP°P-Pé PSP°® PrPsP+Cr
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII 2,58 “3-CHP°P-PsPIPp PiC-PrPIPéC%0PuPSPSCII AUC Cr
CHC-PIPSPsPIP°PPSPsPjCr CI'C,P°PSC-. P] C,P°CRPjP°PePsPeC-PSPuC,PéC+PSPsPjCr
PrPsCI'P»C-PrPPuPSPSC- P-P° CrC#P°CI'C,Ch P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI



CBC-PIPSPsSPIP°PIPSP°® PePsPSCtPuPSC,CEP°CtC-CLI PY, . CI'C,P°PSPsPIPEP»P° PI
CI'PuCEPpPrPSCHPsPjCr PICHPEP+P»P&P-PSPs 1770 (SD 1040) PSPi/PjP», Cr
CHC-PIPSPsPIP°PYPSPsPjCr CI'C,P°PSC- AUC,;.1, CI'C,P°PSPSPIPEP»P° PI
CI'PuCHPuPrPSCHPsPjCr 13700 (SD 8290) PSPi x PiPsPr/PjP» PiC-CI'P»CII
P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI' CHhPePsPiPs P-P°CI'PsP+Cr PiPs 500 PjPi PrPIC-C+C-
PSP° PrPsP+Cr. PuCHPéPN-PsPj C—PYC- PSPy PIPiP»P&PIP°C” PSP° C€PIP&éPrPeC-CI'C,CH C,P°
PiPsPIPSPsC,Cr PICI'PjPsPeC,CrPIP°PSPSCII CEP°PSPsP»P°P-PéPSCY.

P PsP-PiPsPrC-P».

PuCHPEP+P»P&P-PSPs 62 % CHP°PSPsP»P°P-PéPSCr P-PIER™ CLIP-CrC”C,CHhCI'CI] P-
PiCHPsC,PuC—PSP°PjPé PiP»P°P-PjPé PeCRPsPIC-, PiPuCRHPuPIP°PIPSPs P- P°P»CHC,P°-1
PeP&éCI'P»PéPj PiP»C-PePsPiCHPsC,PuC—PSPsPj C- CI'P»P°P+Ps P- P°P»CIHbP+CrPjC-PSPsP;.
PYPuCHPuPrPSC-PNe PsP+8E™ C”Pj CRPsP-PiPsPrC-P»Cr PI CHC-PIPSPsPIP°PYPSPsPjCr
CI'C,P°PSC- (V,)) CI'C,P°PSPsPIP&C,CH PiCHP&P+P»P&P-PSPs 180 P».

P’PePIPuPrPuPSPSCII.

P P°PSPsP»P°P-P&PS PIPEPIPsPrPéC,CHCI'CII PiPsP»PsPIPSPéPj C+P&PSPsPj
PjPuC,P°P+PsP»C-C+PSPéPj CEP»CIIC...PsPj. PmPpPSCEPp 5% PrPsP-Pé
PIPEPrC-P»CIIC”C,CHhCI'CII C-P- CI'PuC+PuCh C- PeP°P»PsPj Ct PSPuP-PjC-PSPuPSPsPjCr
PIPEPiP»CLIPrC-. PiuC-CI'P»CII PiPpCEPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé 500 PjPi PjC-C+PuPSPsPiPs CHP°PrC-PsP°PeC,PéPIPSPEP]
PICIPiP»PuCtPuPj [*C] CEP°PSPsP»P°P-PéPSCT Cr P-PrPsCHPsPIP&C...
PrPsP+CHPsPIPsP»CHCtC-PI 73% CEP°PrC-PsP°PeC,PéPIPSPsCI'C,C-
PIPéP-PSP°C$P°C”C,CHCI'CII PI CI'PuC#C- C,P° 25 % Cr PeP°P»C-. PmP»C-CEPuPSCI’
CRHP°PSPsP»P°P-PéPSCr P-P°P»PuPYPEC,CH PIC-Pr PrPsP-Pé C- P-PSPEPYCrC”C,CHCI'CI]
PiCEPé C—C— PiC-PrPIPEC%oPpuPSPSC-. PuPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
CI'C,P°PSPsPIP&C,CH PiCHPéP+P»PéP-PSPs 28R 3 PiPsPrPéPSPé PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII. PyPuCHPjC-PSP°P»CHPSP&PNe
PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII Ct CHC-PIPSPsPIP°PYPSPsPjCt CI'C,P°PSC-
PiC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CEP°PSPsP»P°P-PéPSCr
CI'C,P°PSPsPIP&C,CH PiCHPEP+P»P&P-PSPs 7 PiPsPrPéPS C+PuCHPuP: PsP+PjPuPIPuPSCr
CEPIPEPrPeC-CI'C,CH P°P+CI'PsCHP+CtC-C—.

P‘C-PsC,CRP°PSCI'C,PsCRHPjP°CtC-CII.

P P°PSPsP»P°P-P&PS P-P°P-PSP°C” CEPIP&PrPePsC— C,P° PjP°CI'CEC,P°P+PSPsC—
PjPuC,P°P+PsP»C-P-P°CtC-C—. P] PjPsP»PsPrPé&C... P-PrPsCHPsPIPEC... PrPsCHPsCI'P»Pé&C...
PiC-CI'P»CII PsPrPSPsCHP°P-PsPIPsPiPs PiPuCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CrPIP°PSPSCII 500 PjPi ['“C]-CHP°PSPsP»P°P-PéPSCr PiICHP&P+P»P&P-PSPs 13 %
CHP°PrC-PsP°PeC,PéPIPSPsCI'C,C- PIPECIIPIP»CLIC”C,CHCI'CII Ct PiP»P°P-PjC-.

P’PpP»PéPeP°® PeC-P»CHPeC-CI'C,CH PjPuC,P°P+PsP»C-C,C-PI P+CrP»P° PIPECIIPIP»PpPSP° Cr
PiP»P°P-PjC- PeCRHPsPIC- P»CRPrPéPSPé (47 PjPuC,P°P+PsP»C-C,C-PI), CI'PuC+C- (> 100
PjPuC,P°P£PsP»C-C,C-PI) C,P° PeP°P»C- (25 PjPuC,P°P+PsP»C-C,C-PI). P‘CrP»Ps
PIP&P-PSP°C$PuPSPs 14 PsCI'PSPsPIPSP&C... PjPuC,P°P+PsP»C-C+PSP&C... CEP»CIIC...C-PI,
CI'PuCHPuPr CIIPeP&C... Ph-PrPuPjPuC,PéP»CRPIP°PSPSCII C,P° N-
PrPuP°P»PeC-P»CrPIP°PSPSCII C” PSP°PN.PIP°PYP»PEPIC-CEPEPjPE. P”PsCI'P»C-PrPIPuPSPSCI],
PiCHPSPIPuPrPuPSC- in vitro P- PIPéPePsCHP&CI'C,P°PSPSCIIPj PjC-PeCHPsCIPsPj



P»CRPrCI'CHPePsC— PiPuC+C-PSPePé, P-P°CI'PIC-PrC+PéP»Pé, C%oPs CHP°PSPsP»P°P-PEPS
PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CLI PiPsP»PsPIPSP&Pj C+PéPSPsPj CYP3Ph4, P° C,P°PePsPY
CYP2D6. PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- 500 PjPi CRP°PSPsP»P°P-P&PSCT 2 CHP°P-Pé PSP®
PrPsP+Ct Ct P»CRPrPuPNe P- PSPuPrPsCI'C,P°C,PSCHPsCh P°PeC,PéPIPSC-CI'C,Ch CYP2D6
(PiPsPIC-P»CHPSC- PjPuC,P°P+PsP»C-P-P°C,PsCEPé) PiPsPeP°P-PSPéPe AUC
PiPpCHPuPIPEC%0CrC” P°PSP°P»PsPiC-C+PSP&PNe Ct P»CRPrPuPNe P- PSPsCHPjP°P»CHPSPsCh
P°PeC,PéPIPSC-CI'C,Ch CYP2D6 (CEPIPéPrPeC- PjPuC,P°P+PsP»C-P-P°C,PsCHPE) PSP° 62 %.
P’C-PrPiPsPIC-PrPSP° CHC-P-PSPéCtCLI PrP»CLI PrPsP-Pé 1000 PjPi PrPIC-C+C- PSP° PrPsP+Cr
CI'C,P°PSPsPIP&P»P° 25 %.

PhCI PsP+P»PéPIC- PiCKC2PiPé PiP°C+C-C”PSC,C-PI.

P’PiP»PéPI CHC-P-PSPéEC... C,P°PeC,PsCHC-PI PSP° C,P°CHPjP°PePsPeC-PSPuC,PEéPeCr
CRP°PSPsP»P°P-PEPSCr PxCrP»Ps PsCtC-PSPuPSPs PI PiPsPiCrP»CILICtC-PNePSPsPjCr

C, P°CRHPjP°PePsPeC-PSPuC,PéC+PSPsPjCr PrPsCI'P»C-PrPIPuPSPSC- P-P° CfC+P°CI'C,Ch 928
PiP°CtC-C”PSC,C-PI P-C- CI'C,PuPSPsPeP°CRPrC-C”Ch C,P° P-PrPsCHPsPIP&C... PsCI'C-Px.

P’'PiP»P&PI CI'C,P°C,C-.

PYC,P°C,CH PSPu PjP°C” PSC-CIIPePsPiPs PeP»C-PSC-C+PSPsPiPs PIPiP»P&PICT PSP®
C,P°ChHPjP°PePsPeC-PSPuC,PeC+PSC- PiP°CHP°PjPuC,ChHPe.

PuP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCr.

P>PéC€Pu PsPrPéPS PIC-Pe PSP PjP°C” PSC-CIIPePsPiPs PeP»C-PSC-C3+PSPsPiPs PIPiP»P&PICT
PSP° C,P°CHPjP°PePsPeC-PSPuC,PéCtPSC- PiP°CRHP°PjPuC,CHPé, PsPrPSP°Pe Cr
C...PIPsCEP&C... P»C-C,PSCHPsPiPs PIC-PeCt PjPsP{P»P&PIPu PiPsCI'PéP»PuPSPSCII PrC-C—
CHP°PSPsP»P°P-PEPSCr CtPuCHPuP- PIC-PePsPIPu P-PSPEPIPuPSPSCII C,CrPSPeC+C-C—
PSPeCHPsPe.

PiP°CI'P° C,C-P»P°,

P’ PsCI'C-P+ P- PjP°CI'PsCh C,C-P»P° 40 PePi PIPiP»P&PI CEP°PSPsP»P°P-PéPSCr
PiCHPéP+P»P&P-PSPs PI 1,4 CRP°P-P° P+C-P»CHCEPEPN:, PSC-PY Cr PsCI'C-P+ P- PjP°CI'PsCh
C,C-P»P° 70 PePi.

P—P°CI'C,C-PNePSP° CI'PuCHCTPuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CIb (P—PVPk).

P—PYPxk PeP»P°CI'C-PI NYHA IIIF“IV PiCEP&P-PIPsPrP&éC,CH PrPs PiC-PrPIP&C%oPuPSPSCII
PePsPSCtPuPSC,CHP°CtC-C— CRP°PSPsP»P°P-PEPSCr PI PiP»P°P-PjC- PeCHPsPIC-
PiChPeP+P»PeP-PSPs PI 1,3 CRHP°P-P°.

PkPéCRHPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,Chb.

PuuCHPsPIPuPrPuPSC- PrPsCI'P»C-PrPIPuPSPSCII PIPiP»PéPICt PSPECHPePsPIPsC—

C, CrPSPeCtC-C— PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCt CHP°PSPsP»P°P-PEPSCY
P-P°CI'PIC-PrCfPéP»Pé&, C%oPs Cr C...PIPsCHPEC... P- P»PuPiPePsCh, PiPsPjC-CEPSPsCh P°P+Ps
C,CIIPIPePsCh PSPéCHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PiPsPeP°P-PSPéPe AUC
CBP°PSPsP»P°P-PéPSCr P+CrPI Cr CI'PuCHPpPrPSCHPsPiCr PI 1,78F“2 CHP°P-Pé PIP&C%oP&Pj,
PSC-P{ PI PsCI'C-P+ P- PSPsCHPjP°P»CHPSPsCh C, CrPSPeCtC-C”Ch PSP&CHPsPe. P{P°PePsPY
P+CrP»P° PIC-PrPjC-C+PpPSP° P-PSP°C#PSP° C-PSPrPéPIC-PrCrP°P»CHPSP®
PIP°CHC-P°C,PéPIPSC-CI'C,CH PIPuP»P&CPéPSPé AUC Cr PrPsCI'P»C-PrPCrPIP°PSP&C...
PsCI'C-P+ P- PSP&CHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch. AUC PjPuC,P°P+PsP»C-C,C-PI



PiC-PrPIP&C%0CIC”C,CEbCI'CLI PiCEPé P-PSPEPIPRPSPSC- C,CPSPeCC-C— PSPECEPsPe.
PuPsPeP°P-PSP&Pe AUC PsPrPSPsPiPs P- C, P°CEHPjP°PePsP»PsPiC-C+PSPs P°PeC,PEPIPSPEC. ..
PjPuC,P°P+PsP»C-C,C-PI CEP°PSPsP»P°P-P&PSCF Ct PiP°C+C-C”PSC,C-PI P- C,CLIPJPePsCh
PSP&CEPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,CR P+CrPI PiC-PrPIPEC%oPuPSP&PNe CF 5
CEP°P-C-PL

P1iC-Pr C#P°CI" PiPsPiCrP»CIICtC-PNePSPsPiPs C,P°CEPjP°PePsPeC-PSPuC,PéCPSPsPiPs
P°PSP°P»C-P-Cr P+CrP»Ps PIPECIIPIP»PuPSPs PiPsCI'PéP»PpPSPSCII PIPiP»P&PICY
CBP°PSPsP»P°P-PéPSCY PI 1,2 CHP°P-P° Cr C...PIPsCRHP&C... P- PiPsPjC-CEPSPsCh
PSP8CHPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (PeP»C-CHPuPSCI" PeCHPuP°C,PéPSC-PSCY
40 PjP»/C...PI). P] P»CRPrPuPNe P C,CIIPYPePsCh PSPECHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (PeP»C-CHPuPSCI' PeCEPuP°C,PEPSC-PSCT 108530 PjP»/C...PI)
P+CrP»Ps PIPECLIPIP»PuPSPs PiPsCI'P&éP»PuPSPSCII PIPiP»P&PICt CHP°PSPsP»P°P-P&EPSCT PI
1,385“1,8 CHP°P-P°.

P’PiP»PéPI PrC-P°P»C-P-Cr PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCr CHP°PSPsP»P°P-PEPSCT
PSP PsCtC-PSCRPIP°PICICI].

P1iiPuC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH.

PxP°CHPjP°PePsPeC-PSPuC,PéPeCt CEP°PSPsP»P°P-PEPSCT P+CrP»Ps PsCtC-PSPuPSPs Cr
PiP°Ct+C-C”PSC,C-PI P- PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PIC-Pr
P»PpPiPePsPiPs PrPs CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CIIPIPePsCI'C,C-. P"P°PSC-
C%oPsPrPs P-P°CI"C,PsCI'CFPIP°PSPSCII CHP°PSPsP»P°P-P&PSCT PiP°CtC-C”PSC,P°Pj P:
C,CIIPYPePsCh PiPuC+C-PSPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PIC-PrCI'CfC,PSC-. PJ
PiP°CtC-C”PSC,C-PI P- PiPuC#C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch P»PpPiPePsPiPs
CI'C,CrPiPpPSCII C,CIIPYPePsCI'C,C- PIPuP»PéC+PEPSP° AUC CEP°PSPsP»P°P-PéPSCr PSPu
P-PjC-PSCRPIP°P»P°CI'CIb, P° Cr PiP°Ct+C-C”PSC,C-PI P- PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,ChR CI'PuCRPpPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CLIPfPePsCI'C,C-
PIPpP»P&C+PéPSP°® AUC PiC-PrPIPéC%0CrPIP°P»P°CI'CH PI 1,8 CHP°P-P°. P] C,P°PePéC...
C...PIPsCRHP&C... PxCrP»Ps P+C-P»CHC€ PIPECRP°PIPuPSPu P-P+C-P»CHCEPuPSPSCII
C-PSC,PuCHPIP°P»Cr QT.

P"C-C.Pé.

PxP°CEPjP°PePsPeC-PSPUC,PEC+PSC- PiP°CHP°PjPuC,CEPé CEP°PSPsP»P°P-P&éPSCY Cr
PrC-C,PpPNe (< 18 CEPsPeC-PI) PSPu PIP&PIC+P°P»P&CICIL.

P”PsPeP»C-PSC-C#PSC- PrP°PSC- P- P+PuP-PiPuPePe.

PiPsP+C-C$PSC- CHPuP°PeCtC-C— PSP® P-P°CI'C,PsCI'CFrPIP°PSPSCII CHP°PSPsP»P°P-P&PSCT,
C%oPs PSPp CI'PiPsCI'C,PuCHC-PiP°P»PECI'CH Cf PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPYPuPSPSCIIC..., P°P»Pu PIP&CIIPIP»CIIP»PéCI'CH Cf C,PIP°CEP&PS Cr
PIP&PiP»CIIPrC- PrC-C—, PiPsPrC-P+PSPsC— PrPs PeP»C-PSC-C+PSPsPiPs PIPiP»P&PICT:B
CI'CrPrPsPjPé C,P° P-P+C-P»CHCEPuPSPSCII CI'PjPuCHC,PSPsCI'C,C- Cf C%oCrCHC-PI C-
CI'PsP+P°Pe PiCRPé PePsPSCtPuPSC,CHP°CtC-C— CRP°PSPsP»P°P-PéPSCY Cr PiP»P°P-PjC-
PeCEPsPIC-, PICHPéP+P»P&P-PSPs PI 3 CEP°P-Pé PIPEC%o0C-PNe, PSC-P
P-P°PiCHPsPiPsPSPsPIP°PSP° PjP°PeCI'PéPjP°P»CHPSP° PeP»C-PSC-C+PSP° PrPsP-Pe.

P”PsCI'P»C-PrPIPuPSPSCI] C...CHPsPSC-C+PSPsC— C,PsPeCI'PéCPSPsCI'C,C- Cf C%oCrCHC-PI
PiPsPeP°P-P°P»Pé PIP-P°C"PjPsP-PIsf ™ CLIP-PsPe P»C-PeCrPIP°PSPSCI!I P-C- P-PjC-PSP°PjPé Cr



PSP°PrPSP&CHPePSPIPEC. .. P-P°P»PsP-P°C... PiCEPé PpPeCI PiPsP-P&CtC-C—, C%oPs
PSPUP-PSP°C+PSPs PiPuCHPRPIPEC%0CrC” P°PSP°P»PsPiC-C+PSPEPNe PiPsPeP°P-PSPéPe Cr
PeP»C-PSC-C#PSPEC... PIP°CtC-C”PSC,C-PI. PIPuPNe PuC, PuPeC, PiPsPIsF ™ CLIP-P°PSPEPN: P-
PiC-PrPIP&C%oPpPSPSCLIPj PePsPSCPPSC,CEP°CtC-C— C...PsP»PuCI'C,PuCEP&PSCY PI
PiP»P°P-PjC- PeCEPsPIC-. PhPSP°P»PsPiC-C+PSP&C... P-PjC-PS Cr P»CRPrPéPSPé PSPy
PIP&CLIPIP»PuPSPs. P] P»CRPrPEPSPé PSPy PIC-PrPjC-C+PuPSPs PIPsPrPSPsPiPs PIPiP»P&PICT
PSP° P°PrCEHPuPSPsPePsCHC,PéPeP°P»CIHPSCE PIC-CI'Clb.

P] PrPsPIPiPsCI'C,CHPsPePsPIPEC... PrPsCI'P»C-PrPPuPSPSCIIC...
PeP°PSCtPuCHPsPiPuPSPSPsCI'C,C- PICRPé PrPsP-P°C... CRP°PSPsP»P°P-P&PSCr PrPs

50 PjPi/PePi/PrPsP+Cr (150 PjPi/Pj*/PrPsP+Cr) Ct PjPéCEPuPNe C,P° 150 PjPi/PePi/PrPsP+Cr (900
PjPi/Pj*/PrPsP+Cr) Ct C%oCrCRC-PI PSPp CI'PiPsCI'C,PuCRC-PiP°P»PsCI'CII PJPsPrPSPsPiPs
P-PSP°C+CrC%oPsPiPs PiC-PrPIP&C%oPuPSPSCII C+P°CI'C,PsC,Pé PIPEPSP&éPePSPuPSPSCII
PiCrC...P»PéPS P+CrPrCH-CIIPePsPiPs C,PéPiCr. P!C- PrPsP-Pé CI'C,P°PSPsPIP»CIIC,CH 0,1 C,P°
0,8 PIC-PrPiPsPIC-PrPSPs PIC-Pr PjP°PeCI'PéPjP°P»CHPSPsC—
CBPuPePsPjPpPSPrPsPIP°PSPsC— PrPsP-Pé PrP»CLI P»CRPrPéPSPé, C%oPs PrPsCHC-PIPSCRC”

2 Pi PSP® PjPi/Pj*, C- C” PjP°PeCI'PéPjP°P»CHPSPs PiPpCHPuPSPsCI'P&éPjPéPjPé PrPsP-P°PjPé
PrP»CII CtPé&C... PIP&PrC-PI.

PJ CI'P°PjCtC-PI C- CI'P°PjPsPe C%oCrCHC-PI PiPuCHPsCHP°P»CHPSPu PIPIPaPrPuPSPSCII
CRP°PSPsP»P°P-P&PSCT, C%oPs CI'PiCHP&C+PéPSCIIP»Ps PiC-PrPIP&C%oPuPSPSCII
PiPsPeP°P-PSP&PeP° AUC PIC-PrPiPsPIC-PrPSPs Cr 3,6 P°P+Ps PI 6,6 CEP°P-P°
PiPsCHC-PIPSCIIPSPs P- PsC+C-PeCrPIP°PSP&Pj Cr P»CRPrPuPNe, PSPy PIPiP»P&PIP°P»Ps PSP®
C,,PuCHC,PéP»CHPSC-CI'C,CHb.

P”PsCI'P»C-PrPIPuPSPSCII PuPjP+CHC-PsC,PuC,PsC,PsPeCI'PéC+PSPsCI'C,C-
PiCEPsPIPsPrPéP»Pé PSP° C%oCrCHP°C... C- PeCHPsP»CIIC.... PuCHPé CHC-PIPSC-
PpPeCIPiPsP-PéCtC-C— (AUC) CRP°PSPsP»P°P-PéPSCr PI PiP»P°P-PjC- PeCRPsPIC- CI'P°PjPePé,
PiPsPrC-P+PSPsPjCr PrPs PsC+C-PeCrPIP°PSP&C... CRC-PIPSC-PI Cf P»CRPrPéPSPé,
PYPsPrPSPsPiPs PIPiP»P&PICT PSP° PiPsC,PsPjCI'C,PIPs Cr PeCEPsP»C-PI PSPu
PIC-PrP-PSP°C+P°P»PsCI'CI]. P] C%oCrCHC-PI PiCHPé CHC-PIPSC- PuPeCIPiPsP-PéCtC-C—
(AUC) Cf CI'P°PjPePé, C%oPs Cr 2 CHP°P-Pé PiPuCRPuPIP&C%0CIPIP°PI PsC+C-PeCrPIP°PSPEPNe
CBC-PIPuPSCH Cf P»CRPrPéPSPé, PSPy P+CrP»Ps P-P°C,C-PeCI'PsPIP°PSPs PYPsPrPSP&C...
PSP°CI'P»C-PrPeC-PI PrP»CI] PiPsC,PsPjCI'C,PIP°, P°P»Pu PePsP»Pé PpPeCIPiPsP-PEC+C-CI] Cr
CI'P°PjPePé Cr 7,5 CHP°P-P° PiPuCHPUPIPEC%0CIPIP°P»P° PiPsPeP°P-PSP&PePé,
PsC,CHP&PjP°PSC- Ct P»CRPrPuPNe, CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CII P-PjPpPSCEPuPSPSCI]
PjP°CI'Pé PiP»PsPrP° C,P° PsCI'P»P°P+P»PuPSPSCII PiCHPsCtPuCI'Ct PsCI'PéC,C-PeP°CtC-C—.
PmPsP»Pé PpPeCI'PiPsP-PéCtC-CII Cr PiPsPrCrCRC$Pé&C... CI'P°PjPsPe PI 1,3 CHP°P-P°
PiPpuCHPPPIPEC%oCIPIP°P»P° PsCC-PeCrPIP°PSPEPNe CHC-PIPUPSCH Cf P»CRPrPuPNe,
PiPsCI'C,PSP°C,P°P»CHPSPsC— CI'PjPuCHC,PSPsCI'C,C- PiPsC,PsPjCI'C,PIP® PSPu P+CrP»Ps
P-P°C, C-PeCI'PSPIP°PSPs, C,PsPrC- CIIPe PiCHPé 3-CHP°P-PsPIPsPjCr
PiPpuCHPuPIPEC%oPuPSPSC- PuPeCI'PiPsP-PECtC-C— P+CrP»Ps P-P°C,C-PeCI'PsPIP°PSPs
PiPsCI'C,PSP°C,P°P»CHPSCr CI'PjPuCEC,PSC-CI'C,CH C- PsPrPSPsC+P°CI'PSPs P+CrP»Ps
PrPsPIPpPrPuPSPs PiPsC,CHP°PiP»CLIPSPSCII CHP°PSPsP»P°P-P&PSCT PI PjPsP»PsPePs
C%oCICHC-PI. P-PsPrPSP&C... PiPsP+C-C$PSPé&C... CHPuP°PeCtC-PNe Cr
PSPsPIPsPSP°CHPsPrPPuPSPsPiPs PiPsC,PsPjCI'C,PIP° C%oCrCHC-PI PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiCHPé CHC-PIPSCIIC... PuPeCI'PiPsP-PéCtC-C—,
PiPsPrC-P+PSPé&C... PrPs C,P°PePéC... Cf P»CRPrPuPNe.

P5P»C-PSC-C1PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.



PyPsPeP°P-P°PSPSCII.

P>C-PeCrPIP°PSPSCI]I CI'C,P°P+C-P»CHhPSPsC— CI'C,PuPSPsPeP°CHPrC-C—.

PyuCLBHPsC,PePiPsPeP°P-P°PSPSCII.

- P“C-PiPuCRC+CrC,P»P&PIC-CI'C,CH PrPs PrC-CRC$PsC— CRPuC+PsPIPEPSPé P°P+Ps
PrPs P+CrPrCH-CIIPePsC— PrPsPiPsPjC-PIPSPsC— CHPuC+PsPIPéPSPé PiCHPuPiP°CHP°C,Cr,
C%oPs PiPpCHPuP»C-C+PpuPSC- Ct CHPsP-PrC-P»C- B«PYPeP»P°PrB».

- PyCLIPPeC- PSP6CEPePsPIC- PiPsCECrCEPuPSPSCILI (PeP»C-CEPpPSCE
PeCEPpP°C,PéPSC-PSCE < 30 PjP»/C...PI) (PrP&PL. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CtPIP°PSPSCII C,P° PrPsP-PéB» C,P° B«PxP°CEPjP°PePsPeC-PSPuC,PEPeP°B»).

- P1iPpC+C-PSPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH CI'PuCHPuPrPSCHPsPiPs P°P+Ps
C,CLIPYPePsPiPs CI'C,CIPiPpuPSCII (PrPéPI. CEPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB» C,P° B«PxP°CHPjP°PePsPeC-PSPuC,PEPeP°B»).

- PhPrPSPsC$P°CI'PSPp P-P°CI'C,PsCI'CrPIP°PSPSCI] PiPsC,CrPIPSPéC...
C-PSPiC-P+C-C,PsCRC-PI CYP3A4 (PSP°PiCHPéPeP»P°Pr C-C,CHP°PePsPSP°P-PsP»,
PePuC,PsPePsPSP°P-PsP», PIPsCHPePePsPSP°P-PsP», PiPsP-P°PePsPSP°P-PsP»,
C-PSPiC-P+C-C,PsCEHPé P’PtP>-PiCHPsC,PuP°P-Pé, PeP»P°CHP&C,CHPsPjC-CTP&PS,
C,PuP»C-C,CHPsPjC-CtPéPS, PSPuC, P°P-PsPrPsPS) (PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB» C,P° B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

- PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CIPIP°PSPSCII P°PSC,PéP°CHPEC,PjC-C+PSP&C...
P-P°CI'PsP+C-PI PeP»P°CI'Ct PtP° (PSP°PiCHP&PeP»P°Pr C...C-PSC-PrPéPS) P°P+Ps PeP»P°CI'Cr
PtPtPt (PSP°PiCHPEPeP»P°Pr PrPsC,PuC,PEP»C-Pr, CI'PsC,P°P»PsP»), PeCHC-Pj
P°PjC-PsPrP°CHPsPSCY.

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

P’PiP»PéPI C-PSCEPéC... P»C-PeP°CECI'CHhPePéC... P-P°CI'PsP+C-PI PSP° CHEP°PSPsP»P°P-PéPS.

PtPSPiC-P+C-C,PsCRPé CYP3A4 CtPe P-gp.

P P°PSPsP»P°P-P&PS C” CI'CP+CI'C,CHP°C,PsPj CtP&C,PsC...CHPsPjCr CYP3A4.
PtPSPiC-P+C-C,PsCHPé CYP3A4 PiC-PrPIPEC%0CrCRC,CH PePsPSCtPuPSC,CHP°CtC-Ch
CBP°PSPsP»P°P-PéPSCt PI PiP»P°P-PjC-. P— PiC-PrPIPEC%oPpuPSPSCIIPj PNePsPiPs
PePsPSCtPuPSC,CHP°CtC-C— PI PiP»P°P-PjC- PjPsPYPu PiPsCI'PéP»CRPIP°C,PéCI'CLI
PiCEPsCIIPI PiPsC,PpuPSCtC-PNePSP&C... PiPsP+C-C+PSP&C... ChPuP°PeCtC-PNe, C%oPs



P-P°P»PuPYP°C,CH PIC-Pr PrPsP-Pé (PSP°PiCEP&éPeP»P°Pr PSCrPrPsC,P°,
P-P°PiP°PjPsCEPsC+PuPSPSCLI). PiiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII CHP°PSPsP»P°P-P&PSPsPj
PsPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCILI PePuC,PsPePsPSP°P-PsP»Cr PI PrPsP-C- 200
PjPi PrPIC-C+C- PSP° PrPsP+Cr PiC-PrPIPEC%oCrC” AUC CEP°PSPsP»P°P-PéPSCr PI 385“3,9
CHP°P-P°. PhPrPSPsC$P°CI'PSPu PiCEP&P-PSP°C+PuPSPSCILI CHP°PSPsP»P°P-PEPSCT C,P°
PiPsC,CrPPSPé&C... C-PSPiC-P+C-C,PsCHC-PI CYP3A4 (C,P°PePéC... CLIPe
C-C,CHP°PePsPSP°P-PsP», PePuC,PsPePsPSP°P-PsP», PIPsCHPePePsPSP°P-PsP»,
PiPsP-P°PePsPSP°P-PsP», C-PSPiC-P+C-C,PsCHPé P’PtP>-PiCHPsC,PuP°P-Pé,
PeP»P°CEP&C,CHPsPjC-CtPéPS, C,PuP»C-C,CHPsPjC-C1tPéPS, PSPuC, P°P-PsPrPsPS)
PiCHPsC,PéPiPsPeP°P-P°PSPy (PrPéPI. CEPsP-PrC-P» B«PiiCHPsC,PéPiPsPeP°P-P°PSPSCILIB»).
PyP°PePsPY PiPsC,CrPIPSP&Pj C-PSPiC-P+C-C,PsCHPsPj CYP3A4 C”

PiCHPpPNePiC, CHCIC,PsPIP&PN. CI'C-Pe.

P”PéP»C,C-P°P-PuPj (18085 “360 PjPi 1 CHP°P: PSP° PrPsP+Cr), PiPsPjC-CHPSP&PNe
C-PSPiC-P+C-C,PsCH CYP3A4 PiC-PrPIPéC%oCrC” P-P°P»PuPYPSPs PIC-Pr PrPsP-Pé
CI'PuCHPuPrPSC- CHC-PIPSPsPIP°PYPSC- PePsPSCtPuPSC,CHEP°CtC-C— CHP°PSPsP»P°P-PEPSCY
PI 1,5852,4 CRP°P-P°. P”P»CII PiP°CtC-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPICfCRC,CH
PrPéP»C,C-P°P-PuPj C,P° C-PSCEC- PiPsPjC-CHPSC- CYP3A4 (PSP°PiCEP&PeP»P°Pr
PuCHP&C,CRPsPjC-CtP&PS, C,P»CRPePsPSP°P-PsP»), ChHPuPePsPjPuPSPrCrC”C,CHCI'CII
CHPuC,PuP»CHPSPEPN: C,P° PsP+PuCHPpuPIPSP&PNe PiC-PrP+C-CE PrPsP-Pé
PiCEPpPiP°CHP°C,Cr P P°PSPuPeCI'P°"®. PmPsPIP»P&PIPs, P+CrPrPp PSPuPsP+C...C-PrPSPs
P-PSP&PYPuPSPSCII PrPsP-Pé PiCEPuPiP°CEP°C,Cr P P°PSPuPeCI'P°®® (PrPéPI. CHPsP-PrC-P»Pé
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB» C,P°
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

P P°PSPsP»P°P-P&PS C” CI'CfP+CI'C,CREP°C,PsPj P-gp. PtPSPiC-P+C-C,PsCHPé P-gp
(PSP°PiCEP&PeP»P°Pr CtP&PeP»PsCI'PiPsCHP&PS, PIPuCHP°PiP°PjC-P»)
PiC-PrPIPéC%oCrCRC,CH CRC-PIPuPSCH CRHP°PSPsP»P°P-PEPSCr PI PiP»P°P-PjC-.
P’PuCHP°PiP°PjC-P» (120 PjPi C,CHP&C+C- PSP°® PrPsP+Cr) PiC-PrPIP&C%oCrC”
CHC-PIPSPsPIP°PYPSC- PePsPSCtPuPSC,CHP°CtC-C— CHP°PSPsP»P°P-PEPSCY PI PiP»P°P-PjC- PI
2,2 CHP°P-P°. P"P»CII C...PIPsCHP&C..., CLIPeC- P-P°CI'C,PsCI'PsPICFfCRC,CH
C-PSPiC-P+C-C,PsCHPé P-gp, CEPuPePsPjPuPSPrCrC”C,CHhCI'CLI CHPuC,PuP»CHPSPu
C,PéC,CHCrPIP°PSPSCII PrPsP-Pé PiCHPuPiP°CHP°C,Ct P P°PSPuPeCI'P°"®. PmPsPYP»P&PIPs,
P+CrPrPp PSPuPsP+C...C-PrPSPs P-PSPEPIPuPSPSCII PrPsP-Pé PiCEPuPiP°CEP°C,Cr (PrPéPI.
CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB» C,P°
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCLIB»).

PtPSPrCrPeC,PsCHPé CYP3A4.

P P&C,P°PjPiC-CtP&PS (600 PjPi 1 CEP°P- PSP° PrPsP+Cr) P-PSPéPYCrC” P-PSP°C+PpuPSPSCII
CBC-PIPSPSPIP°PIPSP&C... PePsPSCtPuPSC,CHP°CtC-PNe CRP°PSPsP»P°P-PEPSCr
PiCEP&P+P»P&éP-PSPs PrPs 95 %. PkPp CI'P»C-Pr CEPsP-PiPsC+P&éPSP°C,Pé P»C-PeCrPIP°PSPSCII
PiCEPpPiP°CHP°C,PsPj P P°PSPuPeCI'P°*® PiC-Pr C+P°CI" P-P°CI'C,PsCI'CfPIP°PSPSCII
C-PSPrCrPeC,PsCRHC-PI CYP3A4 (PSP°PiCEP&PeP»P°Pr CHP&C, P°PjPiC-C1P&PS,
C,PpPSC-C,PsC—PS, C,PuPSPsP+P°CHP+C-C,P°P», PeP°CHP+P°PjP°P-PuPiC-PS,
P-PIC-CEPsP+C-PN:) (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI"C,PsCI'CfPIP°PSPSCIIB»).

PtPSPiC-P+C-C,PsChPe CYP2D6.

P P°PSPsP»P°P-PéPS C4P°CI'C,PePsPIPs PjPuC,P°P+PsP»C-P-CrC”C,CECI'CLI CYP2D6, C,PsPjCr
C-PSPiC-P+C-C,PsCEPé C{CHPsPiPs C,PpuCHPjPRPSC,Cr PjPsPYCIC,Clb



PiC-PrPIP&éC%oCrPIP°C,Pé PePsPSCtPuPSC,CRHP°CtC-ChR CHP°PSPsP»P°P-PEPSCT PI PiP»P°P-PjC-.
PuPsC,CrPYPSP&éPNe C-PSPiC-P+C-C,PsCH CYP2D6 PiP°CEHPsPeCI'PuC,PéPS PI PrPsP-C- 20 PjPi

1 CHP°P: PSP° PrPsP+Cr PiC-PrPIPEC%oCrC” CI'PuCEPpuPrPSC- CHC-PIPSPsPIP°PIPSC-
PiPsPeP°P-PSP&éPePé PePsPSCtPuPSC,CHP°CtC-C— CHP°PSPsP»P°P-PéPSCY PI PiP»P°P-PjC- PI
CI'PuCHPuPrPSCHPsPjCr PI 1,2 CHP°P-P° (PiCRPé P-P°CI'C,PsCI'CrPIP°PSPSC-
CHP°PSPsP»P°P-PéPSCr PiPs 1000 PjPi 2 CEP°P-Pé PSP° PrPsP+Cr). PisPsCHPuPeCtC-CII
PrPsP-Pé PSPy PiPsC,CHC-P+PSP°. PiCEHPé PrPsP-C- CHP°PSPsP»P°P-P&PSCY 500 PjPi 2
CHP°P-Pé PSP° PrPsP+Cr PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII PiPsC,CrPIPSPsPiPs
C-PSPiC-P+C-C,PsCRCr CYP2D6 PjPsPPu PiCHPEP-PIPuCI'C,Pé PrPs PiC-PrPIPéC%oPuPSPSCII
PiPsPeP°P-PSP&PeP° AUC CHP°PSPsP»P°P-PEPSCr PiCHP&P+P»P&P-PSPs PSP° 62 %.

P’PiP»PéPI CRP°PSPsP»P°P-PéPSC3 PSP° C-PSCEC- P»C-PeP°CECI' CHhPeC- P-P°CI'PsP+Pé.

P P°PSPsP»P°P-P&PS C” C-PSPiC-P+C-C,PsCHPsPj P-gp, CLIPeP&PNe PjP°C”
PiPsC,CrPIPSC-CI'C,CH PrC-C— PIC-Pr CI'PuCHPuPrPSCHPsPiPs PrPs PIP&CI PsPePsPiPs
CI'C,CrPiPuPSCII, C,P° C” CI'P»P°P+PePéPj C-PSPiC-P+C-C,PsCHPsPj CYP3A4, C- C,PsPjCr
PjPsPYPpu PiC-PrPIP&C%oCIPIP°C,Pé PePsPSCtPuPSC,CEP°CtC-C— CI'CFP+CI'C,CHP°C,C-PI P-gp
C$Pé CYP3A4 Cr PiP»P°P-PjC-. PmPsP{Pu C,P°PePsP{ P-P+C-P»CHCECIPIP°C,PECICII
CEPsP-PiPsPrC-P» P»C-PeP°CHCI'CHPePEC... P-P°CI'PsP+C-PI, C%oPs
C,CBP°PSCI'PiPsCHC,CrCRC,CHCI'CII P-gp.

PuCHPé PiCHP&P-PSP°C+PpPSPSC- P»C-PeP°CRHCI' CHPePsPiPs P-P°CI'PsP+Cr P P°PSPuPeCI'P°"®
PjPsPYPu P+CrC,Pé PiPsC,CHC-P+PSP° PePsCHPuPeCtC-CII PrPsP-Pé PrPuCIIPePéC...,
PsCI'PsP+P»P&PIPs P-P°P»PuPPSPé&C... CI'CrP+CI'C,CHP°C,C-PI CYP3A4 (PSP°PiCHP&PeP»P°Pr
CI'PéPjPIP°CI'C,P°C,PEPSCT, P»PsPIP°CI'C,P°C,PéPSCr), P° C,P°PePsP{ CI'CfP+CI'C,CHP°C,C-PI
CYP3A4 P- PICP-CHPePéPj C,PuCEP°PiPuPIC,P&C+PSP&Pj PrC-P°PiP°P-PsPSPsPj
(PSP°PiCRP&PeP»P°Pr CtPéPeP»PsCI'PiPsCRP&PSCY, C,P°PeCHPsP»C-PjCrCICY,
CI'PECRHPsP»C-PjCrCI'Cr, PuPIPuCRPsP»C-PjCrCI'Cr), PsCI'PeC-P»CH>PePé P P°PSPuPeCI'P°"®
PjPsPYPu PiC-PrPIPEC%oCIPIP°C,Pé PePsPSCtPuPSC,CHP°CtC-C— PIPeP°P-P°PSPé&C...
P»C-PeP°CHCI'CHhPePéEC... P-P°CI'PsP+C-PI Ct PiP»P°P-PjC-.

PkP°CIIPIPSC- PrP°PSC- CI'PIC-PrC+P°C,CIb, C%oPs CHP°PSPsP»P°P-PéPS C” CI'P»P°P+PeP&Pj
C-PSPiC-P+C-C,PsCHPsPj CYP2D6. P—P°CI'C,PsCI'CrPIP°PSPSCII P P°PSPuPeCI'Pé®® PiPs

750 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr PiC-PrPIP&C%oCrC” PePsPSCtPuPSC,CHP°CtC-Ch
PjPuC,PsPiCHPsP»PsP»Cr PI PiP»P°P-PjC- PI 1,8 CHP°P-P°, C,PsPjCt PiCHPé C—C...
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- PjPsPPu PiPsCI'PéP»CRPIP°C,PéCI'CII
PrC-CII PjPuC,PsPiCREPsP»PsP»Cr P°P+Ps C-PSCEP&C... CI'CrP+CI'C,CHP°C,C-PI CYP2D6
(PSP°PiCHP&PeP»P°Pr PiCHPsPiP°C, PuPSPsPSCY, C,P»PuPeP°C—PSC-PrCr; PjPuPSCEPsCh
PjC-CHPsCh CtPu CI'C,PsCI'CfC”C,CHCI'CII C,CHP&8CtPEPeP»C-CHPSPEC. ..
P°PSC,PéPrPuPiCEPuCI'P°PSC,C-PI C,P° PSPuPNeCEHPsP»PuPiC,PéPeC-PI), PIPSP°CI'P»C-PrPsPe
C$PsPiPs PjPsPYPu P+CrC,Pé PiPsC,CEC-P+PSP&Pj P-PSPEPYPuPSPSCII PrPsP-Pé CtP&C...
PiCEPpPiP°CHP°C,C-PI.

PuPsC,PpuPSCtC-P°P» CI'C,PsCI'PsPIPSPs PiCHP&éPiPSC-C+PuPSPSCII CYP2P’6 PSPu
PsCtC-PSCRPIP°PICI'CI]I. PyyC-Pr C$P°CI P-P°CI'C,PsCI'CFPIP°PSPSCI]I P P°PSPuPeCIP&™
PsPrPSPsC+P°CI'PSPs C-P- CI'CfP+CI'C,CHP°C,P°PjPé CYP2P’6 (PSP°PiCHP&PeP»P°Pr
P+CrPiCHPsPiC-PsPS, PuC,P°PIC-CEPuPSCt, CtPéPeP»PsC,PsCI'C,P°PjC-Pr)
CBPuPePsPjPpPSPrCrC”C,CHCI'CII PrPsC,CEP&PjCrPIP°C,PECI'CII PsP+PuCHPuPIPSPsCI'C,C-.

P”PéPiPsPeCI'P&PS.

P, PrP°PSC- PiCHPs PiC-PrPIPeC%oPuPSPSCII PePsPSCtPuPSC,CHP°CtC-C—



PrPé&PiPsPeCI'PéPSCT PI PiP»P°P-PjC- Ct CI'PuCEPuPrPSCHPsPjCr PI 1,5 CRP°P-P° PiCEHPé
PsPrPSPsC$P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- P- PiCRPuPiP°CHP°C,PsPj

P P°PSPuPeCI'P°*®, C,PsPjCr PSPuPsP+C...C-PrPSPs PiCEPsPIPuPrPuPSPSCII
PjPsPSC-C,PsCHP&PSPiCr CHC-PIPSCII PrPéPiPsPeCI'PéPSCr PSP° PiPsC+P°C,PeCr C,P° PiCHPé
P-P°PIPuCHCEPUPSPSC- P-P°CI'C,PsCI'CFPIP°PSPSCII PiCHPuPiP°CHP°C,Ct P P°PSPuPeCI'P°"°.

PYP&PjPIP°CI'C,P°C,PEPS.

PmPuC,P°P+PsP»C-P-Pj C,P° PeP»C-CRHPuPSCI CI'PéPjPIP°CI'C,P°C,PéPSCt P-PSP°C+PSPsCh
PjC-CHPsCh P-P°P»PuPYP°C,CH PIC-Pr CYP3A4. P—P°CI'C,PsCI'CfPIP°PSPSCII
PiCRPpPiP°CHP°C,Cr P P°PSPuPeCI'P°*® PiPs 1000 PjPi 2 CRP°P-Pé PSP° PrPsP+Cr
PiC-PrPIP&éC%oCrC” PePsPSCtPuPSC,CHP°CtC-Ch PI PiP»P°P-PjC- P»P°PeC,PsPSCr
CI'P&PjPIP°CI'C,P°C,PéPSCT C,P° CI'PEPjPIP°CI'C,P°C,PéPSPsPIPsC— PeP&CI'P»PsC,Pé
PiCRHP&P+P»P&P-PSPs PI 2 CHP°P-Pé. PyP°PePsPY Cr CEP°PjPeP°C...
PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIPsPiPs PSP°PiP»CLIPrCt PiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCEPs
PIP&PiP°PrPePé CHP°P+PrPsPjC-PsP»C-P-Cr Cr PiP°C+C-C”PSC,C-PI, CIIPeC- PiICHPEPNePjP°P»Pé
PiCEPpPiP°CHP°C, P P°PSPuPeCI'P°*® C- CI'PéPjPIP°CI'C,P°C,PéPS. P"P»CII PiP°CtC-C”PSC,C-PI,
CIIPeC- PiCHPEPNePjP°CRC,CH PiCHPuPiP°CRP°C, P P°PSPuPeCI'P°*® PI P+CrPrCH-CIIPeC-PNe
PrPsP-C-, PrPsP-P° CI'P&éPjPIP°CI'C,P°C,PéPSCt PSPy PiPsPIPEPSPSP®
PiPuCHPuPIPEC%0CrPIP°C,Pé 20 PjPi PSP° PrPsP+Cr.

PHC,PsCRPIP°CI'C,P°C,P&PS.

PiiCHP&PNePsPj PiCEPuPiP°CRHP°C,Cr P P°PSPuPeCI'P°*® PiPs 1000 PjPi PrPIC-C#C- PSP®
PrPsP+Cr PiC-PrPIPéC%oCrC” C,,, C- AUC P°C,PsCRHPIP°CI'C,P°C,PéPSCr, CIIPeP&PNe
PiCHPEPNePjP°CRC,CIH PI PrPsP-C- 80 PjPi PsPrPéPS CHP°P- PSP°® PrPsP+Cr, P1 1,4 C- PI 1,3
CRP°P-P° PIC-PrPiPsPIC-PrPSPs C- P-PjC-PSCRC” C,,.. C- AUC PjPuC,P°P+PsP»C-C,C-PI
P°C,PsCHPIP°CI'C,P°C,PEPSCr PjPuPSC€ PSC-PY PSP° 35%. PuCEHPé PiCRP&PN:PsPjC-
PiCHPpPiP°CRHP°C,Ct P P°PSPuPeCI'P°"® PjPsPPu P+CrC,Pé PiPsC,CHC-P+PSPs
PsP+PjPuPYPuPSPSCII PrPsP-Pé P°C,PsCHPIP°CI'C,P°C,PéPSCt C- PiCEPsPIPuPrPuPSPSCII
PSP°P»PpPYPSPsPiPs PeP»C-PSC-C$PSPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCI].

PiiCEPé PiCEPEPN:PsPjC- PICEPuPiP°CRP°C,Ct P P°PSPuPeCI'P°*® PjPsPqPp P+CrC,Pé
PiPsC,CHC-P+PSPs PsP+PjPuPIPuPSPSCII PrPsP-Pé C-PSCEPEC... CI'C,P°C,PéPSC-PI, C%oPs
PjPpC,P°P+PsP»C-P-CrCRC,CHCI'CLI CYP3Ph4 (P»PsPIP°CI'C,P°C,P&PS).

PyP°PeCRPsP»C-PjCrCI’, CtPéPeP»PsCI PiPsCRP&PS, CI'PECRPsP»C-PjCrCI’

PuPIPuCHPsP»C-PjCrCL.

P—P°CI'C,PsCI'CfPIP°PSPSCILI CHP°PSPsP»P°P-PéPSCr PiP°CtC-C”PSC,P°Pj, CLIPeC-
PsC,CHP&PjCrPIP°P»Pé C,P°PeCHPsP»C-PjCrCI’ (CI'CrP+CI'C,CEP°C, CYP3A4),
PiCEP&P-PIPSPrPéP»Ps PrPs PiC-PrPIPEC%oPpPSPSCII PePsPSCtPuPSC,CEP°CtC-PNe
PsCI'C,P°PSPSCHPsPiPs PI PiP»P°P-PjC-. P] CHP°P-C- PiCEP&P-PSP°C+PuPSPSCII
PiCRHPpPiP°CHP°C,Cr P P°PSPuPeCI'P°*® PiP°CtC-C”PSC,P°Pj, CLIPeC- PsC,CHP&PjCFCRC,CH
C,P°PeCEPsP»C-PjCICI’, CRPpPePsPjPuPSPrCrC”C,CHhCI'CII PePsPSC,CRHPsP»CRPIP°C,Pé
PePsPSCtPuPSC,CHP°CtC-C— C,P°PeCHPsP»C-PjCrCI'CT PI PiP»P°P-PjC- C- PI CHP°P-C-
PSPpPsP+C...C-PrPSPsCI'C,C- PePsCHP&PiCrPIP°C,Pé PrPsP-Ct C,P°PeCHPsP»C-PjCICI'Ct.
PyP°PeP&PNe PePsPSC,CHPsP»CH C,P°PePsPY CHPuPePsPjPuPSPrPsPIP°PSPEPNe PiCHPé
P-P°CI'C,PsCI'CtPIP°PSPSC- C-PSCEP&C... CI'CFP+CI'C,CHP°C,C-PI CYP3A4 P- PICrP-CHPeP&P;
C,PuCRP°PiPuPIC,PEC+PSPEPj PrC-P°PiP°P-PsPSPsPj (PSP°PiCRPéPeP»P°Pr
CtP&PeP»PsCI'PiPsCHPEPS, CI'P6CHPsP»C-PjCrCI’, PuPIPuCHPsP»C-PjCrCI).



P>C-PeP°CRCI'CHPeC- P-P°CI'PsP+Pé, CIIPeC- C,CRP°PSCIPiPsCRC,CrCRC,CHCI'CII

C.CRP°PSCIPiPsCHC,CrPIP°P»CHPSPéPePsPj PsCRPiP°PSC-C+PSPEC... PeP°C,C-PsPSC-PI-2

(OCT?2). PiCEPé P-P°CI'C,PsCI'CfPIP°PSPSC- PiCHPuPiP°CEP°C,Ct P P°PSPuPeCI'P°*® PI PrPsP-C-
500 PjPi C- 1000 PjPi PrPIP°® CHP°P-Pé PSP° PrPsP+Cr PiP°CtC-C”PSC,P°Pj C-P-
CtCrPeCRHPsPIPEPj PrC-P°P+PuC,PsPj PtPt C,P&éPiCt PePsPSCTPuPSC,CHP°CtC-CII
PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPIP°PSPsPiPs PjPuC,C,PsCHPjC-PSCr (1000 PjPi PrPIP°
CEP°P-Pé PSP° PrPsP+Cr) Ct PiP»P°P-PjC- PiC-PrPIP&C%oCrPIP°P»P°CI'CII
PIC-PrPiPsPIC-PrPSPs PI 1,4 C- PI 1,8 CEP°P-P°. PmPsPSCtPuPSC,CHP°CtC-C— C-PSCEP&C...
OCT2 CI'CrP+CI'C,CHP°C,C-PI, PIPeP»CRC+P°CRCtPé PiC-PSPrPsP»PsP» C-
PIP°CEPpuPSC-PeP»C-PS, PjPsPICrC,CH P+CrC,Pé P-PjC-PSPuPSC- PI PsPrPSP°PePsPIC-PNe
PjC-CRHC-.

P+CI'PSCrC” C,PpPsCHPuC,PECEPSPEPNe CHPEP-PéPe, C%oPs PiCHPé PsPrPSPsC+P°CI'PSPsPjCr
P»C-PeCrPIP°PSPSC- CRP°PSPsP»P°P-PéPSPsPj C,P° C-PSCEP&PjPé PiCHPuPiP°CHP°C,P°PjPé,
C%oPs PiPsPrPsPIPICrCRC,CH C-PSC,PuCEPIP°P» QTc, PjPsPPu PIPEPSPéPePSCIC,Pé

C, P°CRPjP°PePsPrPéPSP°PjC-C+PSP° PIP-P°C”PjPsPrC-CII C,P° PiC-PrPIP&C%oP&C,PECI'CII
PjPsPYP»P&éPIPEPNe CHP&P-PéPe CEP»CIrPSPsC1PePsPIPEC... P°CHPEC,PjC-PNe.
PkP°PiCRP&PeP»P°Pr, PrPs C,P°PeP&C... PICHPuPiP°CRP°C,C-PI PSP°P»PuPYP°C,CH PrPuCIIPeC-
P°PSC,PéPiC-CI'C,P°PjC-PSPSC- P-P°CI'PsP+Pé (C,P°PeC- CIIPe C,PuCHC,PuPSP°PrPéPS,
P°CI'C,PuPjC-P-PsP», PjC-P-PsP»P°CI'C,P&PS), PrPuCIIPeC- P°PSC,PéP°CHP&C,PjC-C+PSC-
P-P°CI'PsP+Pé (P-PsPeCHPuPjP° C...C-PSC-PrPéPS, PrPéP-PsPiC-CHP°PjC-Pr,
PiCHPsPeP°C—PSP°PjC-Pr), PuCHP&EC,CRPsPjC-CtP&PS C,P° C,CHPéCtPéPeP»C-C+PSC-
P°PSC,PéPrPuPiCEPuCI'P°PSC,Pé (PSP°PiCHP&éPeP»P°Pr C-PjC-PiCHP°PjC-PS,
PrPsPeCI'PpuPiC-PS, P°PjC-C,CRP&PiC,PEP»C-PS).

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

PYP»C-Pr P+CfC,Pé PsP+PuCEPuPIPSP&P] PiCEPé PiCEP&P-PSP°C{PuPSPSC- P°P+Ps
PiC-PrPIP8C%oPpPSPSC- PrPsP-Pé CHP°PSPsP»P°P-P&PSCE C...PIPsCEP&P;j, Ct CLIPP&C. ..
PjPsPYP»P&PIPu PiPsCI'PéP»PuPSPSCLI PNePsPiPs PrC-C—, PiCEPé C,P°PePéC... CI'C,P°PSP°C...:

- PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII C-PSPiC-P+C-C,PsCHC-PI CYP3A4
PiPsPjC-CHPSPsC— CI'PéP»Pé PrC-C— (PrPéPI. CEPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB» C,P° B«P’P-P°C”PjPsPrC-CLI P- C-PSCEP&PjPé
P»C-PeP°CHCI CHPePEPjPé P-P°CI'PsP+P°PjPé C,P° C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»);

- PsPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSPiC-P+C-C,PsCRC-PI P-gp
(PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB» C,P°
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CECI'CHPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»);

- PiPpC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH P»PuPiPePsPiPs CI'C,CrPiPuPSCII
(PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB» C,P°
B«PxP°CHPjP°PePsPeC-PSPuC,PéPeP°B»);

- PSP&CHPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH P»PpPiPePsC— P°P+Ps
CI'PuCHPuPrPSCHPsC— C,CLIPPePsCI'C,C- (PeP»C-CHPuPSCI’ PeCHPuP°C,PEPSC-PSCY
3085 “80 PjP»/C...PI) (PrPéPI. CRPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB», B«PuPsP+C-C+PSC- CHPuP°PeCtC-C—B»



C,P° B«PuP°CRHPjP°PePsPeC-PSPuC,PePeP°B»);

- PiP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCrt (PrPéPI. CHPsP-PrC-P»Pé
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB», B«PiPsP+C-C+PSC-
CHPpP°PeCtC-C—B» C,P° B«PrP°CHPjP°PePsPeC-PSPuC,PEPeP°B»);

- PiP°CtC-C”PSC,Pé P- PSPéP-CHhPePsCh PjP°CI'PsCh (< 60 PePi) (PrPéPI. CRPsP-PrC-P»Pé
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB», B«P1PsP+C-C+PSC-
CBPpP°PeCtC-C—B» C,P° B«PxP°CEPjP°PePsPeC-PSPuC,PEPeP°B»);

- P—PVPk CI'PuCHPuPrPSCHPsPiPs P°P+Ps C,CLIPYPePsPiPs CI'C,CtPiPuPSCILI
C,CLIPPePsCI'C,C- (PeP»P°CI'Pé NYHA IIIEE“IV) (PrP&éPl. CEPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PSCI'C£PIP°PSPSCILI C,P° PrPsP-PéB» C,P° B«PxP°CEPjP°PePsPeC-PSPuC,PEPeP°By).

PJ C...PIPsCRHP&C..., CIIPeC- PjP°CRC,CH PeC-P»CHPeP° P-P°P-PSP°C+PpuPSPéEC... PIPEC%0Pp
C,P°PeC,PsCRHC-PI, PjPsPYPSP° PsC+C-PeCrPIP°C,Pé PrPsPrP°C,PePsPIPsPiPs
PiPsCI'PéP»PuPSPSCII PrC-C—. PwPsPP»P&PIPu PIPEPSPéPePSPuPSPSCII PiPsP+C-C+PSPé&C...
CBPpP°PeCtC-PNe, C%oPs P-P°P»PuPYP°C,CH PIC-Pr PrPsP-Pé. PuCEPé
P-P°CI'C,PsCI'CfPIP°PSPSC- P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Ct P P°PSPuPeCI'P°"® Cr
C...PIPsCEP&C... P- PiPsC”PrPSP°PSPSCIIPj PeC-P»CHPePsC... P-P°P-PSP°CPuPSPEC...
PIP8C%oPp C,P°PeC,PsCHC-PI PiPsPIPEPSPuPS PiCHPsPIPsPrPEC,PECI'CII C+P°CI'C,P&PNe
PjPsPSC-C,PsCHP&PSPi PiPsP+C-C$PSP&C... CHPuP°PeCtC-PNe, P° P-P°
PSPuPsP=+C...C-PrPSPsCI'C,C- PrPsP-Ct CHP°PSPsP»P°P-PéPSCr CI'P»C-Pr P-PSP&P-P&C,Pé
P°P+Ps PiCHP&éPiPéPSP&C,Pé P»C-PeCrPIP°PSPSCI].

P P&P-PéPe PiPsCI'PéP»PpPSPSCII C,P°CHPjP°PePsP»PsPiC-C+PSPsC— PrC-C—
CHP°PSPsP»P°P-PéPSCY, C%oPs PiCHP&P-PIPsPrPéC,CH PrPs P-P+C-P»CHCEPuPSPSCII
C$P°CI'C,PsC,Pé PiPsP+C-C$PSP&C... CHPuP°PeCtC-PNe Cr P-P°P-PSP°C+PuPSPéEC... PIPEC%oPp
PiCRCrPiP°C..., PiC-PrPIP&C%oCrC”C,CHCI'CII Cr C...PIPsCHP&C... P-
PSPuPrPsCI'C,P°C,PSCHPsCh P°PeC,PEPIPSC-CI'C,CR CYP2D6 (C...PIPsCHC- P-C-
CI'PiPsPIC-P»CHPSPuPSPEPj PjPuC,P°P+PsP»C-P-PjPsPj) PiPsCEC-PIPSCIIPSPs P-
C...PIPsCRHPé&PjPé P- PiPsC,CrPIPSPsCh P°PeC,PEPIPSC-CI'C,CR CYP2D6 (C...PIPsCHC- P-
PiCHPECI PePsCHPuPSPEPj PjPuC,P°P+PsP»C-P-PjPsPj) (PrPéPI. CHPsP-PrC-P»
B«PxP°CHPjP°PePsPeC-PSPuC,PéPeP°B»). P’PEC%oPuP-P°P-PSP°C+PuPSC-
P-P°CI'C,PuCEPuPIPuPSPSCII CHPsP-CEPsP+P»PuPSC- P- CFCHP°C...CrPIP°PSPSCIIPj
PjPsPYP»P&PIPsPiPs CHP&P-PéPeCr PrP»CII C...PIPsCHP&C... P-C- CI'PiPsPIC-P»CHPSPuPSPEP]
PjPuC,P°P+PsP»C-P-PjPsPj CYP2D6 C,P° PjP°CRC,CH PICHP°C...PsPICFPIP°C,PéCI'CII Cf
PIPéPiP°PrPeCr, PePsP»Pé CI'C,P°C,CICI" PjPuC,P°P+PsP»C-P-PjCt CYP2D6 PSPuPIC-PrPsPjPéPNe.
P”P»CII C...PIPsCHPéEC... P- PiCEP&8CI ' PePsCHPuPSPEP] PjPuC,P°P+PsP»C-P-PjPsPj CYP2D6
C,P°PeC- P-P°CI'C,PuCHPuPIPuPSPSCII PjP°CRC,CH PjPuPSCEPp P-PSP°C+PuPSPSCI].
PI'PIPsCHP&Pj, PrP»CII CIIPeP&C... PIPEP-PSP°C+PuPSP&PN: (PSP°PiCHPEPeP»P°Pr,
C€P»CIIC...PsPj PiPuPSPsC,PéPiCtPIP°PSPSCII) P°P+Ps PIC-PrPsPjP&PNe
C-PSC,PpPSCI'PéPIPSPéPNe CI'C,P°C,CICI" PjPuC,P°P+PsP»C-P-PjCt CYP2D6, P P°PSPuPeCI'P°™®
PjPsPYPSP° P-P°CI'C,PsCI'PsPICIPIP°C,Pé P- PsP+PuCHPuPIPSC-CI'C,ChR Cr CRP°P-C-
PSP°CIIPIPSPsCI'C,C- Cr PiP°CtC-C”PSC,P°® PePsPjP+C-PSP°Ct+C-C— PeC-P»CHPePsC...
P-P°P-PSP°C#PpuPSPé&C... PIPEC%oPp C,P°PeC,PsCHC-PI CHPEP-P&PeCY.

PuPsPrPsPIP{PuPSPSCII C-PSC,PuCRPIP°P»Cr QT.

P‘P»PsPeCrPIP°PSPSCII I, C- PiPsPrPsPIPIPpPSPSCII C-PSC,PuCEHPIP°P»Cr QTc
P-P°P»PuP{P°C,CHb PIC-Pr PrPsP-Pé CEP°PSPsP»P°P-P&PSCY. PuPsPiCtP»CLICTC-PNePSP&EPNe
P°PSP°P»C-P- PsP+EF ™ C"PrPSP°PSP&C... PrP°PSPEC..., PsC,CHPEPjP°PSPEC. .. PiC-Pr C+P°CT



PrPsCI'P»C-PrPIPRPSPSCII P-P° CfC4P°CI'C,CR PiP°C{C-C”"PSC,C-PI C,P° P-PrPsCEPsPIPEC...
PrPsP+CEPsPIPsP»CHbCHC-PI, PiPsPeP°P-P°PI, C%oPs P-P°P»PuPYPSC-CI'C,CH
PiPsPrPsPIPYPuPSPSCLI C-PSC,PuCEPIP°P»Ct QTc PIC-Pr PePsPSCtPuPSC,CHP°C+C-C—
P»C-PeP°CECI'CHhPePsPiPs P-P°CI'PsP+Ct PI PiP»P°P-PjC- PjPsP{Pp P+CfC,Pé PsCtC-PSPuPSPs
CLIPe 2,4 PjCT' PSP° 1000 PSPi/PjP», C%oPs PiCHP&P+P»P&P-PSPs PrPsCEC-PIPSCRC”
PiC-PrPIP8C%oPpRPSPSCR PIC-Pr 2 PrPs 7 PjCI" PrP»CLI PrC-P°PiP°P-PsPSCY
PiPsPeP°P-PSPéPeC-PI PePsPSCTPUPSC,CHP°CtC-C— CHP°PSPsP»P°P-PEPSCT PI PiP»P°P-PjC-
PiCEPé PiCEP&P-PSP°C+PuPSPSC- PNePsPiPs PI PrPsP-C- PIC-Pr 500 PrPs 1000 PjPi PrPIC-CC-
PSP° PrPsP+Cr. PyPsPjCrt C,CEPuP+P° P+CrC,Pé PsP+PuCEPuPIPSP&Pj PICHPé
P»C-PeCFPIP°PSPSC- C...PIPSCEP&C... C-P- CI'PéPSPrCEPsPjPsPj PICHPsPrPIPuPSPsPiPs
PiPsPrPsPIPYPuPSPSCLI C-PSC,PuCEPIP°P»Ct QT PI P°PSP°PjPSPuP-C- P°P+Ps P-C-
CI'PiP°PrPePsPIP&Pj PiPsPrPsPIPIPuPSPSCIIPj C-PSC,PuCHPIP°P»Ct QT PI CHPsPrPéPSPSPsPjCY
P°PSP°PjPSPuP-C- C+Pé P- PIC-PrPsPjPéPj PSP°P+CrC,PéPj PiPsPrPsPIPIPuPSPSCIIP]
C-PSC,PuCHPIP°P»Cr QT, P° C,P°PePsPY C...PIPsCEP&C..., CLIPeC- PsC,CHPéPjCICRC,CHb
P»C-PeCrPIP°PSPSCII PiCEPuPiP°CEP°C,P°PjPé, C%oPs PIPiP»P&PIP°CRC,CH PSP®
C,CHP&PIP°P»C-CI'C,CHh C-PSC,PRCEPIP°P»Ct QTCI (PrPéPI. CRPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CLI P- C-PSCEP&PjPé P»C-PeP°CEHCI CHbPeP&PjPé P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PN:B»).

P’P-P°C”"PjPsPrC-CII P- P»C-PeP°CRCI' CHhPeP&PjPé P-P°CI'PsP+P°PjPé.

PhPrPSPsC+P°CI'PSPyu P-P°CI'C,PsCI'CFPIP°PSPSCII P- C-PSPrCrPeC,PsCHP°PjPé CYP3A4
PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs P-PSP&PPuPSPSCII PuC, PuPeC,PéPIPSPsCI'C,C-
P»C-PeP°CHCI CHPePsPiPs P-P°CI'PsP+Cr. P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+

P P°PSPuPeCI'P°*® PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiP°CtC-C”PSC,P°Pj, CIIPeC-
PsC,CHPéPjCrCRC,CH P»C-PeCrPIP°PSPSCII C-PSPrCrPeC,PsCHP°PjPé P°PeC,PéPIPSPsCI'C,C-
CYP3A4 (PSP°PiCHP&éPeP»P°Pr CHP&C, P°PjPiC-CtPéPS, C,PuPSC-C,PsC—PS,
C,PpPSPsP+P°CHP+C-C,P°P», PeP°CHP+P°PjP°P-PuPiC-PS, P-PIC-CHPsP+C-PN\e) (PrP&PI.
CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEPé&PjPé P»C-PeP°CHCI'CHPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PkPéCRHPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,Chb.

P&kP&CEPePsPIP® C,CIPSPeCtC-CII P-PSPEP{CrC”C,CEHbCI'CLI P- PIC-PePsPj, C- C,PsPjCr
PIP°P{P»P&PIPs PiCRPsPIPsPrP&éC,Pé CHPuPiCtP»CLICEPSCY PiPuCHPuPIC-CHPeCr

C, CtPSPeCtC-C— PSP&CHPsPe PiC-Pr C+P°CI* P»C-PeCrPIP°PSPSCLI CEP°PSPsP»P°P-P&PSPsP;
(PrP&PI. CRPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»,
B«PuCHPsC,P&éPiPsPeP°P-P°PSPSCLIB», B«PyPsP+C-C+PSC- CEPuP°PeCtC-C—B» C,P°
B«PxP°CEPjP°PePsPeC-PSPUC,PEPP°B»).

P>P°PeC,PsP-P°.

P P°PSPuPeCI'P°*® 1000 PjC-CI'C,PéC,CH P»P°PeC,PsP-Cr. P>C-PeP°CHCI' CHPePéPNe P-P°CI'C-P+
PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé PiP°C+C-C”PSC,P°Pj C-P- CRC-PrPeC-CI'PSPsCh
PICHPsPrPIPuPSPsCh PSPuPiPuCHPuPSPsCI'PéPjC-CI'C,Ch PiP°P»P°PeC,PsP-Pé,
PICHPsPrPIPuPSPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,ChR P»P°PeC,P°P-Pé P°P+Ps
PiPsCHCrCEPpPSPSCIIPj P°P+CI'PsCRP+CtC-C— PiP»CRPePsP-Pé C,P° PiP°P»P°PeC,PsP-Pé.

PxP°C,CHC-PNe.




P!PpPNe P»C-PeP°CHCI'CHPePéPNe P-P°CI'C-P+ PjC-CI'C,PéC,CH> PjPpPSCEPp 1 PjPjPsP»CH
PSP°C,CEC-CH (23 PjPi) PSP° C,P°P+P»PuC,PeCrt PiCEPsP»PsPSPiPsPIP°PSPsC— PrC-C—,
C,PsP+C,Ps PiCKP°PeC,P&C+PSPs PIC-P»CHPSPEPNe PIC-Pr PSP°C,CHC-CR.

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

P’P°PiC-C,PSC-CI'C,Chb.

P”P°PSC- PiCHPs P-P°CI'C,PsCI'CFPIP°PSPSCII CHP°PSPsP»P°P-PEPSCr PIP°PiC-C,PSPEPj
PsP+PjPuPYPuPSC-. P”PsCI'P»C-PrPIPuPSPSCII PSP° C,PIP°CRP&PSP°C... PIPECIIPIP&P»Pé
PuPjP+CHC-PsC,PsPeCI'PéCPSC-CI'C,CH (PrPéPI. CHPsP-PrC-P» B«P”PsPeP»C-PSC-C$PSC-
PrP°PSC- P- P+PpuP-PiPpPePéB»). PuPsC,PuPSCtC-PNePSPEPNe CHPEP-PéPe PrP»CII
P»CRPrPéPSPé PSPuPIC-PrPsPjP&PNe. PiCHPpPiP°CHP°C, P P°PSPuPeCI'P°*® PSPu CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PiC-Pr C+P°CI" PIP°PiC-C,PSPsCI'C,C-, P-P° PIPEPSCIIC,PePsPj
PeCEP°PNPSCHPsC— PSPuPsP+C...C-PrPSPsCI'C,C-.

P“PsPrCrPIP°PSPSCII PiCRCrPrPrCh.

P&PuPIC-PrPsPjPs, C+Pé PiICHPsPSPéPeP°C” CHP°PSPsP»P°P-PéPS Cr PiCHCrPrPSPu
PjPsP»PsPePs P»CRPrPéPSPé. PkP°CLIPIPSC-
C,P°CHPjP°PePsPrPéPSP°PjC-C+PSC-/C,PsPeCI'PéPePsP»PsPiC-C+PSC- PrP°PSC-
PrPsCI'P»C-PrPIPuPSCH PSP°® C%oCrCHP°C... CI'PIC-PrC+P°C,CH PiCHPs C,Py, C%oPs
CBP°PSPsP»P°P-PéPS PIPEPrC-P»CILIC”C,CHCI'CII Cf PiCHCIPrPSPyu PjPsP»PsPePs
(PrPuC,P°P»CHPSC-CEPp PrPéPI. CHPsP-PrC-P» B«P”PsPeP»C-PSC-C$PSC- PrP°PSC- P
P+PpuP-PiPuPePéB»). PkPp PjPsPYPSP° PIPéPeP»CRC+P°C,Pé CHPéP-PéPe PrP»CLI PrPéC,PéPSPE,
CLIPeP® P-PSP°C...PsPrPéC,CHCI'CLI PSP°® PiCRHCrPrPSPsPjCt PIPEPiPsPrPsPICFPIP°PSPSC-.
PuCHPpPiP°CEP°C, P P°PSPuPeCI'P°*® PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé
PYC-PSPeP°Pj Ct PiPpCHC-PsPr PiPsPrCrPIP°PSPSCII PiCKCrPrPrCR.

PrPuCHC,PEP»CHPSC-CI'C,CH.

P”PsCI'P»C-PrPIPuPSPSCII PSP° C,PIP°CRP&PSP°C... PSPy PIPECIIPIPEP»Pé PSC-CLIPePsPiPs
CEPeC-PrP»P&PIPSPiPs PIPiP»P&PICTH P»C-PeP°CRCI'CHbPePsPiPs P-P°CI'PsP+Cr PSP°
C,PuCEC,PéP»CHPSC-CI'C,CH (PrP&PI. CEPsP-PrC-P» B«P”PsPeP»C-PSC-C+PSC- PrP°PSC- P-
P+PpP-PiPuPePéB»). P'PiP»PPI CHP°PSPsP»P°P-PéPSCT PSP° C,PuCHC,PéP»CHPSC-CI'C,CH Cr
P»CRPrPEPSP& PSPy PIC-PrPsPjP&P)..

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CH CEPuP°PeCtC-C— PiCFPé
PePuCFC2PIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé.

P”PsCI'P»C-PrPYPuPSPSCII PIPiP»P&PICT P P°PSPuPeCI'Pé®® PSP° P-PrP°C,PSC-CI'C,CH
PePuCHCIPIP°C,Pé P°PIC,PsC,CEP°PSCI'PiPsCHC,PsPj C+Pé C-PSCEP&PjPé
PjPuC...P°PSC-P-PjP°PjPé PSPn PiCHPsPIPsPrPéP»PECI'CLIL. P P°PSPuPeCI'P°*® PjPsPPu
CI'PiCHP&C$PEPSCIIC,Pé P-P°PiP°PjPsCHPsC+PuPSPSCII, CHPsP-PjP&éC,C-CI'C,CH P-PsCHCT,
PrPIPsC—PSPSCII PI PsC#P°C..., CI'PiP»CrC,P°PSC-CI'C,CH CI'PIC-PrPsPjPsCI'C,C-,
PiPsCHCrC€PuPSPSCII PePsPsCHPrPéPSP°C+C-C— C,P° PiP°P»CRCtPéPSP°CtC-C— (PrPéPI.
CHPsP-PrC-P» B«PiPsP+C-C+PSC- CHPpP°PeCtC-C—B»), C%oPs PjPsPPu PSPuPiP°C,PéPIPSPs



PIPiP»P&PSCrC,Pé PSP° P-PrP°C,PSC-CI'C,CH PePuCHCrPIP°C,Pé
P°PIC,PsC,CRP°PSCIPiPsCHC,PsPj C,P° C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé.

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

P”PsCHPsCI'P»C-.

P PuPePsPjPuPSPrPsPIP°PSP° PiPsC+P°C,PePsPIP°® PrPsP-P° PiCHPuPiP°CRHP°C,Cr

P P°PSPuPeCI'P°*® CI'C,P°PSPsPIP&C,CHb 500 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr. PSPuCEPuP- 2854
C,PéPYPSC- PrPsP-P° P-P° PSPuPsP+C...C-PrPSPsCI'C,C- PjPsPPu P+CrC,Pé
P-P+C-P»CHCEPpPSP° PrPs 1000 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr (PrPéPI. CHPsP-PrC-P»
B«PxP°CHPjP°PePsPrPéPSP°PjC-PeP°B»). P PuPePsPjPuPSPrPsPIP°PSP°
PjP°PeCI'P&PjP°P»CHPSP® PrPsP-P° CI'C,P°PSPsPIP&C,CH 1000 PjPi 2 CEP°P-Pé PSP° PrPsP+Cfr.
PIPeC%oPs Cr C...PIPsCEPsPiPs CI'PiPsCI'C,PuCHC-PiP°CRC,CHCI'CII PiPsP+C-C$PSC-
CILIPIP&C%oP°, CI'PiCKP&8C+PEPSPuPSC- P-P°CI'C,PsCI'CFPIP°PSPSCIIPj
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr (PSP°PiCEP&PeP»P°Pr P-P°PiP°PjPsCEPsC+PpPSPSCII,
PSCfPrPsC,P°, P=P»CRPIP°PSPSCII), C,Ps PrPsP-P° P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr

P P°PSPuPeCI'P°*® PjPsPPu P+CrC,Pé P-PSPEPYPuPSP° (C,PéC,CHCIPIP°PSPSCII).
P>C-PeCrPIP°PSPSCII PiCEP&PiPEPSCIICRC,CH, CLIPeC%oPs PiPsP+C-C+PSC- CHPpP°PeCtC-C—
PSPu PiCEPsC...PsPrCIIC,CH PiC-CI'P»CII P-PSPéPPuPSPSCII PrPsP-Pé.

PhPrPSPsCtP°CI'PSPu P»C-PeCrPIP°PSPSCII C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4 C,P°
C-PSPiC-P+C-C,PsCRP°PjP€é P-gp.

P PuC,PuP»CHPSP&PN: PiC-PrP+C-CH PrPsP-Pé CHPuPePsPjPuPSPrCrC”C,CHCI'CII
PiP°CtC-C”PSC,P°Pj, CIIPeC- PsC,CHP&PjCrCRC,CH P»C-PeCrPIP°PSPSCII PiPsPjC-CEPSP&PjPé
C-PSPiC-P+C-C,PsCRP°PjPé CYP3A4 (PSP°PiCHPEPeP»P°Pr PrPéP»C,C-P°P-PpPj,
C,,P»CRPePsPSP°P-PsP», PuCHPEC,CRHPsPjC-CtPéPS) P°P+Ps C-PSPiC-P+C-C,PsCHP°PjPé P-gp
(PSP°PiCEP&PeP»P°Pr PIPuCHP°PiP°PjC-P», CtP&PeP»PsCI'PiPsCRP&PS) (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'C+PIP°PSPSCIIB» C,P° B«P’P-P°C”PjPsPrC-CII P-
C-PSC£PéEPjPé P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé
PIP-P°C”PjPsPrC-PN:B»).

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII P- PiPsC,CrPIPSP&PjPé
C-PSPiC-P+C-C,PsCHP°PjPe CYP3A4 PiCHPsC,PéPiPsPeP°P-P°PSPu (PrPePI. ChPsP-PrC-P»Pe
B«PCRHPsC,PePiPsPeP°P-P°PSPSCIIB» C,P° B«P'P-P°C”PjPsPrC-CII P- C-PSC€PéPjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PkP&CHPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CIb.

PI'PIPsCEP&Pj P- PSPECHPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,CR P»PuPiPePsPiPs C,P°
CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CIIPPePsCI'C,C- (PeP»C-CRHPpuPSCI’
PeCEPpP°C,PEPSC-PSCr 308F“80 PjP»/C...PI) CHPuPePsPjPuPSPrCrC”C,CHCICII
PsP+PuCEPuPIPSPEPNe PiC-PrP+C-CH PrPsP-Pé (PrPéPl. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCLIB», B«PyiPsP+C-C+PSC-
CHPpP°PeCtC-C—B» C,P° B«PruP°CHPjP°PePsPeC-PSPuC,PEPeP°B»). P P°PSPuPeCI'P°*®
PiCHPsC,P&PiPsPeP°P-P°PSP° PiP°CtC-C”PSC,P°Pj C-P- C,CLIPPePsCh PSPéCHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (PeP»C-CHPuPSCI PeCEPuP°C,PEPSC-PSCT < 30 PjP»/C...PI)



(PrPePI. ChPsP-PrC-P»Pe B«PuCHPsC,PéPiPsPeP°P-P°PSPSCILIB» C,P°
B«PuP°CRHPjP°PePsPeC-PSPuC,PePeP°B»).

PuPuC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,Chb.

PI'PIPsCEP&Pj PSP° PiPuC+C-PSPePsPICt PSPuPrPsCI'C,P°C,PSC-CI'C,CH P»PuPiPePsPiPs
CI'C,CrPiPuPSCII C,CIIPPePsCI'C,C- CHPuPePsPjPuPSPrCrC”C,CHhCI'CLI PsP+PuCHPuPIPSP&PNe
PiC-PrP+C-CH PrPsP-Pé (PrPéPI. CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C,P° B«PuP°CHPjP°PePsPeC-PSPuC,PéPeP°B»). P P°PSPuPeCI'P°™®
PiCHPsC,P&PiPsPeP°P-P°PSP° PiP°Ct+C-C”PSC,P°Pj C-P- PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,CR CI'PuCEPuPrPSCHPsPiPs C,P° C,CIIPPePsPiPs CI'C,CrPiPuPSCII
C,CIIPPePsCI'C,C- (PrPéPIL. CEPsP-PrC-P»Pé B«PuCHPsC,PéPiPsPeP°P-P°PSPSCIIB» C,P°
B«PuP°CRHPjP°PePsPeC-PSPuC,PePeP°B»).

PuP°C+C-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCr.

PuC-PrP+C-CT PrPsP-Pé PrP»CII PiP°CtC-C”PSC,C-PI P»C-C,PSCH:PsPiPs PIC-PeCr CI'P»C-Pr
PiCHPsPIPsPrPéC,Pé P- PsP+PuCRPuPIPSC-CI'C,CR (PrPéPI. CRHPsP-PrC-P»
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»). P] P»C-C,PSCHPsPjCr PIC-CtC-
PrC-CILI CRP°PSPsP»P°P-PEPSCT PjPsPYPpu PiPsCI'PéP»P&C,PECI'CLI C+PuCHPpP: PjPsPYP»PEPIPu
PIC-PePsPIPp P-PSP&PYPpPSPSCII C,CrPSPeCtC-C— PSPECKHPsPe (PrPéPI. CRHPsP-PrC-P»
B«PxP°CHPjP°PePsPeC-PSPuC,PéPeP°B»). PJ C...PIPsCRP&C... P»C-C,PSCHPsPiPs PIC-PeCr
PIC-PrPjC-C$P°C”C,CHCI'CII PiC-PrPIP&C%oPuPSP°® C+P°CI'C,PsC,P° PIPéPSP&éPePSPuPSPSCII
PiPsP+C-C#PSPéC... CRPuP°PeCtC-PNe (PrPéPI. CEPsP-PrC-P» B«PuPsP+C-C$PSC-
CHPuP°PeCtC-C—B»).

PkP&P-CHPeP° PiP°CI'P° C,C-P»P°.

P§P°CI'C,PsC,P° PIP&PSP&PePSPUPSPSCII PiPsP+C-C+PSP&C... CEPuP°PeCtC-PNe
PiC-PrPIP&C%oPuPSP° Cf PiP°CtC-C”PSC,C-PI C-P- PSPEP-CHhPePsCh PjP°CI'PsCh C,C-P»P° (<
60 PePi). PuC-PrP+C-CF PrPsP-Pé PrP»CII PiP°CtC-C”PSC,C-PI C-P- PSPéP-CHPePsCh
PjP°CI'PsCHh C,C-P»P° PjP°C” PiCHPsPIPsPrPéC,PECI'CII P- PsP+PuCHPuPIPSC-CI'C,Ch (PrPéPI.
CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCILIB»,
B«PyPsP+C-C$PSC- CHPuP°PeCtC-C—B» C,P° B«PaP°CHPjP°PePsPeC-PSPuC,PEPeP°B»).

P—P°CI'C,C-PNePSP°® CI'PuCHC1PuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH (P—PYPk).

PuC-PrP+C-CT PrPsP-Pé PiPsPIP&PSPuPS PiCHPsPIPsPrPéC,PéCI'CII P-
PsP+PuCHPuPIPSC-CI'C,ChR PrP»CII C...PIPsCRP&C... C-P- P—PYPk CI'PuCEPpuPrPSCHPsPiPs
P°P+Ps C,CIIPPePsPiPs CI'C,CfPiPuPSCII (PeP»P°CI'Pé NYHA IIIsH“IV) (PrPéPI. CRPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCILIB» C,P°
B«PuP°CHPjP°PePsPeC-PSPuC,PePeP°B»).

PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCIL,

P P°PSPuPeCI'Ct™®, C,P°P+P»PuC,PePé PiCEPsP»PsPSPiPsPIP°PSPsC— PrC-C—, CI'P»C-Pr
PePsPIC,P°C,Pé CtC-P»P&PjPé, PSPy PiPsPrCRC-P+PSCRCRCtPé, PSPu P»P°PjP°CRC$Pé C,P°
PSPp CHPsP-PYPsPICFCRC+Pé. P>C-PeP°CRCI'CHhPePéPNe P-P°CI'C-P+ PjPsPYPSP°
PiCHP&PNePjP°C,Pé P- C—PPuCh P°P+Ps P+PpP- C—P9C-.

P”C-C,Pé.



P&Pp CHPpPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiCHPuPiP°CHP°C,
P P°PSPuPeCI'P°*® PrC-C,CIIPj (PIC-PePsPj PrPs 18 CRHPsPeC-PI) C+PuCHPuP:
PSPuPrPsCI'C,P°C,PSC-CI'C,CH PrP°PSPEC... PICHPs P+PuP-PiPuPeCr C,P°

PuC, PuPeC,PEPIPSC-CI'C,Chb.

PuPuCEPuPrPsP-CePIP°PSPSCII.

PuCHPé PIPEPIC+PpPSPSC- PiPuCRPuPSPsCI'PéPjPsCI'C,C- PiC-PrPIP&C%oPuPSPSCII PrPsP-Pé
PiCHPpPiP°CHP°C,Cr, C%oPs P-P°CI'C,PsCI'PsPICrC”C,CHCI'CII PiPuCHPsCEP°P»CHPSPs
C...PIPsCHP&Pj PSP°® CI'C,PuPSPsPeP°CHPrC-Ch, CP°CI'C,PsC,P° PIP6PSPEéPePSPuPSPSCII
P-P°PiP°PjPsCHPsC+PuPSPSCII, PSCrPrPsC,Pé C,P° P+P»CRPIP°PSPSCII
P-P+C-P»CHCECIPIP°P»P°CI'CII P-P°P»PuPYPSPs PIC-Pr PrPsP-Pé. PJ
PrPsCI'P»C-PrPPuPSPSCIIC... PIPiP»P&PICT PiPuCEPuPrPsP-CrPIP°PSPSCII PiCHPé
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPjCt PIPIPuPrPuPSPSC- Cr P-PrPsCHPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI, PeCHC-Pj CtPEC... PiPsP+C-C+PSP&C... CIIPIPEC%so,
PIC-PrPjC-C#P°P»P&CI'CII PrPéPiP»PsPiC-CI]I, P-P°PiP°P»CHPjPsPIP°PSC-CI'C,CH> C,P°
PSPuPiCHPEC,PsPjPSC-CI'C,CHb. P] CRP°P-C- PiPuCEPuPrPsP-CrPIP°PSPSCI] P-P°
PiP°Ct+C-C”PSC,PsPj CI'P»C-Pr PiCRHPsPIPsPrPéC,Pé CRPuC,PuP»CHPSPu
CI'PiPsCI'C,PuCHPuPYPuPSPSCII; CEPpPePsPjPuPSPrCrC”C,CHhCI'CII
CI'PéPjPiC,PsPjP°C,PEC+PSP° C,P° PiC-PrC,CHP&éPjCFfCRCHP° C,PuCRP°PiC-CI].
PhCI'PeC-P»CHbPePé PiCHPEP+P»PEP-PSPs 62 % CHP°PSPsP»P°P-P&PSCr

P-PIEF™ CIIP-CfC”C,CHCI'CII P- PiCKPsC,PuC—PSP°PjPé PiP»P°P-PjPé, PiPsPIPSPu
PIPéPIPpPrPuPSPSCII PI PiCKPsCtPuCI'C- PiPuPjPsPrC-P°P»C-P-Cr PjP°P»PsPN:PjPsPIC-CHPSPyp.

PuiCHPsC,CLIPiPsPj PiPsCI'C,PjP°CHPePuC,PEPSPiPsPIPsPiPs PSP°PiP»CLIPICY
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCEPs PSP°PIPjP6CI PSPy PiPuCEPuPrPsP-CrPIP°PSPSCII
P»C-PeP°CECI'CHPeP&Pj P-P°CI'PsP+PsPj P P°PSPuPeCI'P°®, CLIPePEPN:

P-P°CI'C,PsCI PsPICtPIP°P»Pé PsPeCHPpPjPs P°P+Ps PI PePsPjP+C-PSP°CtC-C— P- C-PSCEP&PjPé
PiCHPuPiP°CHP°C,P°PjP&, C%oPs PjP°P»Ps P»PuC,P°P»CHPSPEPNe PSP°CI'P»C-PrPsPe.

PyPsP+C-CtPSC- CEPuP°PeC+C-C—.

PiPsP+C-C$PSC- CRHPuP°PeCtC-C— Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
P-P°CI'C,PsCI'PsPICYCRC,CH P»C-PeP°CHCI'CHPePéPNe P-P°CI'C-P+ P P°PSPuPeCI'P°*”,
P-P°P-PIPEC$P°PN: C...P°CHP°PeC,PuCHPEP-CrCRC,CHCI'CII P»PuPiPePéPj P°P+Ps
CI'PuCHPuPrPSC-Pj CI'C,CrPiPuPSPuPj PIPECHP°PIPuPSPsCI'C,C- C,P° C+P°CI'C,Ps
CHPsP-PIPEPIP°CRC,CHCI'CII PiCHPsC,CIIPiPsPj PiPuCHCEPEC... PrPIPsC... C,PéPIPSC-PI
P»C-PeCrPIP°PSPSCII. P”P°PSC- PiCHPs PiPsP+C-C$PSC- CHPuP°PeCtC-C— P+CrP»Ps
PsC,CRPéPjP°PSPs PI CHP°PjPeP°C... PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH C,P°P-Pé
PtPtPt, PrPs CIIPeP&C... P+CrP»Ps P-P°P»CrC+PpPSPs 1030 PiP°CtC-C”PSC,C-PI C-P-
C...CRPsPSC-C$PSPsCh CI'C,PuPSPsPeP°CHPrC-C”Ch, CLIPeC- PsC,CHP&PjCrPIP°P»Pé
C,PuCHP°PiC-Ch P»C-PeP°CHCI'CHbPePéPj P-P°CI'PsP+PsPj P P°PSPuPeCI'P°"".

PkP&PYC+Pu PSP°PIPuPrPuPSPs PiPsP+C-C$PSC- CHPuP°PeCtC-C—, PiPsPIER™ CLIP-P°PSC- C-P-
P-P°CI'C,PsCI'CtPIP°PSPSCIIPj PiCRPuPiP°CEP°C,Crt, P-P° CI'PECI'C,PuPjP°PjPé
PsCHPiP°PSC-P-PjCr, PeP»P°CI'P°PjPé PsCHPiP°PSC-PI C,P° P°P+CI'PsP»CRC,PSPsCh
C$P°CI'C,PsC,PsCh. P§P°CI'C,PsC,Cr PIP&P-PSP°C+P°P»Pé C,P°PePéPj C+P&PSPsPj: PrCrPYPu
C$P°CI'C,Ps (= 1/10), CfP°CI'C,Ps (= 1/100 PrPs < 1/10), PSPuC+P°CI'C,Ps (= 1/1000 PrPs < 1/100),



CRC-PrPePs (= 1/10000 PrPs < 1/1000), PrCFPYPu CEC-PrPePs (< 1/10000).

P— P+PsPeCr PsP+PjC-PSCr ChPuC+PsPIPéPS C,P° C...P°CRC+CIrPIP°PSPSCII.

P&PuC+P°CI'C,Ps: P°PSPsCHPuPeCI'C-Cl1I, P-PSP&PPuPSPSCII P°PiPuC,PéC,Cr,
PrPpPiC-PrCEP°C,P°C+C-CII.

P C-PrPePs: PiC-PiPsPSP°C,CHC-C”PjC-CI].

P— P+PsPeCr PiCI'PéC...C-PePé.

P&PuC+P°CI'C,Ps: C,CHPEPIPsPiP°, P+PuP-CI'PsPSPSCII, CI'PiP»CrC,P°PSC-CI'C,CH
CI'PIC-PrPsPjPsCI'C,C-, PiP°P»CRCtPéPSP°CtC-C—.

P C-PrPePs: PrPuP-PsCHC-C”PSC,P°CtC-CII.
P— P+PsPeCt PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé.

P§P°CI'C,Ps: P-P°PiP°PjPsCHPsC+PpPSPSCI], PiPsP»PsPIPSPEPNe P+C-P»CFb.

PkPuC$P°CI'C,Ps: P-P°PiP°P»CHPjPsPIP°PSC-CI'C,CH, PSPuPiCHP&C,PsPjPSC-CI'C,CH,
PiC-PiPuCI'C,PuP-C-CII, CI'PsPSP»P&PIC-CI'C,CH, C,CHPuPjPsCH, PiPsCI'C,CrCHP°P»CHPSPu
P-P°PiP°PjPsCEPsC+PuPSPSCI], PiP°CHPuCI'C,PuP-C-CIJ.

P C-PrPePs: P°PjPSPuP-C-CIJ, PiPsPjCrC,PSC-PSPSCII CI'PIC-PrPsPjPsCI'C,C-, PIC,CEP°C,P°
CI'PIC-PrPsPjPsCI'C,C-, PiPsCRCrCEPuPSPSCII PePsPsCHPrPéPSP°CtC-C—,
PiPsCHCrCEPuPSPSCII C...PsPrPé, PiP°CEPsCI'PjC-CI1.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: PjC-PsPeP»PsPSC-CI].

P— P+PsPeCr PsCHPiP°PSC-PI P-PsCRHCT.

PkPuC$P°CI'C,Ps: CEPsP-PjPéC,C-CI'C,CH P-PsCHCY, P-PsCHPsPIC- CRHPsP-P»P°Prps,
PrPéPiP»PsPiC-CII.

P— P+PsPeCrt PsCRPiP°PSC-PI CI'P»CrC...Ct C,P° CRC-PIPSPsPIP°PiPé.

PkPpC+P°CI'C,Ps: PiPsP»PsPIPsPeCHCIPIC-PSPSCII, CECrPj Cr PICFC...P°C....
P C-PrPePs: P-PSP&PPuPSPSCII CI'P»CrC...CF.

P— P+PsPeCr CI'CrPrPéPSPSPsC— CI'PECI'C,PuPjPé.

PkPuC+P°CI'C,Ps: PiICHP&PiP»P&PIPE, PiC-PiPsC,PuPSP-C-CIJ.

P C-PrPePs: PiPuCHP&C, PuCEP&CPSPu PiPsC...PsP»PsPrC-PSPSCII, PsCHC,PsCI'C,P°C,PéC+PSP°
PiC-PiPsC,PuPSP-C-CI].

P— P+PsPeCr PrPéC...P°P»CHPSPsC— CI'PECI'C.PuPjPé.

P&PuC+P°CI'C,Ps: P-P°PrPéCEPeP°, PeP°CEPuP»CH, PSPsCI'PsPIC- PeCHPsPIPsC,PuCtC-
(PuPiC-C,P°PeCI'PECT).

P C-PrPePs: PIC-PrC+CrC,C,CII CI'C,P&CI'PeP°PSPSCII Ct PiPsCHP»C-.



P— P+PsPeCr C,CRP°PIPSPsC— CI'PéCI'C,PuPjPé.

P§P°CI'C,Ps: P-P°PiPsCHPé, P+P»CRPIP°PSPSCI], PSCrPrPsC,P°.

PkPuCtP°CI'C,Ps: P°P+PrPsPjC-PSP°P»CHPSPEPNe P+C-P»CH, CI'CrC...C-CI'C,CIH Cr
CHPsC,C-, PrPéCI'PiPuPiCI'C-Cl], PjPuC,PuPsCRP&P-Pj, CEP»CrPSPePsPIP&EPNe
PrPéCIPePsPjC,PsCHC,.

P C-PrPePs: PiP°PSPeCEPuP°C,PéC,, PuCHPsP-PEPIPSPéPNe PrCrPsPrPuPSC-C,, PsCEP°P»CHPSP®
PiC-PiPuCI'C,PuP-C-CII.

P— P+PsPeCr C€PeC-CRHPé C,P° PiC-PrC€PeC-CHPSPs-PIPECHPsPIPsC— PeP»C-C,PePsPIPEPSPE.

P&PuC+P°CI'C,Ps: CI'PIPuCHP+C-PY, PiC-PiPuCHPiC-PrCHPsP-.

P C-PrPePs: P°PSPiC-PsPSP°P+CHCLIPe, P°P»PuCEPiC-CPSP&PNe PrPuCHPjP°C,P&C,,
PeCTHPsPiP&PIER ™ CLIPSPeP®, C...PsP»PsPrPSP&PNe PiC-C,, PIP6CI'P&PiP°PSPSCLI.

P— P+PsPeCr PsPiPsCHPSPs-CHCrC...PsPIPsPiPs P°PiP°CHP°C,Cr C,P° CI'PiPsP»CrC+PSPsC—
C,PeP°PSPePSPe.

PkPuC$P°CI'C,Ps: P+C-P»CH Cr PeC-PSCtC-PIPeP°C..., Pjisf™ CLIP-PsPIC- CI'PiP°P-PjPé,
PSP°P+CHCILIPe CI'CIPiP»PsP+C-PI, Pjsfh™ CIIP-PsPIP° CI'P»P°P+PeC-CI'C,CH.

P— P+PsPeCr PSPECHPsPe C,P° CI'PuCtPsPIPEPIC-PrPSPEC... CEP»CIIC...C-PL

P&PpC+P°CI'C,Ps: PrPéP-CFCEC-CLI, PiPpPjP°C,CCHC-CL], C...CEPsPjP°C,CfCHC-CIL.

P C-PrPePs: PiPsCI'C,CHP° PSPECHPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH, P-P°C,CHP&PjPeP®
CI'PuC#C-.

P— P+PsPeCr CRPuPiCRPsPrCrPeC,PéPIPSPsC— CI'P&CI'C,PuPjPé C,P° PiPsP»PsCiPSPé&C...
P-P°P»PsP-.

P C-PrPePs: PuCHPuPeC,P&P»CHPSP® PrPéCI'C, CrPSPeCtC-CIL.

PYP&CI'C,PuPjPSC- PiPsCRCIrCEPuPSPSCII.

P§P°CI'C,Ps: P°CI'C,PpuPSC-CII.

PKPuC+P°CI'C,Ps: PIC,PsPjP»CRPIP°PSC-CI'C,CH, PiPuCHP&EC, PuCHPEC+PSC- PSP°P+CECIIPePS.

P”P°PSC- PrPsPrP°C,PePsPIPEC... PrPsCI'P»C-PrPIPuPSCHh.

PkPPCP°CI'C,Ps: PiC-PrPIPEC%o,PpPSPEPNe CEC-PIPuPSCH PeCEPuP°C,PEPSC-PSCE Pl
PeCHPSPIC-, PiC-PrPIPEC%oPuPSPEPNe CEC-PIPPSCH CI'PuC+PsPIPEPSPé Cf PeCEPsPIC-,
PiPsPrPsPIPYPuPSPSCLI PePsCEP&PiPsPIP°PSPsPiPs C-PSC,PUCEPIP°P»Cr QT,
PiC-PrPIP&C%oPpUPSPSCII PeC-P»CHPePsCI'C,C- C,CRPsPjP+PsCtP&C,C-PI P°P+Ps
P»PpuPNePePsC1P&C,C-PI, P-PSP&éPPuPSPSCII PjP°CI'Pé C,C-P»P°.

P C-PrPePs: PiC-PrPIPEC%oPpuPSPSCII CRC-PIPSCII C,PuCHPjPuPSC,C-PI PiPuC+C-PSPePe.

PuCEPsC, C-P»CH PiPsP+C-C+PSP&C... CLIPIPEC%o PI CtC-P»PsPjCr CI'C...PsPIPEPNe P-
PiCEPsC, C-P»PuPj, PsC,CEP&PjP°PSP&P] PiC-Pr CP°CI" PrPsCI'P»C-PrP{PuPSPSCLI MERLIN-



TIMI 36. P’ CtCHPsPjCt PrPsPIPiPsCI'C,CHPsPePsPIPsPjCr PrPsCI'P»C-PrPYPuPSPSC-
PiPsPIC-PrPsPjP»CIIP»PsCI'CH> C,P°PePsPY PiCEPs PIP&éPSP&PePSPuPSPSCI]
PiPsCI'C,CHPsC— PSPéCHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- P:
C$P°CI'C,PsC,PsCh PjPuPSCEPu 1 % Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
PsC,CHPEPjCrPIP°P»Pé PiP»P°CtPuP+Ps C- CHP°PSPsP»P°P-P&PS.
PhCtC-PSCRPIP°PSPSCII, PiCHPsPIPuPrPuPSC- CI'C,PsCI'PsPIPSPs PiP°CtC-C”PSC,C-PI,
CIIPeC- PjPsPYCrC,CH P+CrC,Pé PIC-PrPSPuCI'PuPSC- PrPs PiCHCIPiPé
PiC-PrPIP&C%oPuPSPsPiPs CHP&P-PéPeCr PIPPSP&PePSPuPSPSCII PiPsP+C-C+PSP&C...
CIIPIPEC%o PiCHPé C,PuCHP°PiC-C— C-PSCEP&PjPé
P°PSC,P&P°PSPiC-PSP°P»CHPSP&PjPé P»C-PeP°CHCI CHhPeP&PjPé P-P°CI'PsP+P°PjPé,
PSP°PiCHPEéPeP»P°Pr PiP°CtC-C”PSC,C-PI C-P- PrC-P°P+PuC,PsPj, CI'PuCHCtPuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch Pt C,P° PtPt PeP»P°CI'C-PI P°P+Ps
PsP+CI'C,CHCrPeC,PéPIPSP&PjPé P-P°C...PIPsCECRPIP°PSPSCILIPjPé
PrPéC...P°P»CIHPSPEC... CEP»CIIC...C-PI, PiC-PrC,PIPuCEPrPéP»Pé, C%oPs CTC-
CI'C,P°PSPé PSPu P+CrP»Pé PiPsPIBF™ CLIP-P°PSC- C-P: PeP»C-PSC-C$PSPs
P-PSP°C$P&PjPéPjPé PiC-PrPIPEC%0oPpPSPSCLIPjPé C+P°CI'C,PsC,Pé
PIP&PSPéPePSPuPSPSCII PiPsP+C-C+PSPé&C... CITPIP&C%o.

PiC-PrPIPéC%0PpPSPSCII C+P°CI'C,PsC,Pé PIP6PSPéPePSPuPSPSCII PiPsP+C-C+PSPéC...
CLIPIP&C%o CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH Cr PiP°CtC-C”PSC,C-PI, CLIPeC-
P-P°CI'C,PsCI'PsPICrPIP°P»Pé CHP°PSPsP»P°P-P&PS PiC-Pr CP°CI" PrPsCI'P»C-PrPIPuPSPSCII
RIVER-PCI (PrPéPI. CHPsP-PrC-P» B«PaP°CEPjP°PePsPrPéPSP°PjC-PeP°B»). PuC-Pr C+P°CI
CtCHPsPiPs PrPsCI'P»C-PrPYPuPSPSCII PiP°CtC-C”"PSC,Pé P- PSPuPiPsPIPSPsCh
CHPpPIP°CI'PeCtP»CIICREP&P-P°CtC-C”Ch PiC-CI'P»CII C+PuCHPuP-C€PeC-CHPSPsPiPs
PePsCEPsPSP°CRPSPsPiPs PIC,CRCrC+P°PSPSCII PsC,CEPéPjCIPIP°P»Pé PrPs 1000 PjPi
CHP°PSPsP»P°P-PéPSCr PrPIP° CHP°P-Pé PSP°® PrPsP+Cr C+Pé PiP»P°CtPuP+Ps
PiCRPsC,CIIPiPsPj 70-C,Pé C,PEPIPSC-PI. PiuC-Pr CP°CI"’ CtCH>PsPiPs
PrPsCI'P»C-PrPPuPSPSCII CP°CI'C,C-C£€Pp PiPsPIC-PrPsPjP»CIIP»PsCI'CH PiCHPs
P-P°CI'C,C-PNePSCt CI'PuCHCtPuPICt PSPuPrPsCI'C,P°C,PSC-CI'C,CH Cr PiCHCIPiC-, C%oPs
P-P°CI'C,PsCI'PsPICFPIP°P»P° CHP°PSPsP»P°P-P&PS (2,2 % PiPsCHC-PIPSCLIPSPs P- 1,0 % PI
PiCBHCIPiC- PiP»P°CtPuP+Ps).

PyP°PePsPY C,CHP°PSP-P&C,PsCHPSC- C-CEPuPjC-C+PSC- P°C,P°PePé C,CRP°PiP»CIIP»P&CI'CII
C$P°CI'C,C-C€Py Cr PiP°CtC-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPICFPIP°P»Pé 1000 PjPi
CRP°PSPsP»P°P-PéPSCr PrPIC-C+C- PSP° PrPsP+Cr, PiPsCRC-PIPSCIIPSPs C-P-
PiP°CtC-C”PSC,P°PjPé, CIIPeC- P-P°CI'C,PsCI'PSPICIPIP°P»Pé PiP»P°CtPuP+Ps (1,0 %
PiPsCRHC-PIPSCILIPSPs P- 0,2 % PIC-PrPiPsPIC-PrPSPs); PsPrPSP°Pe C+P°CI'C,PsC,P°
PIP&PSP&PePSPuPSPSCII C-PSCI'CIP»CHC,Cr PSPy PIC-PrCHC-P-PSCIIP»P°CI'CH Cr CtP&C...
C,PuCHP°PiPuPIC,PECEPSP&EC... PiCHCIPi (1,7 % PI PiCECrPiC- P-P°CI'C,PsCI'PsPICrPIP°PSPSCII
CHP°PSPsP»P°P-PéPSCr, PiPsCHC-PIPSCIIPSPs P- 1,5 % PI PiCRCrPiC- C-P- PiP»P°CtPuP+Ps).

P>C-C,PSC-PN: PIC-Pe, PSPéCHPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CIb C,P° PSPEP-CHhPeP°
PjP°CI'P° C,C-P»P°,

PJ CtC-P»PsPjCr, PiPsP+C-C+PSC- CHPuP°PeCtC-C— PIPEPSP&PeP°P»Pé C+P°CI'C,C-CEPy Cr
PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCt C,P° PiP°C+C-C”PSC,C-PI P-
PSP&CEHPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,CR, PsPrPSP°Pe C,P&PiPé CLIPIPEC%o Cr
CtP&C... PiC-PrPiCHCIPiP°C... P+CIP»Pé CI'C...PsPP&PjPé P- C,P&PjP&, C%oPs
CI'PiPsCI'C,PuCEHC-PiP°P»P&CI'CII PI P-P°PiP°P»CHPSC-PNe PiCKCrPiC- PiP°C+C-C”PSC,C-PL. PJ
PiP°C+C-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr (3 75 CEPsPeC-PI) PiPsCEC-PIPSCLIPSPs P-



P+C-P»CHC£ PjPsP»PsPrPéPjPé C...PIPsCHPEPjPé (¢ 75 CRPsPeC-PI) PiCRPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiCHPuPiP°CEP°C,Cr P P°PSPuPeCI'P°*® (PiP»P°CtPpP+Ps-
CI'PePsCHP&PiPsPIP°PSP°® C+P°CI'C,PsC,P°) CP°CI'C,C-C€Pp P-CrCI'C,CEC-C+P°P»P&CI'CII
C,P°PeC- PiPsP+C-C$PSC- CRPuP°PeCtC-C—, CLIPe P-P°PiPsCE (8 % C- 5 %), PSCFPrPsC,P° (6 %
C- 3 %), PiC-PiPsC,PuPSP-C-CII (5 % C- 1 %) C- P+P»CRPIP°PSPSCII (4 % C- 1 %).

PJ C...PIPsCHP&C... P- PSPECEPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch P»PuPiPePsPiPs
P°P+Ps PiPsPjC-CRBPSPsPiPs CI'C,CrPiPuPSCII C,CILIPfPePsCI'C,C- (PeP»C-CHPuPSCI’
PeCHPuP°C,PEPSC-PSCT 3 308580 PjP»/C...PI) PiPsCHC-PIPSCIIPSPs P- C...PIPsCHP&PjPé P-
PSPsCHPjP°P»CHPSPsCh C,CrPSPeCtC-C”"Ch PSPéCHPsPe (PeP»C-CEPuPSCI*
PeCHPuP°C,PEPSC-PSCY > 80 PjP»/C...PI) P- CFCEP°C...CFPIP°PSPSCIJIPj PiP»P°CtPuP+Ps-
CI'PePsCHP&PiPsPIP°PSPsC— C+P°CI'C,PsC,Pé PiCRHPé P-P°CI'C,PsCI'CfPIP°PSPSC-
PiCEPpPiP°CHP°C,Cr C+P°CI'C,C-C€Pp PIPEPSPEPeP°P»Pé P-P°PiPsCH (8 % C- 4 %),
P-P°PiP°PjPsCEPsC+PuPSPSCII (7 % C- 5 %) C,P° PSCIPrPsC,P° (4 % C- 2 %).

PiPe PiCEP°PIP&P»Ps, C,PéPi C,P° CP°CI'C,PsC,P° PiPsP+C-C$PSP&C... CHPuP°PeCtC-PNe, C%oPs
PIC-PrPjC-C+P°P»P&CI'CII Cr C...PIPsCHP&EC... P- PSPéP-CHPePsCh PjP°CI'PsCh C,C-P»P°

(= 60 PePi), P+CrP»Pé CI'C...PsPYC- P- PiPsPrC-P+PSP&PjPé CEPuP°PeCtC-CIIPjPé Cr
C...PIPsCHPéC... P- P+C-P»CHCE PIPECI'PsPePsCh PjP°CI'PsCh C,C-P»P° (> 60 PePi),
PsPrPSP°Pe Cr C...PIPsCEPEC... P- PSP&P-CHhPePsCh PjP°CI'PsCh C,C-P»P° PiP»P°CtPuP+Ps-
CI'PePsCHP&PiPsPIP°PSP° C+P°CI'C,PsC,P° P+CrP»P° PIPEC%0PsCh PrP»CII C,P°PePéC...
CBPsP-PiPsPICI'CRPrPIPuPSPé&C... CIIPIPEC %o, CLIPe PSCFPrPsC,P° (14 % C,P° 2 %),
P+P»CRPIP°PSPSCII (6 % C,P° 1 %) C,P° P°CHC,PuCRC-P°P»CHPSP® PiC-PiPsC,PuPSP-C-CII

(4 % C,P° 2 %).

P>P°P+PsCRP°C,PsCRPSC- PiPsPeP°P-PSPePePe.

P] P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI C,P° Cr C...PIPsCHPéEC..., CLIPeC-
P-P°CI'C,PsCI'PsPICIPIP°P»Pé PiCHPuPiP°CHP°C, P P°PSPuPeCI'P°"®, P+CrP»Ps
PIC-PrPjC-C+PpuPSPs PSPuP-PSP°C+PSPu PsP+PsCHPsC,PSPu PiC-PrPIPEC%oPuPSPSCI]
CEC-PIPSCII PeCHPuP°C,PéPSC-PSCr CI'PECHPsPIP°C,PePé PeCEPsPIC-, C%oPs PSPy PjP°C”
PeP»C-PSC-C+PSPsC— P-PSP°C+CrC%oPsCI'C,C-. P— CtPé&Pj CIIPIPEC%oPuPj PSPu P+CIP»P°
PiPsPIBR™ CIIP-P°PSP°® PSPECHPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CHb.
P”PsCI'P»C-PrPIPpPSPSCII PSPéCHPePsPIPsC— C,CrPSPeCtC-C— Cf P-PrPsCHPsPIP&C...
PrPsP+CHPsPIPsP»CHCtC-PI PiPsPeP°P-P°P»Ps P-PSPéPIPuPSPSCLI PeP»C-CHPuPSCI'Ct
PeCHPuP°C,PEPSC-PSCr PiCHPé PIC-PrCI'CtC,PSPsCI'C,C- P-PjC-PS CEPIP&PrPePsCI'C,C-
PeP»CrP+PsC$PePsPIPsC— C,C-P»CHC,CHP°CtC-C—, C%oPs PiPsPiPsPrPICrC”C,CHhCI'CI] P:
PiP°P»CHbPjCrPIP°PSPSCIIPj PSPECHPePsPIPsC— PeP°PSP°P»CHCtPuPIPsC—
CI'PpPeCEPuCtC-C— PeCHPuP°C,PéPSC-PSCY.

P1iPsPIC-PrPsPjP»PuPSPSCII PiCRPs PjPsP{P»PePIC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—.

P1iPsPIC-PrPsPjP»PuPSPSCII PiCHPs PjPsP{P»P&éPIC- PiPsP+C-C$PSC- CHPuP°PeCtC-C— Cr
PiC-CI'P»CIICEPuC”CI'C,CEP°CtC-PNePSP&PNe PiPuCHC-PsPr P»C-PeP°CHCI CHhPePsPiPs
P-P°CI'PsP+Ct C” PrCrPYPu PIP°PYP»P&PIP&P]. P!Pu PrP°C” P-PjPsPiCr
PiCEPsPrPsPIPYCIPIP°C,Pé CI'PiPsCI'C,PuCRPuPYPaPSPSCI] P-P°
CI'PiC-PIPIC-PrPSPsCE€PuPSPSCIIPj PePsCHPECI'C,CHy/CEP&P-PéPe P-P°CI'C,PsCI'CFPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr. P”Ps PiCHP°CtC-PIPSP&PeC-PI PsC...PsCHPsPSPé
P-PrPsCHPsPIsF™ CII P-PIPuCHC,P°CRC,CHCI'CII C-P- PiCRPsC...P°PSPSCIIPj
PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs P+CrPrCH-CLIPeC- PjPsP{P»P&PIC- PiPsP+C-C$PSC-
CBPuP°PeCtC-C— C+PuCEPuP- PSP°CtC-PsPSP°P»CIbPSCr CI'PECI'C,PuPjCr
PiPsPIC-PrPsPjP»PuPSCH.



PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 5 CFPsPeC-PL.

P&Pp P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiCEPuPiP°CEP°C, PiC-CI'P»CII P-P°PeC-PSCHPuPSPSCLI
C,PuCHPjC-PSCt PiCEP&PrP°C,PSPsCI'C,C-, P-P°P-PSP°C4PuPSPsPiPs PSP° C{-PiP°PePsPICtC-.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.

PYPiPuCtC-P°P»CHbPSC- CIPjPsPIPé P-P+PuCEC-PiP°PSPSCII PSPu PIPéPjP°PiP°CRC,CIhCICLL
P—P+PuCHC-PiP°C,Pé PI PSPuPrPsCI'C,CrPiPSPsPjCt PrP»CLI PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.
P1iPs 10 C,P°P+P»PuC,PsPe Cr P+P»C-CI'C,PuCHC-; PiPs 6 P+P»C-CI'C,PuCRC-PI Cr
PeP°CHC,PsPSPSC-PNe PePsCHPsP+CtC-; PiPs 15 P°P+Ps 20 C,P°P£P»PuC,PsPe Cr

P+P»C-CI'C,PuCHC-, PiPs 4 P°P+Ps 3 P+P»C-CI'C,PuCHPé Ct PeP°CHC,PsPSPSC-PNe
PePsCHPsPx=CtC-.

PP°C,PpPiPsCHC-CII PIC-PrPiCrCIPeCr.

P—P° CEPuCtPuPiC,PsPj.

P’PeCHPsP+PSPéPe.

PwPuPSP°CHC-PSC--PuPsPS PI PuPNePrPuPS P“PjP+PT.

PC-CI'CtPpP-PSP°C...PsPrPTPpPSPSCII PIP6CHPsP+PSP&éPeP° C,P° P°PrCHPuCIP°
PjC-CI'CtCII PiCEPsPIP°PrPIPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCIC,C-.

P>PuPNePiCC-PiPuCE CEC,CEP°CIPu 7-13, 01097 P’CEPpP-PrPuPS, PkC-PjPuC+C+PEPSPe.

P—P°CIIPIPSP¢Pe.

PmPPPSP°CHC-PSC- PtPSC,PuCHPSPRCEPSPSP°P» PhPiPuCHPuPN.CEPsPSCI’
P>CRPeCI'PuPjP+CrCHPi PY.Ph.

PwC-CI'CtPuP-PSP°C...PsPrPI{PuPSPSCII P-P°CIIPIPSPéPeP°.

1, PLPIPRPSCR PrPu P»P° P“P°CH, L-1611 P>CRPeCI'PuPjP+CFCEPi, P>CRPeCI PuPjP+CIrCEPi.



