PtPKPYPyP PJPssP!P1Pi

PrP»CII PjPpPrPéCiPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CRHCICHPePsPiPs
P-P°CI'PsP=Cr

PuP>P+PyPhP>
(PLETOL)

PYPeP»P°Pr:
PrC-CRC1P° CHPuCtPsPIPéPSP°: cilostazol;
1 C,P°P+P»PuC,PeP° PjC-CI'C,PéC,CH CtPéP»PsCI'C,P°P-PsP»Cr 50 PjPi P°P+Ps 100 PjPi;
C,P°P£P»PuC,PePé PiPs 50 PjPi: PrPsPiPsPjC-PYPSC- CHPuCtPsPIPéPSPeé:
PeCTHPsC...PjP°P»CHb PeClPeCrCECIPrP-CLIPSPEPN:,
PiC-PrCHPsPeCI PéPjPuC,PEP»PiCHPsPiC-P»CtPuP»CRP»PsP-P° Pe 5, CtPuP»CRP»PsP-P°
PjC-PeCHPsPeCRP&CI'C,P°P»C-C+PSP° 101, PjP°PiPSC-Ch CI'C,PuP°CHP°C,, CtPuP»CRP»PsP-P°
PjC-PeCHPsPeCRP&CI'C,P°P»C-C+PSP° 12, PeP°P»CHC1C-Ch PeP°CHPjPuP»PsP-P°;
C,P°P£P»PuC,PePé PiPs 100 PjPi: PrPsPiPsPjC-PYPSC- CHPuCtPsPIPéPSPeé:
PeCEHPsC...PjP°P»CHb PeClPeCrCECIPrP-CLIPSPEPN:,
PiC-PrCEPsPeCI PéPjPuC,PéP»PiCEPSPiC-P»CtPuP»CRP»PsP-P° Pe 5, CtPuP»CRP»PsP-P°

PjC-PeCHPsPeCHP&ECI'C,P°P»C-C$PSP° 101, PjP°PiPSC-Ch CI'C,PuP°CEP°C,, PeP°P»CIHhCtC-Ch
PeP°CRHPjPuP»PsP-P°.

P>C-PeP°CFCI'CIbPeP° C,PsCEPjP°. PiyP°P+P»PuC,PePé.

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 50 PjPi: PeCRCrPiP»C-, PiP»P°CI'PeC- C,P°P+P»PuC,PePé PIC-Pr
P+C-P»PsPiPs PrPs PjP°PNePPu P+C-P»PsPiPs PePsP»CHPsCHCr, P-
PiCHP°PIC-CRPIP°PSPSCIIPj B«50B» P- PsPrPSPsPiPs P+PsPeCr;

C,P°P+P»PuC,PePé PiPs 100 PjPi: PeCRCrPiP»C-, PiP»P°CI'PeC- C,P°P+P»PuC,PePé PIC-Pr
P+C-P»PsPiPs PrPs PjP°PNePPu P+C-P»PsPiPs PePsP»CHPsCHCr, P-
PiCHP°PIC-CRPIP°PSPSCIIPj B«100B» P- PsPrPSPsPiPs P+PsPeCr.

PxP°CEPjP°PePsC,PuCEP°PiPpPIC,PéCPSP° PiCKCiPiP°.

PHPSC,PéC,CRPsPjP+PsC,PéC+PSC- P-P°CI'PsP+Pé. PtPSPiC-P+C-C,PsCHPé
P°PiCHPuPiP°CtC-C— C,CHPsPjP+PsCtPeC,C-PI P-P° PIPéPSCLIC,PePsPj PiPuPiP°CHPEPSCT.

PmPsPr PHPYPI BO1A C23.

PxP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCIC,C-.



PxP°CEPjP°PePsPrPéPSP°PjC-PeP®.

P!P&P»PsCI'C,P°P-PsP» C” C-PSPiC-P+C-C,PsCEPsPj P°PiCHPuPiP°C+C-C—
C,CHPsPjP+PsC1P&C,C-PI. PuCEPRPiP°CEP°C, PiPsPeCEP°C%0CrC” P-PrP°C,PSC-CI'C,CH
PiPpCHPuPSPsCI'PEC,Pé C,C-P-PEC+PSC- PSP°PIP°PSC,P°PIPuPSPSCII, CLIPeCY
PsCtC-PSCRCRC,CH P-P° P°P+CI'PsP»CRC,PSPsCR PrPéCI'C,P°PSCtC-C”CR PiCHP&
PiPpCEHPuPjC-PIPSC-PNe PeCI-P»CHbPiP°PIPSCI'C,C- (P°P+Ps P-P° PjP°PeCI'PéPjP°P»CIbPSPSCh
PrPéCI'C,P°PSCC-C”Ch C...PsPrCIbP+Pé (PmP”PI)) C,P° PiPsC+P°C,PePsPIPsCh
PrP&CI'C,P°PSCC-C”ChR PiPRCEPpPjC-PIPSPsC— PeCtP»CHPiP°PIPSCI'C,C- (P°P+Ps P-P°
P+PpP-P+PsP»C-CI'PSPsCR PrPéCI'C,P°PSCC-C”Ch C...PsPrCIbP+Pé (P‘P"PI)) Cr
C,PuCI'C,CIPIP°PSPSC- PSP® P+C-PiPsPIC-PNe PrPsCEC-PC+C-. P—P®
CRPuP-CtP»CHbC,P°C,P°PjPé PrPsCI'P»C-PrPIPuPSCH PiCEPé CEC-P-PSPEC...
PSP°PIP°PSC,P°PIPuPSPSCLIC... P+CfP»Ps PICI'C,P°PSPsPIP»PuPSPs P-PSP°C+PSPu
P°P+CI'PsP»CRC,PSPpu PiPsPeCEP°C%oPpPSPSCLI PSP° 42 PjPuC,CEPé PmP”PI’ PICHPé
P-P°CI'C,PsCI'CIPIP°PSPSC- PiCHPRPiP°CHP°C,Ct PiPsCHC-PIPSCLIPSPs P- C,P°PePsCh
PICHP&B PiCHP&PNePsPjC- PiP»P°CtPuP+Ps. P!Pp PIC-PrPiPsPIC-PrP°C”
PIC-PrPSPsCI'PSPsPjCt PiPsPeCHP°C%oPuPSPSCHR PSP° 100 % PiPsCHC-PIPSCLIPSPs P-
PiP»P°CtPpP+Ps. P!PuPNe PuC, PuPeC, P+CrPI PrPuC%oPs PSPEPICEPEPj Cr
C...PIPsCBP&C... PSP° CtCfPeCHPsPIPEPNe PrC-P°P+PuC,.

P!P&P»PsCI'C,P°P-PsP» PIP&CLIPIP»CLIC” PIP°P-PsPrPéP»P°C,P°C,PsCEPSPEPNe PuC, PuPeC,,
C%oPs P+CIP»Ps PiC-PrC,PIPuCEPrPIPuPSPs PIPéPjC-CHCRPIP°PSPSCIIPj PeCEPsPIPsC,PsPeCr
PSP&PYPSC-C... PeC-PSCC-PIPsPe P-P° PrPsPiPsPjPsPiPsCh C,PpuPSP-PsPjPuC,CEP&C+PSPSC—
PiP»PpC,P&P-PjPsPiCEP°C, C-C—. P{P&P»PsCI'C,P°P-PsP» C,P°PePsP{ C-PSPiC-P+CfC”
PiCEPsP»C-C, PuCEP°CtC-ChR PeP»C-C,PéPS PiP»P°PrPeP&C... Pjgf™ CLIP-C-PI C,P°
C-PSPiC-P+CfC” CRPuP°PeC1C-ChR PIP&PIC-P»CHPSPuPSPSCII C,CHPsPjP+PsCP&C,C-PI
C,CHPsPjP+PsC1P&C,P°CEPSPsPiPs C,P°PeC,PsCEP° CEPsCI'C,Ct C,P° PF-4 Cr
C,CHPsPjP+PsCtP&C,P°C... P»CRPrPéPSPé.

P”PsCI'P»C-PrPYPuPSPSCII PiCEPsPrPuPjPsPSCI'C,CHCIPIP°P»Pé, C%oPs CtPEP»PsCI'C,P°P-PsP»
CI'PiCEP&CHPEPSCLIC” PsP+PsCHPsC,PSPu PiCHP&PiPSC-C+PuPSPSCII P°PiCHPuPiP°C+C-C—
C,CHPsPjP+PsCtP&C,C-PI. PtPSPiC-P+CrPIP°PSPSCII PuC,PpuPeC,PéPIPSPu PiCHPsC,Pé
PSP&P-PePé P°PiCRHPuPiP°PSC,C-PI (PIPeP»CRC+P°CRC$Pé P°CHP°C...C-PrPsPSPsPICT
PeP&CI'P»PsC,Cr, PePsP»P°PiPuPS, P°PrPuPSPsP-PéPSPrPeC,PsCI'C,P°C, (PHP”Px) C,P°
P°PrCEPpPSP°P»C-PS); Cr PiP°CtC-C”PSC,C-PI C-PSPiC-P+CrPIP°PSPSCII C,CHP&PIP°C” PrPs
12 PiPsPrPéPS, P° PiC-CI'P»CILI P-P°PIPuCHCEPuPSPSCII PiCEP&PN:PsPjCr
CtP&P»PsCI'C,P°P-PsP»Cr PIC-PrPSPsPIP»PuPSPSCII P°PiCHPuPiP°C+C-C—
PiCHPsC...PsPrPéP»Ps PI PjPuPYP°C... 48-96 PiPsPrPéPS P+PpP- PuC,PuPeC,Cr
CHP&PePsCEPNC,Cr (PiC-PiPpCRP°PiCHPuPiP°CtC-C—). PyP°PePsPY PICI'C,P°PSPsPIP»PuPSPs
PIPiP»P&PI CtPéP»PsCI'C,P°P-PsP»Cr PSP° P»C-PiC-PrPé, CLIPeC- CtPECHPeCrP»CRCRC,CH Cr
PiP»P°P-PjC- PeCEPsPIC-. PiCEP&éPNPsPj PiCHPuPiP°CHP°C,Ct P-PSPéPYCIrC” CHC-PIPuPSCH
C,CHP&PiP»C-CtPuCHP&PrC-PI C,P° PiC-PrPIPéC%o0CrC” CHC-PIPuPSCH HDL-
C...PsP»PuCI'C,PuCEPsP»Cr. PyCHPEPIP°P»Pp P-P°CI'C,PsCI'CrPIP°PSPSCII PiCEPuPiP°CHP°C,Cr
PSPu PIPéPeP»P&éPeP°P»Ps P-P+C-P»CHCEPuPSPSCII CRC-PIPSCILI P»PuC,P°P»CHPSPsCI'C,C-
CI'PuCHPuPr PiP°CtC-C”PSC,C-PI PiPsCRC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps.

PxP°CEPjP°PePsPeC-PSPuC,PéPeP°.
PuCEPé CHPuPiCP»CLICEPSPsPjCt PiCEP&PNePsPjC- CtP&éP»PsCI'C,P°P-PsP»Cr PI PrPsP-C- 100

PjPi 2 CRHP°P-Pé PSP°® PrPsP+Cr Cr PiP°CtC-C”PSC,C-PI C-P- P-P°C...PIPsCECRPIP°PSPSCIIPjPé
PiPuCHP&C, PuCHPEC+PSP&C... CI'CrPrPéPS CI'C,P°P+C-P»CHPSPEPNe CI'C,P°PS



PrPsCI'CIIPiP°C”C,CHhCI'CII PiCHPsC,CIIPiPsPj 4 PrPSC-PI. PeP°PeCI'PEPjP°P»CHPSP°
PePsPSCtPpPSC,CHP°C+C-CII (PV,,,) CtPéP»PsCI'C,P°P-PsP»Cr C,P° PN:PsPiPs
PiPpuCHPIPEPSPSP&C... PjPuC,P°P+PsP»C-C,C-PI PiC-PrPIPEC%oCrC”C,CHCI'CII PjPuPSCE
PiCEPsPiPsCHCtC-PNePSPs P- PiC-PrPIP&C%oPaPSPSCIIPj PrPsP-Pé, PiCEPsC,Pu PiP»PsC%oP°
PiC-Pr PeCEP&PIPsCR B«PePsPSCtPuPSC,CHP°Ct+C-CII-C+P°CI'B» (AUC)
CtPéP»PsCI'C,P°P-PsP»Cr C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,C-PI
P-P+C-P»CHCECIFC"C,CHCI'CLI PiICHPEP+P»P&P-PSPs PiCHPsPiPsCHCtC-PNePSPs PrPs
PrPsP-CrPIP°PSPSCII. PIPIPSPEPN: PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
CtPéP»PsCI'C,P°P-PsP»Ct CI'PeP»P°PrP°C” 10,5 PiPsPrPéPSPé. PtCI'PSCrC” PrPIP°
PiPsP»PsPIPSP&C... PjPuC,P°P+PsP»C-C,Pé BR“ PrPpPiC-PrCHPsCtPéP»PsCI'C,P°P-PsP» C,P° 4'-
C,CRP°PSCI-PiC-PrCEPsPeCI'PéCtP&P»PsCI'C,P°P-PsP», C%oPs PjP°CRC,CH P+P»P&éP-CHhPeC-
PiPsPeP°P-PSP&éPePé PSP°PiC-PIPIPéPIPuPrPpPSPSCII. P”PuPiC-PrCHPsPjPuC,P°P+PsP»C-C,
PjP°C” Cr 4-7 CHP°P-C-PI PIPEC%0Cr P°PSC,P&éC,CHPsPjP+PsC,PéC+PSCr
P°PeC,PEPIPSC-CI'C,CHp, PSC-PY PIP&C...C-PrPSP° CHEPuC+PsPIPEPSP°, P° 4'-C,CHP°PSCI -
PiC-PrCHPsPeCI'PéPjPuC,P°P+PsP»C-C, BF“ 1/5 PIC-Pr P°PeC,PéPIPSPsCI'C,C-
CtPéP»PsCI'C,P°P-PsP»Ct. PisPsPSCTPpPSC,CHEP°CtC-C— PI PiP»P°P-PjC- PeCHPsPIC-
(PsC,CHP&PjP°PSC- P-P° PrPsPiPsPjPsPiPsCh AUC) PrPpuPiC-PrCHPs- C,P° 4'-C,CHP°PSCI -
PiC-PrCHPsPeCI'P&éPjPuC,P°P+PsP»C-C,C-PI PiCHPéP+P»PéP-PSPs CI'PeP»P°PrP°CRC,CH 41 %
C,P° 12 % PIC-Pr PePsPSCtPuPSC,CEP°CtC-C— CtPéP»PsCI'C,P°P-PsP»Cr PIC-PrPiPsPIC-PrPSPs.

PrPuC,P°P+PsP»C-P-Pj

P!P&P»PsCI'C,P°P-PsP» PIP&PIPsPrPéC,CEbCI'CLI PiPpCEPuPIP°PYPSPs P-P° PrPsPiPsPjPsPiPsCh
PjPuC,P°P+PsP»C-P-PjCt C,P° PiPsPrP°P»CHhCEPsPiPs PIP&PIPuPrPuPSPSCLI PNePsPiPs
PjPuC,P°P+PsP»C-C,C-PI P-C- CI'PpC+PuCh. PuPpCHPIPéPSPSC- C-P-PsC, PuCEPPaPSC,Pé
CtP&C,PsC...CEPsPjCt P 450, CLIPeC- P+PuCHCFC,CH CFCEP°CI'C,CH Ct PN:PsPiPs
PjPuC,P°P+PsP»C-P-PjC-, 55" CYP3A4, PjPuPSCEPsCR PjC-CHPsCR BB“ CYP2C19 C,P° C%oPp
PjPRPSCEPSCE PjC-CEPsCE " CYP1A2.

P’PSPIPuPrPuPSPSCII

P“PsP»PsPIPSP&PNe CEP»CIIC... PIPéPIPuPrPpPSPSCII 8H“ P-C- CI'PuCtPuCh (74 %),
P-P°P»P&CEPePsPIC- PeC-P»CHPePsCI'C,C- PIPEPrC-P»CLICRC,CHCI'CII P- PeP°P»PsPj.
PkPpP-PSP°C+PSC- PeC-P»CHPePsCI'C,C- PSPuP-PjC-PSPuPSPsPiPs CtPéP»PsCI'C,P°P-PsP»Cr
PIP&PrC-P»CIICRC,CHhCI'CII P-C- CI'PuC+PuCH, P° PjPuPSCE PSC-PY 2 % PNePsPiPs PrPsP-Pé
PIP&PrC-P»CLIC”C,CHCI'CII Ct PIP&PiP»CLIPrC- PrPpuPiC-PrCEPsCtPéP»PsCI'C,P°P-PsP»Cr.
PiiCHP&P+P»P&P-PSPs 30 % PIC-Pr PiPsC+P°C,PePsPIPsC— PrPsP-Pé PIPéPrC-P»CIIC”C,CHCI'CII
P-C- CI'PuC#PuCHh CIIPe 4'-C,CHP°PSCI-PiC-PrCRPsPeCI PéPjPuC,P°P+PsP»C-C,.
P—P°P»P&CEPePsPIP° PeC-P»CHPeC-CI'C,CH PIPEPrC-P»CIIC”C,CHhCI'CII CIIPe CI'CIPjP°
PjPuC,P°P+PsP»C-C,C-PI, PIPsPrPuPS P- CIIPeP&C... PSPp PiPuCHPpPIPEC%0CrC” 5 % PIC-Pr
P-P°PiP°P»CHPSPsC— PeC-P»CHPePsCI'C,C-.

P PsP-PiPsPrC-P»

P!P&P»PsCI'C,P°P-PsP» P-PIRf™ CIIP-CfC”C,CHCI'CII P- P+C-P»PeP°PjPé PSP° 95-98 %,
PiPpuCHPuPIP°PIPSPs P- P°P»CHP+CrPjC-PSPsPj. P”PuPiC-PrCEPsPjPuC,P°P+PsP»C-C, C,P° 4'-
C,CBP°PSCI-PiC-PrCBHPsPeCI'PéPjPuC,P°P+PsP»C-C, P-PIEF™ CLIP-CFCRC,CHCI'CLI P
P+C-P»PeP°PjPé PSP° 97,4 % C,P° 66 % PIC-PrPiPsPIC-PrPSPs.

P&PpPjP°C” PiC-PrC,PIPuCEPrPIPRPSPSCII P-PrP°C,PSPsCI'C,C- CtP&P»PsCI'C,P°P-PsP»Cr
C-PSPrCtPeCfPIP°C,Pé PjC-PeCEPsCI PsPjP°P»CHPSC- C, PuCEPjPRPSC,Pé PiPuCC-PSPePé.
PxP°CEPjP°PePsPeC-PSPuC,P&PeP° CtP&P»PsCI'C,P°P-PsP»Cr C,P° PN:PsPiPs



PjPuC,P°P+PsP»C-C,C-PI PSPu P-P°P»PuP{P°P»P° P-PSP°C+PSPSCER PjC-CEHPsChR PIC-Pr PIC-PeCt
P°P+Ps CI'C,P°C,C- PiP°CtC-C”PSC,C-PI PIC-PePsPj 50-80 CHPsPeC-PI.

PJ PiP°CtC-C”PSC,C-PI P- C,CIIPfPePsCR PSPéCHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
PIC-P»CIFbPSP° C,CEP°PeCtC-CII CtPéP»PsCI'C,P°P-PsP»Ct P+CIP»P° PSP° 27 % PIPEC%oPsCH,
P° PY,.. C,P° AUC P+CfP»Pé PIC-PrPiPsPIC-PrPSPs PSP° 29 % C,P° 39 % PSP&PYC+P&PjPé,
PSC-P{ Ct PsCI'C-P+ P- PSPsCEPjP°P»CHPSPsCh C,CrPSPeCtC-C”Ch PSPECHPsPe. PV, C,P°
AUC PrPuPiC-PrCHPsPjPuC,P°P+PsP»C-C,Ct P+CrP»Pé PIC-PrPiPsPIC-PrPSPs PSP°® 41 % C,P° 47
% PSP&PYC+PéPjPé Cr PiP°CtC-C”PSC,C-PI P- C,CIIPPeP&PjPé PiPsCHCIrCEPuPSPSCIIPjPé
PSP&CHPsPe PiPsCHC-PIPSCIIPSPs P- PiP°Ct+C-C”PSC,P°PjPé P- PSPsCHPjP°P»CHhPSPsCh
C,CrPSPeCtC-C”"Ch PSP&CHPsPe. PV, C,P° AUC 4'-C,CHP°PSCI-
PiC-PrCHPsPeCI'PECtPEP»PsCI'C,P°P-PsP»Cr P+CrP»Pé PSP°® 173 % C,P° 209 %
PIC-PrPiPsPIC-PrPSPs PIP&C%oPéPjPé Cr PiP°CtC-C”PSC,C-PI P- C,CIIPYPePsCh
PSP&CHPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch. PKPuPjP°C” PrP°PSP&C... C%oPsPrPs
PiP°CtC-C”PSC,C-PI P- PiPsPjC-CEPSPsCh C,P° C,CIIPYPePsCh PiPpC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch.

PibP»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsPeP°P-P°PSPSCII.

P”P»CII P-P+C-P»CHCEPuPSPSCII PjP°PeCI'PéPjP°P»CHPSPsC— P+PuP-P+PsP»C-CI'PSPsC—
PrPéCI'C,P°PSCtC-C— C...PsPrCH:P+Pé Cr PiP°CtC-C”PSC,C-PI P- PiPuCHPuPjC-PIPSPsCh
PeCrP»CHPiP°PIC-CI'C,CRh, CIIPeC- PSPy PjP°CRC,CH P+PsP»Ch Cr CI'C,P°PSC- CI'PiPsPePsCh
C,P° PsP-PSP°Pe PSPuPeCHPsP-Cr PiPuCHP&C, PuCEP&C+PSPEC... C,PeP°PSP&PS
(P-P°C...PIPsCHCRPIP°PSPSCII PiPuCHPEC, PuCHPECEPSPEC... P°CHC,PuCHC-PNe, CI'C,P°PrC-CII
I1 P-P° PuPsPSC,PuPNePSPsPj).

P—P°CI'C,PsCI'PsPICIPIP°C,Pé CIIPe C,PuCRP°PiC-Ch PrCRCrPiPsC— P»C-PSC-C— PrP»CII
PiP°CtC-C”PSC,C-PI, Cr CIIPePéC... P-PjC-PSP° CI'C,PéP»Ch PYP&C,C,CII (PIPeP»CRCP°CRCtPé
PIC-PrPjPsPICT PIC-Pr PeCrCRC-PSPSCII C,P° PePsPSC,CHPsP»CHPsPIP°PSC-
PiCEPsPiCEP°PjPé P-P°PSCIIC,CH CI'PiPsCHC,PsPj) C,P° C-PSCEC- PIC-PrPiPsPIC-PrPSC-
P-P°C...PsPrPé PSP PiCEP&P-PIPuP»Pé PrPs P-PSP°C#PSPsPiPs PiPsCI'P»P°P+P»PuPSPSCII
CI'P&PjPiC,PsPjC-PI PiPuCEPuPjC-PIPSPsC— PeCrP»CHPiP°PIPsCI'C,C-.

PuCEPsC,PePiPsPeP°P-P°PSPSCII.

P’C-PrPsPjP° PiC-PiPuCHC+CrC,P»PéPIC-CI'C,CH PrPs CtPEP»PsCI'C,P°P-PsP»Cr P°P+Ps
PrPs P+CrPrCH-CIIPePsPiPs PePsPjPiPsPSPuPSC,P° PiCHPuPiP°CHP°C,Cr;

C,CLIPYPeP° PSP&CHPePsPIP® PSPPrPsCI'C,P°C,PSC-CI'C,CH (PeP»C-CHPuPSCI
PeCHPRP°C,PéPSC-PSCK £ 25 PjP»/C...PI);

PiPsPjC-CHPSP° P°P+Ps C,CLIPYPeP® PiPuC+C-PSPePsPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH;

P-P°CI'C,C-PN:PSP°® CI'PuCECtPuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH;

PIP°PiC-C,PSC-CI'C,CH;



P+CrPrCH-CILIPeP° PIC-PrPsPjP°® CI'C...PéP»CHPSC-CI'C,CH PrPs PeCHPsPIPsC,PuCtC-
(PSP°PiCHP&PeP»P°Pr, PIPECHP°P-PeP° CEP»CrPSPeP° P°P+Ps
PrPIP°PSP°PrCtCILIC,PéPiP°P»PsC— PePéCE€PePé Cr CI'C,P°PrC-C— P-P°PiPsCI'C,CHPuPSPSCI],
PSPiC%0PsPrP°PIPSC-PNe PiPuPjPsCHP°PiC-C+PSPéPNe C-PSCI'CrP»CHC, (PiCHPsC,CLIPiPsPj 6
PjC-CI'CIICtC-PI), PiCEPsP»C-C,PuCREP°C,PEPIPSP® C,PsCHPjP° PrC-P°P+PuC,PéC+PSPsC—
CHPuC,PéPSPsPiP°C,C-C—, CI'P»P°P+PsPePsPSC,CHPsP»CHPsPIP°PSP®
P°CHC,PuCRC-P°P»CHPSP° PiC-PiPuCHC,PuPSP-C-CI1I);

CE€P»CrPSPsC+PePsPIP° C,P°C...C-PeP°CRHPrC-CI], C,C-P£CHPEP»CIICTC-CII
C€P»CrPSPsC+PeC-PI P°P£Ps PjCrP»CHC,PEP»PsPeCrP»CLICHPSP° CEP»CrPSPsCtPePsPIP®
PuPeC,PsPiC-CII PI P°PSP°PjPSPuP-C- Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PiICHPsC...PsPrPéP»Pé
P°P+Ps PSPu PiCHPsC...PsPrPéP»Pé PIC-PrPiPsPIC-PrPSCr C,PuCHP°PiC-Ch, P° C,P°PePsPf
PiPsPrPsPIPYPuPSPSCII C-PSC,PuCHPIP°P»Cr QT;

C,CIIPYPeP° C,P°C...C-P°CHPeC,PjC-CII PI P°PSP°PjPSPuP-C-;

PsPrPSPsC+P°CI'PSPu P»C-PeCrPIP°PSPSCII PrPIPsPjP° P°P+Ps P+C-P»CHCEPu
PrPsPrP°C,PePsPIPéPjPé P°PSC,PéC,CRHPsPjP+PsCtP&C,P°CHPSPEPjPé P-P°CI'PsP+P°PjPé P°P+Ps
P°PSC,PéPePsP°PiCrP»CIIPSC,P°PjPé (PSP°PiCHP&PeP»P°Pr,
P°C1PuC,PEP»CI'P°P»C-C1P&P»PsPIP° PeP&CI'P»PsC,P°, PeP»PsPiC-PrPsPiCEPuP»CH,
PiPuPiP°CRP&PS, PIP°CHC,P°CEP&PS, P°CtPuPSPsPeCIPjP°CHPsP», PrP°P+C-PiP°C,CRP°PS,
CHP&PIP°CHPsPeCI'P°P+P°PS P°P+Ps P°PiC-PeCI'P°P+P°PS);

PSPuCI'C,P°P+C-P»CHPSP° CI'C,PuPSPsPeP°CEPrC-ClI, C-PSC,P°CEPeC,
PjC-PsPeP°CRPrP° PiCEPsC,CIIPiPsPj PsCI'C,P°PSPSC-C... 6 PjC-CI'CLICtC-PI P°P+Ps
PePsCHPsPSP°CHPSPu PIC,CECrC+P°PSPSCII PiCHPsC,CIIPiPsPj PsCI'C,P°PSPSC-C... 6
PjC-CI'CIICtC-PI.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECICHbPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- PIPéPrPé PIP-P°C”PjPsPrC-PANe.

PhPSC,PéC,CFPsPjP+PsC,PéCtPSC- P-P°CI PsP+Pé. P\PéP»PsCI'C,P°P-PsP» C”
C-PSPiC-P+C-C,PsCRPsPj C,PsCI'C, PsPrC-PuCI'C,PuCEP°P-Pé PtPtPt P
P°PSC,PéC,CHPsPjP+PsCtPéC,P°CHPSPsCh P°PeC,PEPIPSC-CI'C,ChR. P™PsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCI]I P-PrPsCHPsPIPéPj PrPsP+CHPsPIPsP»CHCtCIIPj Ct PrPsP-C- 150
PjPi PICEPsC,CIIPiPsPj 5 PrPSC-PI PSPu PiCRPéP-PIPsPrPéP»Ps PrPs PiPsPrPsPIPIPuPSPSCII
C$P°CI'Ct PeCHPsPIPsC,PuC+C-.

PKC+PuC,PéP»CI'P°P»C-C+PéP»PsPIP° PePéCI'P»PsC,P° (PhPYPs). PYCIPjC-CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII P- PhPYP1ms PiCHPsC,CILIPiPsPj PePsCEPsC,PePsPiPs C+P°CI'Ct (PrPs
4 PrPSC-PI) P=CrP»Ps PiPsPIEF™ CLIP-P°PSPy P PiC-PrPIP&C%oPpPSPSCIIPj PSP° 23-25 %
PiCHP&PiPSC-C+PpPSPSCII PhP”Pr-C-PSPrCrPePsPIP°PSPsC— P°PiCHPuPiP°CtC-C—
C,CHPsPjP+PsCtP&éC,C-PI PiPsCHC-PIPSCIIPSPs P- PiCHP&PNePsPjPsPj C,C-P»CHPePé PHPYPrm.
PkPp CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CII PsCPpuPIPEPrPSP&C... C,PuPSPrPuPSC+C-PNe PrPs
P-P+C-P»CHCEPpPSPSCII CHC-PIPSCII PiPuPjPsCHP°PiC-C+PSPEC... PiPsP+C-C+PSPéEC...
PuC,PuPeC,C-PI Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PiCHPéPN-PjP°P»Pé& PHPYPm C,P°
CtPéP»PsCI'C,P°P-PsP», PiPsCHC-PIPSCLIPSPs P- PiP°C+C-C”PSC,P°PjPé, CLIPeC-
PiCHP&PNePjP°P»Pé PiP»P°CtPuP+Ps C,P° PuPePIC-PIP°P»PpuPSC,PSC- PrPsP-Pé PHPV P,

PwP»PsPiC-PrPsPiCHPuP»CH C,P° C-PSCEC- P°PSC,PeC,CHPsPjP+PsCtPéC,P°CHPSC-



P-P°CI'PsP+Pé. PYCIPjC-CI'PSP&PN: PiCHPéPNePsPj CtP&éP»PsCI'C,P°P-PsP»Crt C,P°
PeP»PsPiC-PrPsPiCHPuP»Ch PSPu PIPiP»PéPIP°PI PSP° PeC-P»CHPeC-CI'C,CH
C,CHPsPjP+PsCtPéC,C-PI, PiCHPsC,CHPsPjP+C-PSPsPIPEPNe C+P°CI" (PuP§) P°P+Ps
P°PeC,PEPIPSPIP°PSP&PNe C+P°CI'C,PePsPIPEPN: C,CHPsPjP+PsPiP»P°CI'C,PEPSPsPIP&PNe
C$P°CI" (PHP§PyP§). PJCI'C- P-PrPsCHPsPIC- PrPsP+CHPsPIPsP»CHCtC- PjP°P»Pé
PiPsPrPsPIPIPuPSP&PN. C+P°CI" PeCEPsPIPsC,PuC+C- PiCHPé PiCEP&PNPsPjC-
PeP»PsPiC-PrPsPiCHPuP»Ch CLIPe PjPsPSPsC,PuCHP°PiC-C— C,P° PiCHPé
CI'CrPjC-CI'PSPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC- P:- CtP&P»PsCI'C,P°P-PsP»PsPj, C%oPs
PSPu PiCHP&P-PIPsPrPéP»Ps PrPs P-PSP°C+PSPsPiPs CI'CrPjP°CHPSPsPiPs PIPiP»P&PICY
PSP° C$P°CI" PeCHPsPIPsC,PuC+C-. PuCHPsC,Pp PiPsC,CRHC-P+PSPs
PrPsC,CRHPEPjCrPIP°C,PECI'CLI PsP+PuCHPuPYPSPsCI'C,C- PiCRHPé
PePsPjP+C-PSPsPIP°PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- CtPéP»PsCI'C,P°P-PsP»Cr P-
P+CrPrCH-CIIPeP&PjPé P°PSC,PéC,CHPsPjP+PsC,PéC+PSPEPjPé P-P°CI'PsP+P°PjPé.
PYP»C-Pr CEPsP-PiP»CLIPSCIC,Pé PjPsPYP»P&éPIC-CI'C,CH PiPuCHC-PsPrPéC+PSPsPiPs
PjPsPSC-C,PsCEP&PSPiCt C+P°CI'Ct PeCHPsPIPsC,PuC+C-. P>C-PeCrPIP°PSPSCII
CtP&P»PsCI'C,P°P-PsP»PsPj PiCRPsC,PéPiPsPeP°P-P°PSPs PiP°CtC-C”PSC,P°Pj, CIIPeC-
PiCEP8PNPjP°CRC,CH PrPIP° P°P+Ps P+C-P»CHCEPpn PrPsPrP°C,PePsPIP&C...
P°PSC,PéC,CEPsPjP+PsCtPEC,P°CHPSPEC.../P°PSC,PEPePsP°PiCIP»CIIPSC,PSPéC...
P-P°CI'PsP+C-PI. P‘C-P»CIhCE€ PIPECI'PsPeP°® CP°CI'C,PsC,P° PIPEPiP°PrPeC-PI
PeCHPsPIPsPIPEP»P&PIC-PI CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CI] PiCRHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- PeP»PsPiC-PrPsPiCHPuP»CH,
PHPYPss C- CtPEP»PsCI'C,P°P-PsP»Cr PI PiCEPsCtPuCI'C- PrPsCI'P»C-PrPIPuPSPSCII
CASTLE.

PyPuCEPsCEHP°P»CHPSC- P°PSC,PéPePsP°PiCéP»CLIPSC,Pé (PSP°PiCEPéPeP»P°Pr,
PIP°CEC,P°CEPéPS). PiCHPé PsPrPSPsCEP°P-PsPIPsPjCt PiCHPéPNePsPjC- PSPu P+CfP»Ps
PIP&CLIPIP»PpPSPs PiCHPéPiPSC-C+PuPSPSCII PjPuC,P°P+PsP»C-P-PjCt PIP°CKC,P°CHPEPSCY
P°P+Ps PIPiP»P&PICt PSP° PiP°CHP°PjPuC,CRPé PePsP°PiCrP»CILICTC-C— (PuP§, PHPSPyPS,
C$P°CI’ PeCRHPsPIPsC,PuC+C-). PiuCHPsC,Pp CHPuPePsPjPuPSPrPsPIP°PSPs
PrPsC,CHPEPjCIPIP°C,PECI'CLI PsP+PuCHPuPIPSPsCI'C,C- PiP°CtC-C”PSC,P°Pj, C1IPeC-
PiCHPEPN:PjP°CRC,CH CtPEP»PsCI'C,P°P-PsP» P- P+CrPrCH-CIIPeP&P;
P°PSC,PéPePsP°PiCrP»CIICTC-PNePSP&P;j P-P°CI'PsP+PsPj, C,P° PiCHPsPIPsPrPéC,Pé
PiPuCHC-PsPrPéC+PSP&éPNe PjPsPSC-C,PsCHPEPSPi PrP»CII PjC-PSC-PjC-P-P°CtC-C—
PjPsPYP»P&PIPsCI'C,C- PeCHPsPIPsC,PuC+C-. P>C-PeCrPIP°PSPSCII CtPEP»PsCI'C,P°P-PsP»PsPj
PiCHPsC,P&PiPsPeP°P-P°PSPs PiP°CtC-C”PSC,P°Pj, CIIPeC- PiICHPEPN:PjP°CRC,CIH PrPIP° P°P+Ps
P+C-P»CHCEPu PrPsPrP°C,PePsPIP&C...
P°PSC,PéC,CHPsPjP+PsCtPéC,P°CHPSP&C.../P°PSC,PéPePsP°PiCrP»CIIPSC,PSP&C...
P-P°CI'PsP+C-PL.

PtPSPiC-P+C-C,PsCFPé CtPéC,PsC...CEPsPjCé P 450 (CYP). P\P&éP»PsCI'C,P°P-PsP»
P-PSP°C+PSPsCH PjC-CHPsCHh PjPuC,P°P+PsP»C-P-C+C”C,CHCI'CII C,PuCHPjPuPSC,P°PjPé CYP,
PsCI'PsP+P»P&PIPs CYP3A4 C,P° CYP2C19, C- PjPuPSCEPsCh PjC-CEPsCh 8H“ CYP1A2.
P”PpPiC-PrCEHPsPjPuC,P°P+PsP»C-C,, CIIPePéPNe PjP°C” P°PSC,PéC,CHPsPjP+PsCtP&C,P°CRPSCY
P°PeC,P&PIPSC-CI'C,CH Cf 4-7 CEP°P-C-PI PIP&C%0Ct, PSC-PY CtP&P»PsCI'C,P°P-PsP»,
C-PjPsPIC-CHPSPs, CrC,PIPsCRCRC”C,CHCI'CII PiPsP»PsPIPSP&Pj C+P&PSPsPj PiC-Pr PrC-C”Ch
CYP3A4. 4'-C,CRP°PSCI-PiC-PrCRHPsPeCI'PéPjPuC,P°P+PsP»C-C, P- P°PeC,PEPIPSC-CI'C,CH,
C%oPs PrPsCRC-PIPSCRC” 1/5 P°PeC,PéPIPSPsCI'C,C- CtP&P»PsCI'C,P°P-PsP»Cf,
C-PjPsPIC-CHPSPs,B CrC,PIPsCECRC”C,CHCI'CII P-P° PrPsPiPsPjPsPiPsCh CYP2C19.
PyP°PeP&Pj C+PEPSPsPj, P-P°CI'PsP+P&, C%oPs PiCHPéPiPSC-C+CrCRC,CH CYP3A4



(PSP°PiCEP&PeP»P°Pr, PrPuCIIPeC- PjP°PeCHPsP»C-PrPé, P°P-PsP»PsPIC-
PiCHPsC,PéPiCHP&P+PePsPIC- P-P°CI'PsP+P¢&, C-PSPiC-P+C-C,PsCEPé PiCHPsC,PuP°P-) P°P+Ps
CYP2C19 (PSP°PiCHP&éPeP»P°Pr, C-PSPiC-P+C-C,PsCHPé PiCHPsC,PsPSPSPsPiPs PSP°CI'PsCI'P°),
PiC-PrPIP&éC%oCrCRC,CH P-P°PiP°P»CHPSCT C,P°CHPjP°PePsP»PsPiC-C+PSCr
P°PeC,PéPIPSC-CI'C,CH PSP° 32 % C,P° 42 % PIC-PrPiPsPIC-PrPSPs C,P° PjPsPYCrC,CH
PiC-PrPIP&C%oCIPIP°C,Pé PiPsP+C-C$PSC- PuC,PuPeC,Pé CtPEP»PsCI'C,P°P-PsP»Cr. PmPsPPp
P+CrC,Pé PSPuPsP+C...C-PrPSPé&Pj P-PSP&PIPuPSPSCII PrPsP-Pé CtPéP»PsCI'C,P°P-PsP»Cr PrPs
50 PjPi 2 CRP°P-Pé PSP° PrPsP+Cr P-P°P»PuPYPSPs PIC-Pr C-PSPrPéPIC-PrCrP°P»CHPSPsC—
PuC, PpPeC,PEPIPSPsCI'C,C- C,P° PiPuCHPuPSPsCI'PéPjPsCI'C,C-.

PuCHPEPNePsPj 100 PjPi CtP&éP»PsCI'C,P°P-PsP»Ct PSP° 7-PNe PrPuPSCH
P-P°CI'C,PsCI'CfPIP°PSPSCII PuCHP&C,CHPsPjC-CtPEPSCT (PiPsPjC-CHPSPEPNe
C-PSPiC-P+C-C,PsCH CYP3A4) 500 PjPi 3 CRP°P-Pé PSP° PrPsP+Cr PiCHP&EP-PIPsPrPéP»Ps PrPs
PiC-PrPIPEC%oPpPSPSCII AUC CtP&éP»PsCI'C,P°P-PsP»Crt PrPs 74 %, CLIPePp
CI'CrPiCHPsPIPsPrPICIPIP°P»PsCI'CII P-PSPéPYPpPSPSCIIPj PSP° 24 % AUC PNePsPiPs
PrPpPiC-PrCHPsPjPuC,P°P+PsP»C-C,Ct, P°P»Pp P- PiPsPjC-C,PSPé&Pj PiC-PrPIP&C%oPuPSPSCLIP;
AUC 4'-C,CHP°PSCI-PiC-PrCHPsPeCI'PéPjPuC,P°P+PsP»C-C,Ct. P— CFCHP°C...CFPIP°PSPSCLIP;
P-PSP°C+PuPSCH AUC P-P°PiP°P»CHPSP° C,P°CEPjP°PePsP»PsPiC-CPSP°
P°PeC,PEPIPSC-CI'C,CH CtPéP»PsCI'C,P°P-PsP»Cr P-P+C-P»CHCECIC”C,CHCI'CLI PSP° 34 %
PiCHPé PsPrPSPsC+P°CI'PSPsPjCr PNePsPiPs PiCHP&PNPsPjC- P- PuCHP&C,CHPsPjC-CtPEPSPsP;.
PkP° PiC-PrCI'C,P°PIC- CtP&C... PrP°PSPéEC... CRPuPePsPjPuPSPrPsPIP°PSP° PrPsP-P°
CtPéP»PsCI'C,P°P-PsP»Cr CI'C,P°PSPsPIPEC,CH 50 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr PiCHPé
PsPrPSPsC$P°CI'PSPsPjCt PiCHPéPN:PsPjC- P- PuCEP&C,CHPsPjC-CtPéPSPsPj C,P° P-
PiPsPrC-P+PSP&PjPé P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé (PSP°PiCHP&éPeP»P°Pr, C-P-
PeP»P°CHP&C,CRHPsPjC-CtPEPSPsPj).

PYCrPjC-CI'PSPEPN: PiCHP&PNePsPj PsPrPSPsCHP°P-PsPIP&C... PrPsP: PePuC,PsPePsPSP°P-PsP»Cr
(CI'PéP»CHPSPEPNe C-PSPiC-P+C-C,PsCH CYP3A4) 400 PjPi C,P° CtP&éP»PsCI'C,P°P-PsP»Cr 100
PjPi PiCHP&P-PIPSPrPéPI PrPs PiC-PrPIPéC%0PpPSPSCLI AUC CtP&éP»PsCI'C,P°P-PsP»Cr PSP° 117
%, CLIPePp CI'CIPiCEPsPIPsPrPYCrPIP°P»PsCI'CH P-PSP&éPYPuPSPSCLIPj PSP° 15 % AUC
PrPuPiC-PrCHPsPjPuC,P°P+PsP»C-C,Cr C,P° PiC-PrPIPEC%oPuPSPSCLIPj PSP® 87 % AUC 4'-
C,CBHP°PSCI-PiC-PrCHPsPeCI'PéPjPuC,P°P+PsP»C-C,Ctf. P— CFCHP°C...CFPIP°PSPSCIIP;
P-PSP°C+PpPSCH AUC P-P°PiP°P»CHPSP° C,P°CHPjP°PePsP»PsPiC-C+PSP°
P°PeC,PEPIPSC-CI'C,CH CtPéP»PsCI'C,P°P-PsP»Cr P-P+C-P»CHCECIrC”C,CHCI'CII PSP°
35 % PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P-
PePpC,PsPePsPSP°P-PsP»PsPj. PkP°® PiC-PrCI'C,P°PIC- CtP&C... PrP°PSP&C...
CHPuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° CtPéP»PsCI'C,P°P-PsP»Cr CI'C,P°PSPsPIP&C,CH
50 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr PiCHPé PsPrPSPsC+P°CI'PSPsPjCr PiCHP&PN:PsPjC- P-
PePuC,PsPePsPSP°P-PsP»PsPj C,P° P- PiPsPrC-P+PSP&PjPé P-P°CI'PsP+P°PjPé
(PSP°PiCEHPEPeP»P°Pr, P- C-C,CHP°PePsPSP°P-PsP»PsPj).

P—P°CI'C,PsCI'CfPIP°PSPSCII 100 PjPi CtPéP»PsCI'C,P°P-PsP»Cr 2 CHP°P-Pé PSP° PrPsP+Cr P-
PrPéP»C,C-P°P-PuPjPsPj (CI'P»P°P+PeP&PNe C-PSPiC-P+C-C,PsCH CYP3A4) 180 PjPi 1 CR{P°P:
PSP° PrPsP+Ct PiCRP&P-PIPsPrPéP»Ps PrPs PiC-PrPIPEC%oPuPSPSCII AUC
CtP&P»PsCI'C,P°P-PsP»Cr PSP® 44 %, CIIPePu CI'CrPiCHPsPIPsPrPCrPIP°P»PsCI'CII
P-P+C-P»CHCEPuPSPSCIIPj AUC PrPpPiC-PrCHPsPjPuC,P°P+PsP»C-C,Cr PSP° 4 % C,P°
P-P+C-P»CHCEPpPSPSCIIPj AUC 4'-C,CEP°PSCI-PiC-PrCHPsPeCI'P&éPjPuC,P°P+PsP»C-C,Cr PSP°
43 %. P— CrCHRP°C...CFPIP°PSPSCIIPj P-PSP°C+PuPSCH AUC P-P°PiP°P»CHPSP°
C,P°CRPjP°PePsP»PsPiC-C+PSP° P°PeC,PEPIPSC-CI'C,CH CtP&P»PsCI'C,P°P-PsP»Cr
P-P+C-P»CHCECIC”C,CHCI'CII PSP° 19 % PiCHPé PsPrPSPsC+P°CI'PSPsPjCr PiCEP&éPNePsPjC- P-



PrP&P»C,C-P°P-PyPjPsPj. P“CECIPSC,CtCRCPECI'CH PSP° CtP&C... PrP°PSPEC...,
PePsCEP&PiCPIP°PSPSCILI PrPsP-Pé PSPy PiPsC,CEC-P+PSPs.

PuCHP&PN:PsPj PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé 100 PjPi CtP&P»PsCI'C,P°P-PsP»Cr P- 240 PjP»
PiCEHPuPNePiC, CECIC,PsPIPsPiPs CI'PsPeCt (C-PSPiC-P+C-C,PsCE PeP&CEPePsPIPsPiPs CYP3A4)
PSPu PIP&CIIPIP»CLIPI PiPsPjC-C,PSPsPiPs PuC,PuPeC,Ct PSP°

C, P°CEPjP°PePsPeC-PSPUC, PEPeCt CtPEP»PsCI'C,P°P-PsP»Cr. PJ P-PISF™ CLIP-PeCr P- CP&P;
PePsCEHP&PiCIPIP°PSPSCII PrPsP-Pé PSPy PiPsC,CHC-P+PSPs. PuCEHPsC,Pp PIPJP&PIP°PSPSCII
PIPUP»P&PeP&C... PsP+CI'CLIPiC-PI PiCEPpPNePiC,CHCI-C,PsPIPsPiPs CI'PsPeCt PjPsPYPy
PjP°C,Pé PeP»C-PSC-C$PSPs P-PSP°C+CrC%oP&PNe PIPiP»P&PI PSP°

C, P°CHPjP°PePsPeC-PSPuC,PéPeCt CtPEP»PsCI'C,P°P-PsP»CrE.

P—P°CI'C,PsCI'CFPIP°PSPSCII CtPéP»PsCI'C,P°P-PsP»Cr P- PsPjPuPiCHP°P-PsP»PsPj
(C-PSPiC-P+C-C,PsCRHPsPj CYP2C19) PiCHP&P-PIPsPrPéP»Ps PrPs P-P+C-P»CHCEPuPSPSCII AUC
CtP&P»PsCI'C,P°P-PsP»Cr PSP® 22 %, CIIPePu CI'CrPiCHPsPIPsPrPCrPIP°P»PsCI'CII
P-P+C-P»CHCEPuPSPSCIIPj AUC PrPpPiC-PrCHPsPjPuC,P°P+PsP»C-C,Cr PSP° 68 % C-
P-PSPEPYPuPSPSCIIPj AUC 4'C,CHP°PSCI-PiC-PrCHPsPeCI'PéPjPuC,P°P+PsP»C-C,Ct PSP° 36 %.
P— CrCHP°C...CrPIP°PSPSCIIPj P-PSP°C+PuPSCH AUC P-P°PiP°P»CH>PSP®

C, P°CRPjP°PePsP»PsPiC-C+PSP° P°PeC,PEPIPSC-CI'C,CH CtP&P»PsCI'C,P°P-PsP»Cr
P-P+C-P»CHCECIC”C,CHCI'CII PSP° 47 % PiCHPé PsPrPSPsC+P°CI'PSPsPjCr PiCEP&éPNePsPjC- P-
PsPjPuPiCHP°P-PsP»PsPj. PkP° PiC-PrCI'C,P°PIC- CtP&C... PrP°PSP&C...
CHPpPePsPjPpPSPrPsPIP°PSP° PrPsP-P° CtP&P»PsCI'C,P°P-PsP»Ct CI'C,P°PSPsPIPEC,CH 50 PjPi 2
CHP°P-Pé PSP° PrPsP+Cr PiCHPé PsPrPSPsC+P°CI'PSPsPjCr PiCHP&PNePsPjC- P-
PsPjPuPiCRP°P-PsP»PsPj.

PYC3P+CI'C,CEP°C,Pé C,PuCEPjPuPSC,Cé CtPéC,PsC...CEPsPjCé P 450. P‘CIP»Ps
PIC-PrP-PSP°C#PuPSPs PiC-PrPIPéC%oPuPSPSCII CtPEP»PsCI'C,P°P-PsP»PsPj AUC
P»PsPIP°CI'C,P°C,PéPSCr (C+CrC,P»PEPIP&PN. CI'CIFP+CI'C,CHP°C, CYP3A4) C,P° PNePsPiPs
B-PiC-PrCHPsPeCI'PéPeP&CI'P»PsC,Pé PrPs 70 %. PYP»C-Pr PrPsC,CHP&PjCIPIP°C,PéCI'CII
PsP+PuCHPuPYIPSPsCI'C,C- PiCHPé CI'CPjC-CI'PSPsPjCr PiCHP&PN:PsPjC-
CtPéP»PsCI'C,P°P-PsP»Cr P-C- CI'CfP+CI'C,CEP°C,P°PjPé CYP3A4 P- PICIP-CHhPeP&P;
C,PuCHP°PiPuPIC,P&C+PSPEP] C-PSPrPuPeCI'PsPj (C,P°PePé&PjPé CIIPe CtP&P-P°PiCHP&PT,
PiP°P»PsC,P°PSC,CRHP&PS, PiC-PjPsP-P&Pr, PiPsC...C-PrPSC- CHC-PYPeC-PI). PuPsC,CHC-P+PSPs
PrPsC,CHPEPjCIPIP°C,PECI'CII PsP+PuCEPuPIPSPsCI'C,C- PiCRPé PsPrPSPsC+P°CI'PSPsPjCr
PiCRHP&PNePsPjC- CtP&P»PsCI'C,P°P-PsP»Cr P-C- CI'C,P°C,PEPSP°PjPé, C%oPs
PjPuC,P°P+PsP»C-P-CrCRC,CHhCI'CII C,PuCEPjPuPSC,P°PjPé CtPEC,PsC...CHPsPjCr CYP3A4,
PSP°PiCHP&PeP»P°Pr P-C- CI'P&PjPIP°CI'C,P°C,P&PSPsPj, P°C,PsCEPIP°CI'C,P°C,P&PSPsPj C-
P»PsPIP°CI'C,P°C,P&PSPsPj.

P1PSPrCéPeC,PsCEPé C,PuCEPjPuPSC,Cé C+PEC,PsC...CEPsPjCé P 450. P'PiP»P&PI
C-PSPrCfPeC,PsCEC-PI CYP3A4 C,P° CYP2C19 (C,P°PeP&C... CLIPe PeP°CEP+P°PjP°P-PuPiC-PS,
C,PuPSC-C,PsC—PS, CRP&C, P°PjPiC-C1P&éPS C,P° PiCHPuPiP°CEP°C,Pé P-PIC-CEPsP+PsCR)
PSP° C, P°CEPjP°PePsPeC-PSPuC,P&PeCt CtP&P»PsCI'C,P°P-PsP»Ct PSPp P+CrPI
PrPsCI'P»C-PrPYPuPSPEPNe. PyPuPsCEPuC,P&CEPSPs P°PSC,P&C,CHPsPjP+PsC,PéC+PSP° PrC-ClI
PjPsP{Pu P+CrC,Pé P-PjC-PSPuPSP®, C,PsPjCt PSPuPsP+C...C-PrPSPs PiCEPsPIPsPrP&C,Pé
PjPsPSC-C,PsCEP&PSPi Ct CEP°P-C- P-P°CI'C,PsCI"CFPIP°PSPSCII C+P&P»PsCI'C,P°P-PsP»Cr: P-
C-PSPrCfPeC,PsCEP°PjPé CYP3A4 C,P° CYP2C19.

PuC-Pr CP°CI" PrPsCI'P»C-PrP{PuPSCH C,CRC,CRPSPsPiP°P»C-PSPSCII (CLIPePu
C-PSPrCrPeCrC” CYP1A2) P-PSPEPYCrPIP°P»Ps PePsPSCtPuPSC,CHP°CtC-Ch
CtPé&P»PsCI'C,P°P-PsP»Cr Cr PiP»P°P-PjC- PeCHPsPIC- PSP° 18 %.



PTPSC€C- PiPsC,PuPSC1C-PNePSC- PIP-P°C”PjPsPrC-C—

PYP»C-Pr PrPsC,CHP&PjCIPIP°C,PéCI'CII PsP+PuCHPuPYPSPsCI'C,C- PiCRHPé
PsPrPSPsC$P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- CtP&éP»PsCI'C,P°P-PsP»Cr P- P+CrPrCH-
CLIPePéPj C-PSCEPEPj P-P°CI'PsP+PsPj, P-PrP°C,PSPéPj P-PSPéPYCrPIP°C,Pé
P°CHC,PuCEC-P°P»CHPSPEPN: C,PECI'Pe, CHPuCEPuP- PjPsPIP»P&PIC-CI'C,CH
CHPsP-PIP&C,PeCrt P°PrPéC,PéPIPSPsPiPs PiC-PiPsC,PuPSP-PEPIPSPsPiPs PuC, PuPeC,Cr, C%oPs
CI'CrPiCHPsPIPsPrPYCrC”C,CHCI'CLI CHPuC, P»PuPeC,PsCEPSPsCh C,P°C...C-PeP°CHPrC-C”CRh.

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

PiiCHPEPNPSCIIC,PSC-CI'C,CH P»C-PeCrPIP°PSPSCII CtP&P»PsCI'C,P°P-PsP»PsPj
CI'P»C-Pr CEPuC,PuP»CHPSPs PsCtC-PSCRPIP°C,Pé PiPsCHCIIPr P- C-PSCEP&PjPé
PIP°CEC-P°PSC,P°PjPé P»C-PeCrPIP°PSPSCII, C,P°PePéPjPé CLIPe
CHPpPIP°CI'PeCrP»CLICHP&P-P°CC-CII.

P’ CI'PéP»Cr CI'PIPsPiPs PjPuC...P°PSC-P-PjCr PrC-C— CtP&P»PsCI'C,P°P-PsP» PjPsP{Pu
CI'PiCHP&C+P&PSPEC,Pé C,P°C...C-PeP°CHPrC-Ch, PIC-PrC+CrC,C,CLI CI'PuCHCtPuP+PEC,C,ClL],
C,P°C...C-P°CRHP&C,PjC-ChR C,P°/P°P+Ps P°CHC,PuCHC-P°P»CHPSCY PiC-PiPsC,PuPSP-C-Ch.
P—P+C-P»CHCEPuPSPSCII C+P°CI'C,PsC,Pé CI'PuCHCtPuPIP&C... CI'PePsCRPsC+PuPSCH,
P°CI'PsCtC-PNePsPIP°PSPy P:- CtP&P»PsCI'C,P°P-PsP»PsPj, CI'C,P°PSPsPIP&C,CH
PiCHP&P+P»P&éP-PSPs PIC-Pr 5 PrPs 7 CrPrP°CHC-PI PSP° C...PIPéP»PéPSCT, C,PsPjCr Cr
PiP°CtC-C”PSC,C-PI C-P- CEP&P-P&PePsPj PrP°PSPsPiPs CLIPIPEC%o0P° PiCHPuPiP°CHP°C,
PjPsPYPu CI'PiCHP&C+PEPSCIIC,Pé CI'C,PuPSPsPeP°CHPrC-Ch.

P—P°B PiP°CtC-C”PSC,P°PjPé, CIIPeC- PjPsPYCrC,CH P+CrC,Pé CI'C...PéP»CHPSC- PrPs
PiC-PrPIP&C%oPpuPSPsPiPs CEP&P-PéPeCr CI'PuCEHPNePsP-PSP&C... PiPsP+C-C+PSPéC...
PuC, PuPeC,C-PI P- P+PsPeCr CI'PuCHCTCII PI CRPuP-CrP»CHC,P°C,C-
P-P+C-P»CHCEPUPSPSCII C+P°CI'C,PsC,Pé CI'PuCHCHPuPIP&C... CI'PePsCEPsC{PuPSCH,
PSP°PiCHP&PeP»P°Pr P-P° PiP°CtC-C”PSC,P°PjPé P-C- CI'C,P°P+C-P»CHPSPsCh
C-C€PpPjC-C+PSPsCh C...PIPsCEPsP+PsCh CI'PuCECtCLI, CI'P»C-Pr CHPuC,PpuP»CHPSPs
CI'PiPsCI'C,PuCHC-PiP°C,Pé PiC-Pr C+P°CI’ P»C-PeCrPIP°PSPSCII CtPéP»PsCI'C,P°P-PsP»PsPj;
PiPsC,CHC-P+PSPs PICKP°C...PsPICFPIP°C,Pé, C%oPs CtPEP»PsCI'C,P°P-PsP»
PiCEPsC,PéPiPsPeP°P-P°PSP&PN: PiP°C1+C-C”PSC,P°Pj, CIIPeC- PiPuCHPuPSPuCI'P»Pé
PSPuCI'C,P°P+C-P»CHPSCT CI'C,PuPSPsPeP°CEPrC-Ch P°P+Ps C-PSC,P°CEHPeC,
PjC-PsPeP°CHPrP°/PePsCEPsPSP°CHPSPu PIC,CHCrC+P°PSPSCII PiCEHPsC,CLIPiPsPj
PsCI'C,P°PSPSC-C... 6 PjC-CI'CLICtC-PI, C,P° PiP°CtC-C”PSC,P°Pj P- C,CIIPYPePsCh
C,P°C...C-P°CRHP&C,PjC-C”"Ch PI P°PSP°PjPSPuP-C-.

PYP»C-Pr PrPsC,CHP&PjCIPIP°C,PéCI'CII PsP+PuCHPuPYPSPsCI'C,C- PiCHPé
PiCEP&P-PSP°C+PuPSPSC- CtPéP»PsCI'C,P°P-PsP»Cr PiP°CtC-C”PSC,P°Pj P- PuPeC,PsPiC-C”Ch
PiPpCHPpPrCI'PuCHPrCII C- CEP»CrPSPsC+PeC-PI, P° C,P°PePsPy PiP°CtC-C”PSC,P°Pj C-P-
C,.C-P+CHPEP»CIICtC-C”"Ch P°P+Ps C,CHC-PiPsC,C-PSPSCIIPj PiPuCHPuPrCI PuCHPrCIl.

PuP°CtC-C”PSC,C-PI PSPuPsP+C...C-PrPSPs PiPsPiPpuCHPuPrPéC,Pé PiCHPs
PSPuPsP+C...C-PrPSC-CI'C,CHb P-PIPuCHPSCIC,PECI'CLI PrPs P»C-PeP°CRCLI Cr PIP&PiP°PrPeCr
PiPsCIIPIPé PeCEPsPIPsC,PuCt P°P+Ps CI'PPSCHC-PI PiC-Pr C+P°CI" C,PuCEP°PiC-C—. PJ
CEP°P-C- PiPsCLIPIPé PsC4PSP&C... PeCHPsPIPSC,PuC PiCEP&PNPsPj C+P&éP»PsCI'C,P°P-PsP»Cr
PSPuPsP=+C...C-PrPSPs PiCRP&PiPéPSP&C, Pé.



PhCI'PeC-P»CHPePé PiCEPuPiP°CEP°C, P-PrP°C,PSPPNe PiCEP&PiPSC-C+CrPIP°C,Pé
P°PiCRPRPiP°C{C-ChR C,CEPsPjP+PsC1P&C,C-PI, P-P+C-P»CHCECIC”C,CEhCI'CLI CRP&P-PéPe
PeCRPsPIPsC,PuCst PiC-Pr C+P°CI" C...C-CECrCHPIC-C+PSPEC... PIC,CECrCP°PSCH
(PIPeP»CRC$P°CRC#Pé PSPuP-PSP°C+PSC- PIC,CRCIC+P°PSPSCILI, PSP°PiCRP&PeP»P°Pr
PIP&PrP°P»PpPSPSCILI P-CiP+P°). PIPeC%oPs PiP°C1C-C”"PSC,Ct PSPuPsP+C...C-PrPSPs
PiCEHPsPIPuCI'C,Pé C...C-CECrCHPIC-C+PSPy PIC,CRCIC+P°PSPSCII C-
P°PSC,P&P°PiCHPRPiP°CC-PN-PSP&PNe PuC, PpPeC, C” PSPuP+P°PIP°PSP&Pj, PiCHP&PN:PsP;
CtP&P»PsCI'C,P°P-PsP»Cr CI'P»C-Pr PiCEP&PiPEPSP&C,Pé P-P° 5 PrPSC-PI PrPs
PsPiPuCEHP°C1C-C—.

P&P°PrC...PsPrPéP»Pé PiPsPsPrPéPSPsPeC- PiPsPIC-PrPsPjP»PuPSPSCLI PiCHPs
PiPpPjP°C,PsP»PsPiC-C+PSC- PIC-PrC...P6P»PuPSPSCLI, PIPeP»CRCtP°CRCPé
C,CHPsPjP+PsCtP&C,PsPiPuPSC-CR, P»PuPN:PePsPiPuPSC-ChR, P°PiCEP°PSCP»PsCtP&C, PsP-,
PiP°PSCTP&C,PsPiPuPSC-CR C,P° P°PiP»P°CI'C,P6CHPSCT P°PSPUPjC-Ch. P‘C-P»CHCEC-CI'C,CH
PiP°CtC-C”PSC,C-PI PIP&PrCfPCtPIP°P»Pé PiC-CI'P»CLI PiCEP&PiPEPSPuPSPSCII
PiCEP&PNPsPjCt CtP&P»PsCI'C,P°P-PsP»Crt. PuCEPsC,Pp PrPpuPeC-P»CHPeP® PIPEPiP°PrPeC-PI
PiP°PSCtP&C, PsPiPuPSC-C— C,P° P°PiP»P°CI'C,PéC+PSPSC— P°PSPuPjC-C— PjP°P»P&
P»PuC,P°P»CHPSPEPN: PSP°CI'P»C-PrPsPe.

PuP°CtC-C”PSC,C-PI CI'P»C-Pr PiPsPiPpuCHPuPrPéC,Pé PiCEPs PSPuPsP+C...C-PrPSC-CI'C,CHb
PSPuPiP°PNePSPs PiPsPIC-PrPsPjP»CLIC,Pé PiCEPs P+CrPrCib-CLIPeC- PsP-PSP°PePé, CLIPeC-
PjPsPYCIC,CHb CI'PIC-PrC+P&C,Pé PICEPs CRP°PSPSC-PNe CRPsP-PIP&C, PsPe
PiP°C,PsP»PsPiC-C#PSP&C... P-PjC-PS PeCEPsPIC-, C,P°PePéC... C1IPe PiC-PiPuCEC,PRCEPjC-CII
C,P° P+C-P»Clb Ct PiPSCEP»C-. PkPuPsP+C...C-PrPSPs PiCEPsPIPuCI'C,Pé PiPsPIPSP&PN:
P°PSP°P»C-P- PeCEPsPIC-, CIIPeC%oPs C” PiC-PrPsP-CHP°® PSP° C-PSC, PuPeCtC-Ch P°P+Ps
PSP°CIIPIPSC- P+CrPrCH-CIIPeC- C-PSCEC- PeP»C-PSC-C+PSC- PsP-PSP°PePé
PiP°C,PsP»PsPiC-C4PSP&C... P-PjC-PS PeCEPsPIC-. PuCEP&PNePsPj C1P&P»PsCI'C,P°P-PsP»Cr
CI'P»C-Pr PiCEP&PiPéPSPEC, Pé, CLIPeC%oPs C” PeP»C-PSC-C4PSC- P°P+Ps
P»P°P+PsCEP°C,PsCEPSC- PrPsPeP°P-Pé PiP°C,PsP»PsPiC-C4PSP&C... P-PjC-PS PeCEHPSPIC-.

P] PiP°CtC-C”PSC,C-PI, CIIPeC- PiCEP&éPNePjP°P»Pé PiPsC,CIPIPSC- C-PSPiC-P+C-C,PsCHPé
CYP3A4 P°P+Ps CYP2C19, CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-P+C-P»CHCEPuPSPSCII
CHC-PIPSCII CtPéP»PsCI'C,P°P-PsP»Cr Ct PiP»P°P-PjC- PeCEPsPIC-. P] C,P°PeP&C...
PIPPiP°PrPeP°C... CHPuPePsPjPuPSPrPsPIP°PSP°® PrPsP-P° CtP&P»PsCI'C,P°P-PsP»Cr
CI'C,P°PSPsPIP&C,CH 50 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr.

P&PpPsP+C...C-PrPSP° PsP+PuCEPpPIPSC-CI'C,CH PiCEPé CI'CIPjC-CI'PSPsPjCT
P-P°CI'C,PsCI'CFPIP°PSPSC- CtP&éP»PsCI'C,P°P-PsP»Ct P- C-PSPiC-P+C-C,PsCHP°PjPé P°P+Ps
C-PSPrCrPeC,PsCEP°PjPé CYP 3A4, CYP 2C19 P°P+Ps CI'CP+CI'C,CEP°C,P°PjPé CYP 3A4.

PkPpPsP+C...C-PrPSPs P- PsP+PuCHPuPYPSC-CI'C,Ch PiCHP&P-PSP°C+P°C,Pé PiCHPuPiP°CRHP°C,
PiP°CtC-C”PSC,P°Pj C-P- PiPuCHPuPrCI'PuCHPrPSPsCh P°P+Ps CEP»CrPSPsC+PePsPIPsCh
PuPeC,PsPiC-C”Ch, C,C-P+CHPEP»CILICTC-C”Ch P°P+Ps C,CHC-PiPsC,C-PSPSCIIPj
PiPpCHPuPrCI'PuCHPrCh.

PkPpPsP+C...C-PrPSP° PsP+PuCHPuPIPSC-CI'C,CH PiCEPé CI'CrPjC-CI'PSPsPjCr
PiCHP&PNePsPjC- CtPEP»PsCI'C,P°P-PsP»Cr P- P+CrPrCH-CIIPePéPjPé C-PSCEP&PjPé
P»C-PeP°CECI'CHPePEPjP& P-P°CI'PsP+P°PjPé, C%oPs PjPsPYCIC,CH P-PSP&EPYCIPIP°C,Pé
P°CRC,PuCHC-P°P»CIHPSPEPN: C,PECI Pe, PsCI'PeC-P»CHhPePé C-CI'PSCrC” CHPEP-PéPe
P°PrP&éC,PéPIPSPsPiPs PiC-PiPsC,PuPSP-PEPIPSPsPiPs PuC,PuPeC,Cr P-
CHPuC,P»PpPeC,PsCRPSPsCh C,P°C...C-PeP°CRPrC-C”CHh.



PYP»C-Pr PrPsC,CHPEPjCrPIP°C,P6CI'CILI PsP+PuCHPuPYPSPsCI'C,C- PiCHPé
PiCHP&P-PSP°CPpuPSPSC- CtPéP»PsCI'C,P°P-PsP»Cr P- P+CrPrCH-CIIPePéPjPé C-PSCEP&PjPé
P°PSC,PéC,CHPsPjP+PsC,PéC+PSPEPjPé P-P°CI'PsP+P°PjPé.

P+C,PuPeC, PiP°P»CHbPjCFPIP°PSPSCLI PSP°PiP°PrCt C-PSCI'CEP»CHbC,CE, C%oPs
PiCEPsCIIPIP»CLIC” CtPuPNe PiCHPuPiP°CEP°C,, PSPu PrPsCI'P»C-PrPYCrPIP°PICI'CLI PiCEP&
P°CI'P&PjPiC,PsPjP°C,P&C+PSPsPjCt C-CEPpPjC-C+PSPsPjCt C-PSCI'CtP»CHbC,C-.

P—P°CI'C,PsCI'C4PIP°PSPSCII Cé PiPuCEC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCZPIP°PSPSCII PiCHCZPrPrCRE.

P’P°PiC-C,PSC-CI'C,CH

P’C-PrCI'CrC,PSC- PiC-PrC,PIPuCRHPrPIPuPSC- PrP°PSC- C%oPsPrPs
P-P°CI'C,PsCI'CfPIP°PSPSCII CtPéP»PsCI'C,P°P-PsP»Cr PIP°PiC-C,PSPéP;,
PiPsC,PuPSCtC-PNePSP&PN. CEP&P-PéPe PSPUPIC-PrPsPjPéPNe. P”PsCI'P»C-PrPIPuPSPSCII PSP°
C,PIP°CHP&EPSP°C... PiPsPeP°P-P°P»Pé CHPuPiCHPsPrCrPeC,PEPIPSCY
C,PsPeCI'PéC+PSC-CI'C,CH. PuiPsC,PpPSCtC-PNePSP&PNe CHPEP-P&Pe PSPuPIC-PrPsPjPEPN:,
C,PsPjCt CtPéP»PsCI'C,P°P-PsP» PSPu PjPsPIPSP° PiCHPéPN:PjP°C,Pé Cr PiPuCHC-PsPr
PIP°PiC-C,PSPsCI'C,C-.

PuPuCHC-PsPr PiPsPrCéPIP°PSPSCII PiCHCéPrPrCh

P"PsCI'P»C-PrPIPuPSPSCII PSP° C,PIP°CHP&PSP°C... PiPsPeP°P-P°P»P&, C%oPs
CtP&P»PsCI'C,P°P-PsP» PjPsP{Pu PiCEPsPSP&PeP°C,Pé Cf PiCHCIPrPSPp PjPsP»PsPePs.
PjPsC#PSC- PrP°PSC- PiCEPs PiCEPsPSP&PePSPuPSPSCII CtP&P»PsCI'C,P°P-PsP»Cr Cr
PiCHCrPrPSPy PjPsP»PsPePs PYC-PSPePé PIC-PrCI'CfC,PSC-. P'CEP°C...PsPICfCRCPé
PjPsPYP»P&PIP&PNe PSPuPiP°C,PEPIPSPEPNe PIPiP»P&PI PSP° PrP&C, PEPSCY,
P-P°CI'C,PsCI'CFPIP°PSPSCII PiCEPuPiP°CEP°C,Ct Cf PiPpuCHC-PsPr PiPsPrCrPIP°PSPSCII
PiCRCIPrPrCh PSPp CRPuPePsPjPuPSPrCrC”C,CHCICIL. P] CRP°P-C-
PSPuPsP=+C...C-PrPSPsCI'C,C- P»C-PeCrPIP°PSPSCII CtP&P»PsCI'C,P°P-PsP»PsPj CI'P»C-Pr
PiCEHP&PiPEPSP&C, Pé PiPsPrCrPIP°PSPSCII PiCRCIPrPrCh.

PuPuCEC,PéP»CHPSC-CIC,CH

P”PsCI'P»C-PrPIPuPSPSCII PSP° C,PIP°CHP&PSPC... PiPsPeP°P-P°P»Pé&, C%oPs
CtPéP»PsCI'C,P°P-PsP» PSPy PIPiP»P&PIP°C” PSP° C,PuCHC,PéP»CHPSC-CI'C,Chb.

P—PrP°C,PSC-CI'C,CH PIPiP»PEPIP°C,Pé PSP° CEPIPSPrPeC-CI'C,CEH CEPUP°PeCtC-C—
PiCFPé PePuCECSPIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPEPjPé
PjPuC...P°PSC-P-PjP°PjPé.

PYP»C-Pr PrPsC,CHPéPjCrPIP°C,PéCI'CILI PsP+PuCHPuPIPSPsCI'C,C-, PsCI'PeC-P»CHPePé
PiCRHPé& PiCHP&PNPsPjC- PiCHPuPiP°CHP°C,Crt PjPsPIP»P&PIPu P-P°PiP°PjPsCHPsC+PuPSPSCI].

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

P”PsP-C2éPIP°PSPSCII



P PuPePsPjPuPSPrPsPIP°PSP® PrPsP-P° PiCKPuPiP°CEP°C,Ct BR“ PiPs 100 PjPi 2 CHP°P-Pé
PSP° PrPsP+Cr. PyP°P+P»PuC,PePé PiCHPEPN:PjP°CRC,CH P-P° 30 C...PIPéP»P&PS PrPs
PIPYPEPIP°PSPSCLI C—PC- P°P+Ps C+PuCEPuP- 2 PiPsPrPéPSPé PiC-CI'P»CLI
PIPYP&PIP°PSPSCLI C—PYC-, PICHP°PSCtC- C,P° PIPIPuCtPuCHC-.

PiiCHP&PNePsPj PiCEPuPiP°CHP°C,Cr PiC-Pr C+P°CI' C—PrPé PjPsPPu PiC-PrPIP&C%oCIPIP°C,Pé
PNePsPiPs PjP°PeCI'P&PjP°P»CHPSCTt PePsPSCTPuPSC,CHP°CtC-Ch PI PiP»P°P-PjC- PeCHPsPIC-,
C%oPs P-P+C-P»CHCECrC” CHPéP-PéPe PIPEPSPéPePSPuPSPSCII PiPsP+C-C$PSPéC...
CHPuP°PeCtC-PNe. P—PSP°C$PSPp PiPsPeCHP°C%oPuPSPSCII CI'C,P°PSCr PiP°CtC-C”PSC,C-PI
CI'PiPsCI'C,PuCRC-PiP°C”C,CHCI'CLI PiC-CI'P»CII PiCREPéPN:PsPjCt PiCHPuPiP°CRP°C,Cr
PiCHPsC,CLIPiPsPj 16-24 C,PEPYPSC-PI, C-PSPsPrC- PiPsPeCHP°C%oPuPSPSCII
PIC-PrP-PSP°C+P°P»Pé PIPPu PiC-CI'P»CILI P»C-PeCrPIP°PSPSCII PiCHPsC,CILIPiPsPj 4-12
C,PéPYPSC-PI. PIPeC%oPs PiCEPsC,CLIPiPsPj 6 PjC-CI'CIICtC-PI P»C-PeCrPIP°PSPSCII PSPu
P+CrP»Ps PuC, PuPeC,PEPIPSPEP], P»C-PeP°CH PiPsPIPéPSPuPS PiCEPéP-PSP°C+PEC,Pé
C-PSCECT C,PuCRHP°PiC-Ch. PiP°CtC-C”PSC,P°Pj, CLIPeC- PsC,CRHPéPjCFfCRC,CH
P»C-PeCrPIP°PSPSCII CtPéP»PsCI'C,P°P-PsP»PsPj, CI'P»C-Pr PrPsC,CHP&PjCrPIP°C,PECI'CII
P-PjC-PS Crf CI'PiPsCI'PsP+C- PP&C,C,CII (PIC-PrPjPsPIP° PIC-Pr PeCfCHC-PSPSCII C,P°
C,C-P-P&C+PSC- PIPiCHP°PIP&) C- PiCHPsPrPsPIPCIPIP°C,Pé C,P°CHPjP°PePsP»PsPiC-C+PSC-
PIC,CHCrC$P°PSPSCII (PSP°PiCEP&PeP»P°Pr, PiICHPEPNePsP;
P»C-PiC-PrPsP-PSPéPYCrPIP°P»CHPSPEC... C,P° P°PSC,PéC,CHPsPjP+PsCtP&éC,P°CHPSPEC...
P-P°CI'PsP+C-PI), C%oPsP+ P-PjPuPSCEP&C,Pé CRPEP-PéPe CRPsP-PIPEC,PeCr CI'PuCHCTPuPIPs-
CI'CrPrPéPSPSP&C... CIIPIPEC%o. P!PéP»PsCI'C,P°P-PsP» PSP P-P°PjC-PSCRC” PrP°PSC-
PIPéPrPé P»C-PeCrPIP°PSPSCI].

P—PjPuPSCEPPSPSCILI PrPsP-Pé PrPs 50 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr
CEPpPePsPjPuPSPrPsPIP° PSPy PrP»ClLI PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&éPjCICRC,CH
P»C-PeP°CRCI'CHhPeC- P-P°CI'PsP+P&, C%oPs CI'PéP»CHbPSPs C-PSPiC-P+CrCRC,CH CYP3A4,
PSP°PiCEP&PeP»P°Pr PrPuClIPeC- PjP°PeCEPsP»C-PrPé, P°P-PsP»CHPSC- C, CrPSPiC-CPEPrPé,
C-PSPiC-P+C-C,PsCHPé PiCHPsC,PuP°P-Pé, P°P+Ps P-P°CI'PsP+Pé, CLIPeC- CI'P&P»CHbPSPs
C-PSPiC-P+CICRC,CH CYP2C19, PSP°PiCEP&PeP»P°Pr PsPjPuPiCEP°P-PsP» (PrP&PI.
CHPsP-PrC-P» B«P’P-P°C"PjPsPrC-ClI P- C-PSCEP&PjPé P»C-PeP°CHCI CHPePEéPjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PN:B»).

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCé

PKPPPjP°C” PSPUPsP+C...C-PrPSPSCI'C,C- Ct PePsCEPuPeCtC-C— PrPsP-Pé PrP»CII C+C-C"C—
PeP°C,PpPiPsCEC-C— PiP°C+C-C”PSC,C-PI.

PyP°CtC-C”PSC,Pé P- PSPéCEPePsPIPsCk PSPuPrPsCI'C,P°C,PSC-CI'C,Ch

P”P»CII PiP°CtC-C”PSC,C-PI C-P- PeP»C-CEPuPSCI'PsPj PeCEPRP°C,P6PSC-PSCY > 25 PjP»/C...PI
CI'PiPuC1C-P°P»CIbPSP°® PePsCHPuPeCtC-CLI PrPsP-CtPIP°PSPSCII PSPy PiPsC,CEC-P+PSPe.
P!P&P»PsCI'C,P°P-PsP» PiCEPsC,P&PiPsPeP°P-P°PSPEPNe PiP°C+C-C”PSC,P°Pj C-P-
PeP»C-CHPRPSCI'PsPj PeCEPpP°C,PEPSC-PSCY < 25 PjP»/C...PL

PyP°CtC-C”PSC,Pé P- PiPuC+C-PSPePsPIPsCk PSPuPrPsCI'C,P°C,PSC-CI'C,Ch

P"P»ClI PiP°C+C-C"PSC,C-PI P- P»PuPiPePsCh C,PsCEHPjPsCh P-P°C...PIPsCRCRPIP°PSPSCII
PiPuC$C-PSPePé PrPsP-Cf PSPy PiPsC,CHC-P+PSPs P-PjC-PSCRPIP°C,Pé. P'C-PrCI'CrC,PSC-
PrP°PSC- C%oPsPrPs PiP°CtC-C”PSC,C-PI P- PiPsPjC-CRHPSPsCR P°P+Ps C,CLIPYPePsCh
PiPuC+C-PSPePsPIPSCR PSPuPrPsCI'C,P°C,PSC-CLI'C,CR. PhCI'PeC-P»CHPePé
CtP8P»PsCI'C,P°P-PsP» P°PeC,PEPIPSPs PjPuC,P°P+PsP»C-P-CfC”C,CHbCICII



C, PuCEPjPuPSC,P°PjPé PiPpC+C-PSPePé, PIC-PS PiCHPsC,PéPiPsPeP°P-P°PSPEPN:
PiP°Ct+C-C”PSC,P°Pj P- PiPsPjC-CHPSPsCR P°P+Ps C,CLIP]PePsCh PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,CR.

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCé

P&PpPjP°C” PSPuPsP+C...C-PrPSPsCI'C,C- PI PePsCHPuPeCtC-C— PrPsP-Pé PrP»CII CtC-C”"C—
PeP°C,PpPiPsCEC-C— PiP°CC-C”PSC,C-PL.

P”C-C,Pe.

P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ PSPp CHPuPePsPjPuPSPrCrC”C,CHCI'CII
PiCHP&P-PSP°C$P°C,Pé PrC-C,CILIPj C+PuCHPuP: PIC-PrCI'CrC,PSC-CI'C,CH PrP°PSPé&C...
C%oPsPrPs P=PuP-PiPuPePé C,P° PpC,,PpPeC,PéPIPSPsCFC,C— PNePsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII.

PuPuCEHPuPrPsP-CZPIP°PSPSCII.

PtPSC, PsCHPjP°CtC-CII PiCHPs PiPsCI'C,CHPu PiPpCEHPuPrPsP-CrPIP°PSPSCII
PsP+PjPuPIPuPSP°. PPsPYP»P&PIC- CI'P&P»CHPSPEPNe PiPsP»PsPIPSP&PN: P+C-P»CH,
PrC-P°CEPuCII, C,P°C...C-PeP°CRPrC-CII C,P° CI'PuCRCtPuPIP° P°CRP&C,PjC-CII. P—P°
PiP°CtC-C”PSC,P°PjPé PSPuPsP+C...C-PrPSPs CI'PiPsCI'C,PuCHC-PiP°C,Pé C,P°
PiCHPsPIPsPrPéC,Pé PiC-PrC,CHP&PjCIrPIP°P»CHPSCr C,PuCHP°PiC-Ch. PkPuPsP+C...C-PrPSPs
CI'PiPsCEPsPYPSPEC,Pé CEP»CrPSPsPe CEP»CIIC...PsPj C-PSPrCrPeCtC-C—
P+P»CRPIP°PSPSCII P°P+Ps PiCRPsPjPéPIP°PSPSCII CEP»CrPSPeP°.

PyPsP+C-C#PSC- C5PuP°PeC+C-C—.

PkP°PNeP+C-P»CHCE€ PiPsCE€P&CHPuPSC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—, PiCHPs CIIPeC-
PiPsPIC-PrPsPjP»CIIP»Pé Cf PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSPSCIIC...
PiCEPpPiP°CHP°C,Cr, P+CrP»Pé PiPsP»PsPIPSPEPNe P+C-P»CH (>30 %), PrC-P°CHPuCII (>15 %)
C,P° PiPsCECrCEPpuPSPSCII CEPsP+PsC,Pé PeP&éCEPuCEPSPEPeCT (>15 %). PIC-
CEPpP°PeCtC-C— P-P°P-PIPECHP°PNe PjP°P»Pé P»PuPiPeCt P°P+Ps PiPsPjC-CHPSCY
C-PSC,PpPSCI'PéPIPSC-CI'C,CH C,P° C-PSPsPrC- PiPsP»PpuPiC€CIrPIP°P»P&CI'CILI P-P°
CHP°C...CFPSPsPe P-PSPéPYPuPSPSCII PrPsP-Pé.

PxPuP+P°PIP°PSC- PuC,PpPeC,Pé, CLIPeC- C-PSPsPrC- PjPsPYCrC,Ctb PIPEPSPEPePSCrC,Pé
PiC-Pr C+P°CI" P-P°CI'C,PsCI'CFPIP°PSPSCII CtP&P»PsCI'C,P°P-PsP»Cr, P-P°P-PSP°C$PuPSC- Cr
C,P°P£P»PéCtC- PSPéPYCiPp.

P§P°CI'C,PsC,P° PiPsP+C-C+PSP&C... CEPuP°PeCt+C-PNe: PrCrPPp C+P°CI'C,Ps (=1/10);
C$P°CI'C,Ps (=1/100, <1/10); PSPuC+P°CI'C,Ps (=1/1000, <1/100); CEC-PrPePs (=1/10000,
<1/1000); PrCrPYPu CHC-PrPePs (<1/10000); C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP°
(PSPuPjPsPYP»P&PIPs PsCtC-PSP&C,Pé PSP° PsCI'PSPsPIC- PSP°CLIPIPSP&C... PrP°PSPéC...).
P§P°CI'C,PsC,P° PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe, CIIPeC-
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CILI Ct PiPpCHC-PsPr
PiC-CI'P»CILICEPuC”CI'C,CEP°CtC-PNePSPsPiPs P-P°CI'C,PsCI'C*PIP°PSPSCI],



PIPIP°P{P°C"C,CHCI'CLI PSPuPIC-PrPsPjPsCh (PSPuPjPsPYP»P&PIPs PsCtC-PSP&C,Pé PSP®
PsCI'PSPsPIC- PSP°CIIPIPSPEC... PrP°PSPéC...).

P— P+PsPeCé
PeCFPsPIPsPSPsCI PSPsC— C,P°
P»C-PjC,P°C,PéC+PSPsC—
CI'PéCI'C,PuPjPé

C+P°CI'C,Ps PuPeC...C-PjPsP:
PSPuC+P°CI'C,Ps [P°PSPuPjC-CII
CEHC-PrPePs PiCRPsPrPsPIP{PuPSPSCII C+P°CI'Cr

PeCEPsPIPsC,PuCiC-,
C,CBPsPjP+PsC{P&C,PuPjC-CII

C+P°CI'C,PsC,P°
PSPUPIC-PrPsPjP°

C,PuPSPrPuPSCt+C-CII PrPs
PeCHPsPIPsC,PucCt,
C,CHPsPjP+PsCtP&éC,PsPiPpPSC-CII,
PiCHP°PSCIP»PsCtPéC,PsPiPuPSC-CIJ,
P°PiCHP°PSCIP»PsCtP&C, PsP:,
P»PpuPNePePsPiPuPSC-CI],
PiP°PSCtPéC,PsPiPpuPSC-CIJ,
P°PiP»P°CI'C,P&C+PSP° P°PSPuPjC-CII

P— P+PsPeCé C-PjCéPSPSPsC—
CI'PéCI'C,PuPjPé

PSPuC+P°CI'C,Ps

P°P»PpnCHPiC-C+PSP° CHPpP°PeC1C-CII

P— P+PsPeCé PsP+PjC-PSC2
CEPuCtPsPIP&PS C,P°
C...P°CHCtC3éPIP°PSPSCII

CtP°CI'C,Ps

PIPLCEP&C, PHCEPECPSC-
PSP°P+CECLIPePé, PSP°P+CHCLIPePé
PsP+P»P&CHC+CLI, P°PSPsCRPuPeCI'C-CII

PSPuC+P°CI'C,Ps

PiC-PiPnCRHPiP»C-PePuPjC-CI],
CtCrPeCHPsPIPEPN. PrC-P°P+PuC,

P— P+PsPeC? PiCI'PéC...C-PePé

PSPuC+P°CI'C,Ps

C,CRHP&PIPSPYIPSC-CI'C,CH

P— P+PsPeCé PSPuCEPIPSPIPSC—
CI'P6CI'C,PuPjPé

PrCrPPy PiPsP»PsPIPSPEPNe P+C-P»CIb
C$P°CI'C,Ps
C$P°CI'C,Ps P-P°PiP°PjPsCHPsCPuPSPSCII

PSPuC+P°CI'C,Ps

P+PpP-CI'PsPSPSCI], PSC-C$PSC- PYP°C...Pé

CtP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PiP°CHPuP:, PiC-PiPuCI'C,PuP-C-CII

P— P+PsPeCé PsCEHPiP°PSC-PI P-PsCHC?2

C$P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PePsPSBR™ ChPSPeC,PEPIC-C,

P— P+PsPeC2 PsCEPiP°PSC-PI
CIP»C2C...Cé

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PrP-PIC-PS C- CECrPj Cr PICrC...P°C...

P— P+PsPeCé CI PuCHCtPuPIPsC—
CI'P&CI'C,PuPjPé

C+P°CI'C,Ps

PIC-PrC+CrC,C,CLI CTPuCHCtPuP+PéC,C,ClLI,
C,P°C...C-PeP°CEPrC-ClJ,
CI'C,PpPSPsPeP°CHPrC-ClI, P°CHP&C,PjC-ClI,
CE£P»CrPSPsC+tPePsPIP°
PuPeCI'C,CHP°CI'PéCI'C,PsP»C-ClII

PSPuC+P°CI'C,Ps

C-PSC, P°CHPeC, PjC-PsPeP°CHPrP°,
C,C-P+CHP&P»CLICTC-CII
PiPuCHPpPrCI'PuCHPrCH, P-P°CI'C,C-PN-PSP°
CI'PuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH,
PSP°PrC€P»CrPSPsCtPePsPIP°
C,P°C...C-PeP°CRHPrC-Cl],
CEP»CIrPSPsC+PePsPIP®
C,P°C...C-PeP°CRHPrC-Cl],

PSPuPiCEP&C,PsPjPSC-CI'C,CH




P— P+PsPeC2 CI'C2PrPéPSPSPsC—
CI'PECI'C,PuPjPé

PSPuC+P°CI'C,Ps

PrCHPsPIPSPIPEP»P&PI PI PsPePs,
PSPsCI'PsPIC- PeCHPsPIPsC,PuC+C-,
CE£P»CrPSPePsPIPs-PePECE€PecPsPIC-
PeCHPsPIPsC,PuCtC-,

PSPuP-8F™ CLICI'PsPIP°PSC-
PeCHPsPIPsC,PuCtC-,
PsCHC,PsCI'C,P°C,PéCtPSP®
PiC-PiPsC,PuPSP-C-CII

CtP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PiCHPéPIP»PePIPE, PiC-PiPuCHC,PuPSP-C-CI],

PiC-PiPsC,PuPSP-C-CIJ,
PeCHPsPIPsPIPEP»PEPIPE PI PjPsP-PsPe,
P»PpPiPuPSC-, Pjsh ™ CLIP-Pé,
PrPeC...P°P»CIBPSC- CEP»CIIC...Pé;
PiC-PrC€PeC-CHPSC-
PeCHPsPIPsPIPEP»PEPIPé

P— P+PsPeCé PrPéC...P°P>CHbPSPSC—
CI'PéCI'C,PuPjPé

CtP°CI'C,Ps

CHP&PSC-C,, C,P°CEP&PSPIC-C,

PSPuC+P°CI'C,Ps

P-P°PrPeC€PeP°, PIPSPuPIPjPsPSC-CI],
PeP°CE€PuP»CH

CtP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

C-PSC,PuCRCI'C,PéC+C-P°P»CHPSP®
PiPSPuPIPjPsPSC-CII

[P— P+PsPeCé CEP»CéPSPePsPIPs-
PePéCEPePsPIPsPiPs C,CHP°PeC,C2

PrCrPIPu PrC-P°CRPuCLI, PiPsCHCFCEPRPSPSCLI
C1P°CI'C,Ps PIP&PiPsCEPsPIPSPuPSPSCII
C$P°CI'C,Ds PSCrPrPsC,P° C- P+P»CRPIP°PSPSCL],

PrP&CIPiPpPiCI'C-CI], PjPuC,PuPsCHPEP-Pj,
P+C-P»CH Cr PJP&PIPsC,C-

PSPuC+P°CI'C,Ps

PiP°CI'C,CHPéEC,

P— P+PsPeC?
PiPyPiP°C,PsP+C-P»C-P°CEPSPsC—
CI'PECI'C,PuPjPé

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PiPuPiP°C,PeC,, P°PSPsPjP°P»C-C—
PiPuC+C-PSPePsPIPsC— C,CrPSPeCtC-C—,
PYPsPIC,CITPSPeCtCII

P— P+PsPeCé C€PeC-CHPé C-
PiC-PrC€PeC-CHPSPéC... C,PeP°PSPéPS

CtP°CI'C,Ps

PIPECI'P&PiP°PSPSCI], CI'PIPuCHP+C-Pq

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PuPeP-PuPjP°, C€PeC-CRHPSC-
PIPECI'P&PiP°PSPSCI], CI'PEPSPrCHPsPj
PYC,C-PIPuPSCI'P°-P”P{PsPSCI'PsPSP®,
C,PsPeCI'PéCHPSPEPNe
PuPiC-PrPuCEPjP°P»CHPSPEPNe
PSPuPeCHPsP»C-P-,

PeCHPsPiP&éPIER™ CLIPSPeP®

P— P+PsPeCé CI'PePuP»PuC,PSPs-
Pje;™ CLIP-PsPIPsC— CI'PéCI C,PuPjPé
C,P° CI'PiPsP»C3C#PSPsC—
C,PeP°PSP&PSPé

PSPuC+P°CI'C,Ps

PjC-P°P»PiC-CIlI

P— P+PsPeCé PSPECEPsPe C,P°
CI'PuCtPsPIPéPIC-PrPSPeéC...
CEP»CIIC...C-PI

CEC-PrPePs

PSP&CHPePsPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH,
PiPsCHCrCE€PuPSPSCII C,CrPSPeCtC-C—
PSPECHPsPe

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PiPpPjP°C,CrCRC-CLI,
PiPsP»P°PeC-CIFCEC-CII

P—P°PiP°P»CHbPSC- CHPsP-P»P°PrPe

CFP°CI'C,Ps

P+C-P»CHb Cr PICBCEPrCLIC. .,
P°CI'C,PuPSC-CII

PSPuC+P°CI'C,Ps

PsP-PSPsP=+, PSPuP-PrCrPYP°PSPSCII

CtP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PiC-CHPuPeCI'C-CI], P+C-P»CH

P>P°P+PsCHP°C,PsCHPSC-
PrPsCI'P»C-PrPYPuPSPSCII

C$P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PiC-PrPIPEC%oPuPSPSCLI CHC-PIPSCII
CI'PuCPsPIPsC— PePeCI'P»PsC,Pe,
CI'PuCtPsPIPEPSPE Cr PeCHPsPIC-,

PeCHPuP°C,PEPSC-PSCr PI PeCHPsPIC-

P—P+C-P»CHCEPuPSPSCII PeC-P»CHPePsCI'C,C- PIPEPiP°PrPeC-PI PIC-PrC+CrC,C,CII




CI'PuCHCtPpP+Pé&C,C,CII C,P° PiPuCRP&C, PuCRP&EC+PSPEC... PSP°P+CHCIIPeC-PI
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI], PePsP»Pé CtP&éP»PsCI'C,P°P-PsP»
P-P°CI'C,PsCI'PsPICfPIP°P»Pé CI'CIPjC-CI'PSPs P- C-PSCEP&PjPé
PIP°P-PsPrPéP»P°C,P°C,PsCEP°PjP¢é, CLIPeC- PjPsPYCrC,CH CI'PiCHPEC+PEPSPEC,Pé
CHPuC,P»PpPeC,PsCHPSCY C,P°C...C-PeP°CHPrC-Ch, PSP°PiCEP&PeP»P°Pr P-
PrPéPiC-PrCHPsPiC-CHPéPrPéPSPsPIP&PjPé P+P»PsPeP°C,PsCHP°PjPé PeP°P»CIHCtC-C”PIPEC...
PeP°PSP°P»C-PI.

P,PrPéPSP&Pj PiPsP+C-C4PSP&P] PuC, PuPeC,PsPj, PICEPé CLIPePsPjCt PIPEPjP PiP°P»Pé
PiCHPéPiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII Cr =3 % PiP°CtC-C”PSC,C-PI, CIIPeC-
PsC,CHP&PjCrPIP°P»Pé CtPéP»PsCI'C,P°P-PsP», P+CrPI PiPsP»PsPIPSP&PNe P+C-P»CH. PtPSCEC-
PiPsC€PéCHPuPSC- PiCHPéC+PEPSPé PiCHPEPiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCII
PIPeP»CRCP°P»Pé CI'P&P»CHPSPi CI'PRCECPRP+PEC,C,CLI C,P° PrC-P°CEPUCH (CLIPeC-
PIPEPSP&PeP°P»Pé P- C+P°CI'C,PsC,PsCh 1,1 %).

P—P°CI'C,PsCI'CFPIP°PSPSCII CtP&P»PsCI'C,P°P-PsP»Cr PjPsPYPp P+CrC,Pé
PiPsPIBE ™ CLIP-P°PSPp P- PiC-PrPIP&C%oPuPSPEPj CHP&P-PéPePsPj PeCHPsPIPsC,PuCiC-, C-
CtPuPNe CHPEP-PéPe PjPsPPu P-P+C-P»CHCECIPIP°C,PéCI'CLI PiCHPé
PsPrPSPsC+P°CI'PSPsPjCr PiCHPéPN-PsPjC- P»C-PeP°CHCI CHhPePsPiPs P-P°CI'PsP+Cr P-
P+CrPrCH-CLIPePéPj C-PSCEP&P] PICHPuPiP°CEP°C,PsPj, C%oPs C+PEPSPEC,CHb C,P°PeCr P
PrC-CR.

P PéP-PéPe PIPSCrC,CHC-CEPSCHPsPsC+PSPEC... PeCHPsPIPsC,PuCst PjPsPYPu P+CrC,Pé
PIPEC%oPéPj Cr PiP°CtC-C”PSC,C-PI C-P- CtCrPeChHPsPIPéPj PrC-P°P+PuC,PsP;.

P] PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 70 CKPsPeC-PI CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII
PiC-PrPIP&C%oPpuPSP° C+P°CI'C,PsC,P° PIP&PiP°PrPeC-PI PrC-P°CHPuC— C,P°
CI'PéP»CHPSPsPiPs CI'PuCECtPuP+PeC,C,CI].

PuPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-CtPSC-
CBHPUP°PeCtC-C—

P1rPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C+PSC-
CHPuP°PeCtC-C— PiC-CI'P»CII CHPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI' CHPePsPiPs
P-P°CI'PsP+Cr C” PIP°PP»P&PIPsCh PiCHPsCtPpPrCrCHPsCh. P!Pp PrPsP-PIPsP»CIIC”
PiCEPsPrPsPIPYCIPIP°C,Pé PjPsPSC-C,PsCHP&PSPi CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCHP&CI'C,CH/CRHPEP-PéPe PrP»CII PIC-PrPiPsPIC-PrPSPsPiPs P»C-PeP°CHCI'CHPePsPiPs
P-P°CI'PsP+Ct. PmPuPrPéCPSPéPj PiCHP°CtC-PIPSPéPeP°Pj PSPuPsP+C...C-PrPSPs
PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs P+CrPrCH-CILIPeC- PiC-PrPsP-CECRPIP°PSC- PiPsP+C-C+PSC-
CHPpP°PeCtC-C— C+PuCHPuP- PSP°C+C-PsPSP°P»CHPSCr CI'PECI'C,PuPjCr
PiPsPIC-PrPsPjP»PuPSCH.

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

PJPjPsPIPe¢ P-P+PpuCHC-PiP°PSPSCII.

P—P+PuCHC-PiP°C,Pé PiCEPé C,PuPjPiPuCEP°C,CFCHC- PSP PIP6C%oPy 25 B°PY PI
PsCEP&PiC-PSP°P»CHPSC-PNe CfPiP°PePsPICtC-.



P—P+PuCEC-PiP°C,Pé Cf PSPuPrPsCI'C,CEPiPSPsPiCt PrP»CLI PrC-C,PuPNe PjC-CI'CHC-.

PJPiP°PePsPIPeP°.

PyPs 10 C,P°P+P»PuC,PsPe Ct P+P»C-CI'C,PuCEC-; PiPs 3 P°P+Ps 6 P+P»C-CI'C,PuCRC-PI Crt
PeP°CEC,PsPSPSC-PNe CfPiP°PePsPICTC-.
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