PtPKPYP{P PJPsP!PtPI

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

P'P{P’PHLP™P P}

PYPecP»P°Pr:
PrC-CRC#P° CEPuCPsPIP6PSP°: CI'PéP»PrPuPSP°C, C-P»Cr CtPEC,CEP°C,;

1 C,P°P+P»PuC,PeP° PICIPIP°P»CHPSP® PjC-CI'C,P&C,CHh CI'P&P»PrPuPSP°C,C-P»Cr 50 PjPi Cr
C, PsCEPjC- CI'PéP»PrPuPSP°C, C-P»Cr CtP&C,CEP°C,Cr 70,24 PjPi P°P+Ps

1 C,P°P+P»PuC,PeP° PICIPIP°P»CHPSP°® PjC-CI'C,P&C,CH CI'P6P»PrPpPSP°C, C-P»Cr 100 PjPi Cf
C,PsCRPjC- CI'PéP»PrPuPSP°C, C-P»Ct CtP&C,CEP°C,Cr 140,48 PjPi;

PrPsPiPsPjC-PYPSC- CBPuCtPsPIP6PSPé: PeP°P»C-Ch PiPsP»P°PeCEP&P»C-PS; PiP°PiPSC-Ch
CI'C,PuP°CEP°C,; PeCEPHPjPSC-CR PrC-PsPeCI'PéPr PePsP»PsC—PrPSP&PNe
P+PpuP-PIPSPrPSP&PNe; P°CI'PiP°CEC,P°Pj (P+ 951); PSP°C,CEC-CR
PeCEHPsCI'PeP°CEPjPuP»PsP-P°; P°CEPsPjP°C,P&P-P°C,PsCE PjEF™ CLIC,P° PiPuCEC{PuPIP®;
P»P°PeC,PsP-P°, PjPsPSPsPiC-PrCEP°C,; PiPsPIC-PrPsPS Prm-30.

P>C-PeP°CHCI'CIbPeP® C,PsCEPjP°. PjP°P+P»PuC,PePé PICrPIP°P»CIHHPSC-.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: C,CKPéPeCIC,PSC-
PrPIPsPsPiCrPeP»C- C,P°P£P»PuC,PePé P+C-P»PsPiPs PePsP»CHPsCRHCT P
C,P8CI'PSPuPSPSCIIPj B«50B» P°P+Ps B«100B» P- PsPrPSPsPiPs P+PsPeCr.

PuP°CRHPjP°PePsC,PuCHP°PiPpPIC,PéC+PSP° PiCHCIrPiP°. P—P°CI'PsP+Pé, C%oPs
P-P°CI'C,PsCI'PsPIC*CRC,CHCI'CII PiCEPé PuCHPuPeC,PéP»CHPSC-PNe
PrPéCI'C, CrPSPeCtC-C—. PYPEP»PrPuPSP°C, C-P». PPsPr PPyPI G04B E03.

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

PYPéP»PrPuPSP°C,C-P» 8" PiCHPuPiP°CEP°C, PrP»CII PiPpCHPsCEHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCI], PiCHP&P-PSP°C+PuPSP&PNe PrP»CII P»C-PeCrPIP°PSPSCII
PuCHPuPeC,PéP»CHPSPsC— PrPéCI'C,CrPSPeCtC-C—. PiuCEPé CI'PuPeCI'CFP°P»CHhPSPsPjCr
P-P+CrPrPYPuPSPSC- PiCEPuPiP°CEP°C, PIC-PrPSPsPIP»CRC” P-PSPEPIPuPSCr
PuCEPuPeC,PéP»CHPSCT C,CrPSPeCTC-CR CEP»CIIC...PsPj PiPsCI'PéP»PuPSPSCII
PiCRP&C,PsPeCr PeCRHPsPIC- PrPs CI'C,P°C,PuPIPsPiPs C+P»PuPSP°.



PxC-P-C-PsP»PsPiC-C+PSP&éPNe PjPuC...P°PSC-P-Pj, C%oPs P-CrPjPsPIP»CRC” PuCEPuPeCtC-CHh,
PIPeP»CRC$P°C” PIP&PIC-P»CHPSPuPSPSCII PsPeCI'PéPrCr P°P-PsC,Cr (NO) Cr
PeP°PIPuCHPSPsP-PSP&C... C,C-P»P°C... PiC-Pr C+P°CI" CI'PuPeCI' CrP°P»CIhbPSPsPiPs
P-P+CrPrPYPuPSPSCI]. P'PéPIC-P»CHPSPuPSPEPNe NO P°PeC,P&PICIC” C,PuCHPjPuPSC,
PiCIP°PSC-P»P°C,CtPéPeP»P°P-Cf, C%oPs CI'C,PéPjCrP»CRC” PiC-PrPIPEC%oPuPSPSCII
CHC-PIPSCII CtPéPeP»C-C+PSPsPiPs PiCrP°PSPsP-PéPSPjPsPSPsC,PsCI'C,P°C,Ct (CtP“PmPx),
PIPEPeP»PéPeP°C” CHPsP-CI'P»P°P+P»PuPSPSCI] PiP»P°PrPePsC— PjCrCI'PeCrP»P°C,CrCHPé
PeP°PIPuCHPSPsP-PSP&C... C,C-P» C,P° CI'PiCEP&CIIC” PiCHP&C,PsPeCt PeCHPsPIC-.

PYP&P»PrPuPSP°C,C-P» C” PiPsC,CrPPSP&Pj C,P° CI'PuP»PpPeC,PEPIPSPEP)
C-PSPiC-P+C-C,PsCHPsPj CtP“PmPr-CI'PiPuCtP&C, C-C+PSPsC—
C,PsCI'C,PsPrC-PuCI'C,PuCEP°P-PEBB BB B BB B B 5 (PuP”P+5) Cf PeP°PIPuCHPSPsP-PSP&C...
C,C-P»P°C..., PrPu PeP”P+5 PIC-PrPiPsPIC-PrP°C” P-P° CHPsP-PiP°Pr CtP“PwPx. P+C,PuPeC,Pé
CI'PéP»PrPpPSP°C,C-P»Cr PSP° PuCRPuPeCtC-Ch PjP°CRC,CH PiPuCHPEC,PuCRP&ECEPSPEPN:
C...P°CEP°PeC,PuCH. PYP&P»PrPuPSP°C,C-P» PSPp C+PEPSPEC,CH

P+PpP-PiPsCI' PuCHPuPrPSCHPsC— CHPuP»P°PeCI'P°CtC-PNePSPsC— PrC-C— PSP°
C-P-PsP»CHPsPIP°PSC- PeP°PIPuCEPSPsP-PSC- C,C-P»P° P»CRPrPéPSPE, P°P»Pp
PiPsC,CrPYPSPs PiPsCI'PéP»CRC” CEHPsP-CI'P»P°P+P»CRPIP°P»CHPSCT PrC-Ch NO PSP° CtCh
C,PeP°PSP&PSCY. PiiCHPé P°PeC,PéPIP°CtC-C— PjPuC,P°P+PsP»C-C+PSPsPiPs CEP»CIIC...Cr
NO/CtP“PwPx, C%oPs PIC-PrP+CrPIP°C”C,CHCI'CII PiCEPé CI'PuPeCI'CrP°P»CHPSC-PNe
CI'C,PéPjCrP»CIICtC-C—, C-PSPiC-P+CrPIP°PSPSCI]I CI'PéP»PrPuPSP°C, C-P»PsPj PaP"P+5
CI'PiCHPéC$PEPSCIIC” PiC-PrPIPEC%oPuPSPSCII CRC-PIPSCII CtP“PwPx Cr
PeP°PIPuCHPSPsP-PSPEC... C,C-P»P°C.... PyP°PeP&Pj C+PEPSPsPj, PrP»CII C,PsPiPs, C%oPsP+
PiC-CI'P»CI] P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr PIPEPSP&Pe
PSPuPsP+C...C-PrPSPéPNe C, P°CEPjP°PePsP»PsPiC-C+PSP&PNe PuC, PuPeC,,
PSPuPsP+C...C-PrPSPu CI'PuPeCI'CrP°P»CHPSPu P-P+CrPrPIPuPSPSCII.

P”PsCI'P»C-PrPIPuPSPSCII in vitro PiCEPsPrPuPjPsPSCI'C,CHCIPIP°P»Pé, C%oPs
CI'PéP»PrPuPSP°C, C-P» C” CI'PuP»PuPeC,PEPIPSPEPj PrPs PaP”Ps5, C%oPs P+PuCHPp
P°PeC,PEPIPSCYF CfC+P°CI'C,CH Cr PiCHPsCtPuCI'C- PuCHPuPeCtC-C—. P+C,PuPeC,
CI'PéP»PrPuPSP°C,C-P»Cr PSP° PxP”P+5 PiPsC,CrPIPSC-CEP&PNe, PSC-PY PSP° C-PSC£C-
PIC-PrPsPjC- C,PsCI'C,PsPrC-PuCI'C,PuCEP°P-Pé. P!PuPNe PuC,PuPeC, Ct 10 CHP°P-C-PI
PiPsC,CIPIPSC-CEPEPNe, PSC-PY PuC, PuPeC, PSP° PxP”P+6, C%oPs P+PuCHPu CrC+P°CI'C,CH Cr
PiCEPsCtPuCI'P°C... C,PsC,PsPiPuCHPuC,PIPsCEPpPSPSCII Cf CI'C-C,PeC-PICtC-. PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- PjP°PeCI'PéPjP°P»CHPSP&C... CHPuPePsPjPuPSPrPsPIP°PSPEC...
PrPsP: CI'PuP»PpPeC,PéPIPSC-CI'C,CH CI'PéP»PrPuPSP°C,C-P»Cr PrPs PxP”P+5 Cr 80
CEP°P-C-PI PiPuCHPuPIP&C%oCrC” PNePsPiPs CI'PpP»PuPeC,PéPIPSC-CI'C,CH PrPs PuP”P+1, Cr
700 CHP°P-C-PI PIPEC%o0P°, PSC-PY PrPs PaP”Pe2, PuP”Pe3, PuP”Pe4, PuP”P+7, PuP”P+8,
PxP”P+9, PuP”P+10 C,P° PuP”P+11. P—PsPeCHPuPjP°, CI'PuP»PuPeC,PEPIPSC-CI'C,CH
CI'PéP»PrPpPSP°C, C-P»Cr PrPs PeP”P+5 Crf 4000 CHP°P-C-PI PiPpCRHPuPIP&C%0CIC” PNePsPiPs
CI'PuP»PpPeC,PéPIPSC-CI'C,CH PrPs PxP”P«3 8R“ CtPhPmPx-CI'PiPuCtPéC,C-C+PSPsC—
C-P-PsC, PsCHPjPé C,PsCI'C, PsPrC-PuCI'C,PuCHP°P-Pé&, C%oPs P+PuCEPp CrCP°CI'C,CH Cr
CHPpPiCrP»CIICtC-C— CI'PuCHCtPpPIPsC— CI'PePsCHPsC,P»P&PIPsCI'C,C-.

PuP°CHPjP°PePsPeC-PSPuC,PéPeP°.

PhP+CI'PsCHP+CtC-CII. PYP&P»PrPuPSP°C,C-P» CEPIPEPrPePs P°P+CI'PsCHP+CrC”C,CHCI'CIL.
PmP°PeCI'PEPjP°P»CHPSC- PiP»P°P-PjPsPIC- PePsPSCtPuPSC,CEP°CtC-C— PiCHPuPiP°CRP°C,Cr
PrPsCI'CIIPiP°CRC,CHCI'CII PiCHPsC,CIIPiPsPj 308“120 C...PIP&P»P&PS (C-P-
PjPuPrC-P°PSPsCh 60 C...PIPEP»P&PS) PiC-CI'P»CLI PNePsPiPs PiPuCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PSP°C,C%oPp. PYPuCHPuPrPSCII P°P+CI'PsP»CRC,PSP°
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs



P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C,P°PSPsPIP&C,CH 41 % (C-P- PrC-P°PiP°P-PsPSPsPj
P-PSP°C#PuPSCH PIC-Pr 25 PrPs 63 %). P] ChPuPePsPjPuPSPrPsPIP°PSPsPjCr
PrC-P°PiP°P-PsPSC- PrPsP- (PIC-Pr 25 PrPs 100 PjPi) PiP»PsC%oP° PiC-Pr

C, P°CHPjP°PePsPeC-PSPuC,PéC+PSPsCh PeCHPEPIPsChR B«PePsPSCtPuPSC,CHP°CtC-CII-
C$P°CI'B» (AUC) C,P° PjP°PeCI'PéPjP°P»CHPSP° PePsPSCtPpPSC,CEP°CtC-CII (PY,..)
CI'PéP»PrPuPSP°C, C-P»Cr PiC-CI'P»CII PNePsPiPs PiPuCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'C*PIP°PSPSCII PiC-PrPIPéC%oCrChC,CHCI'CLI PiCHPsPiPsCHCtC-PNePSPs PrPs
PrPsP-Pé.

PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- CI'PéP»PrPuPSP°C, C-P»Cr PiC-Pr CP°CI
PIPYP&PIP°PSPSCII C—P{C- CI'C,CrPiC-PSCH P°P+CI'PsCHP+CtC-C— P-PSPéPYCrC”C,CHCI'CII
P-C- CI'PuCHPuPrPSC-Pj PiPsPrPsPIPIPuPSPSCIIPj C+P°CI'Ct PrPsCI'CLIPiPSPuPSPSCII
PjP°PeCI'P&PjP°P»CHPSPsC— PePsPSCtPuPSC,CHP°CtC-C— (T,.,) PrPs 60 C...PIPEP»P&PS C-
CI'PuCHPuPrPSC-Pj P-PSPEPYIPuPSPSCIIPj C,.. PSP° 29 %.

P PsP-PiPsPrC-P». PYPuCHPuPrPSC-PNe CHC-PIPSPsPIP°PYPSPéPNe PsP+8F™ C”Pj
CHPsP-PiPsPrC-P»Cr (V,) CI'C,P°PSPsPIP&C,CH 105 P»C-C,CHC-PI, C%oPs CI'PIC-PrC+PéC,CH
PiCHPs CRHPsP-PiPsPrC-P» PiCHPuPiP°CRHP°C,Cr PI C,PeP°PSPEPSP°C... PsCHPiP°PSC-P-PjC¥.
P1iiC-CI'P»CII PsPrPSPsCHP°P-PsPIPsPiPs PiPuCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr PI PrPsP-C- 100 PjPi CI'PuCRPuPrPSCII
PjP°PeCI'P&PjP°P»CHPSP® P-P°PiP°P»CH>PSP® PiP»P°P-PjPsPIP° PePsPSCtPuPSC,CHP°CtC-CII
CI'PéP»PrPpPSP°C,C-P»Cr CI'C,P°PSPsPIPEC,CH> PiCEP&P+P»P&éP-PSPs 440 PSPi/PjP»
(PePsPuC, C-CtC-C”PSC, PIP°CHC-P°C+C-C— CI'C,P°PSPsPIP&C,CH 40 %). PhCI'PeC-P»CHPePé
P-PIBR™ CLIP-CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr C,P° PNePsPiPs PiPsP»PsPIPSPsPiPs N-
PrPuCI'PjPuC,PéP»PjPuC,P°P+PsP»C-C,Cr P- P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC-
PrPsCI'CIIPiP°C” 96 %, CI'PuCHPuPrPSCII PjP°PeCI'PEPjP°P»CHPSP® PiP»P°P-PjPsPIP®
PePsPSCtPpPSC,CHP°CtC-CII PIC-P»CHPSPsPiPs CI'PéP»PrPuPSP°C,C-P»Ct PrPsCI'CIIPiP°C” 18
PSPi/PjP» (38 PSPjPsP»CH). PYC,CrPiC-PSCH> P-PIs™ CIIP-CfPIP°PSPSCII P- P+C-P»PeP°PjPé
PiP»P°P-PjPé PeCR{PsPIC- PSPy P-P°P»PuPYPéC,CH PIC-Pr P-P°PiP°P»CHbPSPEC...
PePsPSCPuPSC,CHP°CtC-PNe CI'PéP»PrPuPSP°C, C-P»Cr.

P] P-PrPsCRHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI, CLIPeC- P-P°CI'C,PsCI'PsPICIPIP°P»Pé
CI'PéP»PrPpPSP°C,C-P» PsPrPSPsCHP°P-PsPIPs PI PrPsP-C- 100 PjPi, CtPuCHPpP-

90 C...PIPEP»P&PS PI PuCIIPeCrP»CIIC,C- PIPEP-PSP°C+P°P»PsCI'CII PjPuPSCEPu 0,0002 % (Cr
CI'PuCHPuPrPSCHPsPjCr 188 PSPi) P-P°CI'C,PsCI' PsPIP°PSPsC— PrPsP-Pé.

P‘C-PsC,CRP°PSCI'C,PsCRPjP°CtC-CII. PwmPuC,P°P+PsP»C-P-Pj CI'PéP»PrPuPSP°C,C-P»Cr
PIC-PrP+CrPIP°C”C,CHCI'CII PiPsP»PsPIPSP&éPj C+P&PSPsPj P-P° CC+P°CI'C,Ch
PjC-PeCHPsCI'PsPjP°P»CHPSPEC... C-P-PsC,PuCHPjPuPSC,C-PI PiPuC+C-PSPePé CYP3A4
(PiPsP»PsPIPSP&PN. CEP»CIIC...) C,P° CYP2C9 (PrCECrPiPsCHCILIPrPSPEPNe CEP»CIIC...).
P“PsP»PsPIPSP&PN. CtPéCHPeCrP»CRCRC+PéPNe PjPuC,P°P+PsP»C-C,
CrC,PIPsCECRC”C,CHCI'CII CEP»CIIC...PsPj N-PrPuPjPuC,PéP»CRPIP°PSPSCI]
CI'PéP»PrPuPSP°C,C-P»Cr. PYPuP»PpPeC,PEPIPSC-CI'C,CH PjPuC,P°P+PsP»C-C,Ct C%oPsPrPs
PxP”P+5 PiPsCHC-PIPSCIIPSPSP® P-C- CI'PuP»PpPeC,PEPIPSC-CI'C,Ch
CI'PéP»PrPpPSP°C,C-P»Cr, P° P°PeC,PéPIPSC-CI'C,CH PjPuC,P°P+PsP»C-C,Cf C%oPsPrPs
PxP”P+5 CI'C,P°PSPsPIP&C,CH PiCHPéP+P»PéP-PSPs 50 % P°PeC,PéPIPSPsCI'C,C-
PIP&C...C-PrPSPsC— CHPuC+PsPIP&PSP&. PiiP»P°P-PjPsPIC- PePsPSCtPpPSC,CHP°CtC-C—
CtCHPsPiPs PjPuC,P°P+PsP»C-C,Ct CI'C,P°PSPsPIP»CIIC,CH PiCEP&P+P»P&éP-PSPs 40 %
PePsPSCtPpPSC,CHP°CtC-C— CI'P&P»PrPuPSP°C,C-P»Ct Cr PiP»P°P-PjC- PeCRHPsPIC-. N-
PrPuPjPuC,PéP»CHPsPIP°PSPEPNe PjPuC,P°P+PsP»C-C, P-P°P-PSP°C” PiPsPrP°P»CHCEPsPiPs
PjPuC,P°P+PsP»C-P-PjCr, P° PiPuCRC-PsPr PNePsPiPs PSP°PiC-PIPIPéPIPuPrPuPSPSCII




CI'C,P°PSPsPIP&C,CH PiCHPéP+P»P&P-PSPs 4 PiPsPrPéPSPé.

P’P&PIPuPrPuPSPSCII. P—P°PiP°P»CIHPSPEPN: PeP»C-CRPuPSCI" CI'PéP»PrPpPSP°C, C-P»Cr
CI'C,P°PSPsPIP&C,CHb 41 P»/PiPsPr, P-CrPjPsPIP»CRCRC+Pé PiPuCHC-PsPr PNePsPiPs
PSP°PiC-PIPIPéPIPuPrPuPSPSCII C,CHPEPIP°P»C-CI'C,Ch 38F"“5 PiPsPrPéPS. PiPe PiC-CI'P»CII
PiPuCHPsCHP°P»CHPSPsPiPs, C,P°Pe C- PiC-CI'P»CLI PIPSCrC,CHC-CEPSCHPsPIPLPSPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PuPeCI'PeCHPuCtC-CII CI'PéP»PrPuPSP°C, C-P»Cr Crf
PIP&PiP»CIIPrC- PjPuC,P°P+PsP»C-C,C-PI P-PrC-PN.CI'PSCRC”C,CHCI'CII PiPsP»PsPIPSP&Pj
C$P&PSPsPj C-P- PeP°P»PsPj (PiCEP&P+P»P&éP-PSPs 80 % PIPIPuPrPuPSPsC—
PiPuCHPsCHP°P»CHPSPsC— PrPsP-Pé) C,P° PjPuPSCEPsCh PjC-CHPsCHh P-C- CI'PuC+PuCh
(PiCEP&P+P»P&P-PSPs 13 % PIPIPuPrPuPSPsC— PiPpuCHPsCHP°P»CHPSPsC— PrPsP-Pé).

PxP°CEPjP°PePsPeC-PSPLC,PEPeP° Cé PsCI PsP+P»PéPIPEC. .. PiICFC4Pi PiP°C+C-C”PSC,C-PI.

PuiP°CtC-C”PSC,Pé P»C-C,PSCH:PsPiPs PIC-PeCft. PJ P-PrPsCHPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI P»C-C,PSCH:PsPiPs PIC-PeCt (PIC-PePsPj PIC-Pr 65 CEPsPeC-PI)
PIC-PrP-PSP°C+P°P»PsCI'CII P-PSPéPYPuPSPSCII PeP»C-CHPuPSCI'Cr

CI'PéP»PrPpPSP°C, C-P»Cr, C%oPs P-CrPjPsPIP»CRPIP°P»Ps PiC-PrPIP&C%oPuPSPSCII
PiP»P°P-PjPsPIP&C... PePsPSCTPuPSC,CHP°CtC-PNe CI'PEP»PrPpuPSP°C,C-P»Cr C,P° PNePsPiPs
P°PeC,P&PIPSPsPiPs N-PrPuPjPuC,PéP»CHPsPIP°PSPsPiPs PjPuC,P°P+PsP»C-C,Cr
PiCEP&P+P»P&éP-PSPs PSP°® 90 % PiPsCHC-PIPSCIIPSPs P- PIC-PrPiPsPIC-PrPSPé&PjPé
PePsPSCtPpPSC,CHP°CtC-CIIPjPé Cf P-PrPsCHPsPIPEC... PrPsP+CEPsPIPsP»CHC1C-PI
PjPsP»PsPrC€PsPiPs PIC-PeCr (1885 “45 CHPsPeC-PI). P] P-PIBF™ CLIP-PeCt P- PIC-PePsPIPéPjPé
PIC-PrPjC-PSPSPsCI'C,CLIPjPé Cr P-PI8F™ CIIP-CrPIP°PSPSC- P- P+C-P»PeP°PjPé PiP»P°P-PjPé
PeCEPsPIC- PIC-PrPiPsPIC-PrPSPu PiC-PrPIPEC%oPuPSPSCII PiP»P°P-PjPsPIPsC—
PePsPSCtPpPSC,CHP°CtC-C— PIC-P»CHPSPsPiPs CI'PéP»PrPuPSP°C, C-P»Cr
CI'C,P°PSPsPIP&P»Ps PiCHPEP+P»P&P-PSPs 40 %.

PkP8CRPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,Chb. P] PrPsP+CEPsPIPsP»CHCtC-PI C-P-
PiPsCHCrC€PuPSPSCLIPjPé C,CrPSPeCtC-C— PSPECHPsPe P»PuPiPePsPiPs C,P°
PiPsPjC-CHPSPsPiPs CI'C,CrPiPuPSCII (PeP»C-CHPuPSCI PeCHPuP°C,PéPSC-PSCr 308 “80
PjP»/C...PI) C,P°CHPjP°PePsPeC-PSPuC,PéPeP° CI'PéP»PrPuPSP°C,C-P»Cr
P-P°P»P&CEP°P»P°CI'CII PSPuP-PjC-PSPuPSPsCHh PiC-CI'P»CII PNePsPiPs
PsPrPSPsCEP°P-PsPIPsPiPs PiPpCEHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII Cr
PrPsP-C- 50 PjPi. PYPuCEHPuPrPSC- AUC C,P° C,.. N-PrPuPjPuC,PéP»CHPsPIP°PSPsPiPs
PjPuC,P°P+PsP»C-C,Cr PiC-PrPIPEC%oCrPIP°P»P&CI'CII PSP° 126 % C,P° 73 %
PIC-PrPiPsPIC-PrPSPs PiPsCHC-PIPSCIIPSPs P- C,P°PePéPjPé PiPsPeP°P-PSPéPeP°PjPé Cr
PrPsP+CHPsPIPsP»CHC1C-PI C,P°PePsPiPs Py PIC-PeCr PxPpP- PiPsCHCrCE€PuPSCH

C, CPSPeCtC-C— PSP&CEPsPe. PhPrPSP°Pe C+PuCEPuP- PIPECI PsPeCr
C-PSPrPéPIC-PrCrP°P»CHPSCT PIP°CHC-P°P+PuP»CHPSC-CI'C,CH CtC-
PIC-PrPjC-PSPSPsCI'C,C- PSPu P+CrP»Pé CI'C,P°C,PECI'C,PéC+PSPs P-PSP°C+CrC%oPéPjPé.

P] PrPsP+CHPsPIPsP»CHCtC-PI C-P- C,CIIPPePéPjPé PiPsCHCrCEPuPSPSCIIPjPé

C, CrPSPeCt+C-C— PSPECEPsPe (PeP»C-CHPpPSCI PeCHPuP°C,PéPSC-PSCr PSPEPYCEPp 30
PjP»/C...PI) PeP»C-CRPuPSCI’ CI'PéP»PrPuPSP°C, C-P»Cr P-PSPéPYCrPIP°PICI'CILI, C%oPs
CI'PiCHP&CHPEPSCIIP»Ps CI'PuCHPuPrPSC” PiC-PrPIPéC%oPuPSPSCII AUC C,P° C,.. PSP° 100 %
C,P° 88 % PIC-PrPiPsPIC-PrPSPs PiPsCHC-PIPSCIIPSPs C-P- PrPsP+CHPsPIPsP»CHCtCILIPjPé
C,P°PePsPiPs P PIC-PeCr P+PuP- PiPsCECrCEPpPSCH C,CrPSPeCtC-C— PSP&CHPsPe.
PmCHC-Pj C,PsPiPs, P-PSP°C+PuPSPSCII AUC C,P° C,,., N-PrPuPjPuC,PéP»CHPsPIP°PSPsPiPs
PjPuC,P°P+PsP»C-C,Cr P-PSP°C$CrC%oPp PiC-PrPIP&C%oCrPIP°P»P&CI'CII BF“ PSP° 200 % C,P°
79 % PIC-PrPiPsPIC-PrPSPs.



PirPuC+C-PSPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CIb. PJ PrPsP+CHPsPIPsP»CHCt+C-PI C-P-
CtP8CHPsP-PsPj PiPuC+C-PSPePé P»PuPiPePsPiPs C,P° PiPsPjC-CHPSPsPiPs CI'C,CrPiPpPSCII
(PeP»P°CI'Pé P} C,P° P’ P-P° PeP»P°CI'P&C,C-PeP°CtC-C”"Ch P§P°PNeP»PrP°sH “Push™ CR)
PeP»C-CHPUPSCI' CI'PéP»PrPuPSP°C, C-P»Cr P-PSP&PCIPIP°PICI'CLI, C%oPs
PiCEP&P-PIPSPrPéP»Ps PrPs PiC-PrPIPEC%oPpPSPSCII AUC (84 %) C,P° C,... (47 %)
PiPsCHC-PIPSCIIPSPs P- PrPsP+CHPsPIPsP»CHCtCIIPjPé C,P°PePsPiPs P PIC-PeCr P+PpP-
PiPsCHCrCEPuPSCH C,CrPSPeCtC-C— PiPuC+C-PSPePé. PuP°CHPjP°PePsPeC-PSPiC,PéPeP®
CI'PéP»PrPuPSP°C, C-P»Cr Cr PiP°CtC-C”PSC,C-PI C-P: PiPsCECrCEPuPSPSCIIPjPé

C, CfPSPeCtC-C— PiPpC+C-PSPePé C,CLIPYPePsPiPs CI'C,CrPiPuPSCII PSPp
PIP&PIC+P°P»P°CICIL.

P5P»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsPeP°P-P°PSPSCII.

PuCHPuPiP°CEP°C, CEPuPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICfPIP°C,Pé
C$PsP»PsPIC-PeP°Pj C-P- PuCHPuPeC,PéP»CHPSPsCh PrPéCI'C,CrPSPeCtC-C”Ch, CIIPeP®
PIPéP-PSP°C$P°C”C,CHhCI'CII CIIPe PSPuP-PrP°C,PSC-CI'C,CH> PrPsCI'CIIPiC,Pé P°P+Ps
PiC-PrC,CHPéPjP°C,Pé PuCHPpuPeCtC-Ch CI'C,P°C,PuPIPsPiPs CfP»PuPSP°®,
PSPuPsP=+C...C-PrPSCt PrP»CI]I CfCI'PiC-CE€PSPsPiPs CI'C,P°C,PuPIPsPiPs P°PeC,Cr.

P”P»CLI PuC, PpPeC,PEPIPSPsC— PrC-C— PiCEPuPiP°CEP°C,Ct PiPsC,CHC-P+PSPy
CI'PuPeCI'CFP°P»CHbPSPp P-P+CrPrPIPuPSPSCII.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

PuC-PrPIP&C%oPpPSP° C+CFC,P»PEPIC-CI'C,CHb PrPs P°PeC,PéPIPSPsC—
CEPpCPsPIPEPSPé P°P+Ps PrPs P+CrPrCH-CIIPePsC— P- PrPsPiPsPjC-PPSP&C...
CEPpCPsPIP&PS PiCEPpPiP°CEP°C,CY.

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII C-P: PrPsPSPsCRHP°PjPé PsPeCI PéPrCr
P°P-PsC,Cr (C,P°PePéPjPé CIIPe P°PjC-P»PSC-C,CHP&C,) P°P+Ps PSC-C,CHP°C,P°PjPé Cr
P+CrPrCH-CILIPeC-PN: C,PsCHPjC- PiCHPsC,PéPiPsPeP°P-P°PSPy, PsCI'PeC-P»CHoPePé
PIC-PrPsPjPs, C%oPs CI'PéP»PrPuPSP°C,C-P» PjP°C” PIPiP»P&éPI PSP° CEP»CIIC...Pé
PjPuC,P°P+PsP»C-P-PjCt NO/CtP“PmPx C,P° PiPsC,PuPSCtC-CRC” PiC-PiPsC,PuPSP-PEPIPSPEPNe
PuC,PpPeC, PSC-C,CHP°C,C-PI.

PhPrPSPsC+P°CI'PSPp P-P°CI'C,PsCI'CFPIP°PSPSCI] C-PSPiC-P+C-C,PsCHC-PI PxP”P+5 (Cr
C,PsPjCr CP&CI'P»C- CI'PéP»PrPuPSP°C,C-P»Cr) P-C- CI'C,PéPjCrP»CIIC,PsCHP°PjPé
PiCfP°PSC-P»P°C,CtP&PeP»P°P-Pé, C,P°PePéPjPé CLIPe CHC-PsCtPEPICrP°C,,
PiCHPsC,PéPiPsPeP°P-P°PSPy, PsCI'PeC-P»CHbPePé PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs
CI'P&PjPiC,PsPjP°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— (PrPéPI. CRPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI'CHPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PYC,P°PSPé, PiCEPé CLIPePEC... PSPp CEPpPePsPjPpPSPrPsPIP°PSP°
CI'PuPeCI'CIP°P»CHPSP® P°PeC,PEPIPSC-CI'C,CH (PSP°PiCHPEPeP»P°Pr, C,CIIPPeC-
CI'PuCHCtPuPIPs-CI'CrPrPéPSPSC- CHPsP-P»P°PrPé, C,P°PeC- CLIPe PSPuCI'C,P°P+C-P»CHPSP°
CI'C,PuPSPsPeP°CHPrC-CII P°P+Ps CI'PuCHCtPuPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH



C,CLIPYPePsPiPs CI'C,CrPiPuPSCII).

P'C,CEP°C,P° P-PsCECT PSP° PsPrPSPu PsPePs PIPSP°CI'P»C-PrPsPe
PSPUP°CEC,PuCEC-P°P»CHhPSPsC— PiPuCHPuPrPSCHPsC— C-CEPpPjC-C+PSPsC—
PSPuPICHPsPiP°C,C-C— P-PsCRPsPIPsPiPs PSPuCEPIP®, PSPuP-P°P»PuPYPSPs PIC-Pr C,PsPiPs,
PiPsPIBR ™ CLIP-P°PSP° CtCII PiP°C,PsP»PsPiC-CLI C-P- PiPsPiPpuCHPuPrPSC-Pj
P-P°CI'C,PsCI'CtPIP°PSPSCLIPj C-PSPiC-P+C-C,PsCEC-PI PxP”P+5 C+Pé PSC-.

PkP°CIIPIPSC-CI'C,CH> C,P°PePéC... P-P°C...PIPsCHCRPIP°PSCH: PiPsCHCrCEPuPSPSCII
C, CfPSPeCtC-C— PiPuC+C-PSPePé C,CIIPYPePsPiPs CI'C,CrPiPuPSCI],
P°CHC,PuCHC-P°P»CHPSP® PiC-PiPsC,PuPSP-C-CII (P°CHC,PuCHC-P°P»CHPSP&PN: C,PéCI Pe
PSP&PYC+Pp 90/50 PjPj CRC,. CI'C,.), PSPuC%oPsPrP°PIPSPs PiPuCHPuPSPuCI PuPSPEPNe
C-PSCI'CIP»CIhC, P°P+Ps C-PSC,P°CEPeC, PjC-PsPeP°CRHPrP° C,P° CI'PiP°PrPePsPIC-
PrPpPiPpPSPuCHP°C,PéPIPSC- P-P°C...PIPsCECRPIP°PSPSCII CI'C-C,PeC-PIPePé, C,P°PeC- CIIPe
PiC-PiPjPuPSC,PSPéPNe CHPuC,PEPSC-C, (PSPuPIPuP»PEPeP° PeC-P»CHhPeC-CI'C,CH
C,P°PePéC... PiP°CtC-C”PSC,C-PI PjP°C” PiPuPSPuC,PéC+PSC- CHPsP-P»P°PrPé
C,PsCI'C,PsPrC-PuCI'C,PuCHP°P- CI'C-C,PeC-PIPePé), B PsCI' PeC-P»CHPePé P+PpP-PiPpPeP®
CI'PéP»PrPuPSP°C, C-P»Cr PSPp PrPsCI'P»C-PrPICrPIP°P»P°CI'CII Cr CHP°P-C- C,P°PePéC...
P-P°C...PIPsCRCRPIP°PSCH.

P’P-P°C”PjPsPrC-CII P- C-PSC€PéPjPé P»C-PeP°CEHCI CHPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- PIPéPrPe PIP-P°C”PjPsPrC-PNe.

P+C,PuPeC,Pé C-PSCEPéEC... P»C-PeP°CECI CEhPePéC... P-P°CI PsP+C-PI PSP°
CI'PéP»PrPuPSP°C,C-P»

P”PsCI'P»C-PrP{PuPSPSCII in vitro

PmPuC,P°P+PsP»C-P-Pj CI'PéP»PrPuPSP°C, C-P»Crf PIC-PrP+CrPIP°C”C,CHCI'CII
PiPpuCHPuPIP°PPSPs P-P° CrC+P°CI'C,Ch C-P-PsC,PsCHPjPé 3Ph4 (PiPsP»PsPIPSP&PNe
C€P»CIIC...) C,P° C-P-PsC, PsCEPjPé 2PV9 (PrCHCrPiPsCHCLIPrPSPéPNe CEP»CLIC...)
CtPé&C,PsC...CHPsPjCr P 450 (CYP). PyPsPjCt C-PSPiC-P+C-C,PsCEPé C1PéC...

C-P-PsC, PuCHPjPuPSC,C-PI PjPsPCrC,CH P-PSPEPYCIPIP°C,Pé PeP»C-CEPuPSCI’
CI'PéP»PrPuPSP°C, C-P»Cr, P° C-PSPrCrPeC,PsCHPé CtPéC... C-P-PsC, PuCHPjPuPSC,C-PI
PjPsPYCrC,CH PiC-PrPIP&C%oCrPIP°C,Pé PeP»C-CEPuPSCI” CI'PéP»PrPuPSP°C,C-P»Cr.

P”PsCI'P»C-PrPYPuPSPSCII in vivo

P1iPsPiCfP»CIICtC-PN.PSP&PNe C, P°CHPjP°PePsPeC-PSPuC,PéC+PSPéPN. P°PSP°P»C-P-
PrP°PSPé&C... PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH
PiCHPsPrPuPjPsPSCI'C,CRCrPIP°PI P-PSPéPYPuPSPSCII PeP»C-CRPpPSCI'Cr
CI'PéP»PrPuPSP°C, C-P»Cr PiCHPé& PNePsPiPs PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- P- C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4 (C,P°PePéPjPé CLIPe
PePuC,PsPePsPSP°P-PsP», PuCHP&C,CHPsPjC-C1P&PS, CtPéPjPuC,PEPrP&PS). PT PsCtP°® PICHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- CI'PéP»PrPuPSP°C,C-P»Cr C,P°
C-PSPiC-P+C-C,PsCHC-PI CYP3A4 P-CHPsCI'C,P°PSPSCII CP°CI'C,PsC,Pé PiPsP+C-C+PSPéC...
CLIPIP&C%o PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'C1I, CI'P»C-Pr CEPsP-PiP»CILIPSCrC,Pé
PjPsPYP»P&PIC-CI'C,CH> P-P°CI'C,PsCI'CfPIP°PSPSCI]I PiPsC+P°C,PePsPIPsC— PrPsP-Pé
CI'PéP»PrPuPSP°C,C-P»Cr 25 PjPi.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCI] C-PSPiC-P+C-C,PsCHP° P’'PtP>-



PiCHPsC,PpuP°P-Pé CHP&C,PsPSP°PIC-CHCT, PrCrPYPpu PiPsC,CrPIPSPsPiPs
C-PSPiC-P+C-C,PsCRP° P 450, Ct CI'C,P°PSC- CHC-PIPSPsPIP°P{PSPsC—
PePsPSCtPpPSC,CHP°CtC-C— (500 PjPi 2 CRP°P- PSP° PrPsP+Cr) C,P° CI'PéP»PrPuPSP°C,C-P»Cr
(PsPrPSPsCHP°P-PsPIP°® PrPsP-P° 100 PjPi) PICHP&P-PIPsPrPéP»Ps PrPs PiC-PrPIPéC%oPuPSPSCII
C,... CIPEP»PrPuPSP°C, C-P»Cr PSP°® 300 % (Cr 4 CRHP°P-Pé) C,P° PiC-PrPIP&C%oPpPSPSCII
PiP»P°P-PjPsPIPsC— AUC CI'PéP»PrPuPSP°C,C-P»Crf PSP° 1000 % (Cf 11 CHP°P-C-PI).
P§SPuCHPuP: 24 PiPsPrPéPSPé PiP»P°P-PjPsPIC- CEC-PIPSC- CI'PéP»PrPuPSP°C, C-P»Cr PICIPu
C%oPp CI'C,P°PSPsPIPéP»Pé PiCHPéP+P»P&éP-PSPs 200 PSPi/PjP», PiPsCHC-PIPSCIIPSPs P-
CHC-PIPSPuPj PiCKP&P+P»P&P-PSPs 5 PSPi/PjP», C...P°CHP°PeC,PuCEPSP&Pj PrP»CII
P-P°CI'C,PsCI'CtPIP°PSPSCII C,C-P»CHPePé CI'PEP»PrPuPSP°C, C-P»Cr, C%oPs
PIC-PrPiPsPIC-PrP°C” P-PSP°C$PSPsPjCr PIPiP»P&éPICt CHP&C,PsPSP°PIC-CHCT PSP®
CEP&CHPsPePéPNe CI'PiPpPeC,CE CI'CrP+CI'C,CHP°C,C-PI P 450. PYPéP»PrPuPSP°C, C-P» PSPn
PIPiP»P&PIP°C” PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCr CHPEC,PsPSP°PIC-CRCr. P—
PsPiP»CIIPrCr PSP° CtC- C,P°CHPjP°PePsPeC-PSPuC,PéC+PSC- PrP°PSC- PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CtPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Crt C,P° CRP&C,PsPSP°PIC-CECr PSPy
CHPuPePsPjPuPSPrCrC”C,CHCI'CII (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»); Ct PePsPIPSPsPjCt CRHP°P-C- PjP°PeCI'PéPjP°P»CHhPSP®
PrPsP-P° CI'PéP»PrPuPSP°C,C-P»Cr PSP PiPsPIPEPSPSP° PiPpuCHPuPIPEC%0oCIPIP°C,Pé 25 PjPi
PiCRPsC,CIIPiPsPj 48 PiPsPrP&PS.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C-PSPiC-P+C-C,PsCHP° P’'PtP>-
PiCEPsC,PuP°P-Pé CI'P°PePIC-PSP°PIC-CHCY, C-PSPiC-P+C-C,PsCHP°® CYP3A4, Cf PrPsP-C-,
C%oPs P-P°P+PpP-PiPuC+CrC” CHC-PIPSPsPIP°PYPSCr PePsPSCtPuPSC,CHP°CtC-Ch (1200 PjPi 3
CHP°P-Pé PSP° PrPsP+Cr), C,P° CI'PéP»PrPuPSP°C,C-P»Cr (100 PjPi PsPrPSPsCEP°P-PsPIPs)
PiCHPEP-PIPsPrPéP»Ps PrPs PiC-PrPIPEC%oPuPSPSCII C,., CI'PéP»PrPuPSP°C, C-P»Cr PSP°
140 % C,P° P-P+C-P»CHCEPuPSPSCII AUC CI'PéP»PrPuPSP°C, C-P»Cr PSP° 210 %. PkPu
PIP&CLIPIP»PpuPSPs PIPiP»PéPICTr CI'PéP»PrPuPSP°C, C-P»Crt PSP®
C,,P°CHPjP°PePsPeC-PSPiC,PéPeCr CI'P°PePIC-PSP°PIC-CKCT (PrPéPI. CHPsP-PrC-P»
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»).
PuPpCEPpuPrP+P°C+P°C”C,CHCI'CLI, C%oPs P+C-P»CHCE€ PiPsC,CrPIPSC-
C-PSPiC-P+C-C,PsCHPé CYP3A4, C,P°PeC- CLIPe PePuC,PsPePsPSP°P-PsP» C,P°
C-C,CBP°PePsPSP°P-PsP», P+CrPrCrC,CH PjP°C,Pé P+C-P»CHCE PIPECHP°PIPuPSP&PN:
PIPiP»PePI.

PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- CI'PéP»PrPuPSP°C, C-P»Cr (100 PjPi PsPrPSPsCHP°P-PsPIPs)
C,P° PuCHP&C,CHPsPjC-C1tP&PSCY, PiPsPjC-CEPSPsPiPs C-PSPiC-P+C-C,PsCEP° CYP3A4, Cr
CHC-PIPSPsSPIP°PIPSPsPjCr CI'C,P°PSC- (500 PjPi 2 CHP°P-Pé PSP°® PrPsP+Cr PiCHPsC,CIIPiPsPj
5 PrPSC-PI) CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI PiC-PrPIPEC%oPuPSPSCII PhUC
CI'PéP»PrPuPSP°C, C-P»Cr PSP® 182 %. P] P-PrPsCHPsPIP&C... PrPsP+CEPsPIPsP»CHCtC-PI
C1PsP»PsPIC-C$PsC— CI'C,P°C,C- PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI PIPiP»P&PICT
P°P-P&C,CHPsPjC-CtPEPSCT (500 PjPi PSP® PrPsP+Cr PiCHPsC,CIIPiPsPj 3 PrC-P+) PSP°® AUC,
PY... T... PEPSPSCI'C,P°PSC,Ct CEPIPEPrPePsCI'C,C- PuP»C-PjC-PSP°CtC-C— C,P°
PiPsPrP°P»CHCEP&PNe PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
CI'PéP»PrPpPSP°C, C-P»Cr P°P+Ps PNePsPiPs PiPsP»PsPIPSPsPiPs CtPéCHPeCrP»CRCRCEPsPiPs
PjPuC,P°P+PsP»C-C,Ct. PIP&PjPuC,PéPrPEPS (C-PSPiC-P+C-C,PsCE CtP&EC,PsC...CHPsPjCr P 450
C,P° PSPuCI'PiPuCtPéC,C-C+PSP&PN: C-PSPiC-P+C-C,PsCE CYP3A4) Cf PrPsP-C- 800 PjPi PiCHPé
PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- P-C- CI'PéP»PrPuPSP°C,C-P»PsPj Crf
PrPsP-C- 50 PjPi Ct P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI PiCHP&éP-PIPsPrP&PI PrPs
PiC-PrPIPEC%oPpPSPSCII PiP»P°P-PjPsPIPEC... PePsPSCtPuPSC,CHP°CtC-PNe

CI'PéP»PrPuPSP°C, C-P»Cr PSP° 56 %.



P“CHPRPNePiC, CECtC,PsPIPEPN:. CI'C-Pe C” CI'P»P°P+PeP&Pj C-PSPiC-P+C-C,PsCHPsPj CYP3A4
Cf CI'C,C-PSCtC- PeP&CEPUCHPSPEPeCT C- PjPsPYPu PIPEPeP»PéPeP°C,Pé PiPsPjC-CEHPSPy
PiC-PrPIP&C%oPUPSPSCLI CRC-PIPSCLI CI'PéP»PrPuPSP°C, C-P»Ct Ctf PiP»P°P-PjC- PeCEPsPIC-.

PhPrPSPsCHP°P-PsPIPy P-P°CI'C,PsCI'CFPIP°PSPSCII P°PSC,P°CtPéPrC-PI (PjP°PiPSC-Ch
PiC-PrCHPsPeCI'PéPrCr/P°P»CRPjC-PSC-Ch PiC-PrCEPsPeCI'PéPrCr) PSPy PIPiP»P&PIP°P»Ps
PSP°® P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH CI'PEP»PrPuPSP°C, C-P»CF.

PI'PsC$P° PrPsCI'P»C-PrPYPuPSCH CI'PiPuCtPéC,C-C+PSPsC— PIP-P°C”PjPsPrC-C— P
CrCI'C-PjP° P»C-PeP°CRHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé PSPu PiCHPsPIPsPrPéP»PsCI'CI], P-P°
PrP°PSPéPjPé PiPsPiCrP»CIICTC-PNePSPsPiPs C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsPiPs
P°PSP°P»C-P-Cf, C,P°CEPjP°PePsPeC-PSPuC,PéPeP°® CI'PEP»PrPuPSP°C, C-P»Cr PSPy
P-PjC-PSCRPIP°P»P°CI'CII PiCHPé PNePsPiPs PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI"C,PsCI'CfPIP°PSPSC- P:- P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé, C%oPs
PSP°P»PpuPYP°C,CH PrPs PiCRCrPiPé C-PSPiC-P+C-C,PsCHC-PI CYP2C9 (C,PsP»P+CrC,P°PjC-Pr,
PIP°CHC,P°CRP&PS, C,PuPSC-C,PsC—PS), PiCRCrPiPé C-PSPiC-P+C-C,PsCRHC-PI CYP2D6
(C,P°PePé&C... CIIPe CI'PuP»PuPeC,PEPIPSC- C-PSPiC-P+C-C,PsCHPé P-PIPsCHPsC,PSPsPiPs
P-P°C...PsPiP»PpuPSPSCII CI'PuCEPsC,PsPSC-PSCt, C,CHP&CTPEPeP»C-C+PSC-
P°PSC,PéPrPpPiCEPuCI'P°PSC,Pé), PiICHCIPiPé C,C-P°P-PEPrPSP&C... C,P°
C,C-P°P-P&PrPsPiPsPrC-P+PSPEC... PrC-CrCRPuC,PéPeC-PI, PiPuC,P»CHPsPIPEC... C,P°
PeP°P»C-PNeP-P+PpCHC-PiP°CRC$PEC... PrC-CrCRPuC,PéPeC-PI, C-PSPiC-P+C-C,PsCHC-PI
P°PSPiC-PsC,PuPSP-PéPSPiPuCEPuC,PIPsCHCRPIP°P»CHPSPsPiPs C,PuCHPjPuPSC,Cr (PHP1Px),
P°PSC,P°PiPsPSC-CI'C,C-PI PeP°P»CHCtC-Ch, P°PSC,P°PiPsPSC-CI'C,C-PI B-
P°PrCEPpPSPsCHPuCtPuPiC,PsCEC-PI P°P+Ps C-PSPrCrPeC,PsCHC-PI PjPuC,P°P+PsP»C-P-PjCr
CYP450 (C,P°PePéC... CLIPe CRPEC,P°PjPiC-CtPéPS, P+P°CHP+C-C,CrCEP°C,Pé).

P] PiCRPsCtPuCI'C- PrPsCI'P»C-PrPYPuPSPSCII P-P° CrC+P°CI'C,ChR P-PrPsCHPsPIPEC...
C$PsP»PsPIC-PeC-PI-PrPsP+CHPsPIPsP»CHCtC-PI PsPrPSPsC+P°CI'PSPp
P-P°CI'C,PsCI'CfPIP°PSPSCII P°PSC,P°PiPsPSC-CI'C,P° PuPSPrPsC,PuP»C-PSCr
P+PsCI'PuPSC,P°PSCt (PiPsPjC-CHPSP&éPNe C-PSPrCrPeC,PsCH CYP3A4, CYP2C9 C-,
PjPsPYP»P&PIPs, CYP2C19) Ct CHC-PIPSPsPIP°PIPSPsPjCr CI'C,P°PSC- (125 PjPi 2 CKP°P-Pé PSP®
PrPsP+Cr) C,P° CI'PéP»PrPuPSP°C,C-P»Cr Ct CHC-PIPSPsPIP°PYPSPsPjCr CI'C,P°PSC- (80 PjPi 3
CHP°P-Pé PSP° PrPsP+Cr) PiCHP&P-PIPsPrPéP»Ps PrPs P-PSPEPIPuPSPSCII AUC C- C,,
CI'PéP»PrPpPSP°C,C-P»Cr PSP° 62,6 % C- 55,4 % PIC-PrPiPsPIC-PrPSPs. PyPsPjCr
PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PePéC... PiPsC,CrPYPSP&C...
C-PSPrCrPeC,PsCHC-PI CYP3A4, CIIPe CHP&C,P°PjPiC-PS, PjPsPIPu PiCHPEP-PIPsPrPéC,Pé PrPs
P+C-P»CHC€ PIPECRP°PIPuPSPsPiPs P-PSPéPYPuPSPSCII PePsPSCtPuPSC,CHP°CtC-C—
CI'PéP»PrPuPSP°C, C-P»Cr PI PiP»P°P-PjC- PeCHPsPIC-.

PkC-PePsCHP°PSPrPéP» CIIPIP»CIIC” CI'PsP+PsCh PiC-P+CHPEPr P°PeC,PEPIP°C,PsCRHP®
PeP°P»CHCtC-C”PIP&C... PeP°PSP°P»C-PI C,P° PSC-C,CREP°C,Cr. PkC-C,CEP°C,PSP&PNe
PePsPjPiPsPSPuPSC, P-CrPjPsPIP»CRC” PjPsPP»P&éPIC-CI'C,CH PNePsPiPs
CI'PuCHPNePsP-PSPsC— PIP-P°C”PjPsPrC-C— P-C- CI'PéP»PrPpPSP°C, C-P»PsPj.

P+C,PuPeC,Pé CI PéP»PrPuPSP°C, C-P»Cé PSP° C-PSCEC- P»C-PeP°CECI CEhPeC- P-P°CI PsP+Pé

P”PsCI'P»C-PrPYPuPSPSCII in vitro

PYP&P»PrPuPSP°C,C-P» BR" CI'P»P°P+PeP&PNe C-PSPiC-P+C-C,PsCE C-P-PsC,PsCEPj 1Ph2, 2C9,
2C19, 2D6, 2E1 C,P° 3Ph4 CtP&C,PsC...CEPsPJCE P 450 (PtPibs, > 150 PjPePjPsP»Clb).
PhCI'PeC-P»CHhPePé PiC-PePsPIC- PiP»P°P-PjPsPIC- PePsPSCtPuPSC,CEP°C+C-C—
CI'P&P»PrPuPSP°C, C-P»Crf PrPsCEC-PIPSCRCERC,CHb PiCEP&P+P»PéP-PSPsBBBBB BB 1



PjPePjPsP»CHp, PIPiP»P&PI PiCHPuPiP°CHP°C,Ct PSP° PeP»C-CRHPuPSCI CI'CfP+CI'C,CHP°C,C-PI
CtPéC... C-P-PsC, PuCHPjPuPSC,C-PI PjP°P»PsPNePjPsPIC-CHPSPEPN..

P’C-PrCI'CfC,PSC- PrP°PSC- C%oPsPrPs PIP-P°C”PjPsPrC-C— CI'PéP»PrPuPSP°C,C-P»Cr C-
C,P°PePéC... PSPuCI'PiPuCtPéC,C-CPSPé&C... C-PSPiC-P+C-C,PsCRC-PI
C,PsCI'C,PsPrC-PuCI'C,PuCEP°P-Pé, CIIPe C,PuPsC,C-P»C-PS C,P° PrPéPiC-CHP&PrP°PjPsP».

P”PsCI'P»C-PrPYPuPSPSCII in vivo

PhCI'PeC-P»CHPePéB B PIC-PrPsPjPs,B B B C%oPsB B CI'PéP»PrPuPSP°C,C-P»B B PjP°C”B

B PIPiP»PéPI B B PSP° B B PjPuC,P°P+PsP»C-P-Pj B NO/CtP“PmPx, P+CrP»Ps
PICI'C,P°PSPsPIP»PuPSPs, C%oPs CI'PéP»PrPuPSP°C, C-P» PiPsC,PuPSCtC-CRC”
PiC-PiPsC,PpPSP-PéPIPSCt PrC-Ch PSC-C,CHP°C,C-PI, C,PsPjCt PNePsPiPs PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII P- PrPsPSPsCHP°PjPé PsPeCI'PéPrCr P°P-PsC,Cr P°P+Ps P-
PSC-C,CRP°C,P°PjPé Ct P+CrPrCH-CIIPeC-PNe C,PsCHPjC- PiCHPsC,PéPiPsPeP°P-P°PSPu
(PrPé&PI. CRPsP-PrC-P» B«PuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

P C-PsCtPéPiC#P°C,. P"PsPeP»C-PSC-C+PSC- PrPsCI P»C-PrPIPuPSPSCILI
PiCHPsPrPuPjPsPSCI'C,CECIPIP°P»Pé P°PrPéC,PEPIPSPEPNe CI'PECI'C,PuPjPSPEPNe PuC, PuPeC,
P-PSP&PYPRPSPSCII P°CHC,PuCEC-P°P»CHPSPsPiPs C,PEéCI'PeCr PiCEPé
PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CFPIP°PSPSC- C-PSPiC-P+C-C,PsCEC-PI PxP”Pe5 P-
CHC-PsCtP&PiCIP°C,PsPj. PiP»C-PSC-C#PSC- PrPsCI'P»C-PrPYPuPSPSCII
PiCHPsPrPuPjPsPSCI'C,CRCIPIP°P»Pé, C%oPs CEC-PsCtP&PiCIP°C, PiPsCI'P&P»CRC”
PiC-PiPsC,PuPSP-P&éPIPSCT PrC-Ch C-PSPiC-P+C-C,PsCEC-PI PxP”Pe5.

PJ] PiP°CtC-C”PSC,C-PI, CIIPeC- P+CHP°P»Pé CrC+P°CI'C,CH Ct PrPsCI'P»C-PrPYPuPSPSC-,
PSP CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH PiPsP-P&éC,PéPIPSPsPiPs PeP»C-PSC-C+PSPsPiPs

PuC, PuPeC,Cr PIC-Pr PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
C-PSPiC-P+C-C,PsCHC-PI PuP"P+5 P- CHC-PsCtP&PiCrP°C,PsPj. PuCHPsC,PéPiPsPeP°P-P°PSPu
PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII CRC-PsCtPéPiCfP°C,Cr P-
C-PSPiC-P+C-C,PsCRP°PjPé PuP”P+5 (Cr C,PsPjCr C+PéCI'P»C- P-C-
CI'PéP»PrPuPSP°C,C-P»PsPj) (PrPéPI. CEPsP-PrC-P»B B«PuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr C,P°
P+P»PsPeP°C,PsCHC-PI a-P°PrCEPuPSPsCEHPuCtPuPiC,PsCRHC-PI PjPsPPu PiCHP&P-PIPuCI'C,Pé
PrPs CHPsP-PIPEC,PeCt CI'PéPjPiC,PsPjP°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— Cf
PrPuCIIPePéC... CI'C...P&P»CHPSP&C... PrPs CtCHPsPiPs PiP°CtC-C”PSC,C-PI. PyP°PeP®
CHPuP°PeCtC-CII PSP°PNeC+P°CI'C,C-CE€Pp PIPEPSP&PeP°P»P° PiCEPsC,CLIPiPsPj 4 PiPsPrPéPS
PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéP»PrPuPSP°C, C-P»Cr (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB» C,P° B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»). P] PiCKPsCtPuCI'C- 3 PrPsCI'P»C-PrPYPuPSCH
CI'PiPuCtPéC, C-C+PSPsC— PIP-P°C”PjPsPrC-C— P»C-PeP°CHCI'CHPeP&C... P-P°CI'PsP+C-PI
P+P»PsPeP°C,PsCEH a-P°PrCHPuPSPsCHPuCtPuPiC,PsCEC-PI PrPsPeCI'P°P-PsP-P&PS (4 PjPi C,P°
8 PjPi) C,P° CI'PéP»PrPuPSP°C, C-P» (25 PjPi, 50 PjPi C,P° 100 PjPi) P-P°CI"C,PsCI'PsPICPIP°P»Pé
PsPrPSPsC+P°CI'PSPs PiP°CtC-C”PSC,P°Pj C-P- PrPsP+CHPsCLIPeC-CI'PSPsCh
PiC-PiPpuCHPiP»P°P-C-C”Ch PiPpCEPuPrPjC-C...CrCRHPsPIPsC— P-P°P»PsP-Pé,
CI'C,P°P+C-P»C-P-P°CtC-CII CI'C,P°PSCt CIIPeP&C... P+=CrP»P° PrPsCI'CIIPiPSCIC,P° PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPsPeCI'P°P-PsP-PéPSCr. P] CtPEC... PiPsPiCIP»CIICtC-CIIC...
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII CI'PuCEPuPrPSC” PrPsPrP°C,PePsPIPp P-PSPEPIPuPSPSCII
P°CRC,PuCEC-P°P»CHPSPsPiPs C,PéCI'PeCr Cr PiPsP»PsPIPuPSPSC- P»PuPP°C+Pé PSP° 7/7
PjPj CRC,. CI'C,., 9/5 PjPj CRC,. CI'C,. C,P° 8/4 PjPj CRC,. CI'C,. C,P° CI'PuCHPuPrPsc”
P-PSPEPYPuPSPSCLI P°CRHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr Cr PiPsP»PsP{PuPSPSC-



CI'C,PsCIICtPé PSP° 6/6 PjPj CRC,. CI'C,., 11/4 PjPj CRC,. CI'C,., 4/5 PjPj CRC,. CI'C,.
PIC-PrPiPsPIC-PrPSPs. PuCHPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CFPIP°PSPSC-
CI'PéP»PrPuPSP°C, C-P»Cr C,P° PrPsPeCI'P°P-PsP-PéPSCr PiP°CtC-C”PSC,P°Pj,
CI'C,P°P+C-P»C-P-P°CtC-CII CI'C,P°PSCt CIIPeP&C... P+=CrP»P° PrPsCI'CLIPiPSCIC,P° PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- PrPsPeCI'P°P-PsP-PéPSCr, C-PSPsPrC-
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs CHPsP-PIP&C,PsPe CI'P&éPjPiC,PsPjP°C,PéC+PSPsC—
PsCHC,PsCI'C,P°C,PéCPSPsC— PiC-PiPsC,PuPSP-C-C—. P] CtPéC...
PiPsPIC-PrPsPjP»PuPSPSCILIC... PNeCEP»PsCI'CLI PiCHPs PIPEPiP°PrPePé
P-P°PiP°PjPsCHPsC+PuPSPSCII C,P° CI'C,P°PS PiPuCHPuPr PSPuPiCHP&C,PsPjPSC-CI'C,CH,
P°P»Pp P+PpP- CI'PEPSPePsPiPy.

P&Pyu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI PIPsPrPSP&C... P-PSP°C+CrC%oPéC...
PIP-P°C”PjPsPrC-PN. PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
CI'PéP»PrPpPSP°C, C-P»Cr (50 PjPi) C- C,PsP»P+CrC,P°PjC-PrCr (250 PjPi) P°P+Ps
PIP°CHC, P°CRHPEPSCT (40 PjPi), C%oPs PjPuC,P°P+PsP»C-P-CFfCRC,CHCI'CLI CYP2CO.

PYPEP»PrPpPSP°C, C-P» (50 PjPi) PSPp PiCHP&P-PIPsPrP&éPI PrPs PiPsPrPsPIPPuPSPSCII
C#P°CI'Ct PeCHPsPIPsC,PuCtC-, CI'PiCRP&C+PéPSPuPSPsC— P-P°CI'C,PsCI'CrPIP°PSPSCIIPj
P°CtPuC,PéP»CI'P°P»C-C1tP&P»PsPIPsC— PeP&CI'P»PsC,Pé (150 PjPi).

PYP&P»PrPuPSP°C, C-P» (50 PjPi) PSPp PiPsC,PpuPSCtC-CRPIP°PI PiC-PiPsC,PuPSP-P&PIPSCY
PrC-Ch P°P»PePsPiPsP»Ch Ct P-PrPsCHPsPIPEC... PrPsP+CEHPsPIPsP»CHCHC-PI PiCHPé
CI'PuCEPuPrPSCHPsPCY PjP°PeCI'P&PjP°P»CHPSPsPjCt CEC-PIPSC- PuC,P°PSPsP»Cr
PeCEHPsPIC- 80 PjPi/PrP».

P] PiP°CtC-C”PSC,C-PI, CIIPeC- P-P°CI'C,PsCIPsPICFPIP°P»Pé CI'PéP»PrPuPSP°C,C-P», PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PJPsPrPSP&C... PIC-PrPjC-PSPSPsCI'C,PuPNe PiCHPsC,C-P»Ch
PiPsP+C-C+PSPéC... PuC, PpuPeC,C-PI PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps PiCEPé
PsPrPSPsC$P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- C,P°PePéC... PeP»P°CI'C-PI
PiC-PiPsC,PpPSP-PEPIPSP&EC... P»C-PeP°CHCI'CHPeP&C. .. P-P°CI'PsP+C-PI, CIIPe
PrC-CrCRPuC,PéPePé, P+P»PsPeP°C,PsCEPé B-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI,
C-PSPiC-P+C-C,PsCHPé PhPuPr, P°PSC,P°PiPsPSC-CI'C,Pé P°PSPiC-PsC,PuPSP-PéPSCY PtP1,
P°PSC,PéPiC-PiPuCEC,PpPSP-PEPIPSC- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé
(CT'CrPrPéPSPsCHPsP-CEPECHCRPIP°P»CHPSC- C,P° CtPuPSC,CHP°P»CHPSPsC— PrC-C—),
P+P»PsPeP°C,PsCHPé P°PrCHPuPSPuCHPiC-C+PSPEC... PSPuPNeCHPsPSC-PI,
P+P»PsPeP°C,PsCHPé PeP°P»CHCtC-C”PIP&C... PeP°PSP°P»C-PI C,P° P+P»PsPeP°C,PsCEHPé a-
P°PrCHPpPSPsCHPuCtPuPiC,PsCHC-PI.

P] CI'PiPuC+C-P°P»CHPSPsPjCrt PrPsCI'P»C-PrPIPuPSPSC- PIP-P°C”PjPsPrC-C— PiCHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- CI'PéP»PrPuPSP°C,C-P»Cr (100 PjPi) C,P°
P°PjP»PsPrPéPiC-PSCr PiP°CtC-C”PSC,P°Pj C-P- P°CRC,PuCHC-P°P»CHPSPsCh
PiC-PiPuCHC,PuPSP-C-C”Ch CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PrPsPrP°C,PePsPIPu
P-PSP&PPuPSPSCII CI'PéCI'C,PsP»C-C+PSPsPiPs P°CHC,PuCHC-P°P»CHPSPsPiPs C,PECIPeCr PI
PiPsP»PsPPuPSPSC- P»PuPfP°C$Pé PSP° 8 PjPj CEC,. CI'C,. P’C-PrPiPsPIC-PrPSPu
P-PSP&PIPuPSPSCII PrC-P°CI'C,PsP»C-C+PSPsPiPs P°CHC,PuCEC-P°P»CHPSPsPiPs C,PéCI PeCr
CI'C,P°PSPsPIP&P»Ps 7 PjPj CHC,. CI'C,. P!C- PrPsPrP°C,PePsPIC- P-PSPEPIPuPSPSCII
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr P+CrP»Pé PiPsCRC-PIPSCIIPSPSPEPjPé P-
C,P°PePéPjPé, C%oPs CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CI] PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC-
P»P&éCEPp CI'PéP»PrPuPSP°C, C-P»Cr Cr P-PrPsCHPsPIP&EC... PrPsP+CHPsPIPsP»CHCtC-PI.

PYP&P»PrPuPSP°C,C-P» Crf PrPsP-C- 100 PjPi PSPy PIPiP»P&PIP°PI PSP°
C, P°CTPjP°PePsPeC-PSPUC, PEC+PSC- PiPsPeP°P-PSP&PePé C-PSPiC-P+C-C,PsCHC-PI P’'P{P>-



PiCHPsC,PuP°P-Pé, CI'P°PePIC-PSP°PIC-CKCr C,P° CRP&C,PsPSP°PIC-CRCT, C1IPeC- C”
CI'CfP+CI'C,CRP°C,P°PjPé CYP3AA4.

P] P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI C+PsP»PsPIC-C+PsC— CI'C,P°C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr Ct CEC-PIPSPSPIP°PIPSPsPjCr
CI'C,P°PSC- (80 PjPi 3 CRHP°P-Pé PSP°® PrPsP+Cr) PiCHP&P-PIPsPrPéP»Ps PrPs
PiC-PrPIP&C%oPpPSPSCII AUC C,P° C,.. P+PsCI'PuPSC,P°PSCF (125 PjPi 2 CEP°P-Pé PSP°
PrPsP+Cr) PSP° 49,8 % C,P° 42 % PIC-PrPiPsPIC-PrPSPs.

P”PsPrP°PIP°PSPSCII PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé CI'PéP»PrPuPSP°C,C-P»Cr PrPs
CI'P°PeCrP+C-C,CRP&P»Cr / PIP°P»CI'P°CRHC,P°PSCr Cr CHC-PIPSPsPIP°PYPSPsPjCt CI'C,P°PSC-
Cr PiP°CtC-C”PSC,C-PI P- P°CEC,PuCHC-P°P»CHPSPsCh PiC-PiPuCHC,PuPSP-C-C”"Ch P+CrP»Ps
PiPsPI'CIIP-P°PSPp P-C- P-PSP°C$PSPs P+C-P»CH-C€ PIPECRP°PIPuPSP&Pj P-PSPEPYPuPSPSCIIP;]
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr PiPsCRC-PIPSCIIPSPs P- PiCEP&PN:PsPjPsPj
C,C-P»CHPePé CI'P°PeCIP+C-C,CHPéP»Cr/PIP°P»CI'P°CHC,P°PSCT. PyP°PeP&Pj C+PEPSPsP;,
CI'P»C-Pr PrPsC,CRHPéPjCrPIP°C,PéCI'CII PsP+PuCHPuPYPSPsCI'C,C- PiCHPé PiPsC+P°C,PeCr
P-P°CI"C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr Crf PiP°CtC-C”PSC,C-PI, CIIPeC-
PsC,CHPéPjCrCRC,CH P»C-PeCrPIP°PSPSCI]
CI'P°PeCrP+C-C,CHP&P»PsPj/PIP°P»CI'P°CHC,P°PSPsP;.

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

P”Ps PiPsC$P°C,PeCt C,PuCEP°PiC-C— CI'P»C-Pr P-C-P+CEP°C,Pé PjPuPrP&éC{PSPEPNe
P°PSP°PjPSPuP- PiP°CC-C”PSC,P° C,P° PiCEPsPIPuCI'C,Pé C, C-P-PéPeP°P»CHPSPy
PsP+CI'C,PuPYPuPSPSCII PrP»ClI PrC-P°PiPSPsCI'C,PéPePé PUCEPuPeC,PEP»CHPSPsC—
PrPéCI'C, CFPSPeCTC-C— C,P° PIPEP-PSP°C+PuPSPSCII C—C— PjPsPYP»P&PIPEC. ..
PiCHP&CPEPS.

PrP°PeC,PsCEPé CEHPéP-PéPeCé CI PuCFCtPuPIPs-CI C4PrPéPSPSPEC...
P-P°C...PIPsCECRPIP°PSCH

PhCI'PeC-P»CHbPePé CI'PuPeCI'CrP°P»CHPSP® P°PeC,PéPIPSC-CI'C,CH
CI'CrPiCHPsPIPsPrPICrC”C,CHCI'CII PiPuPIPSPéPj CEP&P-PéPePsPj P- P+PsPeCr CI'PuCRC1CI],
PrPs PiPsC$P°C,PeCt P+CrPrCH-CIIPePsPiPs P»C-PeCrPIP°PSPSCII PuCEPpPeC,PéP»CHPSPsC—
PrPéCIC,CrPSPeCtC-C— P»C-PeP°CH PjP°C” PsCtC-PSPEC,Pé CI'C,P°PS CI'PuCHCHPuPIPs-
CI'CfPrPéPSPSPsC— CI'PECI'C,PuPjPé PiP°CtC-C”PSC,P°. PYP&P»PrPuPSP°C,C-P»
C$P&PSP&C,CH CI'CrPrPéPSPsCEPsP-CEPECHCRPIP°P»CHPSCT PrC-Ch, C%oPs
PiCEPsCIIPIP»CLIC”C,CHCI'CII P»PuPiPePéPj C,P° PePsCHPsC,PePsC+P°CI'PSPEP;
P-PSPEPYPuPSPSCIIPj P°CHC,PuCEC-P°P»CHPSPsPiPs C,PECI'PeCr. P”Ps
PiCRP&P-PSP°C+PpPSPSCII CI'PéP»PrPuPSP°C, C-P»Cr P»C-PeP°CE PjP°C” CHPuC,PuP»CHPSPs
P-PIP°PYP&C,Pé, C+Pé PjPsPPu C,P°PePéPNe PuC, PuPeC, PSPuCI'PiCEP&CIIC,P»P&PIPs
PIPiP»P&PIP°C,Pé PSP°® PiP°CtC-C”PSC,C-PI C-P- PiPuPIPSP&PjPé PsCI'PSPsPIPSP&PjPé
P-P°C...PIPsCHCRPIP°PSPSCIIPjPé, PsCI'PsP+P»P&PIPs Cr PePsPjP+C-PSP°C+C-C— C-P-
CI'PpPeCI'CIP°P»CHPSPsCR P°PeC,PéPIPSC-CI'C,CR. P”Ps PiP°CtC-C”PSC,C-PI C-P-
PiC-PrPIP&éC%oPpPSPsCh C+CrC,P»PéPIC-CI'C,ChR PrPs PIP°P-PsPrPéP»CIIC,P°C,PsCHC-PI
PSP°P»PpPYP°C,CH PiP°CtC-C”PSC,Pé C-P- PsP+CI'C,CHCrPeCtC-C”Ch PIPEPIC-PrPSPsPiPs
C,CRP°PeC,Cr P»C-PIPsPiPs CEP»CrPSPsC+PeP° (PSP°PiCHPéPeP»P°Pr, CI'C,PuPSPsP:
P°PsCHC,Pé, PiC-PiPuCRC,CHPsC, C-C+PSP° PsP+CI'C,CRCrPeC,PéPIPSP®
PeP°CRPrC-PsPjC-PsPiP°C,C-CII) C,P° PiP°CtC-C”PSC,Pé C-P- CHC-PrPeC-CI'PSP&Pj
CI'PéPSPrCEHPsPjPsPj PjCrP»CHC,PéCI'PECI'C,PuPjPSPsC— P°C,CHPsC,C-C—, PsPrPSP&Pj C-P-



PiCHPsCILIPIC-PI CIIPePsC— C” C,CLIPfPePyu PiPsCHCrCEPuPSPSCII CHPuPiCtP»CLICTC-C—
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCrt P- P+PsPeCt PIPuPiPuC,P°C,PEPIPSPsC—
PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé.

PVPéP>>P1‘PpPSP°C,,C—P» PiPsC,PuPSCtC-ChC” PiC-PiPsC,PuPSP-PePIPSPEPN. PuC, PuPeC,
PSC-C,ChP°C,C-PI (PrPePI. ChPsP-PrC-P» B«PiiChHPsC,PePiPsPeP°P-P°PSPSCIIB»).

P] PiPsCI'C,PjP°CEHPePuC,PéPSPiPsPIPEPNe PiPuCHC-PsPr PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs
C,CIIPYPeC- PiPsP+C-C$PSC- CEPuP°PeCtC-C— P- P+PsPeCr CI'PuCHCtPuPIPs-
CI'CrPrPéPSPSPsC— CI'P&CI'C,PuPjPé, PIPeP»CRC+P°CRC+Pé C-PSC,P°CHPeC,
PjC-PsPeP°CHPrP°, PSPuCI'C,P°P+C-P»CHPSCY CI'C,PuPSPsPeP°CHPrC-Ch, CHP°PiC,PsPICTt
CI'PuCHCtPpPICT CI'PjPuCHC,CH, CEP»CrPSPsCHPePsPICT P°CRHPEC,PjC-CHh,
CtPuCHPuP+CEPsPIP°CI'PeCrP»CIICHPSC- PeCHPsPIPsPIPEP»P&PIPé, C,CHP°PSP-PEC,PsCHPSCY
C-C€PpPjC-C+PSCr P°C,P°PeCr, P°CHC,PuCHC-P°P»CHPSCT PiC-PiPuCEHC,PuPSP-C-Ch C,P°
P°CHC,PuCHC-P°P»CHPSCT PiC-PiPsC,PpPSP-C-Ch, CLIPeC- P-P° CP°CI'PsPj
P-P+C-PiP°P»P&CI'CII C-P: P-P°CI'C,PsCI'CfPIP°PSPSCIIPj CI'PéP»PrPuPSP°C,C-P»Cr.
P‘C-P»CHCEC-CI'C,CH PiP°CtC-C”PSC,C-PI PjP°P»Pé C,P°PeC,PsCHPé CHP&P-PéPeCr
CI'PuCHC1PpPIPs-CI'CrPrPEPSPSPEC... P-P°C...PIPsCHCRPIP°PSCH. P‘P°PiP°C,Ps C,P°PePéC...
PiPsP+C-C+PSP&C... ChPuP°PeCtC-PNe CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiC-Pr C+P°CI P°P+Ps
PsPrCHP°P-Cr PiC-CI'P»ClI CI'C,P°C,PuPIPsPiPs P°PeC,Ct C- P»PéCEPn PeC-P»CHhPeP®
C,CRP°PiP&P»PsCI'CII PSPuPIPrPsPIP-C- PiC-CI'P»CII P-P°CI'C,PsCI'C*PIP°PSPSCII
PiCHPuPiP°CHP°C,Ct P+PuP- CI'PuPeCI'CrP°P»CHPSPsC— P°PeC,PEPIPSPsCI'C,C-. P§PsPjCr
PSPuPjPsPP»P&PIPs PIP&P-PSP°C+P&C,Pé, CPé PiPsPIB ™ CLIP-P°PSP&PN. CHPsP-PIP&C,PsPe
C,P°PePéC... PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe P+PuP-PiPsCI' PuCHPpuPrPSCHPs C-P:
C,P°PeC,PsCHP°PjPé CHP&P-PéPeCr, C+Pé C—C... CRPsP-PIPéC,PsPe P-CrPjPsPIP»PuPSPEPNe
C-PSC£PéEPjPé CHP&PSPSP&PeP°PjPé.

PyCEC-P°PiC-P-Pj

P—P°CI'PsP+Pé PrP»CII P»C-PeCrPIP°PSPSCII PuCHPuPeC,PéP»CHPSPsC—
PrPéCI'C,CrPSPeCtC-C—, Cf C,PsPjCt C+P&CI'P»C- PNe CI'PéP»PrPuPSP°C, C-P», CI'P»C-Pr
PiCEP&P-PSP°C+P°C,Pé P- PsP+PuCHEPuPYPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj P-
P°PSP°C,PsPjC-C$PSPsCh PrPuC,PsCRHPjP°CtC-C”Ch PiPuPSC-CI'P°® (P°PSPiCrP»CIICtC-CIJ,
PeP°PIPuCHPSPsP-PSPéPNe C,C-P+CHPsP: P°P+Ps C...PIPsCEPsP+P° PyuPpPN.CHPsPSC-) C,P°
PiP°CtC-C”PSC,P°Pj P-C- CI'C,P°PSP°PjPé, C%oPs CI'PiCHPéC+PéPSCIICRC,CH CHPsP-PIP&C,PsPe
PiCHC-P°PiC-P-PjCrBEBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBBB
(CT'PpCEPiPsPiPsPrC-P+PSPsPeP»C-C,PéPSPSP° P°PSPuPjC-ClI, PjPSPsPYP&éPSPSP®
PjC-C”P»PsPjP° P°P+Ps P»PpuPNePePuPjC-CLI).

PuC-CI'P»CLI PIP&C...PsPrCrt PiCEPuPiP°CEP°C,Ct PSP° CHP&PSPsPe
PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PIP&PiP°PrPePé PiPsPrPsPIP{PuPSPsC—
PuCHPRPeCC-C— C,P° PiCEC-P°PiC-P-PjCt. P] CHP°P-C-, PePsP»Pé PuCHPuPeCtC-CLI
C,CHP&PIP°C” P+C-P»CIbCE PSC-PY 4 PiPsPrPéPSPé, PiP°CtC-C”PSC,P°Pj CI'P»C-Pr
PSPuPiP°PN:PSPs P-PIPpuCHPSC-C,P6CI'CEb P-P° PjPuPrP&C+PSPsCH PrPsPiPsPjPsPiPsCh. P—P°
PIC-PrCI'CtC,PSPsCI'C,C- PSPEPiP°PN-PSPsPiPs P»C-PeCIPIP°PSPSCII PiCEC-P°PiC-P-Pj
PjPsPYPp PiCRP&P-PIPuCI'C,Pé PrPs PiPsCEPePsPrPIPuPSPSCII C,PeP°PSPEPS PiPpPSC-CI'P° C,P°
PrPs CI'C,C-PNePePsC— PIC,CHP°C,Pé PiPsC,PuPSCC-C—.

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'C4PIP°PSPSCII P- C-PSC€PéPjPé C-PSPiC-P+C-C,PsCEP°PjPé
PuP”P+5 P°P+Ps C-PSCEPéPjPé PiCHPuPiP°CEP°C,P°PjPé PrP»CII P»C-PeC2éPIP°PSPSCII
PuCEHPuPeC,PéP»CHPSPsC— PrPéCI'C,C2PSPeCtC-C—



P‘PuP-PiPuPeP° C,P° PpC,,PpPeC,PéPIPSC—CfC,CH: PsPrPSPsC+P°CI'PSPsPiPs
P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéP»PrPuPSP°C, C-P»Cr P- C-PSCEP&PjPé
C-PSPiC-P+C-C,PsCRP°PjPé PaP”P+5 P°P+Ps C-PSCE£P&PjPé PICRPuPiP°CRP°C,P°PjPé PrP»CII
P»C-PeCrPIP°PSPSCII PiC-PiPuCHC,PpPSP-C-C— P»PpPiPpPSPuPIPsC— P°CHC,PuCHC-C—,
CIIPeC- PjC-CI'C,CIIC,CH CI'PéP»PrPuPSP°C,C-P», CtPé P- C-PSCEP&EPjPé
PiCHPpPiP°CRHP°C,P°PjPé PrP»CII P»C-PeCrPIP°PSPSCII PuCHPuPeC,PéP»CHPSPsC—
PrPéCI'C, CrPSPeCtC-C— PSP PIPéPICHP°P»P&CI'CII. PyPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSCII
C,P°PePéC... PePsPjP+C-PSP°C+C-PNe PSP CEPpuPePsPjPuPSPrPsPIP°PSPy.

P’PiP»PéPI PSP° P-C-CH

PyPsPIC-PrPsPjP»CLIP»PsCI'CHb PiCEPs PIPéPSP&PePSPuPSPSCII PrPuC, PuPeC,C-PI P-PsCRCE
C,P° PIP&PiP°PrPePé PSPuP°CEC,PuCHC-P°P»CHPSPsC— PiPuCHPuPrPSCHPsC—
C-C€PpPjC-C+PSPsC— PSPuPICHPsPiP°C,C-C— P-PsCHPsPIPsPiPs PSPuCEHPIP® Cr

P-PIER™ CLIP-PeCt C-P- P-P°CI'C,PsCI'C{PIP°PSPSCIIPj CI'P&éP»PrPuPSP°C,C-P»Cr C,P°
C-PSCEP&C... C-PSPiC-P+C-C,PsCEC-PI PaP”P+5 (PrPéPI. CEPsP-PrC-P» B«PyPsP+C-C+PSC-
CHPpP°PeCC-C—B»). PuP°CtC-C”PSC,C-PI CI'P»C-Pr PiPsPiPuCEPuPrPéC,Pé, C%oPs Cr
CHP°P-C- CRP°PiC,PsPIPsPiPs PiPsCECrCEPUPSPSCII P-PsCEHCT P-P°CI'C,PsCI'CrPIP°PSPSCII
PiCHPuPiP°CHP°C,Cr CI'P»C-Pr PiCEP&PiPEPSPEC,Pé C,P° PSPPiP°PN:PSPs
P-PIPpCHPSCIC,P&CI'CLI PrPs P»C-PeP°CECLI (PrPéPL. CHPsP-PrC-P»
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB»).

PhPrPSPsC#P°CI'PSPu P-P°CI'C,PsCI'C2PIP°PSPSCII P- CFPéC,PsPSP°PIC-CFPsPj

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr C,P°
CEP&C,PsPSP°PIC-CHCt PSPy CHPpPePsPiPpPSPrCrC”C,CHCI'CLI (PrPéPL. CHPsP-PrC-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»).

PhPrPSPsC#P°CI'PSPy P-P°CI'C,PSCI'C4PIP°PSPSCII P- P+P»PsPeP°C,PsCEP°PjPé a-
P°PrCEPuPSPsCEPLCPUPIC,PsCEC-PI

PP°CtC-C”PSC,P°Pj, CIIPeC- P-P°CI'C,PsCI'PsPICFCRC,CH P+P»PsPeP°C,PsCHPé a-
P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI, P-P°CI'C,PsCI'PsPICFPIP°C,Pé CI'PéP»PrPuPSP°C,C-P»
CI'P»C-Pr P- PsP+PuCHPpPIPSC-CI'C,Ch, PsCI'PeC-P»CIHhPePé C,P°PeP° PePsPjP+C-PSP°CtC-CI]
PjPsPYPu PiCHP&P-PIPuCI'C,Pé PrPs CI'PEPjPiC,PsPjP°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— Cr
PrPuCIIPePéC... CI'C...P&P»CHPSP&C... PrPs CtCHPsPiPs PiP°CtC-C”PSC,C-PI.
PYP&PjPiC,PsPjP°C,PéC+PSP° PiC-PiPsC,PuPSP-C-CII P-P°P-PIP&C+P°PN: PIPEPSP&PeP°C”
PiCEPsC,CLIPiPsPj 4 PiPsPrPéPS PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII

CI'PéP»PrPuPSP°C, C-P»Cr. PyPsPjCr PrPs PiPsC+P°C,PeCt P-P°CI'C,PsCI'CfPIP°PSPSCII
CI'PéP»PrPuPSP°C,C-P»Cr PiPuPjPsPrPéPSP°PjC-C+PSC- PiPsPeP°P-PSPéPePé PiP°CtC-C”PSC,P°
PiCEPé C,PuCHP°PiC-C— P+P»PsPeP°C,PsCEP°PjPé a-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI
PjP°CRC,CH P+CrC,Pé CI'C,P°P+C-P»CHPSPEPjPé. PYP»C-Pr CHPsP-PiP»CLIPSCrC,Pé
PjPsPP»P&PIC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII PiPsC+P°C,PePsPIPsC— PrPsP-Pé
CI'PéP»PrPuPSP°C,C-P»Cr 25 PjPi (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI"C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»). PCHC-Pj C,PsPiPs, PiPsC,CHC-P+PSPs
PiCRHPsC-PSC, PsCHPjCrPIP°C,Pé PiP°CtC-C”PSC,C-PI, CIIPe PrC-CIIC,Pé Cr CHP°P-C-
PiPsCIIPIPé CI'P&PjPiC,PsPjC-PI PsCHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PpPSP-C-C—.

P’PiP»PéPI PSP° PeCHPsPIPsC,PuCtC?2

P”PsCI'P»C-PrPIPuPSPSCIIB B C,CHPsPjP+PsCtP&C,C-PI B P»CRPrPéPSPé



B PiCRPsPrPuPjPsPSCI'C,CECIPIP°P»Pé, B C%oPs B in B vitro B CI'PéP»PrPuPSP°C,C-P»B

B PiPsC,PuPSCtC-CRC” P°PSC,PéP°PiCEPRPiP°CtC-PNePSC- PuC, PpuPeC,Pé PSP°C,CHC-Ch
PSC-C,CEPsPiCRCICI'P&éPrCr. PKPpPjP°C” PIPsPrPSPsC— C-PSC, PsCHPjP°CTC-C— C%oPsPrPs
P+PpuP-PiPpPePé P-P°CI'C,PsCI'CFPIP°PSPSCLI CI'P&P»PrPuPSP°C,C-P»Cf PiP°C+C-C”PSC,P°Pj
C-P- PiPsCRCrCEPuPSPSCIIPjPé P-PiPsCEC,P°PSPSCII PeCEPsPIC- P°P+Ps PiPsCI'C,CEPsCh
PiPpPiC,PéCPSPsCR PIP6CHP°P-PePsCh. PyP°PeP&Pj CHP&PSPsPj, P-P°CI'C,PsCI'CIPIP°PSPSCII
CI'P&P»PrPuPSP°C, C-P»Cr PiP°CtC-C”PSC,P°Pj CtC-C”C— PiCRCIPiPé PjPsPIP»PéPIPn
P»P&CEPY PiC-CI'P»CII CHPuC,PuP»CHPSPsC— PsCtC-PSPePé CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCEP&CI'C,C- C,P° CEP&P-P&PeC-PL.

P’C,CEP°C,P° CI'P»CéC...Cé

P>C-PeP°CECILIPj CI'P»C-Pr PiPsCEP°PrPéC,Pé PiP°CtC-C”PSC,P°Pj PiCEP&PiPEPSPEC, Pé
P-P°CI'C,PsCI'CFPIP°PSPSCII C-PSPiC-P+C-C,PsCEC-PI PuP”P+5, PIPeP»CRC+P°CRC}Pé
PiCHPuPiP°CHP°C, P’C-PIP°PNeCEP°, C,P° PSPuPiP°PNePSPs P-PIPuCHPSCrC,PECI'CLI P-P°
PjPpPrP&C+PSPsCR PrPsPiPsPjPsPiPsCh Ct CEP°P-C- CEP°PiC,PsPIPsPiPs P-PSP&éPIPuPSPSCII
C$Pé PIC,CEP°C,Pé CI'P»CrC...Ct. PuCEPs CC- CLIPIPEC%oP°, CLIPeC- C,P°PePsPq
PjPsPYCIC,CHb CI'CtPiCEPsPIPsPrP{CtPIP°C,P6CI'CLI PrP-PIPsPSPsPj Cf PICEC...P°C... C,P°
P-P°PiP°PjPsCEPsC+PuPSPSCLIP;, PiPsPIC-PrPsPjP»CLIP»PsCI'CLI P- P°CI'PsCtC-P°C{C-C”Ch Cf
C$P°CI'C- C-P- P-P°CI'C,PsCI'CIPIP°PSPSCIIPj C-PSPiC-P+C-C,PsCEC-PI PxP"P+5,
PIPeP»CRC+P°CRC$Pé PiCEPuPiP°CHP°C, P'C-PIP°PN.CEP°. P’P&P-PSP°C4P&C,Pé, C+Pé CtC-
CLIPIP&C%oP° PICRCLIPjPs PiPsPIsF ™ CLIP-P°PSC- C-P- P-P°CI'C,PsCI'CtPIP°PSPSCIIP;
C-PSPiC-P+C-C,PsCEC-PI PxP”P+5, C1Pé P- C-PSCEPEPjP& C, P°PeC,PsCHP°PjPé,
PSPUPjPsPYP»P&PIPs.

PhPrPSPsC{P°CI'PSPu P-P°CI'C,PsCI'C4PIP°PSPSCII C-P- PiC-PiPsC,PuPSP-PéPIPSPEPjPé
PiCEPuPiP°CEP°C,P°PjPé

P’C-PIP°PNe.CHP° C+P&PSP&C,CH CI'PECI'C,PuPjPSCY
CI'CfPrPéPSPsCHPsP-CEPECHCRPIP°P»CHPSCY PrC-Ch C,P° PjPsPYPp PrP°P»C-
P-PSPEPYCrPIP°C,Pé P°CHC,PuCEC-P°P»CHPSPEPNe C,PECI'Pe Cr PiP°CtC-C”PSC,C-PI, CLIPeC-
P-P°CI'C,PsCI'PsPIC*CRC,CH PiC-PiPsC,PuPSP-PéPIPSC- P»C-PeP°CHCI'CHhPeC- P-P°CI'PsP+Pé.
P] PsPeCEPpPjPsPjCt PrPsCI'P»C-PrPIPuPSPSC- P»C-PeP°CHCI'CHPePsC— PIP-P°C”PjPsPrC-C—
PiCEPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P°PjP»PsPrPéPiC-PSCF (5 PjPi
P°P+Ps 10 PjPi) C,P° PiCRPuPiP°CHP°C,Cr P’C-PIP°PNeCHP° (100 PjPi) PiPuCHPsCHP°P»CHPSPs
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII CI'PuCEPuPrPSC” PrPsPrP°C,PePsPIPu P-PSP&PIPuPSPSCI]
CI'P&CI'C,PsP»C-C+PSPsPiPs C,PéCI'PeCr PSP° 8 PjPj CEC,. CI'C,., PrC-P°CI'C,PsP»C-C+PSPsPiPs
8H“ PSP° 7 PjPj CEC,. CI'C,.

P—P°C...PIPsCECRPIP°PSPSCII, C%oPs PiPuCEPuPrP°CRC,CEbCI'CLI CI'C,P°C,PuPIPéPj
CE€P»CIIC...PsPj

P—P°CI'C,PsCI"CfPIP°PSPSCLI PiCEPuPiP°CEP°C,Cf P'C-PIP°PN.CEP° PSPp P-P°C...P&C%0P°C”
PIC-Pr P-P°C...PIPsCECRPIP°PSCHb, C%oPs PiPuCEPuPrP°CRC,CHCI'CII CI'C,P°C,PuPIPEP]
CEP»CIIC...PsPj. PYP»C-Pr PiCEPsC-PSCI'C,CECIPeC,CIPIP°C,Pé PiP°CC-C”PSC,C-PI C%oPsPrPs
PSPuPsP+C...C-PrPSP&C... P-P°PiPsP+C-PPSP&C... P-P°CI'PsP+C-PI PrP»ClI P-P°C...P6CL'C,CT
PIC-Pr P-P°C...PIPSCECRPIP°PSCH, C%oPs PiPuCEPuPrP°CRC,CHCI'CII CI'C,P°C,PuPIPEP]
CEP»CIIC...PsPj, PIPeP»CRCP°CRCPé PIC-CRCICI" C-PjCfPSPsPrPuC,C-CtP&éC,Cr
P»CRPrP&PSPé.

PuPuCEC,PéP»CHPSC-CIC,CH



PuC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsP-Pé 100 PjPi P-PrPsCEPsPIPéPjPé
PrPsP+CHPsPIPsP»CHCtCIIPjPé PSPu CI'PiPsCI'C,PpCHC-PiP°P»PsCI'CI] PIPiP»P&PICT PSP®
PjPsCHC, PsP»PsPiC-Ch C$Pé CHCrC...PsPjC-CI'C,CH CI'PiPuCEPjP°C,PsP-PsC—PrC-PI.

P”Ps CI'PeP»P°PrCr P’C-PIP°PN.CHP*° PIC...PsPrPéC,CH P»P°PeC,PsP-P°, CLIPeC%oPs Ct P’P°CI’
PICI'C,P°PSPsPIP»PuPSPs PSPuPiPuCHPuPSPsCI'PEPjC-CI'C,CH PrPuCIIPeP&C... CtCrPeCHC-PI,
PiCHPsPePsPSCI'CrP»CHC,CrPNeC,PuCI'CII P- P»C-PeP°CHPuPj, PiPuCHCE PSC-PY
PiCHPEPNePjP°C,Pé CtPuPNe P»C-PeP°CHCI CHhPePEPNe P-P°CI'C-P+. PHCI'PiP°CHC,P°Pj (P+ 951)
PI CI'PeP»P°PrC- P»C-PeP°CRCI'CHhPePsPiPs P-P°CI'PsP+Ct C” PiPsC...C-PrPSP&Pj
C,,PuPSC-P»P°P»P°PSC-PSCF, C%oPs CLIPIP»CIIC” PSPuP+PuP-PiPuPeCt PrP»CII
C...PIPsCHP&C... PSP° C,PuPSC-P»PePuC,PsPSCrCHC-Ch.

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

PuCHPpPiP°CRP°C, PSPu PiCEPéP-PSP°C+PuPSP&PNe PrP»CII P-P°CI'C,PsCI'CrPIP°PSPSCII
PYC-PSPeP°PjPé.

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

P”PsCI'P»C-PrPPuPSCH PIPiP»P&PICE PiCEPpPiP°CEP°C,Ct PSP° P-PrP°C,PSC-CI'C,Clh
PePpCHCIPIP°C,Pé C,CEP°PSCI PiPsCEC,PSPéPjPé P-P°CI'PsP+P°PjPé C,P° PiICEP°CtCRPIP°C,Pé
P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé PSPy PiCRPSPIPsPrPéP»PsCICIL

PhCI'PeC-P»CHPePé Cr PiCHPsCtPuCI'C- PeP»C-PSC-C$PSPéC... PrPsCI'P»C-PrPPuPSCH
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C, C-P»Cr PiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCEPs
PIP&PiP°PrPePé P-P°PiP°PjPsCEPsC+PuPSPSCII C,P° PiPsCRCIrCEPuPSPSCII P- P+PsPeCr
PsCHPiP°PSC-PI P-PsCRCT, PiPuCEPuPr C,PéPj, C1IPe CI'C-PrP°C,Pé P-P° PePuCHPjPs
C,CRP°PSCI'PiPsCHC,PSPsPiPs P-P°CI'PsP+Cr P°P+Ps PiCKP°CtCRPIP°C,Pé P-
PjPuC...P°PSC-P-PjP°PjPé, PiP°CtC-C”PSC,P°Pj PSPuPsP+C...C-PrPSPs P-8§™ CIICI"C*PIP°C,Pé,
CIIPePsChR C” C—C...PSCII C-PSPrPéPIC-PrCrP°P»CHPSP° CEPuP°PeCtC-CII PSP®
P-P°CI'C,PsCI'CfPIP°PSPSCI] PiCHPuPiP°CEP°C,C¥.

PYPiPsCI'C-P+ P-P°CI'C,PsCI'C4PIP°PSPSCII C,P° PrPsP-Pé.
PuCHPuPiP°CEP°C, P-P°CI'C,PsCI'PsPICFfCRC,CH PiPuCHPsCHP°P»CHhPSPs.

PyP°P+P»PuC,PeCr CI'P»C-Pr PiPsPIPSC-CI'C,Ch CEPsP-PYCIPIP°C,Pé C,P°
PiCEPsPePsPIC,PSCIC,Pé.

P”PsCEHPsCIP»C-

PuCHPé PSPuPsP+C...C-PrPSPsCI'C,C- PiCEPuPiP°CEP°C, P'C-PIP°PN.CEP° CI'P»C-Pr



P-P°CI'C,PsCI'PsPICrPIP°C,Pé P-P° 1 PiPsPrPéPSCr PrPs CI'PuPeCI'CIP°P»CHPSPsC—
P°PeC,PEPIPSPsCI'C,C-. P PuPePsPjPuPSPrPsPIP°PSP°® PrPsP-P° CI'C,P°PSPsPIPEC,CHs 50 PjPi.
PhCI'PeC-P»CHPePé PiCHPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CIPIP°PSPSC-
PiCRPpPiP°CHP°C,Cr P- C—PIPuCh PIC-PrP+CrPIP°C”C,CHhCI'CII P-P°C,CHP&PjPeP®
P°P+CI'PsCHP+CtC-C— C,P° CrPiPsPIC-P»CHPSCRC”C,CHCI'CLI PuC, PuPeC,
PiCHPuPiP°CHP°C,Cr (PrPéPI. CHPsP-PrC-P» B«PuP°CHPjP°PePsPeC-PSPUC,PEPeP°B»),
CBPpPePsPjPaPSPrPsPIP°PSPs P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiCHPuPiP°CEP°C, PSP°C,C%oPy.

P—P°P»PuPYPSPs PIC-Pr PuC,PuPeC,PEPIPSPsCI'C,C- C,P° PiPuCHPuPSPsCI'PEPjPsCI'C,C-
PrPsP-Cr PiCEPuPiP°CHP°C,Ct PjPsPIPSP° P-P+C-P»CHCEP&C,Pé PrPs 100 PjPi P°P+Ps
P-PjPuPSCEP&C,Pé PrPs 25 PjPi*. PmP°PeCI'PéPjP°P»CHPSP° CHPpPePsPjPuPSPrPsPIP°PSP°
PrPsP-P° CI'C,P°PSPsPIP&C,CH 100 PjPi.

PiP°PeCI'P&PjP°P»CHhPSP° CHPUPePsPjPRPSPrPsPIP°PSP° CP°CI'C,PsC,P°
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CEP°C,Ct CI'C,P°PSPsPIPEC,CHb 1 CEP°P- PSP
PrPsP+Cr.

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeC?2

PkPuPsP+C...C-PrPSC-CI'C,CH Cr PePsCHPuPeCtC-C— PrPsP-Pé PiP°C+C-C"PSC,P°P;j
P»C-C,PSCHPsPiPs PIC-PeCr (PIC-PePsPj PIC-Pr 65 CRPsPeC-PI) PIC-PrCI'CrC,PSCII.

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

P”P»CILI PiP°CtC-C”PSC,C-PI C-P- PSPECEPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
P»PuPiPePsPiPs C,P° PiPsPjC-CHPSPsPiPs CI'C,CtPiPpPSCII C,CIIPYPePsCI'C,C-
(PeP»C-CHPuPSCI’ PeCRPuP°C,PéPSC-PSCr 308580 PjP»/C...PI) CHPuPePsPjPuPSPrPsPIP°PSP°
PrPsP-P° PiCRPuPiP°CRHP°C,Cr C” C,P°PePsCh PY, CLIPe PSP°PIPuPrPuPSPs PIPEC%oPy Cr
CHPsP-PrC-P»C- B«P”PsCRPsCI'P»C-B».

PLCI'PeC-P»CHPePé Cr PiP°CtC-C”PSC,C-PI P- PSPECEPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch C,CIIPPePsPiPs CI'C,CrPiPuPSCII (PeP»C-CHPuPSCI
PeCEPpP°C,PEPSC-PSCT < 30 PjP»/C...PI) PeP»C-CHPuPSCI CI'PéP»PrPuPSP°C, C-P»Cr
P-PSP&PIPuPSP&PN:, CI'P»C-Pr CHPsP-PiP»CLIPSCIC,Pé PjPsPIP»P&PIC-CI'C,CH
P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsP-Pé B B B B B 25 PjPi*. P—P°P»PuPqPSPs PIC-Pr

PuC, PpPeC,PEPIPSPsCI'C,C- C,P° PiPuCHPuPSPsCI'PéPjPsCI'C,C- PiCEPuPiP°CRP°C,Cr PiCEPé
PSPuPsP+C...C-PrPSPsCI'C,C- PrPsP-Ct PjPsPYPSP° PiPsCI'C,CrPiPsPIPs P-P+C-P»CHCEPEC,Pé
PrPs 50 PjPi C,P° PrPs 100 PjPi.

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

PhCI'PeC-P»CHPePé Cr PiP°CtC-C”PSC,C-PI C-P- PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (PSP°PiCHPéPeP»P°Pr, C-P- CtPECHPsP-PsPj) PeP»C-CHPuPSCI’
CI'PéP»PrPuPSP°C, C-P»Cr P-PSPéPYPuPSP&PNe, CI'P»C-Pr CHPsP-PiP»CIIPSCIC,Pé
PjPsPP»P&PIC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsP-Pé 25 PjPi*. P—P°P»PuP{PSPs PIC-Pr
PuC, PpuPeC,PEPIPSPsCI'C,C- C,P° PiPuCHPuPSPsCI'PéPjPsCI'C,C- PiCEPuPiP°CRP°C,Cr PiCHPé
PSPuPsP+C...C-PrPSPsCI'C,C- PrPsP-Cr PjPsPYPSP° PiPsCI'C,CrPiPsPIPs P-P+C-P»CIHCEPEC,Pé
PrPs 50 PjPi C,P° PrPs 100 PjPi.

PyP°CtC-C”PSC,Pé, CLIPeC- P-P°CI'C,PsCI'PsPIC3CEC,CH C-PSCEC- P»C-PeP°CFCI CHhPeC-
P-P°CI'PsP+Pé

PiPeC%oPs PiP°CtC-C”PSC,Pé PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICFfCRC,CH



C-PSPiC-P+C-C,PsCHPé CYP3A4 (PrPéPI. CEPsP-PrC-P» B«P’P-P°C"PjPsPrC-CLI P- C-PSCEPé&PjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PNeB»),
CI'P»C-Pr CHPsP-PiP»CLIPSCrC,Pé PjPsPP»P&PIC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII
PiPsC+P°C,PePsPIPsC— PrPsP-Pé 25 PjPi* (P-P° PIP&PSCIIC,PePsPj CEP&C,PsPSP°PIC-CHCT,
P-P°CI'C,PsCI'CfPIP°PSPSCI]I CIIPePsPiPs PsPrPSPsC+P°CI'PSPs P-C- CI'PéP»PrPuPSP°C, C-P»PsPj
PSPp CHPpPePsPjPuPSPrCrC”C,CHCI'CI], PrPéPI. CRPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P§SPuCHPuP- CHP&P-PéPe CHPsP-PIP&C,PeCr PiPsCI'C,CrCEP°P»CHPSPsC—
PiC-PiPsC,PpPSP-C-C— Cr PiP°CtC-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPIC*CRC,CH
P+P»PsPeP°C,PsCRHPé a-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI, PrPs PiPsC+P°C,PeCt
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr CI'P»C-Pr CrPiPuPIPSP&C,PECICL],
C%oPs C—C...PSC-PNe CI'C,P°PSB CI'C,P°P+C-P»CHPSP&PNe. PjP°PePsPq PiPsC,CHC-P+PSPs
CHPsP-PiP»CIIPSCIC,Pé PjPsPYP»PéPIC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII
PiPsC$P°C,PePsPIPsC— PrPsP-Pé 25 PjPi* (PrPéPI. CRPsP-PrC-P»Pé B«P’P-P°C”PjPsPrC-CII P-
C-PSCEPéEPjPé P»C-PeP°CHCI'CHbPePéPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé
PIP-P°C”PjPsPrC-PNeB» C,P° B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

*B P—P°CI'C,PsCI'PsPICIPIP°C,Pé Ct PIC-PrPiPsPIC-PrPSPsPjCr PrPsP-CrPIP°PSPSC-.

P”C-C,Pe.

PuCEPpPiP°CREP°C, PSPp PiPsPeP°P-P°PSPéPNe PrPs P-P°CI'C,PsCI'CrPIP°PSPSCII PsCI'PsP+P°Pj
PIC-PePsPj PrPs 18 CHPsPeC-PI.

PuPuCEPuPrPsP-CéPIP°PSPSCII.

PJ PiCRPsCtPuCI'C- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPPuPSCH P-P° CrC$P°CI'C,Ch
PrPsCHPsCI'P»P&C... PrPsP+CHPsPIPsP»CHCtC-PI PiC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCI]
PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé CI'PéP»PrPuPSP°C,C-P»Cr PrPs 800 PjPi PiPsP+C-C+PSC-
CHPpP°PeCtC-C— P+CrP»Pé PiPsPrC-P+PSP&PjPé PrPs C,PéC..., C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CILI PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
CI'PéP»PrPuPSP°C,C-P»Cr Cr PSPEPICP&EC... PrPsP-P°C..., P°P»Pp PIPEPSPEPeP°P»Pé
C$P°CI'C,C-C€Pyu C,P° P+CrP»Pé P+C-P»CHCE C,CLIPPeP&éPjPé. P—P°CI'C,PsCI'CrPIP°PSPSCII
CI'PéP»PrPpPSP°C,C-P»Cr Ct PrPsP-C- 200 PjPi PSPu PiCEP&P-PIPSPrPéP»Ps PrPs
PiC-PrPIP&C%oPuPSPSCII PuC,PuPeC,PEPIPSPSCI'C,C-, P°P»Pp CI'PiCHP&C+PEPSCIIP»Ps
P-CREPsCI'C,P°PSPSCII PeC-P»CHPePsCI'C,C- PIP&PiP°PrPeC-PI CHPsP-PIP&EC,PeCr
PiPsP+C-C+PSPé&C... CHPuP°PeCtC-PNe (PiPsP»PsPIPSPsPiPs P+PsP»Ch, PiCEP&PiP»PéPIC-PI
PeCHPsPIC-, P-P°PiP°PjPsCHPsC+PuPSPSCI], PrPéCI PiPuPiCI'C-C—, P-P°PeP»P°PrPuPSPsCI'C,C-
PSPsCI'P°, PiPsCRCrCEPuPSCH P- P+PsPeCt PsCEPiP°PSC-PI P-PsCHCT).

P] CHP°P-C- PiPuCEPuPrPsP-CrPIP°PSPSCII PiCHPé PSPuPsP+C...C-PrPSPsCI'C,C-
PIPrP°CRC,CHCI'CII PrPs P-PIP&C+P°PNePSP&C... PiC-PrC,CHPEPjCIPIP°P»CHPSPEC...
P-P°C...PsPrC-PI. PuCEP&CI'PePsCHPuPSPSCII PeP»C-CHPuPSCI'Ct CI'PEP»PrPpuPSP°C,C-P»Cr
PiCHPé PiPpPjPsPrC-P°P»C-P-C- PjP°P»PsPNePjPsPIC-CEPSPy C+PuCEPuP- PIP&CIPsPeP&PN
CI'C,CfPiC-PSCH> P-PIER™ CIIP-CfPIP°PSPSCII PiCHPuPiP°CRP°C,Ct P- P+C-P»PeP°PjPé
PiP»P°P-PjPé PeCRPsPIC- C,P° PIC-PrCI'CfC,PSC-CI'C,CH PuP»C-PjC-PSP°CtC-C—
CI'PéP»PrPuPSP°C,C-P»Cr C-P- CI'PuC+PuCHh.



PuPsP+C-C#PSC- CEPuP°PeCtC-C—.

PuCHPsC, C-P»CH P+PpP-PiPpPePé CI'PéP»PrPuPSP°C, C-P»Cr P+P°P-CrC”C,CHCI'CLI PSP°
PrP°PSPéC..., PsC,CHP&PjP°PSPEC... C-P- 74 PiPsPrPIC-PNePSPEC... CI'P»C-PiP&C...
PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSP&C... PeP»C-PSC-C+PSPé&C...
PrPsCI'P»C-PrPIPuPSCH (9570 PiP°C+C-C”PSC,C-PI). PkP°PNeC$P°CI'C,C-C€Pp
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs C,P°PeC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—, CIIPe
PiPsP»PsPIPSP&PN: P+C-P»CH, PiCEP&PiP»P&PIPé PeCHPsPIC-, PrPéCI'PiPuPiCI'C-CLI,
P-P°PeP»P°PrPuPSC-CI'C,CH PSPsCI'P°, P+C-P»CH Cr CI'PiPéPSC-,
P-P°PiP°PjPsCEPsCPuPSPSCI]I, PSCPrPsC,P°, PiCHPEPiP»P&PIPé PIP°CHCT,
PiPsCECrCEPuPSPSCII P-PsCHCT, CtC-P°PSPsPiCI'C-CII C,P° P-P°C,CHhPjP°CHPuPSPSCII
P-PsCECF. PtPSC, PsCHPjP°CtC-CII C%oPsPrPs PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe Cr
CHP°PjPeP°C... PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII
P+CfP»P° P-C-P+CHP°PSP° PiCRHPsC,CIIPiPsPj PiPuCEC-PsPrCr C,CEP&PIP°P»C-CI'C,Ch
P+C-P»CHCEPp PSC-PY 10 CHPsPeC-PI. PhCI'PeC-P»CIHbPePé P-P°CIIPIPSPEPePsPIC-
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PSPu PiCEPs PICI'C- PiPsP+C-C$PSC- CEPuP°PeCtC-C— C,P°
PSPu PICI'C- PiPsP+C-C$PSC- CHPuP°PeCtC-C— P+CrP»Pé PIPeP»CRC+PpPSC- PI P+P°P-Cr
PrP°PSP&C... P- P+PpP-PiPuPePé, C+P°CI'C,PsC,P° C,P°PeP&C... CHPuP°PeCtC-PNe PSPy PjPsPYPu
P+CrC,Pé PrPsCI'C,PsPIC-CEPSPs PIPEP-PSP°C+PuPSP°.

PJCI'C- PeP»C-PSC-C$PSPs P-PSP°C+CrC%oC- PiPsP+C-C+PSC- CHPpP°PeCtC-C—, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CI] PiC-Pr C$P°CI' PeP»C-PSC-C$PSPéC...
PrPsCI'P»C-PrPIPuPSCH C$P°CI'C,C-C€Py, PSC-PY PiCEPé P-P°CI'C,PsCI'CfPIP°PSPSC-
PiP»P°CtPuP+Ps, PSP°PIPuPrPuPSPs PSP&EPYC+Pu P-P° CI'PECI'C,PuPjP°PjPé PsCHPiP°PSC-PI C,P°
C$P°CI'C,PsC,PsCh: PrCrPPu C+P°CI'C,Ps (=1/10), CfP°CI'C,Ps (=1/100 8F“ <1/10),
PSPuC+P°CI'C,Ps (=1/1000 BR“ <1/100), CRC-PrPePs (=1/10000 85" <1/1000), PrCfPPu
CHC-PrPePs (<1/10000), C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP°® (PSPu PjPsPYPu P+CrC,Pé
PICI'C,P°PSPsPIP»PuPSP° PIPEC...PsPrCIIC+Pé P- PSP°CIIPIPSPEC... PrP°PSP&C...).
P§P°CI'C,PsC,P° PeP»C-PSC-C$PSPs P-PSP°C+CrC%oP&C... PiPsP+C-C+PSP&C... CHPuP°PeCtC-PNe,
PiCHPs CLIPeC- PiPsPIC-PrPsPjP»CLIP»PsCI'CLI Ct CHP°PjPeP°C...
PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIP&C... CI'PiPsCI'C,PuCHPuPYPuPSCH, PIP&P-PSP°CPuPSP°
CIIPe PSPuPIC-PrPsPjP°. P] PjPuPYP°C... PePsPJPSPsC— PiCHCrPiPé P-P° C+P°CI'C,PsC,PsCh
PiPsP+C-C+PSC- CHPuP°PeCtC-C— PSP°PIPuPrPuPSC- Cf PiPsCHCILIPrPeCr
P-PjPuPSCEPuPSPSCII C—C... CIPuCEPN:PsP-PSPsCI'C,C-.

P1PSC,PuPeCtC-PNePSC- C,P° C-PSPIP°P-PéPIPSC- P-P°C...PIPSCECRPIP°PSPSCII
PkPuC$P°CI'C,Ps: CRPEPSC-C,.

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

PkPuC+P°CI'C,Ps: CBPuP°PeCtC-C— PiC-PrPIP&C%oPuPSPsC— C+CrC,P»PEPIPsCI'C,C-.
P— P+PsPeCé PSPuCEPIPsPIPsC— CI'PECI'C,PuPjPé

P”CfPYPp C+P°CI'C,Ps: PiPsP»PsPIPSP&PNe P+C-P»Clb.

P§P°CI'C,Ps: P-P°PiP°PjPsCHPsC+PpuPSPSCI].

P&PuC$P°CI'C,Ps: CI'PsPSP»P&PIC-CI'C,CH, PiC-PiPuCI'C,PuP-C-CII.



P C-PrPePs: C-PSCI'CrP»CHC,, CI'PéPSPePsPiPy, C,CHP°PSP-PEC,PsCHPSP° C-CE€PpPjC-C$PSP°®
P°C,P°PeP°, CI'CfPrPsPjPé, CHPuCtP&éPrPéPIPé CI'CrPrPsPj.

P— P+PsPeCé PsCHPiP°PSC-PI P-PsCFC?2

P§P°CI'C,Ps: PiPsCECFCEPEPSPSCII CI'PiCEP&EPN-PSCLIC,C,CLI PePsP»CHPsCECT*,
CEPsP-P»P°PrPé P-PsCECK, P-P°C,CHbPjP°CEPuPSPSCILI P-PsCECE.

P&PuC$P°CI'C,Ps: CRPsP-P»P°PrPé CI'P»CHbPsP-PsPIPEPrC-P»PuPSPSCLI**, P+C-P»CH Pl
PsCP°C..., C,PsC,PsC, PsP+C-ClI, C,PsC,PsPiCI'C-ClJ, PiC-PiPpuCHPRPjC-CII PsC{PuPN,
CLICI'PeCEP°PIC-CI'C,CHh P-PsCHCY, PePsPSEF™ CRPSPeC,PéPIC-C,.

P C-PrPePs: PSPuP°CHC,PuCHC-P°P»CHPSP® PiPpCHPuPrPSCII C-CEPpPjC-C+PSP°
PSPuPNeCHPsPiP°C,C-CII P-PsCHPsPIPsPiPs PSPuCHPIP®, PsPeP»CRP-C-CII CI'CPrPéPS
CI'C-C,PeC-PIPePé, CHPUC,PEPSP°P»CHPSPEPN: PeCEPsPIPsPIPEP»P&PI,
P°CHC,PuCHC-PsCI'PeP»PuCHPsC,PECHPSP° CRPuC,PEPSPsPiP°C,C-Cl], PiPsCHCrCEPuPSPSCII
P- P+PsPeCr CI'C-C,PeC-PIPePé, PiP»P°CrPePsPjP°, PrPuC,PuPeC,Pé PiPsP»CII P-PsCHCT,
PrPéPiP»PsPiC-CII, P-PSP&PIPuPSPSCII PiPsCI'C,CRHPsC,Pé P-PsCHCT, PjC-PsPiC-CIJ,
P°CI'C,PuPSPsPiC-CI], PiP»P°PIP°CRC#C- PiPsPjCrC,PSC-PSPSCII CI'PeP»P&CI'C,PsPiPs
C,C-P»P°, PiPsCHCrCEPUPSPSCI]I P- P+PsPeCr CHP°PNePrCrPPSPsC— PsP+PsP»PsPSPePé,
PjC-PrCHC-P°P:, PiPsCIIPIP® CI"CIICRC$Pé&C... PeCRHCIPiC-PI PSP°PIPePsP»Ps PrP{PuCHPuP»P°
CI'PIC-C,P»P° (PiP°P»Ps) Cf PiPsP»C- P-PsCEHCYt, PSP°P+CHCLIPe PsC+PuPNe,
PiCEP&PiCrC...P»C-CI'C,CH PsC+PpPNe, PiPsCHCIrCEPPPSPSCII P- P+PsPeCr PsC+PuPNe,
PiC-PiPuCHPuPjC-CII PePsPSER ™ CRPSPeC,PéPIPE, PiPsPrCHP°P-PSPuPSPSCII PsCPuPNe,
P°PSPsPjP°P»CHPSC- PIC-PrC+CrC,C,CII PI PsC+P°C..., PSP°P+CHCIIPe PiPsPIC-Pe,
P-PSPuP+P°CHPIP»PpPSPSCII CI'PeP»PuCHPé.

P— P+PsPeCé PsCEPiP°PSC-PI CI'P»C&C...C4 C,P° PIPuCI C,PéP+C2P»CIICFPSPsPiPs
P°PiP°CHP°C,C2

PkPuC$P°CI'C,Ps: P-P°PiP°PjPsCHPsC+PuPSPSCII, PIPuCHC,PéPiPs, PrP-PIC-PS Cr PICfC...P°C....
P C-PrPePs: PiP»CrC...PsC,P°.
P— P+PsPeCé CI PuCFCtPuPIPs-CI C2PrPéPSPSPsC— CI'PéCI'C,PuPjPé

P§P°CI'C,Ps: PiCHP&PiP»P&PIPé PeCRPsPIC- PrPs PsP+P»P&CtCECLI, PiCHP&PiP»P&PIPS
P{P°CECF.

PkPuC$P°CI'C,Ps: C,P°C...C-PeP°CHPrC-Cl], PiPsCI'PéP»PuPSPu CI'PuCHCtPuP+P&éC,C,CII,
P°CHC,PuCRC-P°P»CHPSP° PiC-PiPuCHC,PuPSP-C-CII, P°CHC,PuCHC-P°P»CHPSP®
PiC-PiPsC,PpuPSP-C-CI].

P C-PrPePs: CRHP°PiC,PsPIP° CI'PuCHCtPuPIP°® CI'PjPuCHC,CH, C-PSC,P°CHPeC,
PjC-PsPeP°CHPrP°, CEP»CrPSPsC+PePsPIP° P°CRP&C,PjC-CI], C,C-P+CRHP&éP»CIICtC-CII
PiPpCHPpPrCI'PuCHPrCH, PSPuCI'C,P°P+C-P»CHPSP° CI'C,PpPSPsPeP°CHPrC-CII.

P— P+PsPeC3 PrPéC...P°P»CHPSPsC— CI'PéCI'C,PuPjPé, PiCFC2PrPSPsC— PeP»C-C,PePé C,P°
CI'PuCEPuPrPsCI'C,C-PSPSCII

P§P°CI'C,Ps: P-P°PeP»P°PrPuPSC-CI'C,CH PSPsCL'P°.

P&PuC+P°CI'C,Ps: PSPsCI'PsPIP° PeCRHPsPIPsC,PuCtP°, P-P°PeP»P°PrPuPSC-CI'C,CH



PiCHPEPrP°C,PePsPIP&C... PiP°P-CrC... PSPsCI'P°.

P C-PrPePs: PIC-PrC+CrC,C,CILI CI'C,PéCI'PSPuPSPSCII Cr PiPsCHP»C-, PSP°P+CHCLIPe
CI'P»Pé&P-PsPIPsC— PsP+PsP»PsPSPePé PSPsCI'P°, CI'CfC...C-CI'C,CH Cr PSPsCI'C-.

P— P+PsPeC?2 C€P»C2PSPePsPIPs-PePéC€PePsPIPsPiPs C,CHP°PeC,Cé

P§P°CI'C,Ps: PSCrPrPsC,P°, PrPéCI PiPuPiCI'C-CII.

PkPpC$P°CI'C,Ps: PiP°CI'C,CHPsPuP-PsC, P°PiPuP°P»CHPSP° CHPuC,P»CRPeCI'PSP°
C...PIPsCEPsP+P°, P+P»CRPIP°PSPSCII, P+C-P»CH Cr PIPuCEC...PSC-PNe C+P°CI'C,PEPSC-
PYP&PIPsC,P°, CI'CrC...C-CI'C,CH Ct CHPsC,C-.

P C-PrPePs: PiC-PiPuCI'C,PuP-C-CILI CEPsC,PsPIPsC— PiPsCEPsPYPSP&PSPé.

P— P+PsPeCé C€PeC-CFPé C,P° PiC-PrC€PeC-CFPSPsC— PeP»C-C,PePsPIPéPSPé
P&PuC+P°CI'C,Ps: PIP&CI'PEPiP°PSPSCII.

P C-PrPePs: CI'P6PSPrCEPsPj PYC,C-PIPpPSCI'P°EF“P”P{PsPSCI'PSPSP°, C,PsPeCI"P&C+PSPEPNe
PuPiC-PrPuCHPjP°P»CHPSPEPNe PSPUPeCEPsP»C-P-.

P— P+PsPeC3 PsPiPsCHPSPs-CFC4C...PsPIPsPiPs P°PiP°CFP°C,Cé C,P° CI PiPsP»CéC$PSPsC—
C,PeP°PSPéPSPe

PkPpC+P°CI'C,Ps: PjC-P°P»PiC-CI], P+C-P»CH Cr PeC-PSCtC-PIPeP°C....
P— P+PsPeCé CI'PuC#PsPIPéPrC-P»CHPSPsC— CI'PéCI'C,PuPjPé
PkPuC$P°CI'C,Ps: PiPuPjP°C,CrCHC-CII.

P— P+PsPeCé CEPuPiCEPsPrCéPeC,PéPIPSPsC— CI'PéCI'C,PuPjPé C,P° PjPsP»PsC#PSPéC...
P-P°P»PsP-

P C-PrPePs: PeCRPsPIPsC,PuCtP° P-C- CI'C,P°C,PpPIPsPiPs C+P»PuPSP°, PiCHC-P°PiC-P-Pj,
PiPuPjP°C,PsCI PiPpCEHPjC-ClI, PiPsPrPsPIPIPuPSP° PuCEPuPeCtC-CII.

P—P°PiP°P»CHPSC- CEPsP-P»P°PrPé C,P° CFPuP°PeCtC-C— C#é PjC-CI'Ct+C- PIPIPuPrPuPSPSCII

PkPuCP°CI'C,Ps: P+C-P»Clb Cf PiCECrPrCLIC..., PiC-PrPIPEC%oPuPSP®
PIC,PsPjP»CRPIP°PSC-CI'C,Clb, PIC-PrCiCrC,C,CLI PIP°CHCY.

P C-PrPePs: PiPsPrCHP°P-PSPuPSPSCII.
P>P°P+PsCEP°C,PsCEPSC- C,PuCI'C,Pé

PXPuC#P°CI'C,Ps: PiC-PrPIPéC%oPuPSP°® C+P°CI'C,PsC,P° CI'PuCHCtPuPIPEC...
CI'PePsCHPsC+PuPSCIH.

* B PiPsCHCrCEPpPSPSCII CI'PiCRHP&PN-PSCIIC,C,CII PePsP»CHPsCHCT: C...P»PsCHPsPiCI'C-Cl],
C...CHPsPjP°C,PsPiCI'C-CI], CtC-P°PSPsPiCI'C-CII, PuCEP&C,CHPsPiCI'C-CIJ,
PeCI'P°PSC,PsPiCI'C-CII.

** PiiPsCHCrCEPPPSPSCII CI'P»CHPsP-PsPIPéPrC-P»PpPSPSCII: CI'CtC...C-CI'C,CH PI



PsCP°C..., PiPsCECFCEPuPSPSCII CI'P»CHbPsP-PsPIP&PrC-P»PpuPSPSCII C,P°
PiC-PrPIP&C%oPuPSPSCLI CI"P»CHhPsP-PsPIP&PrC-P»PuPSPSCIL.

PkP&PYC+PuP-P°P-PSP°C+PuPSC- CIIPIPEC%o0P° CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cr < 2 %
PiP°CtC-C”PSC,C-PI Cr PiCHPsCtPuCI'C- PePsPSC,CEPsP»CHPsPIP°PSPEC...
PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH; PiCHP&CPEPSPSPEPNe

PIP-P°C”PjPsP-PIBR ™ CLIP-PsPe PSPy PIPéP-PSP°C+PuPSP&PNe. PiPsPIC-PrPsPjP»PuPSPSCII
PIPeP»CRC$P°P»Pé CLIPIPEC%0P°, C%oPs PjP°P»Pé PIC-CHPsPiC-PrPSP&PNe P-PIBF ™ CLIP-PsPe
C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiCRPuPiP°CRP°C,Cr. PIPIPEC%o0P°, C1IPeC- PSPy P+CrP»Pé
P-P°P-PSP°C#PpPSC-, P+CrP»Pé P»PuPiPePéPjPé C,P° PiPsPIC-PrPsPjP»PuPSPSCII P+CrP»Pé
PrCrPYPu PSPuC,PsC+PSP&PjPE, C%oPsP+ PjP°C,Pé P-PSP°C+PuPSPSCI].

P—P°PiP°P»CHPSC-. PkP°P+CHCLIPe PsP+P»P&C+C+CLI, CEPuP°PeCtC-C—
C,PsC,PsC+CtC,P»P&PIPSCI'C,C-, CEPsPe, P°CI'C,PuPSC-CLI, P+C-P»CH, CEP°PiC,PsPIPu
PiP°PrC-PSPSCLI, P+C-P»CH Ct PJP&PIPsC,C-, CEP°PiC,PsPIPu PiPsCEPePsPrPIPuPSPSCIL

P— P+PsPeCé CI' PuCFC1PuPIPs-CI CéPrPéPSPSPsC— CI'PéCI'C,PuPjPé:
CI'C,PuPSPsPeP°CEPrC-CLI, PhV-P+P»PsPeP°PrP°, PjC-PiCHPuPSCH, PiPsCI'C,CFfCHP°P»CHPSP°
PiC-PiPsC,PpPSP-C-CII, C-C€PpPjC-CII PjC-PsPeP°CHPrP°, C,CHPsPjP+PsP- CI'CfPrPéPS
PiPsP»PsPIPSPsPiPs PjPsP-PeCr, CEP°PiC,PsPIP° P-CrPiPéPSPeP° CI'PuCHCtCI],
PIC-PrC...PéP»PuPSPSCII PiPsPeP°P-PSPéPeC-PI P+PP“, PeP°CHPrC-PsPjC-PsPiP°C,C-CIL.

P— P+PsPeCé CE£P»C3PSPePsPIPs-PePéCEPePsPIPsPiPs C,CHEP°PeC,Cé: PiP»PsCI'PéC,, PePsP»C-C,,
PrPéCI'C,P°PiC-CIJ, PiP°CI'C,CHPEC,, PiP°CI'C,CHPsPuPSC,PuCRPé&C,, PuP-PsC,P°PiC-C,,
CI'C,PsPjP°C,P&C,, PiPsCHCIrCEPuPSPSCII CHPuP-CtP»CHC,P°C,C-PI PiPuC+C-PSPePsPIPEC...
PiCEPsP+, CEPpuPeC,P°P»CHPSP° PeCRPsPIPsC,PuCtP°, PiC-PSPiC-PIC-C,.

P— P+PsPeCé CI'P6CI'C,PuPjPé PeCFPsPIC- C,P° P»C-PjC,P°C,P6C+PSPsC— CI'PéCI'C,PuPjPé:
P°PSPuPjC-CLI, P»PuPNePePsPiPuPSC-CII.

P PsP-P»P°PrPé PjPuC,P°P+PsP»C-P-PjCé C,P° C...P°CEC+C3PIP°PSPSCII: CI' PiCHP°PiP®,
PSP°P+CHCLIPe, PiPsPrP°PiCHP°, PSPuCI'C,P°P+C-P»CHPSP&PNe PrC-P°P+PpC,,
PiC-PiPpCEPiP»C-PePpPjC-Cl, PiPuCEP&C, PuCEPECEPSC- PSP°P+CHCLIPePE,
PiC-PiPpCECtCHP&PePuPjC-ClI, PiC-PiPsPiP»C-PePuPjC-CLI, PiC-PiPpuCEPSP°C,CEC-C”PjC-CLL.

P— P+PsPeCé CI PePuP»PuC,PSPs-PjeF™ CLIP-PsPIPsC— CI'PéCI'C,PuPjPé: P°CHC,CRP&C,,
P°CHC,CHPsP:, CHPsP-CHP&PI CI'CrC...PsPIPéP»P»ClI, C,PpuPSPsCI'PéPSPsPIC-C,, P+C-P»CH Cr
PeC-CI'C,PeP°C..., PjC-P°CI'C,PuPSC-CII, CI'PéPSPsPIC-C,.

P— P+PsPeCé PSPuCEPIPsPIPsC— CI'PéCI'C,PuPjPé: P°C,P°PeCI'C-CI], PSPuPICHP°P»PiC-CI]J,
PSPuPNeCHPsPiP°C,C-CI], PiP°CHPuCI'C,PuP-C-CIJ, C,CEPuPjPsCH, PIPuCHC,P&EPiPs,
PrPpPiCHPuCI'C-CII, P+PuP-CI'PsPSPSCI], P°PSPsPjP°P»CHPSC- CI'PSPsPIPéPrC-PSPSCI],
P-PSPEPYPuPSPSCII CHPuC,P»PuPeCI'C-PI.

P— P+PsPeCé PrPéC...P°P»CHPSPsC— CI'PéCI'C,PuPjPé: P°CI'C,PjP°, PrPéCI'PiPSPsPy,
P»P°CHP&PSPiC-C,, C,P°CHPEPSPiC-C,, CI'PEPSCICI'P&éC,, PCHPsPSC...C-C,, PiPsCI'PéP»PpuPSPyu
CI'P»PéPSPsPIPEPTC-P»PpuPSPSCII, PiPsCI'PEP»PuPSPSCII PeP°CEP»CR.

P PsP-P»P°PrPé P- P+PsPeCé CEPeC-CEFPé: PeCHPsPiP&PIER™ CLIPSPeP®, PiPuCEPiPuCr,
CI'PIPuCEP+C-PY, PiC-PrPIP&C%0PuPSP® PiC-C,P»P&PIC-CI'C,CHb, PIPECEP°P-PePé CEPeC-CHP8,
PePsPSC,P°PeC,PSPEPNe PrPuCEPjP°C,P&C,, PuPeCI'C, PsP»C-P°C,PEPIPSP&PNe PrPuCEPjP°C,P&C,.

PYPiPuCtPéC, C-C£PSC- PIC-PrC+C4C,C,CLI: CEP°PiC,PsPIPp P-PSPEPIPuPSPSCII C1Pé



PIC,CEP°C,P° CI'P»CrC...Cf, P+C-P»CI Cr PICfC...P°C..., PeCEPsPIPsPIPéP»P&PI Ct PsPePs,
PeP°C,P°CRHP°PeC,P°, CI'CfC...C-CI'C,CH PI PsCtP°C....

P— P+PsPeCé C4CFPsPiPuPSC-C,P°P»CHPSPsC— CI'PéCI C,PuPjPé: CtPéCI'C,PEC,,
PSC-PeC,CrCRC-CI], PiC-PrPIP&C%oPuPSP° C+P°CI'C,PsC,P° CI'PuC+PsPIP&PiCICI PeP°PSCI,
P-P+C-P»CHCEPpPSPSCI]I PjPsP»PsC+PSP&C... P-P°P»PsP-, PSPuC,CEP&PjP°PSPSCII CI'PuC+C-,
PiPsCHCrC€PpPSPSCII PuCIIPeCrP»CIICtC-C—, PSP°P+CHCILIPe CI'C,P°C,PuPIPEC...
PsCHPiP°PSC-PI, P°PSPsCHPiP°P-PjC-CI].

P”PsCI'PIC-Pr P-P°CI'C,PsCI'CfPIP°PSPSCII PiC-CI'P»CII PIP&C...PsPrCr PSP° CHP&PSPsPe.

PuC-CI'P»CII PIPEC...PsPrCr PiCEPuPiP°CRP°C,Cr PSP° CRPéPSPsPe P+CrP»Pé
C-PrPuPSC,P&C, C-PePsPIP°PSC- PSPEPYC+PuP-P°P-PSP°C+PuPSC- PiPsP+C-C$PSC-
CBPpP°PeCtC-C—. PhCI'PeC-P»CHPePé PiCHPs C,P°PeC- CHPuP°PeCtC-C—
PiPsPIC-PrPsPjP»CIICRC,CH PrPsP+CHPsPIC-P»CHPSPs C,P° PiPsPIC-PrPsPjP»PuPSPSCII
PSP°PrC...PsPrCIIC,CH PIC-Pr PiPsPiCrP»CIICtC-C— PSPuPIC-PrPsPjPsC—
C$P&CI'PuP»CHPSPsCI'C,C-, PSPy P-P°PIPYPrPé PjPsPYPSP° PrPsCI'C,PsPIC-CEPSPs
PsCtC-PSPé&C,Pé C—C... C+P°CI'C,PsC,Cr C,P° PICI'C,P°PSPsPIP&C,Pé PiCHP&CPEPSPSPEPNe
P-PIBR ™ CIIP-PsPe C-P- PuPeCIPiPsP-PéCtC-C”CR P»C-PeP°CRHCI'CHhPePsPiPs P-P°CI'PsP+Cr.
P!C- CIIPIP&C%oP° P+CfP»Pé P-P°P-PSP°C+PuPSC- CIIPe C+PuCEPuP- C—C...
CI'PuCHPNePsP-PSC-CI'C,CH, C+P°CI'C,PsC,Cr PiPsPIC-PrPsPjP»PuPSPSCIJ,
PIC-PrCI'CrC,PSC-CI'C,CH> C+C-C,PePsPiPs P°P»CHC,PuCHPSP°C,PEPIPSPsPiPs

P-PIBR™ CIIP-PeCt, C,P°Pe C- C+PuCHPpP- PePsPjP+C-PSP°C+C-Ch CtPéC... C,P°PeC,PsCHC-PI.

PYPuCECtPuPIPs-CI'CéPrPéPSPSC- C,P° C+PuCEPuP+CEPsPIP°CI PeC3P»CIICFHPSC-
CLIPIPéC%oP°. PiiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs CI'PuCHPNePsP-PSC- CI' PuCRCtPuPIPs-
CI'CfPrPéPSPSC-, CtPuCHPuP+CHPsPIP°CI PeCrP»CIICHPSC- C,P° CI'CfPrPéPSPSC-
CIIPIP&C%oP°, PIPeP»CRC+P°CRCtPé CtPuCHPpuP+CHPsPIP°CI'PeCrP»CIICHPSCY
PeCHPsPIPsC,PuC#Cr, CI'CfP+P°CHP°C...PSPsC—PrP°P»CHPSCT C,P°
PIPSCrC,CHC-CEPSCHPsCtPuCEPuP+CHP°P»CHPSCr PeCHPsPIPsC,PuCiCr C,P°
P»PpPiPpPSPuPICT PeCHPsPIPsC,PuC+Cr, C%oPs P+CrP»Pé PiPsPIBf™ CIIP-P°PSC- Cr CP°CI'C-
C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj CI'PéP»PrPuPSP°C,C-P»Cr. P] P+C-P»CHCEPsCI'C,C-
PiP°CtC-C”PSC,C-PI P+CrP»Pé PSP°CIIPIPSC- C,P°PeC,PsCHPé CI'PuCHCtPuPIPs-
CI'CrPrPéPSPSPsPiPs CHPéP-PEPeCr. PiiPsPIC-PrPsPjP»CIIP»PsCI'CLI, C%oPs P+P°PiP°C,Ps P-
CtPé&C... CIIPIP&C%o PIPEPSP&PeP»Pé& PiC-Pr C+P°CI' P°P+Ps PsPrCRHP°P-Cr PiC-CI'P»CII
CI'PuPeCI'CrP°P»CHPSPsC— P°PeC,P&PIPSPsCI'C,C- C,P° PrPuPeC-P»CHPeP° CLIPIPEC %o
PIPEPSP&PeP»Pé PsPrCRHP°P-Cr PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII
CI'PéP»PrPuPSP°C, C-P»Cr P+PpP- CI'PpuPeCI'CrP°P»CHPSPsC— P°PeC,PéPIPSPsCI'C,C-.
PtPSCEC- CIIPIPEC%oP° PIPEPSP&PeP»Pé PiCEPsC,CIIPiPsPj PSP°CI'C,CrPiPSP&C... PiPsPrPéPS
C$Pé PrPSC-PI PiC-CI'P»CI] P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr C,P°
CI'PpPeCI'CfP°P»CHPSPsC— P°PeC,PEPIPSPsCI'C,C-. PkPpuPjPsPIP»P&PIPs
PICI'C,P°PSPsPIPEC,Pé, C+Pé CtC- CLIPIPEC%o0P° PiPsPIsF ™ CLIP-P°PSC- C-P-
P-P°CI'C,PsCI'CtPIP°PSPSCIIPj PiCRPuPiP°CEP°C,Cf, C-P- CI'PuPeCI'CFP°P»CHPSPsCh
P°PeC,PEPIPSC-CI'C,CR, C-P- PSP°CIIPIPSP&PjPé C,P°PeC,PsCEP°PjPé CHPéP-PéPeCr C+Pé C-P-
PePsPjP+C-PSP°CtC-C”Ch CtPéC... C,P°PeC,PsCRC-PI, CfPé P- C-PSCEP&PjPé

C, P°PeC,PsCHP°PjPé.

PwCEPsPIPsPSPsCI'PSP° C,P° P»C-PjC,P°C,PéC+PSP° CI'PéCI C,PuPjPé:
PIP°P-PsPsPeP»CRP-P&PIPSP&PN. PeCHPEP-. P] PSPuPIPuP»P&PePsPjCt P-P°PIC+P°CI'PSPs
PiCEP&PiPEPSPuPSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- P-P°CI'C,PsCI'CIPIP°PSPSCI]
PiCHPpPiP°CHP°C,Ct CI'PéP»PrPuPSP°C, C-P» P-P° CfC+P°CI'C,ChR PiP°CtC-C”PSC,C-PI P
P»PpPiPuPSPuPIPsCh P°CHC,PuCHC-P°P»CHPSPsCh PiC-PiPpnCHC,PuPSP-C-C”"CR,
PIC,PsCHPEPSPSPsCh C%oPsPrPs CI'PpCHPiPsPiPsPrC-P+PSPsPeP»C-C,PéPSPSPsC—



P°PSPuPjC-C—, PiCRHPé P-P°CI'C,PsCI'CfPIP°PSPSC- CI'PéP»PrPuPSP°C,C-P»Cr PiCHPs
CHPsP-PIP&C,PsPe PIP°P-PsPsPeP»CRP-PéPIPSP&C... PeCHP&P-C-PI, C%oPs
PiPsC,CBPuP+CrPIP°P»Pé PiPsCI'PiC-C,P°P»C-P-P°CtC-C—, PiPsPIC-PrPsPjP»CLIP»PsCI'CII
C$P°CI'C,C-C€Pp, PSC-P{ PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PiP»P°CtPuP+Ps.
PP»C-PSC-C+PSPu P-PSP°C+PuPSPSCII CtC-C”C— C-PSC,PsCHPjP°CtC-C— PrP»CII
PiP°Ct+C-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPIC*CRC,CH CI'PéP»PrPuPSP°C,C-P» P-
PjPuC,PsCh P»C-PeCrPIP°PSPSCII PuCHPuPeC,PéP»CHPSPsC— PrPéCI'C,CrPSPeCtC-C—,
PSPuPIC-PrPsPjPs.

P— P+PsPeCé PSPuCEPIPsPIPsC— CI'PECI'C,PuPjPé: C,CRP&PIPsPiP°, C,CHP°PSP-P&C,PsCHPSP®
PiP»PsP+P°P»CHPSP° P°PjPSPuP-C-CII.

PYPiPuCtPéC,C-C+PSC- PIC-PrCtC2C,C,CII

PYP»C4C.... PuC-CI'P»CLI PIP&C...PsPrCr PICHPuPiP°CEP°C,Cr PSP° CEP8PSPsPe
PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs PIPEPiP°PrPePé CHP°PiC,PsPIPsPiPs P-PSPéPYPuPSPSCII
CtPé PIC,CRP°C,Pé CI'P»CrC...Ct, PiPsPIBR™ CLIP-P°PSC- Cr CP°CI'C- C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj CI'PéP»PrPuPSP°C,C-P»Cr. P] PrPuCLIPePé&C... PIPEPiP°PrPeP°C...
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCEPs PSP°CLIPIPSC-CI'C,CH PjPuPrPéC+PSP&C... CI'C,P°PSC-PI
C,P° C-PSC£P&C... C,P°PeC,PsCEC-PI, C%oPs PjPsPiP»Pé PIC-PrC-PiCHP°C,Pé CHPsP»CH Cr
CHPsP-PIP&C,PeCr PiPsP+C-C+PSPé&C... CEPuP°PeCtC-PNe P- P+PsPeCr CI'P»CrC...Cr. PJ
P+P°PiP°C,CHPsC... PIPEPiP°PrPeP°C... C-PSC, PsCHPjP°C1tC-CII C%oPsPrPs
PiPsPrP°P»CHCEPsPiPs PjPpPrPéC+PSPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII
PIC-PrCI'CrC,PSCII. P’PéP-PSP°C+P&C,Pé, C+Pé CtC- CLIPIPEC%oP° PiCHCLIPjPs

PiPsPIsR™ CIIP-P°PSC- C-P: P-P°CI'C,PsCI'CtPIP°PSPSCIIPj CI'PéP»PrPuPSP°C,C-P»Cft, P-
PSP°CIIPIPSPéPjPé C,P°PeC,PsCHP°PjPé CHPéP-PéPeCr PIC,CHP°C,Pé CI'P»CrC...Cr, P-
PePsPjP+C-PSP°CtC-C”"Ch CtPéC... C,P°PeC,PsCRC-PI C+Pé P- C-PSCEP&PjPé
C,P°PeC,PsCHP°PjPé&, PSPuPjPsPP»P&PIPs.

P—C-CB. PjPéPjC+P°CI'PsPIP° PIC,CEP°C,P° P-PsCHCY, PiPsC+PuCHPIPsPSC-PSPSCII PsC+PuPNe,
PiPpC$C-PSPSCII PI PsC+P°C..., PiC-PrPIP&C%oPuPSPSCII PIPSCrC,CHC-CEPSCHPsPsC+PSPsPiPs
C,PECI'PeCr, PSP°P+CHCIIPe CI'C-C,PeC-PIPePé, CI'CrPrPéPSPSC-
P-P°C...PIPsCHCRPIP°PSPSCII CI'C-C,PeC-PIPePé C+Pé PeCHPsPIPsC,PuCiP°,
PIC-PrC€P°CRCrPIP°PSPSCII CI'PeP»PECI'C,PsPiPs C,C-P»P°.

P1iiC-CI'P»CI] PIP&C...PsPrCr PiCHPuPiP°CRP°C,Ct PSP° CKP&éPSPsPe CHC-PrPePs
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PIPéPiP°PrPePé PSPuP°CHC,PuCHC-P°P»CHPSPsC—
PiPuCHPuPrPSCHPsC— C-C€PpPjC-C+PSPsC— PSPuPICHPsPiP°C,C-C— P-PsCHPsPIPsPiPs
PSPuCHPIP°, C%oPs C” PiCHP&C+PéPSPsCh P-PSP&PPuPSPSCII P-PsCHCT,
PIPeP»CRC$P°CRC$Pé PiPsCI'C,C-PNePSCt PIC,CHP°C,Cr P-PsCRCF, CIIPeC- P+CrP»Pé
PiPsPIBR™ CIIP-P°PSC- Ct C+P°CI'C- C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIP;
C-PSPiC-P+C-C,PsCHC-PI PxP”P+5, PIPeP»CRC$P°CRC$Pé CI'PEéP»PrPuPSP°C, C-P». P]
P+P°PiP°C,CHPsC...B PiP°CtC-C”PSC,C-PI, P°P»Pp PSP Cf PICI'C-C..., P+CrP»Pé
PSP°CIIPIPSC- P°PSP°C,PsPjC-C$PSC- P°P+Ps CI'CfPrPéPSPSC- C,P°PeC,PsCHPé CHP&P-PéPeCr
CHPsP-PIP&C,PeCt PSPuP°CHC,PuCHC-P°P»CHPSPsC— PiPuCHPpPrPSCHPsC—
C-C£€PpPjC-C$PSPsC— PSPuPICHPsPiP°C,C-C— P-PsCHPsPIPsPiPs PSPuCHPIP®,
PIPeP»CRC$P°CRC$Pé (P°P»Pu PSPu PsP+PjPuPYCrCRC+PéCI'CIb) C,P°PeC-: PSPEP-CHPePp
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PrC-P°PjPuC,CHP°® PuPeCI'PeP°PIP°CtC-C— C,P° PrPéCI'PeP®
P-PsCEHPsPIPsPiPs PSPuCHPIP® (P-P°CI'C,C-PNePSP&PNe PrPECI Pe P-PsCHPsPIPsPiPs PSPuCHPIP®),
PIC-Pe PiPsPSP°Pr 50 CHPsPeC-PI, P°CHC,PuCHC-P°P»CHPSP° PiC-PiPuCHC,PuPSP-C-CIJ,
P-P°C...PIPsCRCRPIP°PSPSCII PePsCHPsPSP°CHPSPEC... P°CHC,PuCHC-PN,
PiC-PiPuCHP»C-PiC-PrPuPjC-CII C,P° PiP°P»C-PSPSCII. PkPuPjPsPYP»P&PIPs



PIPEP-PSP°C+P&C,Pé, C+Pé CtC- CLIPIP&C%oP° PiCHCLIPjPs PiPsPIsE™ CLIP-P°PSC- C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C-PSPiC-P+C-C,PsCHC-PI PuP”P+5 CtPé P- PSP°CIIPIPSPEPjPé
P°PSP°C,PsPjC-C$PSP&PjPé P°P+Ps CI'CrPrPéPSPSP&PjPé C, P°PeC,PsCHP°PjPé CHP&P-PéPeCY,
C1Pé P- PePsPjP+C-PSP°CtC-C”Ch CtPéC... PICI'C-C... C,P°PeC,PsCHC-PI, C{Pé P- C-PSCEP&PjPé
C,P°PeC,PsCHP°PjPé.

P—PIC-C,C3PIP°PSPSCII PiCEPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C#PSC- CEPuP°PeCtC-C—.
P—PIC-C,CrPIP°PSPSCII PiCRHPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C$PSC- CHPuP°PeCtC-C—
PiC-CI'P»CI] CBPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PjP°C”
PIP°PYP»P&PIPp P-PSP°C$PpuPSPSCII. P!Pu PrP°C” P-PjPsPiCr PiCEPsPIPsPrPéC,Pé
P+PpP-PiPpCEPuCHPIPSPEPN: PjPsPSC-C,PsCHP&éPSPi CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCEP&CI'C,C- C- CHP&P-PéPeC-PI, PiPsPIsF™ CLIP-P°PSP&C... C-P:
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj CtCHPsPiPs P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr.
P>C-PeP°CECIIPj CI'P»C-Pr P-PIC-C,CIPIP°C,Pé PiCHPs P+CrPrCH-CIIPeC-
PiC-PrPsP-CECRPIP°PSC- PiPsP+C-C$PSC- CHPuP°PeCtC-C— PIC-PrPiPsPIC-PrPSPs PrPs
PIPEPjPsPi P-P°PePsPSPsPrP°PICI'C,PIP°.

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

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.
P—P+PuCEC-PiP°C,Pé PiCEPé C,PuPjPiPpuCHP°C,CtCHC- PSPu PIPEC%0Py 25 B°PY.

P—P+PuCRC-PiP°C,Pé Ct PSPuPrPsCI'C,CrPiPSPsPjCrt PrP»ClI PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.

PiPs 1 P°P+Ps 4 C,P°P+P»PuC,PePé Cr P+P»C-CI'C,PuCHC-. PiPs PsPrPSPsPjCr
P+P»C-CI'C,PuCHCt Cr PeP°CHC,PsPSPSC-PNe PiP°C+CtC-.

PsP°C,PpPiPsCHC-CII PIC-PrPiCiCIPeCr.

P—P° CEPuCtPuPiC,PsPj.

P'PeCHPsP+PSP¢Pe.

P‘PuP»CrPiPs, P»C-PePé C,P° PePsCI'PjPuC,P&PeP®, Pr.Pr.

Pr,C-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII PIPECHPsP+PSPéPeP° C,P° P°PrCRHPuCIP°
PjC-CI'CtCII PiCHPsPIP°PrPYPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.

P’CfP». P"P°PSC-CtP° 5, 48000 PPsPiCRHPEPIPSP&CtCLI, PT PsCHPIP°C,C-CI].



