IPKPYP{P PJPsP!PtPi

PrP»CII PjPpPrPéC+PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CHCI'CH>PePsPiPs P-P°CI'PsP+Cr

PwPLPEPYPIP“P P}
(MAXIGRA)
PYPeP»P°Pr:
PrC-CRC#P° CEPuC#PsPIP6PSP°: CI'PEP»PrPuPSP°C, C-P»;

1 C,P°P+P»PuC,PeP° PjC-CI'C,PéC,CH CI'PEP»PrPuPSP°C, C-P»Cr CtPEC,CHP°C,, C%oPs
PpPePIC-PIP°P»PpuPSC,PSPs CI'PéP»PrPuPSP°C, C-P»Cr 50 PjPi P°P+Ps 100 PjPi;

PrPsPiPsPjC-PYPSC- CEPuCEPsPIPPSPé: PjP°PSC-C, (P+ 421), PeCEPsCI'PiPsPIC-PrPsPS (C,P&Pi
Ph), PiPsPIC-PrPsPS P1-30, PeCEPsC...PjP°P»CH PeCrPeCrCECIPrP-CIIPSPEPNe, PSP°C,CEC-ChR
P»P°CtCHP&P»CI'CfP»CEbC, P°C,, PjP°PiPSC-CR CI'C,PpP°CHP°C,, PeCEPRPjPSC-CR
PrC-PsPeCI'PéPr PePsP»PsC—PrPSP&PNe P+PpP-PIPSPrPSPEPN:;

PsP+PsP»PsPSPeP°: PiC-PiCHPsPjPuP»PsP-P°, PjP°PiCHPsPiPsP» 6000, C,PEC,P°PSCr
PrC-PsPeCI'P&Pr (P+ 171), C,P°P»CHPe, C-PSPrPéPiPsPeP°CHPjC-PS (P 132).

P>C-PeP°CBCl'"CH>PeP° C, PsCLHPjP°. PyP°P+P»PuC,PeP€, PIPeCHPeC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PeCRCIPiP»C-,
PrPIPsPsPiCrPeP»C- C,P°P+P»PuC,PePé, PIPeCHPEC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh PiPsP»CrP+PsPiPs PePsP»CHPsCHCT.

PxP°CRHPjP°PePsC,PuCHP°PiPuPIC,PéC{PSP° PiCHCIPiP°. P—P°CI'PsP+Pé&, C%oPs
P-P°CI'C,PsCI'PsPIC*CRC,CHCI'CII PiCEPé PuCHPuPeC,PéP»CHPSC-PNe
PrP&éCI'C,CrPSPeCtC-C—. PYPEP»PrPuPSP°C, C-P». PisPsPr PHPYPI G04B E03.

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

PwPuC...P°PSC-P-Pj PrC-C—. PYP&P»PrPuPSP°C,C-P» C” PiCEPuPiP°CEHP°C,PsPj PrP»CII
PiPpCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII, PiCHP&éP-PSP°C+PuPSPéPj PrP»CII
P»C-PeCrPIP°PSPSCII PuCHPuPeC,PéP»CHPSPsC— PrPéCI'C, CfPSPeCtC-C—. PiCHPé
CI'PpPeCI'CfP°P»CHPSPsPjCt P-P+CrPrPIPuPSPSC- PiCEPuPiP°CHP°C, PIC-PrPSPsPIP»CRC”
P-PSPEPYPuPSCr PuCHPuPeC,PéP»CHHPSCT C,CrPSPeCtC-CR CEP»CIIC...PsPj
PiPsCI'PéP»PuPSPSCII PiCEP&C,PsPeCr PeCHPsPIC- PrPs PiPuPSC-CIPe.




PxC-P-C-PsP»PsPiC-C$PSP&éPNe PjPuC...P°PSC-P-Pj, C%oPs P-CrPjPsPIP»CRC” PuCHPuPeCtC-Ch,
PIPeP»CRC$P°C” PIPEPIC-P»CHPSPuUPSPSCII 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+CrPrPIPuPSPSCII. P’PEPIC-P»CHPSPuPSPEPN: PsPeCI'PEPr P°P-PsC,Ct P°PeC,PéPICIC”
C,PuCHPjPuPSC, PiCrP°PSC-P»P°C,CtPéPeP»P°P-Cr, C%oPs CI'C,PéPjCIP»CRC”
PiC-PrPIP&C%oPuPSPSCII CEC-PIPSCII CtPéPeP»C-C+PSPsPiPs
PiCIP°PSPsP-PEPSPjPsPSPsC,PsCI'C,P°C,Ct (CtP“PmPr), C%oPs P-C- CI'PIPsPiPs P+PsPeCr,
PIPéPeP»P&PeP°C” CRPsP-CI'P»P°P+P»PuPSPSCII PiP»P°PrPePsC— PjCrCI'PeCtP»P°C,CrCRHPé
PeP°PIPpCHPSPsP-PSP&C... C,C-P», CI'PiCEP&CLICRC$Pé PiCHP&C,PsPeCr PeCHPsPIC-.

PYP&P»PrPuPSP°C,C-P» C” PiPsC,CfPPSP&Pj C,P° CI'PuP»PuPeC,PEPIPSPEP]
C-PSPiC-P+C-C,PsCHPsPj CtP“PmPr-CI'PiPuCtPéC, C-C+PSPsC—
C,PsCI'C,PsPrC-PuCI'C,PuCHP°P-Pé 5 (PaP”P+5) Cr PeP°PIPuCHPSPsP-PSPEC... C,C-P»P°C...,
PrPp PaP”Pe«5 PIC-PrPiPsPIC-PrP°C” P-P° CEPsP-PiP°Pr CtP“PwPx. P+C,PuPeC,Pé
CI'PéP»PrPpPSP°C,C-P»Cr PSP° PuCRPuPeCtC-Ch PjP°CRC,CH PiPuCHPEC, PuCRP&ECIPSPEPNe
C...P°CEP°PeC,PuCH. PYP&P»PrPuPSP°C,C-P» PSPp C+PEPSPEC,CH

P+PpuP-PiPsCI' PuCEPpuPrPSCHPsC— CHPuP»P°PeCI'CfCRC$PsC— PrC-C— PSP°
C-P-PsP»CHPsPIP°PSC- PeP°PIPuCEPSPsP-PSC- C,C-P»P° P»CRPrPéPSPE, P°P»Pp
PiPsC,CIPYPSPs PiPsCI'PéP»CRC” CHPsP-CI'P»P°P+P»CRCRCHCr PrC-CR NO PSP° PrP°PSCr
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'C,P°C,PuPIC-PNe
CI'C,PéPjCIP»CIICtC-C—, C-PSPiC-P+CrPIP°PSPSCII CI'PéP»PrPuPSP°C, C-P»PsPj PaP"P«5
PiCRHP&P-PIPsPrPéC,CH PrPs PiC-PrPIPEC%oPpPSPSCII CHC-PIPSCII CtP“PmPx Crf
PeP°PIPuCHPSPsP-PSPEC... C,C-P»P°C.... PyP°PePé&Pj C{PEPSPsPj, PrP»CII C,PsPiPs, C%oPsP+
CI'PéP»PrPpPSP°C, C-P» PIPEéPeP»P&PeP°PI PSPuPsP+C...C-PrPSPEPNe
C,,P°CHPjP°PePsP»PsPiC-C+PSP&éPNe PuC, PuPeC,, PiPsC,CHC-P+PSPu CI'PpPeCI'CIP°P»CHPSPu
P-P+CrPrPYPpPSPSCI].

P’'PiP»PéPI PSP° C,P°CRHPjP°PePsPrPéPSP°PjC-PeCr. P"PsCI'P»C-PrPYPuPSPSCII in vitro
PiPsPeP°P-P°P»Pé CI'PuP»PuPeC,PEPIPSC-CI'C,CH> PIPiP»P&PICt CI'PéP»PrPuPSP°C,C-P»Cr PSP°
PxP”Pe5, C%oPs P+PuCHPu P°PeC,PéPIPSCr CrC+P°CI'C,CH Cr PiCHPsCtPuCI'C-
PuCHPuPeCtC-C—. P+C,PpPeC, CI'PéP»PrPuPSP°C,C-P»Ct PSP° PuP”P+5
PiPsC,CIPIPSC-CEP&EPNe, PSC-PY PSP°® C-PSC£C- PIC-PrPsPjC-
C,PsCI'C,PsPrC-PuCI'C,PuCHP°P-Pé&. P!PuPNe PuC,PuPeC, Ct 10 CHP°P-C-PI
PiPsC,CIrPIPSC-CEPEPNe, PSC-PY PuC, PuPeC, PSP° PxP”P+6, C%oPs P+PuCHPu CrC+P°CI'C,CH Cr
PiCHPsCtPuCI'P°C... C, PsC,PsPiPuCHPuC,PIPsCEPuPSPSCII Cr CI'C-C,PeC-PICtC-. PuCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PjP°PeCIPéPjP°P»CHhPSP&C... CHPuPePsPjPuPSPrPsPIP°PSP&EC...
PrPsP- CI'PuP»PpPeC,PéPIPSC-CI'C,CH CI'PéP»PrPuPSP°C,C-P»Cr PrPs PxP”P+5 Cr 80
CBP°P-C-PI PiPuCHPuPIPEC%0CrC” PNePsPiPs CI'PuP»PpPeC,PPIPSC-CI'C,CH PrPs PuP”P+1, Crf
700 CHP°P-C-PI PIPEC%oP°, 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»PrPpuPSP°C, C-P»Cr PrPs PeP”P+5 Cr 4000 CHP°P-C-PI PiPpCRHPuPIP&C%0CIC” PNePsPiPs
CI'PuP»PpPeC,PéPIPSC-CI'C,CH PrPs PaP”P+3 BR“ CtP“PmPr-CI'PiPuCtPéC, C-C+PSPsC—
C-P-PsC, PsCHPjPé C,PsCI'C, PsPrC-PuCI'C,PuCHP°P-Pé, C%oPs P+PuCHPu CrC+P°CI'C,CH Cr
CHPpPiCrP»CILICtC-C— CI'PuCHCtPuPIPsC— CI'PePsCHPsC,P»P&PIPsCI'C,C-.

PxP°CEPjP°PePsPeC-PSPuC,PéPeP®.

PHP+CI'PsCHP+CtC-CII. PYP&P»PrPuPSP°C, C-P» CEPIPEPTPePs
P°P+CI'PsCHP+CrC”C,CHCI'CLI. PmP°PeCIPEPjP°P»CHPSP®
PePsPSCtPpPSC,CHP°CtC-CII P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Cr Cf PiP»P°P-PjC-




PeCHPsPIC- (C,,,) PrPsCI'CIIPiP°C”C,CHCI'CII PiCHPsC,CIIPiPsPj

3085“120 C...PIPEP»P&PS (C-P- PjPuPrC-P°PSPsCh 60 C...PIPEP»P&PS) PiC-CI'P»CII
PNePsPiPs PiPuCHPsCEP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII PSP°C,C%oPy.
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'CfPIP°PSPSCII
CI'C,P°PSPsPIP&EC,CH 41 % (P- PrC-P°PiP°P-PsPSPsPj P-PSP°C+PpuPSCH PIC-Pr 25 PrPs
63 %). P] CEPpPePsPjPuPSPrPsPIP°PSPsPjCr PrC-P°PiP°P-PsPSC- PrPsP- (PIC-Pr 25 PrPs
100 PjPi) PiPsPeP°P-PSPéPePé AUC (PiP»PsC%oP° PiC-Pr

C, P°CEPjP°PePsPeC-PSPiC,PéC+PSPsCh PeCHPEPIPsCh
B«PePsPSCPpuPSC,CHP°CtC-CLI-C+P°CI'B») C,P° PY_. CI'PéP»PrPuPSP°C, C-P»Cr
PiC-CI'P»CII PNePsPiPs PiPuCEPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PiC-PrPIP&C%o0CrCRC,CHCI'CLI PiCHPsPiPsCEHCtC-PN:PSPs PrPs PrPsP-Pé.

PuCHPé 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-PSPEPYCrC”C,CHCI'CII
C-P- CI'PuCHPuPrPSC-Pj PiPsPrPsPIPJPuPSPSCIIPj T, PrPs 60 C...PIP&P»P&EPS C-
CI'PuCHPuPrPSC-Pj P-PSPEPIPuPSPSCIIPj C,.. PSP° 29 %.

P PsP-PiPsPrC-P». PYPuCHPuPrPSC-PNe CHC-PIPSPSPIP°PPSP&PN: PsP+8H™ C”Pj
CHPsP-PiPsPrC-P»Cr (V,) CI'C,P°PSPsPIPEC,CH 105 P»C-C,CHC-PI, C%oPs
CI'PIC-PrC+PéC,CH PiCHPs CHPsP-PiPsPrC-P» PiCRHPuPiP°CHP°C,Cr PI
C,PeP°PSPEPSP°C... PsCHPiP°PSC-P-PjCr. PuC-CI'P»CI] PsPrPSPsCHP°P-PsPIPsPiPs
PiPuCHPsCRP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéP»PrPpPSP°C, C-P»Cr PI
PrPsP-C- 100 PjPi CI'PuCHPuPrPSCII PjP°PeCI'PEPjP°P»CIHPSP® P-P°PiP°P»CHbPSP°
PiP»P°P-PjPsPIP° PePsPSCtPuPSC,CHP°C+C-CII CI'PéP»PrPuPSP°C,C-P»Cr
CI'C,P°PSPsPIPEC,CH PiCHPéP+P»PéP-PSPs 440 PSPi/PjP» (PePsPuC, C-CtC-C”"PSC,
PIP°CHC-P°CtC-C— CI'C,P°PSPsPIP&C,CH 40 %). PhCI'PeC-P»CH>PePé

P-PIBR™ CLIP-CFPIP°PSPSCII CI'P&éP»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 PrPsCI'CIIPiP°C” 96 %, CI'PuCHPuPrPSCII PjP°PeCI'PEPjP°P»CHPSP®
PiP»P°P-PjPsPIP° PePsPSCtPuPSC,CHP°CtC-CII PIC-P»CHPSPsPiPs
CI'PéP»PrPuPSP°C, C-P»Cr PrPsCI'CIIPiP°C” 18 PSPi/PjP» (38 PSPjPsP»CH).
PYC,CfPiC-PSCH> P-PIBF™ CIIP-CfPIP°PSPSCI] P- P+C-P»PeP°PjPé PiP»P°P-PjPé PSPu
P-P°P»PpPYP&C,CH PIC-Pr P-P°PiP°P»CHPSPEC... PePsPSCTPuPSC,CHP°CtC-PNe
CI'PéP»PrPuPSP°C, C-P»Cr.

P] P-PrPsCEPsPIP&C... PrPsP+CEHPsPIPsP»CHCtC-PI, CIIPeC- P-P°CI'C,PsCI'PsPICIPIP°P»Pé
CI'PéP»PrPuPSP°C, C-P» PsPrPSPsCHP°P-PsPIPs PI PrPsP-C- 100 PjPi, CtPuCHPuP:

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

P‘C-PsC,CRP°PSCI'C,PsCRHPjP°CtC-CII. P&PuC,P°P+PsP»C-P-Pj CIPéP»PrPuPSP°C,C-P»Cr
P-PrC-PNeCI'PSCRC”C,CHCI'CII PiPsP»PsPIPSPéPj C+PéPSPsPj P-P° CfC+P°CI'C,Ch
PjC-PeCEPsCI'PsPjP°P»CHPSPEC... C-P-PsC, PuCEPjPaPSC,C-PI PiPpC+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'CLI CEP»CIIC...PsPj N-PrPuPjPuC,PéP»CRPIP°PSPSCII
CI'PéP»PrPpuPSP°C, C-P»Ct. PYPuP»PpPeC,PEPIPSC-CI'C,CH PjPuC,P°P+PsP»C-C,Cr C%oPsPrPs
PxP”P+5 PiPsCHC-PIPSCIIPSPSP® P-C- CI'PuP»PpPeC,P&PIPSC-CI'C,Ch




CI'PEP»PrPuPSP°C, C-P»Cr, P° P°PeC,PéPIPSC-CI'C,CH PjPuC,P°P+PsP»C-C,Ct C%oPsPrPs
PuP”P+5 CI'C,P°PSPsPIPEC,CH PiCHPéP+P»P&P-PSPs 50 % P°PeC,PéPIPSPsCI'C,C-
PIP&C...C-PrPSPsC— CHPuC+PsPIPEPSPé. PyiP»P°P-PjPsPIC- PePsPSCtPuPSC,CEP°CtC-C—
CtCHPsPiPs PjPuC,P°P+PsP»C-C,Cr CI'C,P°PSPsPIP»CIIC,CH PiCHP&P+P»P&éP-PSPs 40 %
PePsPSCtPuPSC,CHP°CC-PNe CI'PéP»PrPuPSP°C,C-P»Cr PI PiP»P°P-PjC- PeCRPsPIC-. N-
PrPuPjPuC,PéP»CHPsPIP°PSPEPNe PjPiC,P°P+PsP»C-C, P-P°P-PSP°C” PiPsPrP°P»CHCEPsPiPs
PjPuC,P°P+PsP»C-P-PjCr, P° PiPpCHC-PsPr PNePsPiPs PSP°PiC-PIPIPéPIPuPrPuPSPSCII
CI'C,P°PSPsPIP&C,CH PiCHPEP+P»P&P-PSPs 4 PiPsPrPéPSPé.

P+P»C-PjC-PSP°CtC-CII. P—P°PiP°P»CHPSP&EPNe PeP»C-CEPuPSCI
CI'PéP»PrPuPSP°C,C-P»Cr CI'C,P°PSPsPIP&C,CH 41 P»/PiPsPrPEPSCY, C%oPs
P-CfPjPsPIP»CRC” PiPuCHC-PsPr PNePsPiPs PSP°PiC-PIPIP&PIPpPrPuPSPSCI]
C,CRHPEPIP°P»C-CI'C,Ch 3-5 PiPsPrPéPS. PiPe PiC-CI'P»CII
PiPnCHPsCHP°P»CHPSPsPiPs, C,P°Pe C- PiC-CI'P»CII
PIPSCrC,CHC-CE£PSCHPsPIPuPSPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PuPeCI'PeCHPuCtC-CILI CI'PéP»PrPuPSP°C,C-P»Crt Cr PIP&PiP»CLIPrC-
PjPuC,P°P+PsP»C-C,C-PI P-PrC-PN.CI'PSCRC”C,CHCI'CII PiPsP»PsPIPSPéPj C+PéPSPsPj
C-P- PeP°P»PsPj (PiICHEPéP+P»P&éP-PSPs 80 % PIPIPuPrPuPSPsC—
PiPuCHPsCRP°P»CHPSPsC— PrPsP-Pé) C,P° PjPuPSCEPsCh PjC-CHPsCh C-P-
CI'PuCtPuCHh (PiCBP&P+P»PEP-PSPs 13 % PIPIPuPrPuPSPsC— PiPuCHPsCHP°P»CIHhPSPs
PrPsP-Pé).

PrP°CEPjP°PePsPeC-PSPuC,PéPeP°® PI PsCI PsP+P»PéPIPéC... PICRC#éPi PiP°CtC-C”PSC,C-PI.

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCr. PJ P-PrPsCHPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI P»C-C,PSCHPsPiPs PIC-PeCt (PIC-PePsPj PIC-Pr 65 CEPsPeC-PI)
PIC-PrP-PSP°C$P°P»PsCI'CII P-PSP&PIPuPSPSCII PeP»C-CRHPuPSCI'Cr
CI'PéP»PrPuPSP°C,C-P»Cr, C%oPs P-CtPjPsPIP»CRPIP°P»Ps PiC-PrPIPEC%oPpPSPSCII
PiP»P°P-PjPsPIP&C... PePsPSCTPpPSC,CHP°CtC-PNe CI'PEP»PrPuPSP°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,CEP°CtC-CLIPjPé Cr P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI
PjPsP»PsPrC€PsPiPs PIC-PeCr (18-45 CHPsPeC-PI). P] P-PI'CIIP-PeCrt P- PIC-PePsPIP&PjPé
PIC-PrPjC-PSPSPsCI'C,CIIPjPé Ct P-PI'CIIP-CfPIP°PSPSC- P- P+C-P»PeP°PjPé PiP»P°P-PjPé
PeCHPsPIC- PIC-PrPiPsPIC-PrPSPyu PiC-PrPIPEC%0PpPSPSCII PiP»P°P-PjPsPIPsC—
PePsPSCtPpPSC,CHP°CtC-C— PIC-P»CHPSPsPiPs CI'PéP»PrPuPSP°C, C-P»Cr
CI'C,P°PSPsPIP&P»Ps PiCHP&P+P»P&P-PSPs 40 %.

PkPECHPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CIb. P] PrPsP+CEPsPIPsP»CHCtC-PI C-P:
PiPsCHCIrCEPuPSPSCLIPjPé C,CrPSPeCtC-C— PSPECHPsPe P»PpPiPePsPiPs C,P°
PiPsPjC-CHPSPsPiPs CI'C,CPiPuPSCII (PeP»C-CEPRPSCI' PeCHPuP°C,PéPSC-PSCY PIC-Pr 30
PrPs 80 PjP»/C...PI) C,P°CEPjP°PePsPeC-PSPuC,PéPeP°® CI'PéP»PrPuPSP°C,C-P»Cr
P-P°P»P&CEP°P»P°CI'CLI PSPuP-PjC-PSPuPSPsCh PiC-CI'P»CILI PNePsPiPs
PsPrPSPsCEHP°P-PsPIPsPiPs PiPuCEHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII Cr
PrPsP-C- 50 PjPi. PYPuCHPuPrPSC-

AUC C,P° C,,, N-PrPuPjPuC,PéP»CHPsPIP°PSPsPiPs PjPuC,P°P+PsP»C-C,Cr
PiC—PrPIPéC%onPIP°P»PéCFCI,I PSP° 126 % C,P° 73 % PIC-PrPiPsPIC-PrPSPs
PiPsCHC-PIPSCIIPSPs P- C,P°PePéPjPé PiPsPeP°P-PSPEPeP°PjPé Cf PrPsP+CEPsPIPsP»CHCtC-PI
C,P°PePsPiPs P PIC-PeCr P+PuP- PiPsCRCrCEPuPSCH C, CrPSPeCtC-C— PSPECEPsPe.
PhPrPSP°Pe CPuCHPuP: PIPCI'PsPeCt C-PSPrPéPIC-PrCrP°P»CHPSCY



PIP°CEC-P°P+PuP»CHPSC-CI'C,CH CtC- PIC-PrPjC-PSPSPsCI'C,C- PSPy P+CrP»Pé
CI'C,P°C,PéCI'C,PEC$PSPs P-PSP°C$CrC%oPéPjPé. P] PrPsP+CHPsPIPsP»CHCtC-PI C-P-
C,CIIPYPePéPjPé PiPsCHCrCEPUPSPSCIIPjPé C,CrPSPeCtC-C— PSPECHPsPe (PeP»C-CHPuPSCI
PeCHPuP°C,PéPSC-PSCt PSP&PYC+Pyu 30 PjP»/C...PI) PeP»C-CRPuPSCI’

CI'PéP»PrPuPSP°C, C-P»Cr P-PSPéPYCrPIP°PICI'CILI, C%oPs PiCHP&P-PIPsPrPéP»Ps PrPs
CI'PuCEPpPrPSC-C... PiC-PrPIP&C%oPpPSCH AUC C,P° C,.. PSP° 100 % C,P° 88 %
PIC-PrPiPsPIC-PrPSPs PiPsCHC-PIPSCIIPSPs P- PrPsP+CHPsPIPsP»CHCtCLIPjPé C,P°PePsPiPs P
PIC-PeCr P+PpP- PiPsCRCrCEPuPSCH C,CrPSPeCtC-C— PSPéCHPsPe. PisCHC-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-PrPIPéC%oCrPIP°P»PECI"CII (PSP° 200 % C,P° 79 %
PIC-PrPiPsPIC-PrPSPs).

PiiPuC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CHp. P] PrPsP+CHPsPIPsP»CHCtC-PI C-P-
CtP&8CHPsP-PsPj PiPpuC+C-PSPePé P»PuPiPePsPiPs C,P° PiPsPjC-CHPSPsPiPs CI'C,CrPiPpPSCII
(PeP»P°CI'C-PI Ph C,P° P’ P-P° PeP»P°CI'P&C, C-PeP°C1tC-C”Ch P§P°PN-P»PrP°-P1yi’CR)
PeP»C-CHPUPSCI' CI'PéP»PrPpuPSP°C, C-P»Cr P-PSP&PCIPIP°PICI'CLI, C%oPs
PiCEP&P-PIPSPrPéP»Ps PrPs PiC-PrPIPEC%0oPpPSPSCII AUC (84 %) C,P° C,.. (47 %)
PiPsCEHC-PIPSCLIPSPs P- PrPsP+CHPsPIPsP»CHCtCLIPjPé C,P°PePsPiPs P PIC-PeCrt P+PpP-
PiPsCHCrCEPuPSCH C,CrPSPeCtC-C— PiPuC+C-PSPePé. PxP°CHPjP°PePsPeC-PSPuC,PéPeP®
CI'PéP»PrPuPSP°C, C-P»Cr Cr PiP°CtC-C”PSC,C-PI C-P: PiPsCECrCEPuPSPSCIIPjPé

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

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

P>C-PeCFPIP°PSPSCILI PuCEPuPeC,PEP»CHPSPSC— PrPECI'C, CFPSPeCtC-C—, C%oPs
PIP&P-PSP°C+P°C”C,CHbCI'CLI CLIPe PSPuP-PrP°C,PSC-CI'C,CHb PrPsCI"CLIPiC,Pé P°P+Ps
PiC-PrC,CEP&PjP°C,Pé PuCHPuPeCtC-CR CI'C,P°C,PuPIPsPiPs CP»PuPSP®,
PSPuPsP+C...C-PrPSCt PrP»CLI C+CI'PiC-CEPSPsPiPs CI'C,P°C,PuPIPsPiPs P°PeC,Cr.

P”P»CII PuC, PpPeC,PéPIPSPsC— PrC-C— PiCEPuPiP°CHP°C,Ct PmP°PeCI'C-PiCHP®
PiPsC,CHC-P+PSPu CI'PuPeCI'CrP°P»CHPSPu P-P+CrPrPIPuPSPSCII.

PuCEPsC,PéPiPsPeP°P-P°PSPSCIL.

P1iiC-PrPIPéC%oPpPSP°® C+CrC,P»PéPIC-CI'C,CH PrPs P°PeC,PéPIPSPsC—
CHPuC+tPsPIPéPSPé P°P+Ps PrPs P+CrPrChh-CI1PePsC— P- PrPsPiPsPjC-PYPSPéC...
ChHPuC+PsPIPéPS PiCHPuPiP°CRHP°C,Cr.

PhPrPSPsC+P°CI'PSPy P-P°CI'C,PsCI'CLPIP°PSPSCII P- PrPsPSPsCEP°PjPé PsPeCI PéPrCr
P°P-PsC,Cr (C,P°PeP&PjPé CLIPe P°PjC-P»PSC-C,CEP&C,) P°P+Ps PSC-C,CHP°C,P°PjPé Cr
P+CIPrCH-CLIPeC-PNe C,PSCEPjC- PICRPsC,PEPiPsPeP°P-P°PSPy, PsCI'PeC-P»CHPePé
PIC-PrPsPjPs, C%oPs CI'PEP»PrPuPSP°C,C-P» PjP°C” PIPiP»P&PI PSP° CEP»CILIC...Pé
PjPuC,P°P+PsP»C-P-PjCr PsPeCI'PéPrCr P°P-PsC,Cr/CtPéPeP»C-C+PSPsPiPs
PiCFP°PSPsP-P&PSPjPsPSPsC, PsCI'C, P°C,Cr (CtP“PmPx) C,P° PiPsC,PuPSCtC-CRC”
PiC-PiPsC,PuPSP-PéPIPSPEPNe PuC, PuPeC, PSC-C,CHP°C,C-PL.



PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCI] C-PSPiC-P+C-C,PsCEC-PI PxP”P+5 (Cr
C,PsPjCr C£P&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°PePé&PjPé CLIPe CHC-PsCtPéPiCrP°C,,
PiCEPsC,PéPiPsPeP°P-P°PSPy, PsCI'PeC-P»CHPePé PjPsPYPu PiCHP&P-PIPuCI'C,Pé PrPs
CI'PéPjPiC,PsPjP°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— (PrPéPI. CHPsP-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, PiCHPé CLIPePEC... PSPy CHPpPePsPjPuPSPrPsPIP°PSP®
CI'PuPeCI'CIP°P»CHPSP® P°PeC,PEPIPSC-CI'C,CH (PSP°PiCHPEPeP»P°Pr, C,CIIPPeC-
CI'PuCHCtPuPIPs-CI' CrPrPEPSPSC- CHPsP-P»P°PrPé, C,P°PeC- CLIPe PSPuCI'C,P°P+C-P»CHPSP°
CI'C,PuPSPsPeP°CRPrC-CII C,P° CI'PuCRHCtPuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH
C,CILIPYPePsPiPs CI'C,CrPiPuPSCII).

P’C,CHP°C,P° P-PsCEHCT PSP° PsPrPSPu PsPePs PIPSP°CI'P»C-PrPsPe
PSPuP°CHC,PuCHC-P°P»CHPSPsC— PiPuCHPuPrPSCHPsC— C-CEPuPjC-C+PSPsC—
PSPuPNeCHPsPiP°C,C-C— P-PsCHPsPIPsPiPs PSPuCHPIP®, PSPuP-P°P»PuPYPSPs PIC-Pr C,PsPiPs,
C$Pé PiPsPIBR™ CLIP-P°PSP° CtCII PiP°C,PsP»PsPiC-CII C-P- PiPsPiPpCHPuPrPSC-Pj
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C-PSPiC-P+C-C,PsCHC-PI PuP”P«5, C+Pé PSC-.

PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé C,CIIPPePsPiPs
CI'C,CrPiPpPSCII, P°CHC,PuCEC-P°P»CHPSP® PiC-PiPsC,PuPSP-C-CII
(P°CRC,PuCHC-P°P»CHPSPEPN: C,PECI'Pe PSP&PYC+Pp 90/50 PjPj CRC,. CI'C,.),
PSPC%oPsPrP°PIPSPs PiPpCHPuPSPuCI PuPSPéPNe C-PSCI'CFP»CHC, P°P+Ps C-PSC,P°CHPeC,
PjC-PsPeP°CHPrP° C,P° PIC-PrPsPjC- CI'PiP°PrPePsPIC- PrPuPiPpuPSPuCEP°C,P&PIPSC-
P-P°C...PIPsCHCRPIP°PSPSCII CI'C-C,PeC-PIPePé, C,P°PeC- CLIPe PiC-PiPjPuPSC,PSP&PNe
CBPuC,PéPSC-C, (PSPuPIPuP»P&éPeP°® PeC-P»CHPeC-CI'C,CH C,P°PePéC... PiP°CtC-C”PSC,C-PI
PjP°C” PiPpPSPuC,PECPSC- CEPsP-P»P°PrPé C,PsCI'C, PsPrC-PuCI'C,PuCHP°P-
CI'C-C,PeC-PIPeP&), PsCI'PeC-P»CHPePé P+PpP-PiPuC+PSC-CI'C,CH CI'PéP»PrPuPSP°C,C-P»Cr
PSPu PrPsCI'P»C-PrPICrPIP°P»P°CI'CII Ct PiP°CtC-C”PSC,C-PI P- C,P°PeP&PjPé
P-P°C...PIPsCHCRPIP°PSPSCIIPjPé.

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

P’PiP»PéPI C-PSCEPéEC... P»C-PeP°CFHCI CHhPePéC... P-P°CI'PsP+C-PI PSP°
CI'PéP»PrPuPSP°C,C-P».

P”PsCI'P»C-PrPYPuPSPSCII in vitro.

P®PuC,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 P-PrP°C,PSC- P-PSP&PYCIPIP°C,Pé PeP»C-CHPuPSCI
CI'PéP»PrPuPSP°C, C-P»Cr, P° C-PSPrCrPeC,PsCHPé CtPéC... C-P-PsC,PuCHPjPuPSC,C-PI
PjPsPYCIC,CH PiC-PrPIP&C%oCrPIP°C,Pé PeP»C-CEPpuPSCI” CI'PEP»PrPuPSP°C,C-P»Cr.

P”PsCI'P»C-PrPYPuPSPSCII in vivo.



PuPsPiCtP»CLICtC-PNePSP&PNe C, P°CHPjP°PePsPeC-PSPuC,PECEPSPEPNe P°PSP°P»C-P-
PrP°PSPé&C... PeP»C-PSC-C+PSPé&C... PrPsCI'P»C-PrPIPuPSCH
PiCHPsPrPuPjPsPSCI'C,CHCrPIP°PI P-PSPéPYPuPSPSCII PeP»C-CHPpuPSCI'Crt
CI'PéP»PrPpuPSP°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
PePC,PsPePsPSP°P-PsP», PuCHP&C,CHPsPjC-CtPEéPS, CtPéPjPuC,PéPrPéPS). PI PsC+P° PiCEPé
PsPrPSPsC$P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- CI'PéP»PrPuPSP°C, C-P»Cr C,P°
C-PSPiC-P+C-C,PsCRC-PI CYP3A4 P-CHPsCI'C,P°PSPSCII C+P°CI'C,PsC,Pé PiPsP+C-C+PSPéC...
CLIPIPEC%o PSPu CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CLI, CBPuPePsPjPuPSPrPsPIP°PSP®
PiPsC+P°C,PePsPIP° PrPsP-P° CI'PéP»PrPuPSP°C, C-P»Cr CI'C,P°PSPsPIPEC,CHb 25 PjPi.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII 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,PsCRHP° P 450, Cr CI'C,P°PSC- CHC-PIPSPsPIP°PYPSPsC—
PePsPSCtPuPSC,CHP°CtC-C— (500 PjPi 1 CHP°P- PSP°® PrPsP+Cr) C,P° CI'PéP»PrPuPSP°C, C-P»Cr
(CHP°P-PsPIP°® PrPsP-P° 100 PjPi) PiCHP&P-PIPsPrPéP»Ps PrPs PiC-PrPIPéC%oPpPSPSCII C,,,
CI'PéP»PrPuPSP°C, C-P»Cr PSP°® 300 % (Cf 4 CEP°P-Pé) C,P° PiC-PrPIPEC%oPuPSPSCII
PiP»P°P-PjPsPIPsC— AUC CI'PéP»PrPpPSP°C, C-P»Cr PSP° 1000 % (Cr 11 CHP°P-C-PI).
P§PUCHPuP: 24 PiPsPrPéPSPé PiP»P°P-PjPsPIC- CRHC-PIPSC- CI'PéP»PrPuPSP°C, C-P»Cr PICI Pu
C%oPp CI'C,P°PSPsPIPéP»Pé PiCHP&P+P»P&P-PSPs 200 PSPi/PjP» PiPsCHC-PIPSCLIPSPs P-
CHC-PIPSPuPj PiCRHPéP+P»P&P-PSPs 5 PSPi/PjP», C...P°CHP°PeC,PuCHPSP&Pj PrP»CII
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Crt PsPeCHPuPjPs, C%oPs
PIC-PrPiPsPIC-PrP°C” P-PSP°C$PSPsPjCr PIPiP»P&éPICt CHP&C,PsPSP°PIC-CHCT PSP®
CE€P&CHPsPePéPNe CI'PiPpPeC,CE CI'CrP+CI'C,CHP°C,C-PI P 450. PYPéP»PrPuPSP°C, C-P» PSPn
PIPiP»PéPIP°C” PSP° C, P°CHPjP°PePsPeC-PSPuC,PéPeCr CRPEC,PsPSP°PIC-CHCY. P—
PsPiP»CIIPrCr PSP° CtC- C,P°CHPjP°PePsPeC-PSPuC,PéC+PSC- PrP°PSC- PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Crt C,P° CHP&C,PsPSP°PIC-CECt PSPy
CHPuPePsPjPuPSPrCrC”C,CHCI'CII (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»); C P+CrPrCH-CIIPePsPjCr PIPéPiP°PrPeCr
PjP°PeCI'P&PjP°P»CHPSP® PrPsP-P° CI'PéP»PrPuPSP°C, C-P»Cr P-P° PYPsPrPSPéC...
PsP+CI'C,P°PIPéPS PSP PiPsPIPEPSPSP° PiPuCHPuPIP&C%0CrPIP°C,Pé 25 PjPi PiCHPsC,CLIPiPsPj
48 PiPsPrPéPs.

PhPrPSPsC+P°CI'PSPp P-P°CI'C,PsCI'CFPIP°PSPSCII C-PSPiC-P+C-C,PsCHP® P’'P{P>-
PiCHPsC,PuP°P-Pé CI'P°PePIC-PSP°PIC-CECY, C-PSPiC-P+C-C,PsCEP°® CYP3A4, Cr PrPsP-C-,
C%oPs P-P°P+PpP-PiPpC+CrC” CHC-PIPSPsPIP°PYPSCr PePsPSCtPuPSC,CHP°C+C-Ch (1200 PjPi 3
CEP°P-Pé PSP° PrPsP+Cr), C,P° CI'PéP»PrPuPSP°C,C-P»Crt (100 PjPi CHP°P-PsPIPs)
PiCRP&P-PIPSPrP&P»Ps PrPs PiC-PrPIP&C%oPuPSPSCII C,.,. CI'P&P»PrPuPSP°C, C-P»Crf PSP®
140 % C,P° P-P+C-P»CHCEPuPSPSCII AUC CI'PéP»PrPuPSP°C, C-P»Cr PSP° 210 %. PkPu
PIPECIIPIP»PpnPSPs PIPiP»PéPICr CfPéP»PprPSP°C,,C—P>>Cf PSP°

C, P°CHPjP°PePsPeC-PSPLC, P&PeCY CI'P°PePIC-PSP°PIC-CECY.
PuPUCEPUPrP+P°C+P°C”C,CEbCICLI, C%oPs P+C-P»CHCE PiPsC,CrPIPSC-
C-PSPiC-PxC-C,PsChHPé CYP3A4, C,P°PeC- CIIPe PePuC,PsPePsPSP°P-PsP» C,P°
C-C,CHP°PePsPSP°P-PsP», P£CrPrCrC,CH PjP°C,Pé PxC-P»CHCE PIPECHP°PIPuPSPEPNe
PIPiP»PéPI.

PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- CI'PéP»PrPuPSP°C, C-P»Cr (100 PjPi CHP°P-PsPIPs) C,P°
PuCHP&C,CHPsPjC-CtP&PSCT, CI'PiPuCtPéC, C-C+PSPsPiPs C-PSPiC-P+C-C,PsCHP° CYP3A4, Cr
CHC-PIPSPsPIP°PYPSPsPjCr CI'C,P°PSC- (500 PjPi 2 CRP°P-Pé PSP° PrPsP+Cr PiCRPsC,CIIPiPsPj
5 PrPSC-PI) CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiC-PrPIP&C%oPpPSPSCII PHUC
CI'PéP»PrPpPSP°C, C-P»Cr PSP° 182 %. P] P-PrPsCHPsPIP&C... PrPsP+CEPsPIPsP»CHCtC-PI



C$PsP»PsPIC-C$PsC— CI'C,P°C,C- PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PIPiP»P&PICT
P°P-P&C,CHPsPjC-CtPéPSCT (500 PjPi PSP° PrPsP+Cr PiCHPsC,CIIPiPsPj 3 PrC-P+) PSP° AUC,
PY.... To.w PEPSPSCI'C,P°PSC,Ct CEPIPEPTPePsCI'C,C- PuP»C-PjC-PSP°CtC-C— C,P°
PiPsPrP°P»CHCEP&PNe PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII

CI'PéP»PrPuPSP°C, C-P»Cr P°P+Ps PNePsPiPs PiPsP»PsPIPSPsPiPs CtPECHPeCrP»CRCRCHPsPiPs
PjPuC,P°P+PsP»C-C,Cr. P|PéPjPuC,PéPrP&PS (C-PSPiC-P+C-C,PsCE CtP&éC,PsC...CHPsPjCr P 450
C,P° PSPuCI'PiPuCtPéC,C-C+PSP&PN: C-PSPiC-P+C-C,PsCE CYP3A4) Ct PrPsP-C- 800 PjPi PiCHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- C-P- CI'PéP»PrPuPSP°C, C-P»PsPj Cr
PrPsP-C- 50 PjPi Cr 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»PrPpPSP°C,C-P»Ct PSP° 56 %.

P“CHPRPNePiC, CECtC,PsPIPEPNe CI'C-Pe C” CI'P»P°P+PePéPj C-PSPiC-P+C-C,PsCHPsPj CYP3A4
Cf CI'C,C-PSCtC- PeP&CEPUCHPSPEPeCT C- PjPsPYPu PIPEPeP»PéPeP°C,Pé PiPsPjC-CHPSPy
PiC-PrPIP&C%PuPSPSCII PiP»P°P-PjPsPIP&C... CEC-PIPSC-PI CI'P&éP»PrPuPSP°C, C-P»Cr.

PhPrPSPsCHP°P-PsPIPu P-P°CI'C,PsCI'CrPIP°PSPSCII P°PSC,P°CtP&PrPSP&EC... P-P°CI'PsP+C-PI
(PjP°PiPSC-Ch PiC-PrCHPsPeCI'PéPrCr/P°P»CRPjC-PSC-Ch PiC-PrCHPsPeCI'PéPrCr) PSPu
PIPiP»P&PIP°C” PSP° P+C-PsPrPsCI'C,CfPiPSC-CI'C,CH CI'PéP»PrPuPSP°C, C-P»CrF.

PI'PsC$P° PrPsCI'P»C-PrPYPuPSCH CI'PiPuCtPéC,C-C+PSPsC— PIP-P°C”PjPsPrC-C— P
CrCI'C-PjP° P»C-PeP°CRHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé PSPp PiCHPsPIPsPrPéP»PsCI'CI], P-P°
PrP°PSP&PjPé PiPsPiCrP»CLICtC-PN:PSPsPiPs C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsPiPs
P°PSP°P»C-P-Cf, C,P°CEPjP°PePsPeC-PSPuC,PéPeP°® CI'PEP»PrPuPSP°C, C-P»Cr PSPy
P-PjC-PSCRPIP°P»P°CI'CII PiCHPé PNePsPiPs PsPrPSPsC$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»PpPYP°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,PsCRC-PI CYP2D6
(C,P°PePé&C... CIIPe CI'PuP»PuPeC,PEPIPSC- C-PSPiC-P+C-C,PsCHPé P-PIPsCHPsC,PSPsPiPs
P-P°C...PsPiP»PuPSPSCII CI'PuCEPsC,PsPSC-PSCt, C,CEP&CTPEPeP»C-C+PSC-
P°PSC,PéPrPuPiCEPuCI'P°PSC,Pé), PiCRHCIPiPé C,C-P°P-PEPrPSP&C... C,P°
C,C-P°P-P&PrPsPiPsPrC-P+PSP&C... PrC-CrCRPuC,PéPeC-PI, PiPuC,P»CHPsPIP&C... 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,PIPsCRCRCRC1PsPiPs C,PuCHPjPuPSC,Cr,
P°PSC,P°PiPsPSC-CI'C,C-PI PeP°P»CHC1+C-Ch, P°PSC,P°PiPsPSC-CI'C,C-PI P+PuC,P°-
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,CFCEP°C,Pé).

P&C-PePsCRP°PSPrPéP» CLIPIP»CLIC” CI'PsP+PsCEh PiC-P+CEP&Pr P°PeC,PEPIP°C,PsCEP®
PeP°P»CHCTC-C”PIP&C... PeP°PSP°P»C-PI C,P° PSC-C,CHP°C,Ct. PkC-C,CEP°C,PSP&PNe
PePsPjPiPsPSPuPSC, P-CfPjPsPIP»CRC” PjPsPP»P&PIC-CI'C,CHb PN-PsPiPs
CI'PuCEPN-PsP-PSPsC— PIP-P°C”PjPsPrC-C— P- CI'PéP»PrPuPSP°C, C-P»PsPj.

P] PiCKPsCtPuCI'C- PrPsCI'P»C-PrPPuPSPSCII P-P° CfC+P°CI'C,Ch P-PrPsCHPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI-C+PsP»PsPIC-PeC-PI PsPrPSPsC+P°CI'PSPp
P-P°CI'C,PsCI'CfPIP°PSPSCII P°PSC,P°PiPsPSC-CI'C,P° PuPSPrPsC,PuP»C-PSCt
P+PsCI'PuPSC,P°PSCr (PiPsPjC-CRPSP&PNe C-PSPrCrPeC,PsCH CYP3A4, CYP2C9 C,P°,
PjPsPP»P&PIPs, CYP2C19) Ct CRC-PIPSPsPIP°PYPSPsPjCr CI'C,P°PSC- (125 PjPi 2 CRP°P-Pé PSP°
PrPsP+Cr) C,P° CI'PéP»PrPuPSP°C,C-P»Cr Cf CEC-PIPSPsPIP°PIPSPsPjCr CI'C,P°PSC- (80 PjPi P:
CHP°P-Pé PSP° PrPsP+Cr) PiCHP&P-PIPsPrPéP»Ps PrPs P-PSPEPIPuPSPSCII AUC C,P° C,,
CI'PéP»PrPuPSP°C,C-P»Cr PSP° 62,6 % C,P° 55,4 % PIC-PrPiPsPIC-PrPSPs. P{PsPjCr
PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII C,P°PePéC... PiPsC,CrPIPSPEC...



C-PSPrCrPeC,PsCHC-PI CYP3A4, CLIPe CHPEC, P°PjPiC-PS, PjPsPYPn PiCHP&P-PIPsPrPéC,Pé PrPs
P+C-P»CHC€ PIPECHP°PYPuPSPsPiPs P-PSPéPPuPSPSCII PePsPSCtPuPSC,CEP°CtC-C—
CI'P&éP»PrPuPSP°C, C-P»Cr PI PiP»P°P-PjC- PeCHPsPIC-.

P’PiP»PéPI CI'PéP»PrPuPSP°C,C-P»Cé PSP° C-PSCEC- P»C-PeP°CFCI CHhPeC- P-P°CI'PsP+Pé.

P”PsCI'P»C-PrP{PuPSPSCII 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 (PtPibs, >150 PjPePjPsP»CHb) CtP&C,PsC...CEPsPiCE P 450.
PhCI'PeC-P»CIhPePé PiC-PePsPIC- PiP»P°P-PjPsPIC- PePsPSCtPuPSC,CEP°C+C-C—
CI'P&P»PrPuPSP°C, C-P»Cr PrPsCEC-PIPSCRCRC,CHb PiCEP&P+P»P&P-PSPs 1 PjPePjPsP»Clb,
PIPiP»P&PI PiCEPuPiP°CEP°C,Ct PmP°PeCI'C-PiCEP°® PSP® PeP»C-CEPRPSCI
CI'CtP+CI'C,CHP°C,C-PI CtP&C... C-P-PsC, PuCEPjPRPSC,C-PI PjP°P»PsPN:PjPsPIC-CEPSPEPN..

P’'C-PrCI'CfC,PSC- PrP°PSC- C%oPsPrPs PIP-P°C”PjPsPrC-C— CI'P&éP»PrPuPSP°C, C-P»Cr C,P°
C,P°PePéC... PSPUCI PiPpCtP&C, C-C+PSPEC. .. C-PSPiC-P+C-C,PsCEC-PI
C,PsCI'C, PsPrC-PuCI'C,PuCEP°P-Pé, CLIPe C,PuPsC, C-P»C-PS C,P° PrPéPiC-CHP&PrP°PjPsPs.

P”PsCI'P»C-PrPYPuPSPSCII in vivo.

PhCI'PeC-P»CHPePé PIC-PrPsPjPs, C%oPs CI'PéP»PrPuPSP°C, C-P» PIPiP»PéPIP°C” PSP°
PjPuC,P°P+PsP»C-P-Pj NO/CtP“PwPx, P+CfP»Ps PICI'C,P°PSPSPIP»PuPSPs, C%oPs CtPuPNe
PiCRPRPiP°CEP°C, PiPsC,PpuPSCtC-CRC” PiC-PiPsC,PuPSP-P&PIPSCY PrC-Ch PSC-C,CRP°C,C-PI,
C,PsPjCt PNePsPiPs PsPrPSPsC+P°CI'PSPy P-P°CI'C,PsCI'CIPIP°PSPSCII P- PrPsPSPsCEHP°PjPé
PsPeCI'PéPrCr P°P-PsC,Ct P°P+Ps P- PSC-C,CEP°C,P°PjPé PI P+CrPrCib-CLIPeC-PNe C,PSCEPjC-
PiCEPsC,PéPiPsPeP°P-P°PSPy (PrPéPL. CHPsP-PrC-P» B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB»).

P C-PsCtP&PiCrP°C,. P"PsPeP»C-PSC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCII
PiCHPsPrPuPjPsPSCI'C,CECrPIP°P»Pé P°PrPeéC,PéPIPSPéPNe CI'P&CI'C,PuPjPSPéPNe PuC, PuPeC,
P-PSPEPYPuPSPSCII P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr PiCHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSPiC-P+C-C,PsCEC-PI PuP”Pe5 P
CBC-PsCtP&PiCIP°C,PsPj. PP»C-PSC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCII
PiCHPsPrPuPjPsPSCI'C,CHECrPIP°P»Pé, C%oPs CHC-PsCtP&PiCrP°C, PiPsCI'P&éP»CRC”
PiC-PiPsC,PpPSP-PéPIPSCr PrC-Ch C-PSPiC-P+C-C,PsCEHC-PI PxP”P+5. P] PiP°CtC-C”PSC,C-PI,
CIIPeC- P+CRHP°P»Pé CrC+P°CI'C,CH Cr PrPsCI'P»C-PrPPuPSPSC-, PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI] PiPsP-P&C,PEPIPSPsPiPs PeP»C-PSC-C$PSPsPiPs PuC,PuPeC,Cr
PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CPIP°PSPSC- C-PSPiC-P+C-C,PsCRC-PI
PxP”P+5 P- CRC-PsCtPéPiCrP°C,PsPj. PuCHPsC,PéPiPsPeP°P-P°PSPy PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII CRC-PsCtP&éPiCrP°C,Cr P- C-PSPiC-P+C-C,PsCHP°PjPé PaP”Pe5, Cr
C,PsPjCr C+PéCI'P»C- C-P- CI'PéP»PrPuPSP°C,C-P»PsPj (PrPéPI. CHPsP-PrC-P»
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB»).

P”PsPrP°PIP°PSPSCII CEP°P-PsPIPsC— PrPsP-Pé CI'PéP»PrPuPSP°C,C-P»Cr PrPs
CI'P°PeCrP+C-C,CHPEP»/PIP°P»CI'P°CRC,P°PS PI CRC-PIPSPsPIP°PYPSPsPjCr CI'C,P°PSC- Cr
PiP°CtC-C”PSC,C-PI P- P°CHC,PuCREC-P°P»CHPSPsCh PiC-PiPuCHC,PuPSP-C-C”Ch P+CrP»Ps
PiPsPIB}™ CLIP-P°PSPs P-C- P-PSP°C$PSPs P+C-P»CHCEPéPj P-PSPEPIPuPSPSCIIPj
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr PiPsCRHC-PIPSCIIPSPs C-P-
P-P°CI'C,PsCI'CtPIP°PSPSCIIPj CI'P°PeCrP+C-C,CRP&P»Cr/PIP°P»CI'P°CRHC,P°PSCT
PsPeCHPuPjPs. PyPsPjCt CI'P»C-Pr P- PsP+PuCHPuPIPSC-CI'C,ChR CHPsP-PiPsC+PéPSP°C,Pé
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr PiP°CtC-C”PSC,P°Pj, CI1IPeC-
PsC,CHP&PjCrCRC,CH CI'P°PeCrP+C-C,CHP&P»/PIP°P»CI'P°CRHC,P°PS.



PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr C,P°
P+P»PsPeP°C,PsCHC-PI P°P»CHC, P°-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI PjPsPIPu
PiCHPEP-PIPuCI'C,Pé PrPs CRPsP-PIPéC,PeCt CI'P&PjPiC,PsPjP°C,PéC+PSPsC—
PiC-PiPsC,PuPSP-C-C— Cr PrPuCIIPePéC..., CI'C...PéP»CHPSPEC... PrPs CtCHPsPiPs
PiP°CtC-C”PSC,C-PI. PjP°PeP° CHPuP°PeCtC-CII PSP°PNeC+P°CI'C,C-CE€Pp PIPEPSP&PeP°P»P°
PiCHPsC,CIIPiPsPj 4 PiPsPrPéPS PiC-CI'P»CII P-P°CI'C,PsCI'CFPIP°PSPSCI]
CI'PéP»PrPuPSP°C, C-P»Cr (PrPéPI. CRPsP-PrC-P»Pé B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C,P° B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P°
PrPsP-PéB»). P] PiCHPsCtPuCI'C- 3 PrPsCI'P»C-PrPIPuPSCH CI'PiPuCtPéC, C-C+PSPsC—
PIP-P°C”PjPsPrC-C— P»C-PeP°CHCI'CHhPePEC... P-P°CI'PsP+C-PI P+P»PsPeP°C,PsChH
P°P»CHC, P°-P°PrCEPpuPSPsCHPuCtPuPiC,PsCEC-PI PrPsPeCI'P°P-PsP-PéPS (4 PjPi C,P° 8 PjPi)
C,P° CI'PéP»PrPuPSP°C,C-P» (25 PjPi, 50 PjPi C,P° 100 PjPi) P-P°CI'C,PsCI'PsPICfPIP°P»P&CI'CI]
PsPrPSPsC$P°CI'PSPs PiP°CtC-C”PSC,P°Pj C-P- PrPsP+CHPsCIIPeC-CI'PSPsCh
PiC-PiPuCHPiP»P°P-C-C”Ch PiPuCHPuPrPjC-C...CrCHPsPIPsC— 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'CLIPiPSCIC,P° PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPsPeCI'P°P-PsP-PEPSCt. P] CtP&C... PiPsPiCfP»CIICtC-CIIC...
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI]I CI'PuCEPuPrPSC” PrPsPrP°C,PePsPIPu P-PSPEPIPuPSPSCII
P°CHC,PuCEC-P°P»CHPSPsPiPs C,PEéCI'PeCt Ct PiPsP»PsPIPpPSPSC- P»PpuPYP°CtPé PSP°

7/7 PjPj CEC,. CI'C,., 9/5 PjPj CRC,. CI'C,. C,P° 8/4 PjPj CEC,. CI'C,. C,P° CI'PuCHPuPrPSC”
P-PSPéPYPuPSPSCLI P°CHC,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. PiCEPé 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-CI]I CI'C,P°PSCt CIIPeP&C... P+CrP»P° PrPsCI'CIIPiPSCIC,P° PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPsPeCI'P°P-PsP-PEPSCY, C-PSPsPrC-
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCHPs CHPsP-PIP&C,PsPe CI'PEPjPiC,PsPjP°C,PéC+PSPsC—
PsCHC,PsCI'C,P°C,PéCPSPsC— PiC-PiPsC,PuPSP-C-C—. P] CtPéC...
PiPsPIC-PrPsPjP»PpPSPSCIIC... PNeCEP»PsCI'CII PiCHPs PIPEPiP°PrPePé
P-P°PiP°PjPsCEPsC+PpPSPSCII C,P° CI'C,P°PS PiPuCHPuPr PSPuPiCHP&C,PsPjPSC-CI'C,CH,
P°P»Pp P+PuP- CI'PéPSPePsPiPy.

PkPp CI'PiPsCI'C,PuCRC-PiP°P»PsCI'CII PJPsPrPSP&C... P-PSP°C+CrC%oPéC...
PIP-P°C”PjPsPrC-PNe PiCRPé PsPrPSPsC+P°CI'PSPsPjCt 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°CHKC, P°CREP&PSCY (40 PjPi), C%oPs PjPuC,P°P+PsP»C-P-CFCRC,CHCI'CII CYP2C9.

PYP&P»PrPuPSP°C,C-P» (50 PjPi) PSPp PiCHP&P-PIPsPrP&PI PrPs PiPsPrPsPIPPuPSPSCII
C$P°CI'Ct PeCHPsPIPsC,PuC+C-, CI'PiCHPéC$PéPSPuPSPsC— P-P°CI'C,PsCI'CtPIP°PSPSCIIPj
P°CtPuC,PéP»CI'P°P»C-C1P&P»PsPIPsC— PeP&CI'P»PsC,Pé (150 PjPi).

PYP&P»PrPuPSP°C, C-P» (50 PjPi) PSP PiPsC,PuPSCtC-CRPIP°PI PiC-PiPsC,PuPSP-PEPIPSCY
PrC-Ch P°P»PePsPiPsP»Ch Cr P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI PiCHPé
CI'PuCHPuPrPSC-C... PjP°PeCI'P&éPjP°P»CHhPSPEC... CRC-PIPSCIIC... PuC,P°PSPsP»Cr PI
PeCHPsPIC- 80 PjPi/PrP».

PJ PiP°CtC-C”PSC,C-PI, CIIPeC- P-P°CI'C,PsCI'PsPICfPIP°P»Pé CI'PéP»PrPuPSP°C,C-P», PSPp
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PfPsPrPSP&C... PIC-PrPjC-PSPSPsCI'C,PuPNe PiCHPsC,C-P»Ch
PiPsP+C-C$PSP&C... PuC,PpPeC,C-PI PiPsCRC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps PiCHPé
PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- C,P°PePéC... PeP»P°CI'C-PI
PiC-PiPsC,PuPSP-P&PIPSPEC... P»C-PeP°CHCI'CHhPePEC. .. P-P°CI'PsP+C-PI, CIIPe
PrC-CrCEPuC,PéPePé, P+P»PsPeP°C,PsCEPé& P+PuC,P°-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI,
C-PSPiC-P+C-C,PsCHPé PhPuPr, P°PSC,P°PiPsPSC-CI'C,Pé P°PSPiC-PsC,PuPSP-PéPSCY PtPt,



P°PSC,PéPiC-PiPuCHC,PuPSP-PEPIPSC- P»C-PeP°CHCI' CHPeC- P-P°CI'PsP+Pé
(CI'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”PIPEC... PeP°PSP°P»C-PI C,P° P+P»PsPeP°C,PsCHPé
P°P»CHC, P°-P°PrCEPpPSPsCHPuCtPuPiC,PsCHC-PI. P] CI'PiPuCtC-P°P»CHPSPsPjCr
PrPsCI'P»C-PrPPuPSPSC- 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°Ct+C-C”PSC,P°Pj P- P°CHC,PuCHC-P°P»CHPSPsChH PiC-PiPuCEC,PuPSP-C-C”"Ch
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PrPsPrP°C,PePsPIPu P-PSPéPYPuPSPSCII
CI'PECI'C,PsP»C-C+PSPsPiPs P°CHC,PuCHC-P°P»CHPSPsPiPs C,P&CI'PeCr PI
PiPsP»PsPIPuPSPSC- P»PuPqIP°C$Pé PSP° 8 PjPj CHC,. CI'C,. P’C-PrPiPsPIC-PrPSPu
P-PSPEPYPuPSPSCII PrC-P°CI'C,PsP»C-C+PSPsPiPs P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI PeCr
CI'C,P°PSPsPIP&P»Ps 7 PjPj CHC,. CI'C,. P—P° PIPuP»P&C+PéPSPsCh CtC- PrPsPrP°C,PePsPIC-
P-PSPéPYPuPSPSCII P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr P+CrP»Pé
PiPsCHC-PIPSCIIPSPSPEPjPé P- C,PéPjPé, C%oPs CI'PiPsCI'C,PuCEC-PiP°P»PECI'CI] PiCRHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- P»P&éCEPu CI'PéP»PrPuPSP°C, C-P»Cr Cr P-PrPsCEPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI (PrPéPI. CEPsP-PrC-P» B«PxP°CEPjP°PePsP»PsPiC-C+PSC-
PIP»P°CI'C,P&PIPsCI'C,C-B»).

PYP&P»PrPuPSP°C,C-P» Ct PrPsP-C- 100 PjPi PSPy PIPiP»P&PIP°PI PSP°
C,P°CHPjP°PePsPeC-PSPuC,PéC+PSC- PiPsPeP°P-PSP&PePé C-PSPiC-P+C-C,PsCHC-PI P'PtP>-
PiCREPsC,PuP°P-Pé, CI'P°PePIC-PSP°PIC-CHCT C,P° CHPEC,PsPSP°PIC-CECY, CIIPeC- C”
CI'CrP+CI'C,CHP°C,P°PjPé CYP3A4.

PJ P-PrPsCEPsPIP&C. .. PrPsP+CEHPsPIPsP»CHCC-PI C+PsP»PsPIC-C+PsC— CI'C,P°C,C-
P-P°CI'C,PsCI'CtPIP°PSPSCII CI'P6P»PrPuPSP°C, C-P»Crt Ct CEC-PIPSPsPIP°PIPSPsPjCr
CI'C,P°PSC- (80 PjPi 3 CEP°P-Pé PSP° PrPsP+Cr) PiCEP&P-PIPSPrPéP»Ps PrPs
PiC-PrPIP&C%oPRPSPSCLI AUC C,P° C,, P+PsCI'PuPSC,P°PSCF (125 PjPi 2 CHP°P-Pé PSP®
PrPuPSCH) PSP° 49,8 % C,P° 42 % PIC-PrPiPsPIC-PrPSPs.

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

P”Ps PiPsC$P°C,PeCr C,PuCEP°PiC-C— CI'P»C-Pr P-C-P+CHP°C,Pé PjPuPrPéC+PSP&PN:
P°PSP°PjPSPuP- PiP°CtC-C”PSC,P° C,P° PiCKPsPIPuCI'C,Pé C,C-P-PéPeP°P»CHPSPu
PsP+CI'C,PpPIPuPSPSCII PrP»CII PrC-P°PiPSPsCI'C,PéPePé PuCHPuPeC,PéP»CHPSPsC—
PrPéCIC, CrPSPeCtC-C— C,P° PIP&P-PSP°C+PpPSPSCII C—C— PjPsPIP»P&PIP&C...
PiCHPECHP&PS.

PxP°PeC,PsCEPé CFPéP-PéPeCé CI PuCEHCTPUPIPs-CI'CéPrPéPSPSPEC...
P-P°C...PIPsCFECEPIP°PSCH. PhCI'PeC-P»CHPePé CI'PuPeCI'CrP°P»CHPSP°
P°PeC,PEPIPSC-CI'C,CH> CI'CrPiCHPsPIPsPrPICrC”C,CHCI'CI] PiPuPIPSP&Pj CEP&P-P&PePsPj P-
P+PsPeCr CI'PuCHCtCI], PrPs PiPsC#P°C,PeCr P+CrPrCH-CLIPePsPiPs P»C-PeCrPIP°PSPSCII
PuCHPuPeC,PéP»CHPSPsC— PrPéCI'C, CrPSPeCtC-C— P»C-PeP°CE PiPsPIPEPSPuPS
PsCtC-PSP&C,Pé CI'C,P°PS CI'PuCRHCtPuPIPs-CI'CfPrPéPSPSPsC— CI'PECI'C,PuPjPé
PiP°CtC-C”PSC,P°. PYP&P»PrPuPSP°C,C-P» PIPECILIPIP»CIIC”
CI'CrPrPéPSPsCEPsP-CEPECHCRPIP P»CHPSPEPNe PuC, PuPeC,, C%oPs
PiCHPsCLIPIP»CIIC”C,CHCI'CLI P»PpPiPePéPj C,P° PePsCHPsC,PePsC+P°CI'PSPé&P]
P-PSP&PPuPSPSCIIPj P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr (PrPéPI. CHPsP-PrC-P»
B«PxP°CHPjP°PePsPrPéPSP°PjC-PeP°B»). P”Ps PiCEP&P-PSP°C+PuPSPSCII
CI'PéP»PrPpPSP°C,C-P»Ct P»C-PeP°CE PiPsPIPEPSPuPS CRHPuC,PuP»CHPSPs P-PIP°PYP&C,Pé,



C$Pé PjPsPYPpu C,P°PePéPNe PuC, PuPeC, C+PEPSPEC,Pé PSPuCI'PiCEPECIIC,P»PEPIPEPNe
PIPiP»P&PI PSP°® PiP°CtC-C”PSC,C-PI C-P- PiPuPIPSP&PjPé PsCI' PSPsPIPSP&PjPé
P-P°C...PIPsCHCRPIP°PSPSCIJIPjP&, PsCI'PsP+P»P&PIPs Cr PePsPjP+C-PSP°CtC-C— C-P-
CI'PpPeCI'CfP°P»CHPSPsCR P°PeC,PEPIPSC-CI'C,CR. P”Ps PiP°C+C-C”PSC,C-PI C-P-
PiC-PrPIP&C%oPuPSPsCh C+CrC,P»PéPIC-CI'C,Ch PrPs PIP°P-PsPrPéP»P°C,P°C,PsCHC-PI
PSP°P»PpPYP°C,CH PiP°CtC-C”PSC,Pé P- PsP+CI'C,CRCrPeCtC-C”Ch PIPEPIC-PrPSPsPiPs
C,CRP°PeC,Cr P»C-PIPsPiPs CEP»CrPSPsCtPeP° (PSP°PiCHP&éPeP»P°Pr, CI'C,PuPSPsP:
P°PsCHC,Pé, PiC-PiPuCEC,CEPsC, C-C+PSP° PsP+CI'C,CRHCrPeC,PéPIPSP®
PeP°CRPrC-PsPjC-PsPiP°C,C-CII) P°P+Ps PiP°CtC-C”PSC,Pé P- CHC-PrPeC-CI'PSP&P;
CI'PéPSPrCHPsPjPsPj PjCrP»CHC,PéCI'PECI'C,PuPjPSPsC— P°C,CHPsC, C-C—, PsPrPSP&Pj C-P-
PiCHPsCIIPIC-PI CIIPePsC— C” C,CLIPYPePp PiPsCHCrCEPuPSPSCII CHPuPiCrP»CIICTC-C—
P°CRC,PpuCHC-P°P»CIHPSPsPiPs C,PECI'PeCr P- P+PsPeCt PIPuPiPuC,P°C,PEPIPSPsC—
PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé.

PiP°PeCI'C-PiCHP° PiPsC,PpuPSCtC-CRC” PiC-PiPsC,PuPSP-P&PIPSPEPNe PuC, PuPeC,
PSC-C,CHP°C,C-PI (PrP&PL. CEPsP-PrC-P» B«PuCHPsC,P&PiPsPeP°P-P°PSPSCLIB).

PJ] PiPsCI'C,PjP°CEPePuC,PéPSPiPsPIPsPjCt PiPuCHC-PsPrC- PiPsPIC-PrPsPjP»CIIP»PsCI'CII
PiCHPs C,CIIPIPeC- PiPsP+C-C$PSC- CHPuP°PeCtC-C— P- P+PsPeCr CI'PuCHCtPuPIPs-
CI'CrPrPéPSPSPsC— CI'PéCI'C,PuPjPé, PIPeP»CRC+P°CRC+Pé C-PSC,P°CHPeC,
PjC-PsPeP°CHPrP°, PSPuCI'C,P°P+C-P»CHPSCrF CI'C,PuPSPsPeP°CHPrC-Ch, CHP°PiC,PsPICTr
CI'PuCHCtPuPICT CI'PjPuCHC,CH, CEP»CrPSPsCHPePsPICT P°CRHPEC,PjC-CHh,
CtPuCHPuP+CEPsPIP°CI'PeCrP»CLICHPSC- PeCHPsPIPsPIPEP»PEPIPE, C,CHP°PSP-PEC,PsCHPSCY
C-C€PpPjC-C+PSCr P°C,P°PeCr, P°CHC,PuCHC-P°P»CHPSCT PiC-PiPuCHC,PuPSP-C-Ch C,P°
P°CHC,PuCHC-P°P»CHPSCT PiC-PiPsC,PuPSP-C-CR, CIIPeC- P-P° CP°CI PsPj
P-P+C-PiP°P»P&éCI'CII C-P- P-P°CI'C,PsCI'CrPIP°PSPSCILIPj PiCHPuPiP°CEP°C,Cr
PmP°PeCI'C-PiCRP°. P] P+C-P»CHCEPsCI'C,C- PiP°CtC-C”PSC,C-PI, P°P»Pp PSPu Crf PICI'C-C...,
C-CI'PSCrPIP°P»Pé C,P°PeC,PsCEPé CEP&P-PéPeCr CI'PuCHCHPuPIPs-CI'CFPrPEPSPSPEC. ..
P-P°C...PIPsCHCRPIP°PSCH. P'P°PiP°C,Ps C,P°PeP&C... PiPsP+C-CfPSP&C... CRPuP°PeCtC-PNe
CI'PiPsCI'C,PpCHC-PiP°P»PsCI'CII PiC-Pr C+P°CI' P°P+Ps PsPrCRHP°P-Cr PiC-CI'P»CII
CI'C,P°C,PuPIPsPiPs P°PeC,Cr C- P»P&CEPp PeC-P»CHPeP°® C,CHP°PiPéP»PsCI'CI]
PSPuPIPrPsPIP-C- PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII PiCEPuPiP°CHP°C,Cr
PmP°PeCI'C-PiCRHP°® P+PuP- CI'PuPeCI'CrP°P»CHhPSPsC— P°PeC,PéPIPSPsCI'C,C-. PyPsPjCr
PSPuPjPsPP»P&PIPs PIP&P-PSP°C+P&C,Pé, CPé PiPsPIB ™ CLIP-P°PSP&PN. CHPsP-PIP&C,PsPe
C,P°PePéC... PiPsP+C-C$PSP&C... CRPpP°PeC+C-PNe P+PuP-PiPsCI PuCHPuPrPSCHPs C-P-
C,P°PeC,PsCHP°PjPé CEP&P-P&PeCY, CtPé C—C... CRPsP-PIP&C,PsPe P-CrPjPsPIP»PpPSP&EPNe
C-PSC£PéPjPé C+P&PSPSP&PeP°PjPé.

PyCFC-P°PiC-P-Pj. P—P°CI'PsP+Pé PrP»ClI P»C-PeCrPIP°PSPSCILI 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
PiCEHP&P-PSP°C+P°C,Pé P- PsP+PuCRPuPYPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj P-
P°PSP°C,PsPjC-C+PSPsCh PrPuC,PsCHPjP°CtC-C”Ch PiPuPSC-CI'P° (PSP°PiCHP&éPeP»P°Pr,
P°PSPiCrP»CLICtC-CLI, PeP°PIPUCEPSPsP-PSPEPN: C, C-P+CEPsP- P°P+Ps C...PIPsCHPsP+P°
PuPuPNeCHPsPSC-) P°P+Ps PiP°CtC-C”PSC,P°Pj P-C- CI'C,P°PSP°PjPé&, C%oPs
CI'PiCHPéC$PEPSCIICRC,CH CHPsP-PIPEC,PsPe PiCHC-P°PiC-P-PjCr
(CT'PuCEPiPsPiPsPrC-P+PSPsPeP»C-C,PEPSPSP° P°PSPuPjC-ClI, PjPSPsPYP&EPSPSP®
PjC-C”P»PsPjP° P°P+Ps P»PpuPNePePuPjC-CLI).

PuC-CI'P»CLI PIPC...PsPrCt PiCEPpPiP°CEP°C,Ct PSP° CEP&PSPsPe
PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PIP&PiP°PrPePé PiPsPrPsPIPYPuPSPSC—
PuCHPpPeCtC-C— C,P° PiCRC-P°PiC-P-PjCt. PiPeC%oPs PuCHPuPeCtC-CLI C,CEP&PIP°C”
P+C-P»CHCEP PSC-PY 4 PiPsPrP&PSPé, PiP°C+C-C”PSC,P°Pj CI'P»C-Pr PSPuPiP°PN:PSPs



P-PIPuCEPSCIC,PECI'CIb P-P° PjPuPrPéC+PSPsCR PrPsPiPsPjPsPiPsCh. P—P°
PIC-PrCI'CfC,PSPSCI'C,C- PSPuPiP°PN-PSPsPiPs P»C-PeCrPIP°PSPSCII PiCRC-P°PiC-P-Pj
PjPsPYPp PiCEP&P-PIPUCI'C,Pé PrPs PiPsCEPePsPrPIPuPSPSCII C,PeP°PSPEPS PiPpPSC-CI'P°® C,P°
PrPs CI'C,C-PN:PePsC— PIC,CEP°C,Pé PiPsC,PpuPSCtC-C—.

PhPrPSPsC#P°CI'PSPu P-P°CI'C,PsCI'C2PIP°PSPSCII P- C-PSCEPéPjPé C-PSPiC-P+C-C,PsCEP°PjPé
PxP”P+5 P°P+Ps C-PSCEPéPjPé PiCEPuPiP°CEP°C,P°PjPé PrP»CII P»C-PeC2éPIP°PSPSCII
PuCEPuPeC,PéP»CHPSPsC— PrPéCIC,CéPSPeCtC-C—. P'PuP-PiPuPeP° C,P°

PuC, PpuPeC,PEPIPSC-CI'C,CH PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
CI'PéP»PrPuPSP°C,C-P»Cr P- C-PSCEPéPjPé C-PSPiC-P+C-C,PsCRP°PjPé PxP”P+5 P°P+Ps
C-PSC€PéPjPé PICRHPuPiP°CHP°C,P°PjPé PrP»CII P»C-PeCrPIP°PSPSCII
PiC-PiPuCHC,PuPSP-C-C— P»PpPiPpuPSPuPIPsC— P°CHC,PuCEC-C—, CIIPeC- PjC-CI'C,CIIC,CH
CI'PéP»PrPuPSP°C, C-P» (PSP°PiCEP&PeP»P°Pr, P PuPIP°CtPéPs), CtPé P- C-PSCEP&PjPé
PiCHPuPiP°CHP°C,P°PjPé PrP»CII P»C-PeCrPIP°PSPSCII PuCHPuPeC,PéP»CHPSPsC—
PrPéCI'C, CrPSPeCtC-C— PSPu PIPEPICP°P»P&CI'CI], C,PsPjCr P-P°CI'C,PsCI'CrPIP°PSPSCII
C,P°PePé&C... PePsPjP+C-PSP°CtC-PNe PSPy CHPuPePsPjPuPSPrCrC”C,CEhCICI].

P’PiP»PéPI PSP° P-C-CE. PYPiPsPSC,P°PSPSC- PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs
PIPEPSP&PePSPuPSPSCII PrPuC, PuPeC,C-PI P-PsCHCt PSP°PrC...PsPrPéP»Pé
P°CI'PsCtC-PNePsPIP°PSPs C-P- P-P°CI'C,PsCI'C*PIP°PSPSCLIPj CI'PéP»PrPuPSP°C, C-P»Cr C,P°
C-PSCE€Pé&C... C-PSPiC-P+C-C,PsCEC-PI PaP”P«5 (PrPéPI. CHPsP-PrC-P» B«PyPsP+C-C$PSC-
CHPuP°PeCtC-C—B»). PiiCHPs PIPEPiP°PrPePé PSPuP°CHC,PuCHC-P°P»CHPSPsC—
PiPpCHPpPrPSCHPsC— C-CEPpPjC-C+PSPsC— PSPuPN.CRHPsPiP°C,C-C—, C%oPs C”
CHC-PrPeC-CI'PSPEPj CI'C,P°PSPsPj, PSP°PrC...PsPrPéP»Pé CI'PiPsPSC,P°PSPSC-
PiPsPIC-PrPsPjP»PuPSPSCII C,P° PiPsPIC-PrPsPjP»CLIP»PsCI'CLI Ct PSP°PiP»CIIPrPsPIPsPjCr
PrPsCI'P»C-PrPYPuPSPSC- P°CI'PsCtC-PNePsPIP°PSPsPiPs C-P- P-P°CI'C,PsCI'CPIP°PSPSCIIPj
CI'PéP»PrPuPSP°C, C-P»Cr C,P° C-PSCEPEC... C-PSPiC-P+C-C,PsCHC-PI PaP”P+5 (PrPéPI.
CHPsP-PrC-P» B«PyPsP+C-C+PSC- CHPuP°PeCtC-C—B»). PuP°CtC-C”PSC,C-PI CI'P»C-Pr
PiPsPiPuCHPuPrPéC,Pé, C%oPs Ct CHP°P-C- CRHP°PiC,PsPIPsPiPs PiPsCHCrCEPuPSPSCII P-PsCHCr
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPuPiP°CEP°C,Ct PmP°PeCI'C-PiCHP°® CI'P»C-Pr
PiCHPEPiP&PSP&C,Pé C,P° PSPuPiP°PN-PSPs P-PIPuCHPSCrC,PéCI'CLI PrPs P»C-PeP°CHCII
(PrPéPI. CEPsP-PrC-P» B«PuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'C4PIP°PSPSCII P- CFPéC,PsPSP°PIC-CEPsP;.
PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Cr C,P°
CBPé&C,PsPSP°PIC-CEHCT PSPy CEPuPePsPjPpPSPrCrC”C,CHCI'CII (PrPéPI. CHPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI'CHbPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PhPrPSPsC#P°CI'PSPu P-P°CI'C,PsCI'CéPIP°PSPSCII P- P+P»PsPeP°C,PsCEP°PjPé P°P»CHC,P°-
P°PrCHPuPSPsCEPuCtPuPiC,PsCFC-PI. PP°CtC-C”PSC,P°Pj, CIIPeC-
P-P°CI'C,PsCI'PsPICFCRC,CH P+P»PsPeP°C,PsCHPé P°P»CHC,P°-
P°PrCHPpPSPsCHPuCtPuPiC,PsCHC-PI, P-P°CI'C,PsCI'PsPICrPIP°C,Pé
CI'PéP»PrPpuPSP°C,C-P» CI'P»C-Pr P- PsP+PuCHPuPYPSC-CI'C,Ch, PsCI'PeC-P»CH>PePé
C,P°PeP° PePsPjP+C-PSP°CtC-CI] PjPsPYPp PiCHP&P-PIPuCI'C,Pé PrPs
CI'PéPjPiC,PsPjP°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— Cr PrPuCIIPePéC...
CI'C...PéP»CIHbPSP&C... PrPs CtCHPsPiPs PiP°CtC-C”PSC,C-PI.
PYP&PjPiC,PsPjP°C,PéC+PSP° PiC-PiPsC,PuPSP-C-CII P-P°P-PIPEC+P°PNe PIPEPSPEPeP°C”
PiCHPsC,CLIPiPsPj 4 PiPsPrPéPS PiC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCII
CI'PéP»PrPpPSP°C,C-P»Crt. P— PjPuC,PsCh PjC-PSC-PjC-P-P°CtC-C— CHP&P-PéPeCr
CHPsP-PIP&C,PeCr PsCRHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C—



C,PuCHP°PiC-Ch CI'PEP»PrPuPSP°C, C-P»PsPj PjPsPPSP° CEPsP-PiPsC+P&éPSP°C,Pé
P»P&CEPu Cr PiPpPjPsPrPéPSP°PjC-C+PSPs CI'C,P°P+C-P»CHhPSPéEC...
PiP°CtC-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPICFfCRC,CH P+P»PsPeP°C,PsCRHPé
P°P»CHC, P°-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI. P PuPePsPjPuPSPrPsPIP°PSP®
PiPsC+P°C,PePsPIP° PrPsP-P° C,P°PePé&Pj PiP°CtC-C”PSC,P°Pj CI'C,P°PSPsPIP&C,CHy

25 PjPi CI'PéP»PrPuPSP°C, C-P»Cr (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»). PCHC-Pj C,PsPiPs, CI'P»C-Pr
PiCHPsC-PSC, PsCHPjCIPIP°C,Pé PiP°CtC-C”PSC,C-PI, CIIPe PrC-CIIC,Pé Cf CHP°P-C-
PiPsCIIPIPé CI'PéPjPiC,PsPjC-PI PsCRC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C—.

P’PiP»PéPI PSP° PeCEPsPIPsC,PuCtC-. P”PsCI'P»C-PrPPuPSPSCII C,CHPsPjP+PsCtP&éC,C-PI
P»CRPrPéPSPé PiCHPsPrPuPjPsPSCI'C,CHCIPIP°P»Pé&, C%oPs in vitro CL'PéP»PrPuPSP°C, C-P»
PiPsC,PuPSCtC-CRC” P°PSC,PéP°PiCHPuPiP°CtC-PNePSC- PuC,PuPeC,Pé PSP°C,CRC-Ch
PSC-C,CHPsPiCHCICI'PéPrCr. PKPuPjP°C” PIPsPrPSPsC— C-PSC,PsCHPjP°CtC-C— C%oPsPrPs
P+PpuP-PiPpPePé P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PéP»PrPuPSP°C, C-P»Cr PiP°CtC-C”PSC,P°Pj
C-P- PiPsCRCrCEPuPSPSCIIPjPé P-PiPsCRHC,P°PSPSCII PeCHPsPIC- P°P+Ps PiPsCI'C,CHPsCh
PiPpPiC,PéC+PSPsChH PIPECRP°P-PePsCR. PyP°PePéPj C+PéPSPsPj, P-P°CI'C,PsCI'CFPIP°PSPSCII
CI'PéP»PrPuPSP°C, C-P»Cr PiP°CtC-C”PSC,P°Pj CtC-C”C— PiCRCrPiPé PjPsPIP»P&PIPu
P»P&C£€Pyp PiC-CI'P»CII CEPuC,PuP»CHPSPsC— PsCtC-PSPePé CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCHP&CI'C,C- C,P° CRP&P-P&PeC-PI.

P1iC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsP-Pé 100 PjPi P-PrPsCHPsPIPéPjPé
PrPsP+CHPsPIPsP»CHCtCIIPjPé PSPy CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PIPiP»P&PICT PSP®
PjPsCHC, PsP»PsPiC-Ch P°P+Ps CRECrC...PsPjC-CI'C,CH CI'PiPuCHPjP°C,PsP-PsC—PrC-PI
(PrPé&PI. CHPsP-PrC-P» B«PuP°CEPjP°PePsPrPéPSP°PjC-PeP°B»).

P’C,CEP°C,P° CI'P»C4C...C4. P>C-PeP°CECLIPj CI'P»C-Pr PiPsCRP°PrP&éC,Pé PiP°CtC-C”PSC,P°Pj
PiCEP&PiPéPSP&C,Pé P-P°CI'C,PsCI'CI-PIP°PSPSCLI C-PSPiC-P+C-C,PSCEC-PI PuP”Pe5,
PIPeP»CRC$P°CRC{Pé PiCEPRPiP°CHP°C, PmP°PeCI'C-PiCHP®, C,P° PSPuPiP°PN:PSPs
P-PIPuCEPSCrC,PECI'CII P-P° PjPuPrPéC+PSPsCR PrPsPiPsPjPsPiPsCh Ct CHP°P-C-
CRP°PiC,PsPIPsPiPs P-PSP&PIPUPSPSCII C+Pé PIC,CEP°C,Pé CI'P»CrC...Ct. PuCEPs CtC-
CLIPIP8C%oP°, CLIPeC- C,P°PePsPq PjPsPYCrC,CH CI'CIPiCEPsPIPsPrPICIPIP°C,P&CI'CII
PrP-PIPsPSPsPj Cf PICEC...P°C... C,P° P-P°PiP°PjPsCEPsCPuPSPSCIIP;,
PiPsPIC-PrPsPjP»CLIP»PsCI'CLI P- P°CI'PsCtC-P°C{C-C”Ch Ct CP°CI'C- C-P-
P-P°CI'C,PSCI'CtPIP°PSPSCLIPj C-PSPiC-P+C-C,PsCEC-PI PaP”Pe5, PIPeP»CRCP°CRCEPé
PiCEHPuPiP°CHP°C, PmP°PeCI'C-PiCEP°. P'P&P-PSP°C+P6C, P8, C+Pé CtC- CLIPIPEC%oP®
PiCECLIPjPs PiPsPIsF ™ CLIP-P°PSC- C-P- P-P°CI'C,PsCI'CfPIP°PSPSCLIPj
C-PSPiC-P+C-C,PsCEC-PI PxP”P+5 C+Pé P- C-PSCEPEPjPé C, P°PeC,PsCEP°PjPé
PSPUPjPsPYP»P&PIPs.

PHPrPSPsCtP°CI'PSPu P-P°CI'C,PsCI'C4PIP°PSPSCII P- PiC-PiPsC,PuPSP-PéPIPSPéPjPé
PiCBPuPiP°CEP°C,P°PjPé. PmP°PeCI'C-PiCHP° C+PéPSP&C,CH CI'PECI'C,PuPjPSCr
CI'CrPrPéPSPsCHPsP-CEPECHCRPIP°P»CHPSCT PrC-Ch C,P° PjPsPYPp PI
PiPsPrP°P»CHCEPsPjCr P-PSPEPYCrPIP°C,Pé P°CEC,PuCEC-P°P»CHPSPEPNe C,PECI Pe
Cr PiP°CtC-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPICFCRC,CH
PiC-PiPsC,PpPSP-P&PIPSC- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé. P] PsPeCHPuPjPsPjCr
PrPsCI'P»C-PrPYPuPSPSC- P»C-PeP°CHCI'CHhPePsC— PIP-P°C”PjPsPrC-C—
PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII P°PjP»PsPrPéPiC-PSCr (5 PjPi P°P+Ps
10 PjPi) C,P° CI'PéP»PrPpPSP°C, C-P»Cr (100 PjPi) PiPuCHPsCHP°P»CHPSPs
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII CI'PuCHEPuPrPSC” PrPsPrP°C,PePsPIPu



P-PSPéPYPuPSPSCII CI'PéCI'C,PsP»C-C$PSPsPiPs C,PéCI'PeCr PSP° 8 PjPj CRC,. CI'C,.
C,P° PrC-P°CI'C,PsP»C-C+PSPsPiPs PSP° 7 PjPj CRC,. CI'C,.

P—P*°C...PIPsCRCRPIP°PSPSCII, C%oPs PiPuCEPuPrP°CEC,CECI'CII CI'C,P°C,PuPIPéPj
CEP»CIIC...PsPj. P—P°CI'C,PsCI'CfPIP°PSPSCI] PiCHPuPiP°CHP°C,Cr PmP°PeCI'C-PiCHP° PSPu
P-P°C...P8C%oP°C” PIC-Pr P-P°C...PIPsCRCRPIP°PSCH, C%oPs PiPuCHPuPrP°CRC,CHCI'CII
CI'C,P°C,PuPIPéPj CEP»CIIC...PsPj. PYP»C-Pr PiCHPsC-PSCI'C,CHCrPeC,CrPIP°C,Pé
PiP°Ct+C-C”PSC,C-PI C%oPsPrPs PSPuPsP+C...C-PrPSPsCI'C,C- P-P°PiPsP+C-P{PSPéC...
P-P°CI'PsP+C-PI PrP»CII P-P°C...PéCI'C,Ct PIC-Pr P-P°C...PIPsCHCRPIP°PSCH, C%oPs
PiPpCHPpPrP°CRC,CHCI'CII CI'C,P°C,PuPIP&Pj CEP»CIIC...PsPj, PIPeP»CRC$P°CRCtPé
PIC-CRCrfCI" C-PjCfPSPsPrPuC,C-CtP&C,Ct P»CRPrPéPSPé.

P—P°CI'C,PsCI'CéPIP°PSPSCII Cé PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrC2PIP°PSPSCII PiCECZPrPrCR.

PuCHPuPiP°CRHP°C, PmP°PeCI'C-PiCHP°® PSPu PiCHPEP-PSP°C+PuPSPEPN: PrP»ClII
P-P°CI'C,PsCI'CrPIP°PSPSCII PC-PSPeP°PjPé.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°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.

P”PsCI'P»C-PrPIPuPSCH PIPiP»P&éPICT PiICHPuPiP°CEP°C,Ct PSP° P-PrP°C,PSC-CI'C,CH
PePuCECIPIPC,Pé C,CHP°PSCI PiPsCRC,PSPEPjPé P-P°CI'PsP+P°PjPé C,P° PICHP°CtCRPIP°C,Pé
P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé PSPy PiCHPSPIPsPrP&éP»PsCICLL

PhCI'PeC-P»CHPePé Cr PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPPuPSPSCIIC...
P-P°CI'C,PsCI'CtPIP°PSPSCII CI'PéP»PrPuPSP°C,C-P»Ct PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs
PIPEPiP°PrPePé P-P°PiP°PjPsCHPsC+PuPSPSCII C,P° PiPsCRCIrCEPuPSPSCI]I P- P+PsPeCr
PsCHPiP°PSC-PI P-PsCRHCY, 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 PiCHP°CtCRPIP°C,Pé P- C-PSCEP&PjPé
PjPuC...P°PSC-P-PjP°PjPé, PiP°C+C-C”PSC,P°Pj PSPuPsP+C...C-PrPSPs P-8|™ CIICI'C*PIP°C,Pé,
CLIPePsCh C” C—C...PSCII C-PSPrP&PIC-PrCrP°P»CHPSP° CHPuP°PeCtC-CII PSP°
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CEP°C,Cr PmP°PeCI'C-PiCHP°.

PYPiPsCI'C-P+ P-P°CI'C,PsCI'C4PIP°PSPSCII C,P° PrPsP-Pé.
PuCHPuPiP°CRHP°C, P-P°CI'C,PsCI'PsPICFCRC,CH PiPuCEPsCHP°P»CHPSPs.

P”P»CII PuC, PpPeC,PéPIPSPsC— PrC-C— PiCHPuPiP°CHP°C,Cr PmP°PeCI'C-PiCHP®
PiPsC,CRHC-P+PSPu CI'PuPeCI'CfP°P»CHPSPu P-P+CrPrPIPuPSPSCII.

P”PsCEPsCI P»C-.
P PpPePsPjPuPSPrPsPIP°PSP® PrPsP-P° PiCHPuPiP°CHP°C,Cr PwP°PeCI'C-PiCHP®

CI'C,P°PSPsPIP&C,CH 50 PjPi C,P° P-P°CI'C,PsCI'PsPICIC”C,CHCI'CLI Ct CHP°P-C-
PSPuPsP+C...C-PrPSPsCI'C,C- PiCHP&P+P»P&P-PSPs P-P° PiPsPrPéPSCr PrPs CI'C,P°C,PuPIPsPiPs



P°PeC,Cr. P—P°P»PpPYPSPs PIC-Pr PuC,PuPeC,PEPIPSPsCI'C,C- C,P°
PiPpCHPuPSPsCI'PéPjPsCI'C,C- PiCRPuPiP°CRP°C,Cr PrPsP-Crf PjPsPYPSP° P-P+C-P»CHCEP&C,Pé
PrPs 100 PjPi P°P+Ps P-PSP&P-P&C,Pé PrPs 25 PjPi*. PmP°PeCI'P&éPjP°P»CHhPSP®
CHPuPePsPjPpPSPrPsPIP°PSP° PrPsP-P° CI'C,P°PSPsPIP&C,CH 100 PjPi.

PmP°PeCI'PEPjP°P»CHHPSP° CHPuPePsPjPuPSPrPsPIP°PSP°® C+P°CI'C,PsC,P°
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCEPuPiP°CEP°C,Cr CI'C,P°PSPsPIPEC,CH 1 CHP°P- PSP°
PrPsP+Cr. PuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PiCHPuPiP°CHP°C,Ct PmP°PeCI'C-PiCHP° PiC-Pr
C$P°CI" PiCHPéPNePsPjCI C—PYC- PrC-CII PiCHPuPiP°CHP°C,Crt PjPsPIPu PSP°CI'C,P°PIP°C,Pé
PiC-P-PSC-C€Pp, PSC-P{ PiCEPé PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSC- PSP°C,C%oP}.

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeC:.

PkPuPsP+C...C-PrPSC-CI'C,CH Cr PePsCHPuPeCtC-C— PrPsP-Pé PiP°C+C-C”PSC,P°Pj
P»C-C,PSCHPsPiPs PIC-PeCr (= 65 CRPsPeC-PI) PIC-PrCI'CC,PSCI].

PyP°CtC-C”PSC,Pé P- PSPéCEPePsPIPsCE PSPuPrPsCI'C,P°C,PSC-CI'C,CH.

PiP°CtC-C”PSC,P°Pj C-P- PSPECHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,ChR P»PuPiPePsPiPs
C,P° PiPsPjC-CRPSPsPiPs CI'C,CrPiPuPSCII (PeP»C-CEPuPSCI PeCHPuP°C,PéPSC-PSCr PIC-Pr 30
PrPs 80 PjP»/C...PI) CHPuPePsPjPuPSPrPsPIP°PSP°® PrPsP-P° PiCHPuPiP°CHP°C,Cr
P°PSP°P»PsPiC-C+PSP° PrPsP-C-, PSP°PIPuPrPuPSC-PNe PIPEC%0Pp Ct CHPsP-PrC-P»C-
B«P”PsCRPsCI'P»C-B».

PhCI'PeC-P»CHPePé Cr PiP°CtC-C”PSC,C-PI P- PSPECHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch C,CLIPPePsPiPs CI'C,CrPiPpPSCII (PeP»C-CHPuPSCI
PeCHPuP°C,PéPSC-PSCt PSP&PYC+Pyu 30 PjP»/C...PI) PeP»C-CRHPuPSCI’
CI'PéP»PrPuPSP°C,C-P»Cr P-PSPéPIPuPSP&PN:, CHPuPePsPjPuPSPrPsPIP°PSP°® PrPsP-P°
PiCEPpPiP°CHP°C,Cr CI'C,P°PSPsPIPEC,CH 25 PjPi. P—P°P»PpPYPSPs PIC-Pr

PuC, PpuPeC,PEPIPSPsCI'C,C- C,P° PiPuCHPuPSPsCIPéPjPsCI'C,C- PiICKPuPiP°CEP°C,Cr PrPsP-Crf
PjPsPPSP° P-P+C-P»CHCEPEC,Pé PrPs 50 PjPi C,P° 100 PjPi.

PyP°CtC-C”PSC,Pé P- PiPuC+C-PSPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CIC,CE.

PLCI'PeC-P»CHPePé Ct PiP°CtC-C”PSC,C-PI C-P- PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (PSP°PiCHP&éPeP»P°Pr C-P- CtPéCHPsP-PsPj) PeP»C-CHPuPSCI
CI'PéP»PrPpPSP°C,C-P»Cr P-PSP&PIPuPSP&PN:, CHPuPePsPjPuPSPrPsPIP°PSP°® PrPsP-P°
PiCEPpPiP°CHP°C,Cr CI'C,P°PSPsPIPEC,CH 25 PjPi*. P—P°P»PpuPYPSPs PIC-Pr

PuC, PpPeC,PéPIPSPsCI'C,C- C,P° PiPuCHPuPSPsCIPéPjPsCI'C,C- PiCEPuPiP°CEP°C,Cr PrPsP-Crf
PjPsPYPSP° P-P+C-P»CIHCEPEC,Pé PrPs 50 PjPi C,P° 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 (PSP°PiCEPéPeP»P°Pr, PePuC,PsPePsPSP°P-PsP», PuCEPéC,CHPsPjC-C1PéPS,
CtPéPjPuC,PéPrPéPS, CEPéC,PsPSP°PIC-CE).

P PuPePsPjPuPSPrPsPIP°PSP° PiPsC$P°C,PePsPIP° PrPsP-P° PiCHPuPiP°CRHP°C,Cr
PiP°C+C-C”PSC,P°Pj, CLIPeC- P-P°CI'C,PsCI'PsPICFfCRC,CH C-PSPiC-P+C-C,PsCHPé CYP3A4, P-P°
PIPEPSCIIC,PePsPj CHPEC,PsPSP°PIC-CHCT, P-P°CI'C,PsCI'CFPIP°PSPSCII CIIPePsPiPs CHP°P-PsPj
C-P- CI'PéP»PrPuPSP°C, C-P»PsPj PSPu CEPuPePsPjPuPSPrCrC”C,CHCICI],
CI'C,P°PSPsPIP&C,CH 25 PjPi* (PrPéPI. CEPsP-PrC-P»Pé 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-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»
C,P° B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCILIB»).



P— PjPuC,PsCh PjC-PSC-PjC-P-P°CtC-C— CRHP&P-PéPeCt CHPsP-PIPEC,PeCr
PsCHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— CI'C,P°PS PiP°CtC-C”PSC,C-PI, CLIPeC-
P-P°CI'C,PsCI'PsPICYCRC,CH P+P»PsPeP°C,PsCHPé P°P»CHC, P°-
P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI, PiPsPIP6PSPuPS P+CrC,Pé
CI'C,P°P+C-P»C-P-PsPIP°PSP&PNe PrPs PiPsC+P°C,PeCr P-P°CI'C,PsCI'CfPIP°PSPSCII
CI'PéP»PrPpPSP°C,C-P»Cr. P PuPePsPjPuPSPrPsPIP°PSP° PiPsC+P°C,PePsPIP° PrPsP-P°
CI'PéP»PrPuPSP°C, C-P»Cr CI'C,P°PSPsPIPEC,CH 25 PjPi* (PrPéPI. CHPsP-PrC-P»Pé
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI'CHbPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNe:B» C,P° B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

* P—P°CI"C,PsCI'PsPICFPIP°C,Pé Ct PIC-PrPiPsPIC-PrPSPsPjCt PrPsP-CPIP°PSPSC- P°P+Ps
P»C-PeP°CECI'CHhPeC-PNe C, PsCEPjC-.

P”C-C,Peé.

PuCHPpPiP°CEP°C, PeP°PeCI'C-PiCHP° PSPy PiPsPeP°P-P°PSP&PNe PrP»CII
P-P°CI'C,PsCI'CrPIP°PSPSCII PsCI'PsP+P°PjPé PIC-PePsPj PrPs 18 CHPsPeC-PI.

PuPuCHPuPrPsP-CZPIP°PSPSCII.

PJ PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPIPuPSPSCIIC... P-P° CrC+P°CI'C,Ch
PrPsP+CHPsPIPsP»CHCtC-PI PiC-Pr C$P°CI’ P-P°CI'C,PsCI'CfPIP°PSPSCII CHP°P-PsPIPsC—
PrPsP-Pé CI'PéP»PrPuPSP°C,C-P»Cr PrPs 800 PjPi PiPsP+C-C+PSC- CEPpP°PeCtC-C— P+CrP»Pé
PiPsPrC-P+PSP&PjPé PrPs C,PéC..., C%oPs CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PiCEPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CI'PéP»PrPuPSP°C,C-P»Cr Ct PSPEPCHPEC... PrPsP-P°C..., P°P»Pp
P-CrCI'C,CHC-C$P°P»P&CI'CII C+P°CI'C,C-C£€Pu C,P° P+CrP»Pé P+C-P»CHCE C,CLIPIPePEPjPé.
P—P°CI'C,PsCI'CFPIP°PSPSCI] CI'P&P»PrPuPSP°C,C-P»Cr Cr PrPsP-C- 200 PjPi PSPy
PiCEP&P-PIPsPrPéP»Ps PrPs PiC-PrPIPEC%oPpPSPSCII PuC,PuPeC,PEPIPSPsCI'C,C-, P°P»Pp
CI'PiCEP&CHPEPSCIIP»Ps P-CHPsCI'C,P°PSPSCII PeC-P»CHPePsCI'C,C- PIPEPiP°PrPeC-PI
CHPsP-PIP&C,PeCr PiPsP+C-C+PSP&C... CEPuP°PeCtC-PN: (PiPsP»PsPIPSPsPiPs P+PsP»CRh,
PiCHPEPiP»P&PIC-PI PeCRHPsPIC-, P-P°PiP°PjPsCHPsC+PuPSPSCI], PrPéCIPiPuPiCI'C-C—,
P-P°PeP»P°PrPuPSPsCI'C,C- PSPsCI'P°, PiPsCHCrCEPuPSCH P- P+PsPeCr PsCHPiP°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,CHPéPjCFCRCHP&C... P-P°C...PsPrC-PI.
PuCHP&CI PePsCHPuPSPSCII PeP»C-CHPuPSCI'Ct CI'PéP»PrPuPSP°C, C-P»Cr PiCHPé
PiPpPjPsPrC-P°P»C-P-C- PjP°P»PsPN:PjPsPIC-CHPSPu PIPSP°CI'P»C-PrPsPe PIP&CI'PsPePsPiPs
CI'C,CfPiPpPSCII P-PIF™ CLIP-CrPIP°PSPSCII PiCEPpuPiP°CRHP°C,Ct P- P+C-P»PeP°PjPé
PiP»P°P-PjPé PeCRHPsPIC- C,P° PIC-PrCI'CfC,PSPsCI'C,C- PuP»C-PjC-PSP°C+C-C—
CI'PEP»PrPuPSP°C, C-P»Ct C-P- CI'PuCtPuCE.

PuPsP+C-CtPSC- CHPuP°PeCtC-C—.

PJCI'C- PeP»C-PSC-C#PSPs P-PSP°C+CrC%oC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cr PeP»C-PSC-C$PSPéC... PrPsCI'P»C-PrPYPuPSPSCIIC...



C#P°CI'C,C-C£€Py, PSC-PY PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PiP»P°CtPuP=+Ps,
PSP°PIPuPrPuPSPs PSPEPIC+Pu PIC-PrPiPsPIC-PrPSPs PrPs PeP»P°CI'PEC, C-PeP°CtC-C—
B«PYP&CI'C,PuPjP°sR“PsCHPiP°PSEE “PeP»P°CI'B» C,P° C+P°CI'C,PsC,Pé: PrCrPYPu C+P°CI'C,Ps
(= 1/10), C+P°CI'C,Ps (= 100 C,P° < 1/10), PSPuC+P°CI'C,Ps (= 1000 C,P° < 1/100) C,P°
CEC-PrPePs (= 10000 C,P° < 1/1000). PiCHC-Pj C,PsPiPs, CfP°CI'C,PsC,P° PeP»C-PSC-C+PSPs
P-PSP°C+CfC%oP&C... PiPsP+C-C+PSP&C... ChPuP°PeCtC-PNe, PICHPs CIIPeC-
PiPsPIC-PrPsPjP»CILIP»PsCI'CII Ct CEP°PjPeP°C... PiPsCI'C,PjP°CEPePiC,PEPSPiPsPIPsPiPs
PrPsCI'PIC-PrCr, PIPéP-PSP°C+PuPSP° CIIPe PSPuPIC-PrPsPjP°.

P] PjPuPYP°C... PePsPIPSPsC— C+P°CI'C,PsC,PSPsC— PiCHCrPiPé PiPsP+C-C$PSC-
CHPpP°PeCtC-C— PSP°PIPuPrPuPSC- Cr PiPsCHCLIPrPeCt P-PjPpPSCEPpPSPSCII
CI'C,CrPiPuPSCII C—C... C,CLIPIPePsCI'C,C-.

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

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCIC,PuPjPé.

PkPuC$P°CI'C,Ps: PiC-PrPIP&C%oPuPSP° C+CrC,P»P&PIC-CI'C,CH.

P— P+PsPeCé PSPuCHPIPsPIPsC— CI'PéCI'C,PuPjPé.

P”CrP{Pp CP°CI'C,Ps: PiPsP»PsPIPSP&PNe P+C-P»Chb.

P§P°CI'C,Ps: P-P°PiP°PjPsCEPsC+PuPSPSCII.

P&PuC+P°CI'C,Ps: CI'PsPSP»P&PIC-CI'C,CH, PiC-PiPuCI'C,PpuP-C-CIJ.

P C-PrPePs: C-PSCI'CrP»CHC,, C,CHP°PSP-P&C,PsCEPSP° C-CEPuPjC-C+PSP° P°C,P°PeP®,
CI'CrPrPsPjPé*, CRPuCtPéPrPéPIPé CI'CrPrPsPj*, CI'PéPSPePsPiPy.

P— P+PsPeCé PsCEHPiP°PSC-PI P-PsCEC:.

P§P°CI'C,Ps: PiPsCRHCrCEPuPSPSCII CI'PiCHP&PNePSCIIC,C,CII PePsP»CIbPsCHCI**,
CHPsP-P»P°PrPé P-PsCRHCY, P-P°C,CEbPjP°CHPuPSPSCII P-PsCRCT.

P&PuC$P°CI'C,Ps: CEPsP-P»P°PrPé CI'P»CHbPsP-PsPIPEPrC-P»PuPSPSCLI#**, P+C-P»CH PI
PsCP°C..., C,PsC,PsC, PsP+C-ClI, C,PsC,PsPiCI'C-ClI, PiC-PiPpuCHPRPjC-CLI PsCPuPN,
CLICI'PeCEP°PIC-CI'C,CHb P-PsCECF, PePsPSER ™ CRPSPeC,PEPIC-C,.

P C-PrPePs: PSPuP°CEC,PuCEC-P°P»CHPSP® PiPuCEPuPrPSCLI C-CEPuPjC-C+PSP®
PSPRPNCEPsPiP°C,C-CLI P-PsCEPsPIPsPiPs PSPuCHPIP®*, PsPeP»CRP-C-CII CI'CPrPéPS
CI'C-C,PeC-PIPeP&*, CEPuC,PEPSP°P»CEbPSPEPNe PeCHPSPIPSPIPEP» PSP,
P°CKHC,PuCRC-PsCI'PeP»PpuCHPsC,PEC+PSP° CHPUC, PEPSPsPIiP°C,C-ClI, PiPsCHCICEPPSPSCII
P- P+PsPeCt CI'C-C,PeC-PIPePé, PiP»P°CfPePsPjP°, PrPuC,PuPeC,Pé PiPsP»CLI P-PsCECY,
PrP&éPiP»PsPiC-ClLl, P-PSPéPIPuPSPSCII PiPsCI'C,CEPsC,Pé P-PsCECY, PjC-PsPiC-Cl],
P°CI'C,PuPSPsPiC-Cl], PiP»P°PIP°CRC#C- PiPsPjCtC,PSC-PSPSCII CI'PeP»PsPiPsPrC-P+PSPsPiPs
C,C-P»P°, PiPsCECICEPRPSPSCII P- P+PsPeCt CEP°PN:PrCfPIPSPsC— PsP+PsP»PsPSPePé,
PjC-PrCEC-P°P:, PiPsCLIPIP® CI'CLICRC4P&C... PeCECIPiC-PI PSP°PIPePsP»Ps PrP{PuCEPuP»P°
CI'PIC-C,P»P° (PiP°P»Ps) Ct PiPsP»C- P-PsCECY, PSP°P+CFCLIPe PsCPuPN,
PiCHP&PICIC...P»C-CI'C,CH PsC+PpPNe, PiPsCECrCEPUPSPSCLI P- P+PsPeCt PsCEPuPNe,
PiC-PiPuCEPuPjC-CLI PePsPSER™ CRPSPeC,PéPIPE, PiPsPrCHP°P-PSPUPSPSCLI PsC+PuPNe,



P°PSPsPjP°P»CHPSC- PIC-PrC+CrC,C,CII PI PsC+P°C..., PSP°P+CHCIIPe PiPsPIC-Pe,
P-PSPuP+P°CRPIP»PpPSPSCII CI'PeP»PuCHPé.

P— P+PsPeC# PsCEPiP°PSC-PI CI'P»C4C...C4 C,P° PIPuCI'C,PéP+C3P»CLICEPSPsPiPs
P°PiP°CEP°C,C5.

PkPuC+P°CI'C,Ps: P-P°PiP°PjPsCHPsC+PuPSPSCI], PrP-PIC-PS Cr PICfC...P°C....

P C-PrPePs: PiP»CrC...PsC,P°.

P— P+PsPeCé CI'PuCECtCII.

P&PuC+P°CI'C,Ps: C,P°C...C-PeP°CHPrC-ClII, PiPsCI'PéP»PuPSPu CI'PuCHCtPuP+PEC,C,CII.
P C-PrPePs: CHP°PiC,PsPIP° CI'PuCHCtPuPIP° CI'PjPuCHC,CH*, C-PSC,P°CHPeC,
PjC-PsPeP°CHPrP°, CEP»CrPSPsC+PePsPIP° P°CHP&C,PjC-CII*, C,C-P+CRHP&éP»CLICtC-CII
PiPuCHPpPrCI'PuCHEPrCH, PSPuCI'C,P°P+C-P»CHPSP° CI'C,PuPSPsPeP°CHPrC-CII.

P— P+PsPeC3é CI'C4PrPéPS.

P§P°CI'C,Ps: PiCEP&PiP»P&PIPé PeCEPSPIC- PrPs PsP+P»PéC+C+CLI, PiCEP&PiP»P&PIPE
PYP°CEHCE-

PKPuCHP°CI'C,Ps: P°CHC,PuCEC-P°P»CEPSP® PiC-PiPpCEC,PuPSP-C-Cl,
P°CEC,PpCEC-P°P»CEbPSP°® PiC-PiPsC,PuPSP-C-CII.

P PsP-P»P°PrPé P- P+PsPeCé CEPuCI PiC-CEP°C,PsCEPSPsC— CI'PéCI'C,PuPjPé, PsCEPiP°PSC-PI
PiCFCéPrPSPsC— PeP»C-C,PePé C,P° CI PuCEPuPrPsCI'C,C-PSPSCII.

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

PkPuC+P°CI'C,Ps: PSPsCI'PsPIP® PeCRPsPIPsC,PuCtP°, P-P°PeP»P°PrPuPSC-CI'C,CH
PiCRP&PrP°C,PePsPIP&C... PiP°P-CrC... PSPsCI'P°.

P C-PrPePs: PIC-PrC+CrC,C,CII CI'C,P&éCI'PSPuPSPSCII Cr PiPsCHP»C-, PSP°P+CHCILIPe
CI'P»PéP-PsPIPsC— PsP+PsP»PsPSPePé PSPsCI'P°, CI'CrC...C-CI'C,CH Cr PSPsCI'C-.

P— P+PsPeCé CEP»CéPSPePsPIPs-PePéCEPePsPIPsPiPs C,CFP°PeC,Cé.

P§P°CI'C,Ps: PSCrPrPsC,P°, PrPéCIPiPuPiCI'C-CILI.

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 PIPuCHC...PSC-PNe C+P°CI'C,PEPSC-
PYP&PIPsC,P°, CI'CrC...C-CI'C,CH Cr CEHPsC,C-.

P C-PrPePs: PiC-PiPuCI'C,PuP-C-CII CHPsC,PsPIPsC— PiPsCHPsPIPSPEPSPé.

P— P+PsPeCé C€PeC-CEPé C,P° PiC-PrC€PeC-CEPSPsC— C,PeP°PSPéPSPé.
PkPuC+P°CI'C,Ps: PIP&CI'PEPiP°PSPSCI].

P C-PrPePs: CI'P&PSPrCHPsPj PYC,C-PIPuPSCI'P°-P"P{PsPSCI'PsPSP°*, C,PsPeCI'PéC+PSP&PNe
PpPiC-PrPuCHPjP°P»CHPSPEPNe PSPpPeCHPsP»C-P-*,



P— P+PsPeC% PsPiPsCEPSPs-CFCZC...PsPIPsPiPs P°PiP°CEP°C,Cé C,P° CI PiPsP»C24C#PSPsC—
C,PeP°PSPéPSPe.

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

P— P+PsPeCé CEPuPiCEPsPrCéPeC,PéPIPSPsC— CI'P6CI'C,PuPjPé C,P° PjPsP»PsCtPSP&C...
P-P°P»PsP-.

P C-PrPePs: PeCEPsPIPsC,PuCiP° P-C- CI'C,P°C,PuPIPsPiPs CP»PuPSP°, PiCEC-P°PiC-P-Pj*,
PiPpPjP°C,PsCI PiPRCEPjC-ClI, PiPsPrPsPIPIPuPSP° PuCEPuPeCtC-CII.

P—P°PiP°P»CHPSC- CEPsP-P»P°PrPé C,P° CEPuP°PeCtC-C— Cé PjC-CI'C+C- PIPIPuPrPuPSPSCII.

PkPpC+P°CI'C,Ps: P+=C-P»CH Cr PiCHCIPrCIIC..., PiC-PrPIP&C%oPpPSP®
CI'C,PsPjP»CRPIP°PSC-CI'C,CH, PIC-PrC#CrC,C,CII PJP°CEHCY.

P C-PrPePs: PiPsPrCHP°P-PSPuPSPSCII.
PhP+CI'C,PuPYPuPSPSCII.

P&PuC+P°CI'C,Ps: PiC-PrPIP&C%oPuPSP° C+P°CI'C,PsC,P° CI'PuCHCPuPIP&EC...
CI'PePsCHPsC+PuPSCH.

* PiPsPIC-PrPsPjP»CIIP»PsCI'CI] P»PéCE€Pu PiC-Pr C+P°CI" PrPsCI'P»C-PrPYPuPSPSCII
PiC-CI'P»CI] PIP&C...PsPrCt PiCHPuPiP°CHP°C,Ct PSP° CEP&PSPsPe.

** PiPsCRHCrCEPRPSPSCII CI'PiCEP&PNPSCIIC,C,CII PePsP»CHPsCHCT: C...P»PsCHPsPiCI'C-CIJ,
C...CBPsPjP°C,PsPiCI"C-CI], CtC-P°PSPsPiCI'C-CII, PuCHEP&C,CHPsPiCI'C-CI],
PeCI'P°PSC,PsPiCI'C-CI].

*#% PpPsCHCrCEPuPSPSCII CI'P»CHhPsP-PsPIPéPrC-P»PuPSPSCII: CI'CrC...C-CI'C,CH PI
PsC#P°C..., PiPsCHCrCEPpPSPSCII CI'P»CHPsP-PsPIPEPrC-P»PuPSPSCII C,P°
PiC-PrPIPEC%oPpPSPSCII CI'P»CHPsP-PsPIPEPrC-P»PuPSPSCI].

PkP&PYC+PuP-P°P-PSP°C+PpuPSC- CLIPIPEC%o0P° CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cr < 2 %
PiP°CtC-C”PSC,C-PI Cr PiCHPsCtPuCI'C- PePsPSC,CHPsP»CHPsPIP°PSP&EC...
PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSCH; PiCHPéCPEPSPSPEPNe

PIP-P°C”PjPsP-PIBF™ CLIP-PsPe PSPy PIPéP-PSP°C+PuPSP&PNe. PriPsPIC-PrPsPjP»PpuPSPSCII
PIPeP»CRC$P°P»Pé CLIPIPEC%0P°, C%oPs PjP°P»Pé PIC-CHPsPiC-PrPSP&PNe P-PIBE ™ CLIP-PsPe
C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PiCEPuPiP°CHP°C,Cr. PIPIP&C%oP°, CLIPeC- PSPp P+CrP»Pé
P-P°P-PSP°C+PpPSC-, P+CrP»Pé P»PpPiPePéPjPé C,P° PiPsPIC-PrPsPjP»PuPSPSCII P+CrP»Pé
PrCrPYPp PSPuC,PsCPSPEPjPE, C%oPsP+ PjP°C,Pé P-PSP°C+PpuPSPSCI].

P—P°PiP°P»CHPSC-. PkP°P+CRCIIPe PsP+P»PéC+C+CII, CRPuP°PeCtC-C—
C, PsC,PsC+CrC,P»PéPIPsCI'C,C-, CEPsPe, P°CI'C,PuPSC-CII, P+C-P»CH, CHP°PiC,PsPIPu
PiP°PrC-PSPSCII, P+C-P»CH Cr PJPéPIPsC,C-, CHP°PiC,PsPIPu PiPsC€PePsPrPYPuPSPSCII.

P— P+PsPeCé CI PuCFCtPuPIPs-CI CéPrPéPSPSPsC— CI'PéCI C,PuPjPé:
CI'C,PuPSPsPeP°CHPrC-CIlI, PhV-P+P»PsPeP°PrP°, PjC-PiCHPuPSCHb,



PiPsCI'C,CCEP°P»CHbPSP® PiC-PiPsC,PuPSP-C-CLI, C-CEPEPjC-CII PjC-PsPeP°CEHPrP°,
C,CHPsPjP+PsP- CI'CfPrP&éPS PiPsP»PsPIPSPsPiPs PjPsP-PeCt, CEP°PiC,PsPIP®
P-CfPiP6PSPeP° CI'PuCEC1CLI, PiPsCECECEPRPSPSCLI CEPRP-CIP»CHC,P°C,C-PI PSP°
P+PP“, PeP°CHPrC-PsPjC-PsPiP°C,C-CIL.

P— P+PsPeCé CEP»C#PSPePsPIPs-PePéCEPePsPIPsPiPs C,CEP°PeC,C#: PiP»PsCI'P&C,, PePsP»C-C,,
PrPéCI'C, P°PiC-Cll, PiP°CI'C,CRP&C,, PiP°CI'C,CEPsPuPSC,PuCEP&C,, PuP-PsC,P°PiC-C,,
CI'C,PsPjP°C,PéC,, PiPsCECrCEPuPSPSCII CRPRP-CIP»CHC,P°C,C-PI PiPuC4C-PSPePsPIP&C. ..
PiCEPsP+, CEPuPeC,P°P»CHPSP® PeCEPsPIPsC,PuCtP°, PiC-PSPiC-PIC-C,.

P— P+PsPeCé CI'PéCI'C,PuPjPé PeCFPsPIC- C,P° P»C-PjC,P°C,PéC+PSPsC— CI'PéCI'C,PuPjPé:
P°PSPuPjC-ClLI, P»PuPNePePsPiPuPSC-CI].

P PsP-P»P°PrPé PjPuC,P°P+PsP»C-P-PjCé C,P° C...P°CEC+CsPIP°PSPSCII: CIPiCEP°PiP®,
PSP°P+CECIIPe, PiPsPrP°PiCEP®, PSPuCI'C,P°P+C-P»CIHbPSPEPNe PrC-P°P+PyC,,
PiC-PiPpCHPiP»C-PePpPjC-Cll, PiPuCHPEC, PuCEPECEPSC- PSP°P+CHCIIPePE,
PiC-PiPpCECtCHP&PePuPjC-ClI, PiC-PiPsPiP»C-PePuPjC-CLI, PiC-PiPpuCEPSP°C,CEC-C”PjC-CLL.

P— P+PsPeCé CI PePuP»PuC,PSPs-Pj’CIIP-PsPIPsC— CI'PéCI'C,PuPjPé: P°CRHC,CRPé&C,,
P°CHC,CHPsP:, CEPsP-CHP&PI CI'CrC...PsPIPéP»P»ClI, C,PuPSPsCI'PEPSPsPIC-C,, P+=C-P»CH Cr
PeC-CI'C,PeP°C..., PjC-P°CI'C,PuPSC-CII, CI'PEPSPsPIC-C,.

P— P+PsPeCé PSPuCHPIPsPIPsC— CI'PéCI'C,PuPjPé: P°C,P°PeCI'C-CLI, PSPuPICHP°P»PiC-Cl],
PSPuPN.CRHPsPiP°C,C-Cl], PiP°CEPuCI'C,PuP-C-ClI, C,CEPuPjPsCH, PIPuCHC,P&PiPs,
PrPpPiCHPuCI'C-CII, P+PuP-CI'PsPSPSCII, P°PSPsPjP°P»CHPSC-
CI'PSPsPIPEPrC-PSPSCII, P-PSPEPIPuPSPSCII CRPuC, P»PpuPeCI'C-PI.

P— P+PsPeCé PrPéC...P°P»CHPSPsC— CI'P6CI'C,PuPjPé: P°CI'C,PjP°, PrPéCI'PiPSPsPy,
P»P°CRHPEPSPiC-C,, C,P°CRPEPSPiC-C,, CI'PEPSCICI'PEC,, P+=CHPsPSC...C-C,,
PiPsCI'PéP»PpPSPu CI'P»PéPSPsPIP&EPrC-P»PuPSPSCLI, PiPsCI'PéP»PpuPSPSCII
PeP°C€P»Ch.

P— P+PsPeC3 CE€PeC-CEPé: PeCRPsPiPéPIBE ™ CLIPSPeP®, PiPuCHPiPuCT,
CI'PIPuCEHP+C-PY, PiC-PrPIP&C%0PuPSP° PiC-C,P»PéPIC-CI'C,CHb, PIP6CHP°P-PePé
CE€PeC-CEP&, PePsPSC,P°PeC,PSP&PNe PrPuCEPjP°C,PéC,,

PuPeCI'C, PsP»C-P°C,PéPIPSP&PN. PrPuCEHPjP°C,P&C,.

PYPiPuC1PéC, C-C£PSC- PIC-PrCtC#C,C,C1I: CRP°PiC,PsPIPp P-PSPEPPUPSPSCII CiPé
PIC,CHP°C,P° CI'P»CtC...Cl, P+C-P»CH Ct PICKC...P°C..., PeCEPsPIPSPIP&P»P&PI Cr
PsPePs, PeP°C,P°CEP°PeC,P°, CI'CfC...C-CI'C,CH PI PsC+P°C....

P— P+PsPeCé CéCFPsPiPuPSC-C,P°P»CHPSPsC— CI'PéCI C,PuPjPé: CtPéCI'C,PéC,,
PSC-PeC,CrCRC-CI], PiC-PrPIPEC%oPuPSP° C+P°CI'C,PsC,P° CI'PuC+PsPIP&PiCrCI'PeP°PSCIb,
P-P+C-P»CHCEPUPSPSCII PjPsP»PsC$PSP&C... P-P°P»PsP-, PSPuC,CEP&PjP°PSPSCII CI'PuCtC-,
PiPsCECrCEPuPSPSCII PuCIIPeCrP»CILICTC-C—, PSP°P+CECLIPe CI'C,P°C,PuPIP&C...
PsCHPiP°PSC-PI, P°PSPsCHPiP°P-PjC-CI1.

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

PyC-CI'P»CLI PIP&C...PsPrCt PiCEPpPiP°CEP°C,Ct PSP° CEPEPSPsPe P+CrP»Pé
C-PrPuPSC,P&C, C-PePsPIP°PSC- PSPEPC+PuP-P°P-PSP°CPpPSC- PiPsP+C-C+PSC-
CHPuP°PeCtC-C—. PhCI'PeC-P»CHhPePé PiCEPs C,P°PeC- CHPuP°PeCtC-C—



PiPsPIC-PrPsPjP»CILICRC,CH PrPsP+CHPsPIC-P»CHPSPs C,P° PiPsPIC-PrPsPjP»PpuPSPSCII
PSP°PrC...PsPrCILIC,CH PIC-Pr PSPuPIC-PrPsPjPsC— PeC-P»CHPePsCI'C,C- PiP°CtC-C”PSC,C-PI,
PSPu P-P°PIPYPrPé PjPsPYPSP° PrPsCI'C,PsPIC-CEPSPs PsCtC-PSP&C,Pé C—C... CfP°CI'C,PsC,Cr
C,P° PICI'C,P°PSPsPIP&C,Pé PiCHP&C+P&éPSPSPEPNe P-PIER ™ CLIP-PsPe C-P-
PpPeCIPiPsP-PéCtC-C”Ch P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr. PIC- CIIPIPEC%oP°
P+CrP»Pé P-P°P-PSP°C+PpPSC- CIIPe C+PuCRHPuP- C—C... CI'PuCHPNePsP-PSC-CI'C,CH,
C#P°CI'C,PsC,Cr PiPsPIC-PrPsPjP»PuPSPSCII, PIC-PrCI'CrC,PSC-CI'C,CH C+C-C,PePsPiPs
P°P»CHhC,PuCEPSP°C,PEPIPSPsPiPs P-PIsR ™ CLIP-PeCt, C,P°Pe C- C+PuCHPpP:
PePsPjP+C-PSP°CtC-Ch CtPéC... C,P°PeC,PsCHC-PL.

PYPuCEC+PuPIPs-CI'CéPrPéPSPSC- C,P° CtPuCEPuP+CEPsPIP°CI PeCéP»CLICHPSC-
CIIPIPEC%oP°. PiiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCHPs CI'PuCEPN:PsP-PSC- CI'PuCHCt+PuPIPs-
CI'CrPrPéPSPSC-, CtPuCEPuP+CEPsPIP°CI'PeCIP»CIICHPSC- C,P° CI'CrPrPéPSPSC-
CILIPIP&C%oP°, PIPeP»CRC+P°CRC+Pé CtPuCHPpP+CHPsPIP°CI'PeCrP»CIICHPSCY
PeCHPsPIPsC,PuC+Cr, CI'CFP+P°CEP°C...PSPsC—PrP°P»CHPSCT C,P°
PIPSCrC,CHC-CEPSCHPsCtPuCEPuP+CHP°P»CHPSCr PeCHPsPIPsC,PuCiCr C,P°
P»PpPiPuPSPuPICt PeCHPsPIPsC,PuC+Cr, C%oPs P+CrP»Pé PiPsPIsR™ CLIP-P°PSC- Cf CP°CI'C-
C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj CI'PéP»PrPuPSP°C, C-P»Cr. P‘C-P»CHCEC-CI'C,CH
PiP°CtC-C”PSC,C-PI, P°P»Pp PSPy PICI'C-, PjP°P»Pé C-CI'PSCFrCRC+C- C,P°PeC,PsCHPé
CI'PuCHCtPpPIPs-CI'CrPrPEPSPSPsPiPs CHP&éP-PEPeCt. PiiPsPIC-PrPsPjP»CIIP»PsCI'CII, C%oPs
P+P°PiP°C,Ps P- CtP&C... CLIPIP6C%o PIPEPSP&PeP»Pé PiC-Pr C+P°CI" P°P+Ps PIC-PrCRHP°P-Cr
PiC-CI'P»CII CI'PuPeCI'CrP°P»CHPSPsC— P°PeC,PEPIPSPsCI'C,C- C,P° PrPuPeC-P»CH>PeP®
CILIPIP&C%o PIPEPSPEPeP»Pé PIC-PrCHP°P-Cr PiC-Pr C+P°CI' P-P°CI'C,PsCI'CfPIP°PSPSCII
CI'PéP»PrPuPSP°C, C-P»Cr P+PuP- CI'PuPeCI'CFP°P»CHPSPsC— P°PeC,PéPIPSPsCI'C,C-.
P+PSCEC- CIIPIPEC%o0P° PIPEPSPéPeP»Pé PiCHPsC,CLIPiPsPj PrPuPeC-P»CHbPePsC... PiPsPrP&PS
C$Pé PrPSC-PI PiC-CI'P»CII P-P°CI'C,PsCI'CFPIP°PSPSCI]I CI'PéP»PrPpPSP°C,C-P»Cr C,P°
CI'PpPeCI'CfP°P»CHPSPsC— P°PeC,PéPIPSPsCI'C,C-. PkPpuPjPsPIP»P&PIPs
PICI'C,P°PSPsPIP&C,Pé, C+Pé PjP°CRC,CH CtC- CLIPIPEC%oP° PiCHCILIPjP&PN: P-PIEF ™ CIIP-PsPe
C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiCKPuPiP°CEP°C,Ct, C-P- CI'PuPeCI'CfP°P»CHPSPsCh
P°PeC,PéPIPSC-CI'C,CR, P- PSP°CIIPIPSPéPjPé C,P°PeC,PsCHP°PjPé CHPEP-PEPeCr C1Pé P-
PePsPjP+C-PSP°CtC-C”"Ch CtPéC... C,P°PeC,PsCEC-PI, CfPé P- C-PSCEP&PjPé
C,P°PeC,PsCHP°PjPé.

PwCHPsPIPsPSPsCI'PSP°® C,P° P»C-PjC,P°C,PéCtPSP° CI'PéCI C,PuPjPé.
P’P°P-PsPsPeP»CRP-PEPIPSPéPN. PeCEP&P:. P] PSPuPIPuP»P&PePsPjCr P-P°PIC+P°CI'PSPs
PiCEP&PiP&PSPuPSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- P-P°CI'C,PsCI'CIPIP°PSPSCI]
CI'PéP»PrPpPSP°C,C-P»Cr PiP°CtC-C”PSC,P°Pj C-P- P»PuPiPuPSPuPIPsCh
P°CHC,PuCHC-P°P»CHPSPsCh PiC-PiPuCHC,PuPSP-C-C”Ch, PIC,PsCHPéPSPSPsCHR C%oPsPrPs
CI'PuCEPiPsPiPsPrC-P+PSPsPeP»C-C,PéPSPSPsC— P°PSPuPjC-C—, PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CI'PéP»PrPuPSP°C,C-P»Cr PiCHPs CHPsP-PIPEC,PsPe
PIP°P-PsPsPeP»CRP-PEPIPSP&C... PeCRP&P-C-PI, C%oPs PiPsC,CRPuP+CrPIP°P»Pé
PiPsCI'PiC-C,P°P»C-P-P°CtC-C—, PiPsPIC-PrPsPjP»CIIP»PsCI'CII C+P°CI'C,C-C€Pp, PSC-PY
PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PiP»P°CtPuP+Ps. PiP»C-PSC-C+PSPu P-PSP°C+PuPSPSCI]
CtC-C”C— C-PSC, PsCHPjP°CtC-C— PrP»CII PiP°CtC-C”PSC,C-PI, CLIPeC-
P-P°CI'C,PsCI'PsPIC*CRC,CH PiCHPuPiP°CREP°C, PmP°PeCI'C-PiCHP° P- PjPuC,PsCh
P»C-PeCrPIP°PSPSCII PuCHPuPeC,PEP»CHPSPsC— PrPéCI'C, CrPSPeCtC-C—,
PSPuPIC-PrPsPjPp.

PKPuCHPIPsPIP° CI'PéCIC,PuPjP°. PyCHPEPIPsPiP°, C,ChP°PSP-PEC,PsCHPSP°®
PiP»PsP+P°P»CHPSP° P°PjPSPuP-C-CI]I.



PYPiPuCtPéC,C-C#PSC- PIC-PrCtC4C,C,CII.

PYP»C4C.... PuC-CI'P»CII PIP&C...PsPrCr PICHPuPiP°CEP°C,Cr PSP° CEP8PSPsPe
PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs PIPEPiP°PrPePé CHP°PiC,PsPIPsPiPs P-PSPéPYPuPSPSCII
C1Pé PIC,CRP°C,Pé CI'P»CrC...Ct, PiPsPIBF™ 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, PsCEPjP°CtC-CLI 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
PiPsPI'CLIP-P°PSC- C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiCHPuPiP°CHP°C,Cr PmP°PeCI'C-PiCHP®,
P- PSP°CIIPIPSPéPjPé C,P°PeC,PsCHP°PjPé CRHPEP-PEPeCT PIC,CHP°C,Pé CI'P»CrC...CT, P-
PePsPjP+C-PSP°CtC-C”Ch CtPéC... C,P°PeC,PsCHC-PI C+Pé P- C-PSCEPEPjPé
C,P°PeC,PsCHP°PjPé, PSPuPjPsPP»P&PIPs.

P—C-CB. P§PéPjC+P°CI'PsPIP° PIC,CEP°C,P° P-PsCHCT, PiPsC+PuCHPIPSPSC-PSPSCII PsCPuPNe,
PiPuC+C-PSPSCII PI PsC#P°C..., PiC-PrPIP&C%oPuPSPSCII PIPSCrC,CEC-CEPSCHPsPsCPSPsPiPs
C,PéCI'PeCt, PSP°P+CRCIIPe CI'C-C,PeC-PIPePé, CI'CrPrPéPSPSC-
P-P°C...PIPsCHCRPIP°PSPSCII CI'C-C,PeC-PIPePé P°P+Ps PeCHPsPIPsC,PuC+P°,
PIC-PrC€P°CECIPIP°PSPSCII CI'PeP»P&CI'C,PsPiPs C,C-P»P°.

PiC-CI'P»CII PIP&C...PsPrCr PiCHPpPiP°CEP°C,Cr PSP° CEP&PSPsPe CHC-PrPePs
PiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCEPs PIPEPiP°PrPePé PSPuP°CEC,PuCHC-P°P»CHPSPsC—
PiPuCHPpPrPSCHPsC— C-CEPpPjC-C+PSPsC— PSPuPICHPsPiP°C,C-C— P-PsCHPsPIPsPiPs
PSPuCHPIP°, C%oPs C” PiCHPéC+PéPSPsCh P-PSP&PPuPSPSCII P-PsCHCT,
PIPeP»CRC+P°CRCtPé PiPsCI'C,C-PNePSCt PIC,CHP°C,Ct P-PsCHCT, CLIPeC- P+CrP»Pé
PiPsPIsF™ CLIP-P°PSC- Ct C+P°CI'C- C-P- P-P°CI'C,PsCI'C*PIP°PSPSCIIP;
C-PSPiC-P+C-C,PsCHC-PI PxP"P*5, PIPeP»CRC+P°CRC$Pé CI'PéP»PrPuPSP°C,C-P». P'P°PiP°C,Ps
P- PiP°CtC-C”PSC,C-PI, P°P»Pp PSPu PICI'C-, PjP°P»Pé PSP°CLIPIPSC- P°PSP°C,PsPjC-C$PSC-
P°P+Ps CI'CrPrPéPSPSC- C,P°PeC,PsCHPé CHPéP-PEPeCr CHPsP-PIPEC,PeCr
PSPuP°CHC,PuCHC-P°P»CHPSPsC— PiPpCHPuPrPSCHPsC— C-CEPpPjC-C+PSPsC—
PSPuPICHPsPiP°C,C-C— P-PsCHPsPIPsPiPs PSPuCHPIP°, PIPeP»CRCP°CRCtPé (P°P»Pp
PSPuPsP+PsPIB™ CLIP-PePsPIPs PsP+PjPuPCrCRC+PéCI'CHb) C,P°PeC-: PSP&P-CHhPePu
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PrC-P°PjPuC,CHP°® PuPeCI'PeP°PIP°CtC-C— C,P° PrPéCI'PeP®
P-PsCEPsPIPsPiPs PSPuCHPIP® (P-P°CI'C,C-PNePSP&PNe PrPECI'Pe P-PsCEHPsPIPsPiPs PSPuCHPIP®),
PIC-Pe P+C-P»CHCEPp PSC-PY 50 CHPsPeC-PI, P°CHC,PuCEC-P°P»CHPSP®
PiC-PiPuCHC,PuPSP-C-CIJ, P-P°C...PIPsCRCRPIP°PSPSCI] PePsCHPsPSP°CHPSPEC...
P°CHC,PuCEC-PNe, PiC-PiPuCHP»C-PiC-PrPuPjC-CII C,P° PiP°P»C-PSPSCII. PkPuPjPsPYP»P&PIPs
PIPéP-PSP°C+PéC,Pé, C+Pé CtC- CLIPIP&C%o0P° PiCHCILIPjPs PiPsPI'CIIP-P°PSC- C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C-PSPiC-P+C-C,PsCHC-PI PuP”P+5 CfPé P- PSP°CIIPIPSPé&PjPé
P°PSP°C,PsPjC-C$PSP&éPjPé P°P+Ps CI'CrPrPéPSPSPéPjPé C, P°PeC,PsCHP°PjPé CHP&P-PéPeCY,
C$Pé P- PePsPjP+C-PSP°CtC-C”Ch CtPé&C... PICI'C-C... C,P°PeC,PsCHC-PI, C{Pé P- C-PSCEPEPjPé
C,P°PeC,PsCHP°PjPé.

P—PIC-C,C3PIP°PSPSCII PiCEPs PiC-PrPsP-CFCRPIP°PSC- PiPsP+C-C#PSC-
CHPuP°PeCtC-C—. P—PIC-C,CtPIP°PSPSCII PiCEPs PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-C+PSC-
CEPpP°PeCtC-C— PiC-CI'P»ClLI CEPpC”CI'C,CEP°CtC-C— P»C-PeP°CECI'CHhPePsPiPs
P-P°CI'PsP+Cr PjP°C” PIP°PYP»P&PIPu P-PSP°C+PpPSPSCILI. P!Pp PrP°C” P-PjPsPiCr
PiCEPsPIPsPrP&éC,Pé P+PpuP-PiPuCEPuCHPIPSPEPNe PjPsPSC-C,PsCEP&PSPi



CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PjC-PY PePsCHP&CI'C,Ch C- CHP&P-P&PeP°PjPé,
PiPsPIBR™ CIIP-P°PSP&PjPé C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj CtCH>PsPiPs
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Ct. P>C-PeP°CHCIIPj CI'P»C-Pr P-PIC-C,CfPIP°C,Pé
PiCHPs P+CrPrCH-CIIPeC- PiC-PrPsP-CECRPIP°PSC- PiPsP+C-C$PSC- CHPuP°PeCtC-C—
PIC-PrPiPsPIC-PrPSPs PrPs PIP&éPjPsPi P-P°PePsPSPsPrP°PICI'C,PIP®.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 4 CEPsPePé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.
P&Pp PiPsC,CRHPuP+CrC” CI'PiPpCtC-P°P»CEbPSPEC... CfPjPsPI P-P+PuCEC-PiP°PSPSCIL

P—P+PuCHC-PiP°C,Pé Cr PjC-CI'CtCIIC..., PSPuPrPsCI'C,CfPiPSP&C... PrP»CII PrC-C,PuPNe.

PJPiP°PePsPIPeP°.

PuPs 1 P°P+Ps PiPs 4 C,P°P+P»PuC,PePé Cf P+P»C-CI'C,PuCHC-; PiPs 1 P+P»C-CI'C,PuCHCT PI
PeP°CHC,PsPSPSC-PNe CrPiP°PePsPICtC-.

PP°C,PpPiPsCRHC-CII PIC-PrPiCiCI'PeCr.

P—P° CEPuCtPuPiC,PsPj.

P’PéCEHPsP+PSP&Pe/P-P°CIIPIPSPéPe.
PxP°CEPjP°CtPuPIC,PéCPSPEPN: P-P°PIPsPr ERhPyPhP>P-PxPhP PmPhERK PY.Ph./
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PiC-CI'CtPpP-PSP°C...PsPrP{PuPSPSCII PIPéCHPsP+PSPéPeP° C,P° P°PrCHPuCIP®
PjC-CI'CtCII PiCHPsPIP°PrPYPpPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.

PICYP». PyuPpP»CHPiP»PéPSCHCI'PeP° 19, 83-200, PYC,P°CHPsPiP°CEPr P“PrP°PSCHCI PePé,
P1iPsP»CHC%oP°/

19, Pelplinska Str., 83-200 Starogard Gdanski, Poland.



